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PP01-001
miR-15b and miR-16 regulate TNF mediated hepatocyte apoptosis

via BCL2 in acute liver failure

fangmei an, Bangdong Gong, Hui Wang, Dongshan Yu, Gangde Zhao,

Lanyi Lin, Weiliang Tang, Shisan Bao, Qing Xie, Qing Xie

Ruijin Hospital, Shanghai Jiao Tong University School of Medicine

Background: Acute liver failure (ALF) still has an unacceptable high

mortality rate, despite substantial improvements with multidisciplin-

ary care. The precise underlying mechanism of ALF remains to be

explored. It has been reported that microRNAs (miRNAs) are novel

regulators in a number of liver diseases, but the role of miRNAs in the

development of ALF is not fully understood.

Methods: An ALF murine model was generated by ip injection of

D-GalN/LPS, which was confirmed with histopathology and bio-

chemistry. The hepatic miRNA expression profile in ALF was

determined by microarray and verified by qRT-PCR. The functions

and signal pathways of the targeted genes of these deregulated

miRNAs were predicted, using bioinformatics analysis. The possible

underlying mechanism was investigated by exploring the relationship

between miRNA modification and hepatocyte apoptosis.

Results: There were a total of 95 significantly changed miRNAs in

ALF compared to mock-treated (P \ 0.01). Among these 95 miR-

NAs, 20 were up-regulated and 26 were down- regulated at both 5 and

7 h time points. Bioinformatics analysis predicted that some of these

46 miRNAs were involved in apoptosis. Among the up-regulated

miRNAs involved in apoptosis, miR-15b and miR-16 showed the

highest enrichment and targeted the common anti-apoptotic gene,

BCL2. Our in vitro data demonstrated that miR-15b and/or miR-16

regulated BCL2 at the protein level. Inhibition of miR-15b and/or

miR-16 reduced hepatic apoptosis and TNF production.

Conclusions: These data suggest that miR-15b and miR-16 regulate

TNF mediated hepatic apoptosis via BCL2 during ALF, and may shed

light on the development of a therapeutic strategy for treatment of ALF.

PP01-002
Role of HSP70 gene in acute viral hepatitis and fulminant hepatic failure

Premashis Kar, Ujjwal Sonika, Rajib Kishore Hazam

Maulana Azad Medical College

Background: To study the role of HSP70 gene in patients of Ful-

minant Hepatic Failure (FHF) and Acute Viral Hepatitis (AVH); and

to evaluate whether quantification of HSP70 protein at admission

could predict the outcome of disease.

Methods: 43 patients with FHF and 45 patients with AVH were

included in the study. HSP70 expression was measured at admission

by quantification of HSP70 protein using ELISA and gene polymor-

phism was studied by PCR RFLP method.

Results: The mean HSP70 protein levels were significantly higher

(47.17±26.34) in FHF as compared to AVH (19.74±8.50) and

Controls (8.31±5.30) p\0.01. The b1b1 genotype of HSP70-1 was

found significantly less commonly in AVH and b1b2 more frequently

in FHF compared to controls (p \ 0.05). Genotype b2b2 was

decreased in FHF as compared to AVH (p \ 0.05). The b2 allele of

HSP70-1 was found significantly increased in AVH (p \ 0.05).

Genotype AA and BB of HSP70-2 were found respectively less and

more commonly in AVH group (p \ 0.05). AB genotype was

increased in FHF as compared to AVH group. Allele B of HSP70-2

was associated with increased risk of AVH. AA, AB and BB geno-

types of HSP70-hom gene did not show significant difference among

various groups. Allele B of HSP70-hom gene was associated with less

severe liver injury in patients with hepatitis (OR 0.2, 95% CL 0.04-

0.77).

Conclusions: HSP70 gene expression and polymorphism may play an

important role in susceptibility to AVH and FHF and may also predict

the severity of disease.

PP01-003
A novel subset of double negative T cells effector molecule fibrinogen-like

protein 2 contributes to the outcome of murine fulminant viral hepatitis

Hongwu Wang, Di Wu, Tao Chen, Yong Zou, Weiming Yan, Meifang Han,

Zeguang Wu, XiaoJing Wang, Qin Ning

Tongji Hospital

Background: The underlying pathogenesis of fulminant viral hepa-

titis (FVH) has not been fully elucidated. As a subset of regulatory T

cells, CD3+CD4-CD8-double negative (DN) T cells can suppress T

cell responses. In this study, we present new insights into the immune

mediated mechanisms involved in FVH caused by murine hepatitis

virus strain 3 (MHV-3).

Methods: The phenotype and cytokines of DN T cells were detected

by flow cytometric analysis. The levels of mfgl2 were measured by

real-time PCR and western-blot. The function of mfgl2 was measured

by PCA.

Results: MHV-3-infected susceptible Balb/cJ mice had increased

proportions of DN T cells expressing high levels of the early acti-

vating molecule CD69, and hepatocytes were shown to recruit splenic

DN T cells. Serum levels of ALT, AST and TBil increased, accom-

panied by massive hepatocyte necrosis. These DN T cells were

predominantly consisted of a TCR subset expressing high levels of

CD44, and about 11% of these cells secreted IL-2. Following MHV-3

infection, murine.

Conclusions: Our results demonstrated that DN T cell-derived mfgl2

may serve as an important effector molecule contributing to the

pathogenesis of MHV-3-induced FVH.

PP01-004
Expression of the C5a receptor on granulocytes in patients with liver

disease associated with sepsis

Ruonan Xu, Zheng Zhang, George Lau, Fu-Sheng Wang

Beijing 302 Hospital
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Background: Immune paralysis of phagocytic cells due to excess of

the complememt activation product C5a has been proposed as a

critical pathomechanism in sepsis. Blockade of C5a has been pro-

posed to be beneficial and demonstrating upregulation of C5a receptor

on granulocyte.

Methods: To examine the predictive value of serum concentration of

C5a and the expression of C5aR on granulocyte for prognosis of

sepsis patients, different patients including SIRS, sepsis and sepsis

shock were included in this study.

Results: The C5a serum concentration was increased, which are

positive with the SOFA sore, but the MFI of granulocyte were sig-

nificantly reduced in sepsis and sepsis shock patients compared with

SIRS and healthy controls. The MFI are negative with the SOFA sore.

Conclusions: These findings suggest that the increased production of

C5a and the decrease of C5aR on granulocyte may participate in

immune paralysis of liver disease associated sepsis. Which may be

helpful for prognosis of sepsis.

PP01-005
Predicting survival after living and deceased donor liver transplantation

in adult patients with acute liver failure

Young-Joo Jin, Young-Suk Lim, Seungbong Han, Han Chu Lee,

Shin Hwang, Sung Gyu Lee

Asan Medical Center

Background: Post-transplant outcomes for acute liver failure (ALF)

are less satisfactory, and there are debates about the most suitable

type of graft. Given the critical shortage of donor organs, accurate

assessment of post-transplant outcome in ALF patients is crucial to

avoid a futile liver transplantation (LT).

Methods: A database of 160 consecutive adult ALF patients who

underwent primary LT between 2000 and 2009 in a tertiary LT center

was analyzed.

Results: The most common causes of ALF were hepatitis B virus

infection (30%) and herbal/folk medicine (30%). Thirty-six (22.5%)

and 124 (77.5%) patients underwent deceased-donor LT (DDLT) and

adult-to-adult living-donor LT (LDLT), respectively. During median

follow-up period of 38 (range 1–132) months, the DDLT and LDLT

groups showed similar patient (P = 0.99) and graft (P = 0.97) sur-

vival rates. The overall 1- and 3-year patient survival rates were 78.8

and 74.6%, respectively. Five predictors of patient survival were

identified by bootstrapping and multivariate analysis: vasopressor

requirement, estimated glomerular filtration rate, serum sodium con-

centration, recipient age, and donor age, at the time of transplant. By

summing scores weighted on each category of these predictors, we

designed a prognostic scoring system (scores from -2 to 20) that

estimated 1-year post-transplant mortality from 0 to 100% (c-

statistic = 0.79).

Conclusions: Long-term outcomes after LDLT and DDLT were

comparable in adult patients with ALF. A simple prognostic scoring

system that include 5 predictive variables at the time of LT may help

estimate post-transplant survival in ALF patients, regardless of the

type of transplant.

PP01-006
Expression profiles and polymorphism of Toll-like receptors 2 and 4

in fulminant hepatic failure patients

Sunil Polipalli1, Abhishek Singla2, Phani Kumar Gumma3, Bhudev C Das4,

Premashis Kar5

1Maulana Azad Medical College; 2Maulana Azad Medical College,
New Delhi; 3Maulana Azad Medical College, New Delhi; 4University
of Delhi, New Delhi; 5Maulana Azad Medical College, New Delhi

Background: Toll-like receptors (TLRs) play a pivotal role in an

innate immunity system, which controls inflammation responses and

further instructs development of adaptive immunity. The aim was to

study the expression profile and polymorphism of TLR-2 and TLR-4

in the peripheral blood lymphocytes of Fulminant Hepatic Failure

(FHF).

Methods: Our study included 45 cases with FHF, 45 cases with Acute

Hepatitis (AH) and 25 healthy controls. The mean age in years (range)

of subjects in different groups were FHF, 29.84 (14 vs. 65 yrs); FHF-

E, 27.65 (17 vs. 55 yrs); FHF-S, 33.00 (14 vs. 65 yrs); AVH, 29.47

(16 vs. 68 yrs). Peripheral blood lymphocytes were isolated for

studying the polymorphism, total RNA was extracted and reverse

transcribed into cDNA. The mRNA expression level of TLR-2 and

TLR-4 were quantitatively determined by semi-quantitative RT-PCR.

Results: Expression of TLR 2 and TLR 4 was significantly more in

patients with FHF 31/45 (68.9%) and AVH 20/45 (44.4%) than

normal controls (p \ 0.001). Patients with FHF also showed a sig-

nificant greater expression than those with AVH (p \ 0.019). Greater

expression was seen in patients with FHF-E 20/26 (76.9%) versus

FHF-S 11/19 (57.9%) but however results here were not significant

(p = 0.17). Polymorphism for four types of SNPs -TLR2 Arg677,

TLR2 Arg753, TLR4 Asp299 and TLR4 Thr399 were studied which

failed to show a significant difference.

Conclusions: In conclusion, our study reveals a possible interaction

between Fulminant Hepatic Failure, TLR signaling and the innate

immune response, which may partially explain the mechanism of

infection induced immuno-tolerance.

PP01-007
Outcome of living donor liver transplantation for acute liver failure;

University of Tokyo experience

Noriyo Yamashiki, Sumihito Tamura, Junichi Kaneko, Taku Aoki,

Kiyoshi Hasegawa, Yoshihiro Sakamoto, Yasuhiko Sugawara, Kazuhiko

Koike, Norihiro Kokudo

University of Tokyo

Background: Acute liver failure (ALF), defined as a rapid deterio-

ration of liver function resulting in consciousness disturbance and

coagulopathy in patients with previously normal liver function, is

often fatal without timely liver transplantation (LT). In Japan, living

donor LT (LDLT) is the only realistic option for the majority due to

scarce deceased donor organs.

Methods: Between 1996 and 2010, 465 LDLT were performed at the

University of Tokyo, and 42 (9.0%) were for ALF. Their baseline

characteristics and survival data were analyzed. Their waiting time

was compared with 9 patients who were listed for deceased donor LT

(DDLT) during the same period.

Results: There were 22 males and 20 females, and their median age

was 43(8–64) years. Etiologies of ALF were hepatitis B in 13, drug-

induced hepatitis in 6, autoimmune hepatitis in 2, and unknown in 21.

The interval from referral to LT was 3 (0–33, median and range) days.

In contrast, 4 of 9 listed patients underwent DDLT in 14 (3–57) days

after listing. The relation of living donors were parents in 8, spouse in 7,

child in 11, siblings in 15, and aunt in 1. The 1- and 5-year patient

survival were 95 and 85% in patient underwent LDLT, and 100 and

100% in patients underwent DDLT.

Conclusions: Outcome of LT for ALF was excellent. Decision to

undergo LDLT was made in a short period. This study warrants

further comparison between DDLT and LDLT about optimal timing

to operation in patients with ALF.

PP01-008
Histological and radiological heterogeneity is characteristic of autoimmune

acute liver failure

Keiichi Fujiwara, Shin Yasui, Tatsuo Kanda, Osamu Yokosuka

Graduate School of Medicine, Chiba University

Background: The diagnosis of acute liver failure (ALF) due to

autoimmune hepatitis (AIH) is difficult because of atypical
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clinicopathological features. Patients with autoimmune ALF are

sometimes resistant to immunosuppressive therapy and have poor

prognosis.

A major problem is that there is no gold standard for making the

diagnosis of acute onset AIH. If there are supporting diagnosing tools

for acute onset AIH, they are of benefit to the patients. We examined

CT imaging features of autoimmune ALF to clarify the usefulness of

imaging for the diagnosis.

Methods: A retrospective analysis of unenhanced CT scans of 68

patients with ALF, consisting of 23 with autoimmune ALF and 45

with viral one was performed.

Results: Unenhanced CT showed hypoattenuated and hyperattenu-

ated areas, with the former reflecting massive hepatic necrosis and the

latter regenerative islands. Autoimmune ALF showed heterogeneous

hypoattenuating areas and viral one diffuse ones (p \ 0.001). The

heterogeneous hypoattenuating areas were present in 15 (65%) of

autoimmune ALF and 2 (2%) of viral one.

Conclusions: One of the characteristics of autoimmune ALF is its

histological heterogeneity, and heterogeneous hypoattenuation on

unenhanced CT was a characteristic imaging feature of autoimmune

ALF compared with viral one. This finding could be one of the tools

for diagnosing autoimmune ALF in combination with clinicopatho-

logical features.

PP01-009
Bone marrow myeloid-derived suppressor cells reduce acetaminophen-

induced acute liver injury in mice

Chen-Yu Hsu1, Li-Yuan Chang2, Chiao-Wen Kang3, I-Shyan Sheen4,

Chun-Yen Lin5

1Graduate Institute of Biomedical Science, College of Medical,
Chang Gung University, Taoyuan, Taiwan; 2Graduate Institute
of Biomedical Science, College of Medical, Chang Gung University;
3Graduate Institute of Biomedical Science, College of Medical,
Chang Gung University; 4Division of Hepatology, Department
of Gastroenterology and Hepatology, Linkou, Medical Center, Chang
Gung Memorial Hospital; 5Division of Hepatology, Department
of Gastroenterology and Hepatology, Linkou Medical Center, Chang
Gung Memorial Hospital

Background: Acute liver failure induced by drugs or microbes is a

grave disease with high mortality but without effective therapies. The

induction of acute liver failure is associated with excessive immune

responses. Myeloid-derived suppressor cells (MDSCs) are immune

regulatory cells which co-express Gr-1 and CD11b in mice. MDSCs

are known to suppress both innate and adaptive immune responses in

tumor and inflammation, and could be used to suppress the GVHD in

animal model. However, the therapeutic role of MDSCs in acute liver

failure remains unclear. In present study, we generated MDSCs (BM-

MDSCs) from bone marrow cells in vitro to investigate the role of

BM-MDSCs in acute liver injury.

Methods: We used acetaminophen (APAP) to induce acute liver injury in

mice. BM-MDSCs were adoptively transferred to APAP-treated mice.

Results: BM-MDSCs suppressed the proliferation of transgenic HA-

specific CD8 T cells in vitro, but partially diminished APAP-induced

liver injury in mice. Furthermore, proinflammatory cytokines, such as

IL-6, IL-10 and TNF-\, enhanced suppressive ability of MDSCs in

vitro. However, BM-MDSC treated with IL-6, IL-10 and TNF-\ could

not increase their in-vivo liver protection ability in APAP-induced

liver injury. Only TNF-\/LPS-treated BM-MDSCs could significantly

reduce APAP-induced liver injury in mice. These suppressive abilities

were associated with the increased mRNA expression of IL-10 and

iNOS in BM-MDSCs.

Conclusions: These findings suggest that BM-MDSCs are potential

as a cell-based immunotherapy in the control of drug induced acute

liver injury.

PP01-010
The tissue-protecting role of effector/memory regulatory T cells

in the mouse model of acetaminophen-induced acute liver failure

Li-Yuan Chang1, Hui-Ming Peng2, Chen-Yu Hsu3, Chiao-Wen Kang4,

I-Shyan Sheen5, Chun-Yen Lin6

1Graduate Institute of Biomedical Science, College of Medical,
Chang Gung University; 2Department of Gastroenterology
and Hepatology, Linkou Medical Center, Chang Gung Memorial
Hospital; 3Graduate Institute of Biomedical Science, College
of Medical, Chang Gung University; 4Graduate Institute
of Biomedical Science, College of Medical, Chang Gung University;
5Department of Gastroenterology and Hepatology, Linkou Medical
Center, Chang Gung Memorial Hospital; 6Department
of Gastroenterology and Hepatology, Linkou Medical Center, Chang
Gung Memorial Hospital

Background: Acetaminophen (APAP) induced massive hepatocyte

damage is associated with excessive innate immune responses.

However, APAP-induced acute liver failure is a life-threatening dis-

ease but without effective treatment. Effector/memory Treg cells

display potent suppression ability in preventing autoimmune diseases.

Methods: To examine the role of effector/memory Treg cells in acute

liver failure, we used APAP-treated mice as a model of acute liver

failure .

Results: In this study, we found that APAP-pretreated mice provided

protection against subsequent lethal APAP challenge. Increased per-

centage of effector/memory Treg cells was also found in liver, blood,

and spleen of mice with a sub-lethal dose of APAP treatment. Fur-

thermore, depletion of Treg cells by using anti-CD25 antibody in

APAP-pretreated mice diminished protection against subsequent

lethal APAP challenge. On the other hand, we generated effector/

memory Treg cells in vitro from Treg cells stimulated with anti-CD3

and anti-CD28 antibodies. Adoptive transfer of in-vitro-generated

effector/memory Treg cells diminished the hepatocyte damage in

mice with APAP challenge through suppressing infiltration of neu-

trophils and macrophages in liver.

Conclusions: Taken together, these results demonstrate tissue-pro-

tecting role of effector/memory Treg cells in APAP-induced liver

failure. Thus, we may provide a possible treatment strategy for

patients with acute liver failure.

PP01-011
Acute phase response and water retention induced by peppermint (Mentha

piperita) oil

Mohsin Shafiq, Nadeem Sheikh

Department of zoology, University of the Punjab, Q-A Campus,
54590, Lahore, Pakistan

Background: In any assault, primary immune response that body

fires is Acute phase response (APR). APR aids body, by restricting

Antigen at site of invasion and by regulating different metabolic

pathway e.g. Iron metabolism, and is characterized by up and down

regulation of various serum proteins namely Acute Phase Proteins

(APP). Aim of study was to inspect whether Peppermint oil (PO), like

others e.g. Turpentine oil, induces APR?, as cytotoxicity and pul-

monary edema are evident due to PO. Investigation is important as PO

is constituted in anti-emetic and anti-spasmodic drugs and also used

to cure irritable bowel syndrome.

Methods: PO Doses T1 = 1.25 ml/kg, T2 = 2.5 ml/kg and T3 =

5 ml/kg were orally administered to isolated Wistar Rats. 6 h after

oral dose, animals were slaughtered, and sera were obtained

and quantified for Alanine Transaminase (ALT), Alkaline Phospha-

tase (ALK) and bilirubin. Densitometry was performed by 1D

SDS-PAGE.
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Results: No significant variations were observed among PO treated

and control animals for thrice, bilirubin, ALT and ALK with

p-value = 0.7184, p-value = 0.3765 and p-value = 0.3925 respec-

tively. Neither T1, T2 and T3 exhibited any significant changes in

comparison to each other.

Densitometry revealed decrease in level of various proteins especially

with molecular weights ranging 60-80kDa, 40-50kDa and 20-25kDa.

Conclusions: Densitometry exhibits decrease in Transferrin (80

kDa), Albumin (68 kDa), Antithrombin (52.24 kDa), Transcortin

(44.68 kDa) and Retinol binding proteins (23.22 kDa), which are

negative acute phase proteins. Hence the decreased level justifies the

occurrence of APR on PO administration. Decreased Albumin can

induce water retention in tissues; PO must be administered with

extreme care.

PP01-012
Ethyl gallate isolated from Galla Rhois inhibits lipopolysaccharide

stimulated nitric oxide production in RAW 264.7 macrophages via heme

oxygenase-1 induction

Dong Hwan Sohn1, Pil-Hoon Park2, Jin Hur3, Youn-Chul Kim4, Ren-Bo An5

1Wonkwang University; 2Yeungnam University; 3Wonkwang
University; 4Wonkang University; 5Yanbian University

Background: Galla Rhois has been used for the treatment of various

diseases, including skin disease, diarrhea, dysentery, hemorrhage, and

leucorrhea. Ethyl gallate (EG), a derivative of gallic acid, is an

antioxidant phenolic compound and possesses various biological

activities, including antioxidant and anti-biotic. However, the effect

of EG on the inflammatory response has not been explored. In the

present study, we investigated the anti-inflammatory effect of ethyl

gallate (EG) isolated from Galla Rhois as evaluated by inhibition of

nitric oxide (NO) production and inducible nitric oxide synthase

(iNOS) expression, and potential role of heme oxygenase-1 (HO-1) in

the inhibition of NO production elicited by EG.

Methods: Treatment of RAW264.7 macrophages with EG signifi-

cantly inhibited the production of NO and iNOS expression

stimulated by LPS. We also demonstrated that EG treatment increased

HO-1 mRNA and protein expression, as assessed by quantitative RT-

PCR and Western blot analysis.

Results: EG treatment also increased the levels of nuclear factor-

erythroid 2-related factor 2 (Nrf2), which is critical for transcriptional

induction of HO-1. In addition, treatment with SnPP (tin protopor-

phyrin IX), a selective HO-1 inhibitor, counteracted the inhibitory

effect of EG on nitrite production, suggesting that HO-1 is, at least in

part, implicated in the inhibition of NO production induced by EG

treatment.

Conclusions: Taken together, these results indicate that EG isolated

from Galla Rhois suppresses NO production in LPS-stimulated RAW

264.7 macrophages via HO-1 induction.

PP01-013
Establishment of immortalized human hepatic stellate cells for application

in co-culture of hepatocytes and hepatic stellate cells

Lanjuan Li, Xiaoping Pan, Jianzhou Li, Xiaopeng Yu, Pengchen Zhou,

Chengbo Yu, Yimin Zhang, Hongcui Cao, Yu Chen, Weibo Du

The First Affiliated Hospital, College of Medicine, Zhejiang
University

Background: It has been reported that liver-specific functions of

hepatocytes was improved by co-culture of hepatocytes with primary

hepatic stellate cells (HSC). However, Primary hepatic stellate cells

have a short lifespan in vitro, which has been considered a major

hurdle for their use. This study was to establish immortalized human

hepatic stellate cells by Simian Virus 40 Large T antigen (SV40 LT)

for investigation of co-culture of hepatotyes and hepatic stellate cells

in vitro.

Methods: Primary human hepatic stellate cells were isolated by four-

step perfusion technique, and transfected with recombinant retrovirus

containing SV40 LT. HSC-Li, one of immortalized HSC, was char-

acterized by analysis of gene expression and functional characteristics

in vitro. Liver functions of hepatocytes were evaluated in a co-culture

system incorporating C3A cells with HSC-Li cells.

Results: The mRNA expression of Collagen type, hepatocyte

growth factor (HGF), and actin by RT-PCR was observed in HSC-Li

cells. HSC-Li cells showed differential functions of HSC including

synthesis of collagen type I and hepatocyte growth factor. When

C3A cells were co-cultured with HSC-Li cells, real time RT-PCR

revealed that the mRNA expression of albumin and human cyto-

chrome P450 enzymes were better improved in co-culture system.

Moreover, the secretion of albumin and urea synthesis in co-culture

conditions was also significantly increased compared with only C3A

cells culture.

Conclusions: The HSC-Li cells have the biological characteristics of

primary human hepatic stellate cells, and can improve the liver

functions of hepatocytes by co-culture conditions, which may be

valuable and applicable for bioartificial liver.

PP01-015
Intra luminal Eucalyptus oil administration induced Hyperbilirubinemia

and hepatocytic injury

Nadeem Sheikh, Mohsin Shafiq, Nida Zia

Department of Zoology, University of the Punjab, Lahore, Pakistan

Background: Serum proteins exhibit variations under several phys-

iological conditions that present a picture of metabol-isms. Aims of

study were to demonstrate Acute Serological Changes after EO

(Eucalyptus oil) adminis-tration in Wistar Rat. Plant products usually

effect serum proteins, by damaging liver, leading certain physiolog-

ical impairments e.g. erythrocytopenia, hypertension, inflammation

and edema. EO owes such compounds that exhibit cytotoxicity.

Investigation of serological changes is crucial as instead of its cyto-

toxicity, it is used in various pain killers and balms.

Methods: T1=1.25ml/kg, T2 =2.5ml/kg and T3=5ml/kg of EO was

orally administered to three experimental groups against a control

group. Animals were sacrificed after 6h of dose and sera were sepa-

rated for ALT (Ala-nine transaminase) and Bilirubin estimation.

Densitometry was performed by 1D- SDS PAGE.

Results: Significant variations occurred in Bilirubin between treated

and control animals, p=0.0062, inter-group comparisons revealed

non-significant difference between T1 and control, p=0.0705, T1

varied from T2 and T3 with p=0.0309 and p=0.0080, trend of increase

in Bilirubin was observed with increasing doses. No significant var-

iation was observed in ALT among control and treated animals

p=0.346, Inter-group variations were also non-significant. Densi-

tometry exhibited variations between control and treated animals.

Reduction in serum protein con-tents was noticed specifically along

60-80kDa, 40-55kDa and 20- 30kDa in increasing order with Doses.

Conclusions: Hyperbilirubinemia indicates severe damage to liver.

While the reduction in serum proteins (mentioned) indicates APR

(Acute Phase Response) that marks hepatocytic injury which might

lead to hepatocytosis. For the reason there is need to take careful

administrations of products containing EO.

PP01-016
Hepatoprotective and antioxidant effects of Myelophil on restraint stress-

induced liver injury in BALB/c mice

Hyeong-Geug Kim, Jong-Min Han, Jin-Seok Lee, Chang-Gue Son

Liver and immunology research center

Background: This study aimed to evaluate the pharmacologic effects

of Myelophil using a restraint stress-induced liver injury model and to

explore the mechanisms underlying these effects.
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Methods: Distilled water or Myelophil (50, 100, or 200 mg/kg) was

orally administered to 6- week-old BALB/c male mice once daily for

5 days. The mice were subjected to restraint stress for 6 h, and serum

levels of aspartate and alanine aminotransferases (AST and ALT,

respectively), total reactive oxygen species, and total antioxidant

capacity were determined. Hepatic tissue levels of lipid peroxidation,

antioxidant activity (as represented by superoxide dismutase, catalase,

and glutathione reductase activity), and interleukin-1beta(IL-1beta)

were also measured.

Results: Restraint stress induced severe oxidative stress and hepatic

injury, as evidenced by marked elevation of serum ALT and AST

levels, increased levels of reactive oxygen species and lipid peroxi-

dation activity, and depletion of antioxidant enzyme activities.

Myelophil pretreatment significantly attenuated not only the elevation

of serum ALT and AST but also the increase in reactive oxygen

species and lipid peroxidation. It also restored a significant fraction of

the catalase, glutathione reductase, and peroxidase activity in liver

tissues. Myelophil pretreatment also partially normalized the levels of

interleukin-11beta(IL-1beta)gene and protein expression.

Conclusions: These results suggest that Myelophil has potent pro-

tective effects against restraint stress-induced liver injury and that

these effects are mediated by antioxidant activities.

PP01-017
Explore the influencing factors on the prognosis of chronic of chronic

severe hepatitis treatment by artificial liver support system

Shao-Quan Zhang, Li Mai, Ying Yan, Jing Liu

The Third affiliated hospital of Sun Yat-Sen University

Background: To explore the prognostic factors on patients with

chronic severe hepatitis treatment by artificial liver support system by

analyzing the clinical data of 100 cases. And to select the exact

opportunity on treatment.

Methods: Clinica datas of 100 patients with chronic severe hepatitis

treatment by artificial liver support system were analyzed

retrospectively.

Results: Fatality rate in patients with chronic severe hepatitishad

no relaction to age and sexuality. There is no significant differ-

ence between the death rate of patients with single infection of HBV

and that of patients with multiple infection of HBV and other

type hepatitis virus. Hepatic encephalopathy (81.25%), hepatorenal

syndrome (31.25%), severe infection (41.7%) in death group were

higher than those in curing or impriving group (23.1%,9.61%,9.61%,

p\0.05. Prothrombrin activity, cholesterol, length of right liver

checked by supersonic in death group was lower than that in curing or

improving group.

Conclusions: Low PTA,Low CHOL,short in right liver checked by

supersonic andcomplicated with hepatic encephalopathy, hepatorenal

syndrome, severe infection are bad parameters in patients with

chronic severe hepatitis treatment by artificial liver support system. It

can get well effect by exact opportunity on treatment.

PP01-018
Amelioration of liver injury by persistently targeted intervention

on TNFRp55 in acute-on-chronic liver failure rats

Yumin Xu, Qing Xie, Hui Wang, Hai Li, Wei Cai, Xiaogang Xiang, gangde

Zhao, Haiqing Wu

Ruijin Hospital, Shanghai Jiaotong University School of Medicine

Background: Acute-on-chronic liver failure (ACLF) is the acute

deterioration of established liver diseases. TNF-TNFR1(TNFRp55)

pathway plays an key role in hepatocyte apoptosis and necrosis.

Blocking this pathway may effectively inhibit the hepatocyte necrosis

and thus decrease the mortality of liver failure. We previously

developed a patented new preparation of potent TNFRp55-fusion-

protein, which was shown to persistently block the pathway and

prevent the development of acute liver insults. In this study we

investigated the efficacy of this preparation in ACLF rats, and its

probable effect on IL-22, which recently has been shown protective to

hepatocytes.

Methods: Wistar rats were immunized with human serum albumin

till liver cirrhosis, and then induced with D-galactosamine/LPS to

establish the ACLF model. The specimens of sera and liver tissues

were processed with biochemical test, pathological staining, real time

PCR, etc.

Results: We found that the mortality of TNFRp55-fusion-protein

treated rats was 0% compared to that of 80% in ACLF rats. The

production of IL-6 and the caspase3 activity were decreased in

treated rats. The histopathological demonstration and the expression

of Bcl-2, Bax and PCNA indicated that this preparation can

effectively inhibit the inflammation and apoptosis. Furthermore, the

expression of IL-22 receptor was increased in TNFRp55-treated

liver.

Conclusions: TNFRp55-fusion-protein can significantly improve

survival and ameliorate liver injury, suggesting that this patented

preparation may be a therapeutic characteristic in ACLF, and it may

functions synergistically with IL-22.

PP01-019
Dynamic changes of LPS level and its relationship to qualitative and quan-

titative alterations in monocyte function in different phases of acute-on-

chronic hepatitis B liver failure (ACHBLF)

Yurong gu, Zhang wei, Chen sui, Zhang min, Gao zhiliang

Non

Background: Endotoxin tolerance induces qualitative and quantita-

tive alterations in monocyte function, particularly in inflammatory

cytokine production and HLA-II antigens expression. We sought to

investigate if the dynamic changes of LPS levels were associated with

endotoxin tolerance in monocyte in Acute-on VChronic Hepatitis B

Liver Failure(ACHBLF).

Methods: Plasma LPS levels, monocyte amount, IL-10 and pro-

inflammatory cytokines (TNF-a, IL-1, IL-6) levels from 5 ACHBLF

patients with no cirrhosis or sepsis were evaluated every 2 weeks

along with TBil until TBil returned to the baseline or normal. 10

healthy subjects were also evaluated as controls. The phases of

ACHBLF were divided into progression phase, peak phase and

remission phase.

Results: Five patients were evaluated for a mean follow up of 10

(0.94) weeks. Significant abnormal distributions of LPS level were

observed in ACHBLF patients comparing to healthy controls

(P \ 0.05). LPS in 5 cases increased to the highest level in the peak

phase (0.0960, 0.0680, P \ 0.05) while monocyte amount decreased

(Fig. 1). IL-10 and IL-1 levels were significantly higher than the

healthy group in the progression phase (4.1897, 0.7363 vs. 0.3019,

0.8384, P = 0.005; 0.4197, 0.9949 vs. 0, P = 0.001, respectively).

IL-6 level keep higher than the healthy group persistently during the

dynamic change of LPS (P \ 0.05), however, TNF-a showed no

difference comparing to healthy group even LPS level changed.

Conclusions: Increased LPS level could depress Monocyte amount

and IL-10, IL-1 level, and do not affect TNF-a level, indicating

monocyte endotoxin tolerance, but that promotes pro-inflammatory

cytokine IL-6 production during the dynamic phase of ACHBLF.

PP01-020
Dynamic changes of lipopolysaccharide (LPS) levels and intestinal G-

negative bacteria amount in different phases of acute-on-chronic hepatitis

B liver failure and the relationship between them

Yurong Gu, Zhang Wei, Chen Sui, Gao Zhiliang

Non

Background: Chronic hepatitis B has overgrowth of intestinal Gram-

negative bacteria and impaired clearance of LPS (lipopolysaccharide),
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leading to hepatic necrosis through LPS-MD- 2/TLR4 pathway. We

sought to investigate if the dynamic changes of LPS levels associated

with Gram-negative bacteria amount and the clinical outcomes in

ACHBLF.

Methods: Plasma LPS levels and intestinal G-bacteria amount from 5

ACHBLF patients with no cirrhosis or sepsis were evaluated every

2 weeks along with TBil until TBil returned to the baseline or normal.

10 healthy subjects were also evaluated as controls. The phases of

ACHBLF were divided into progression phase, peak phase and

remission phase.

Results: The baseline data of study subjects is shown in Table 1. Five

patients were evaluated for a mean follow up of 10 (0.94) weeks.

Significant abnormal distributions of LPS level and G- bacteria

amount were observed in ACHBLF patients comparing to healthy

controls (P \ 0.05). The highest levels of LPS in 5 cases were in the

peak phase (0.0201, 0.0146, P \ 0.05), and dynamic changes of TBil

levels were correlated with LPS levels (Fig. 1). Meanwhile, dynamic

changes of LPS levels and G-bacteria amount were correlated sta-

tistically(R = -0.595, p = 0.006, Fig. 2). There was no differences

of LPS levels between the healthy controls and patients in progression

or remission phase (0.0201, 0.0146 vs. 0.0168, 0.0101 [p = 0.618] or

0.0249, 0.0365 [p = 0.706], respectively).

Conclusions: Our study showed the dynamic changes of LPS level

were associated with intestinal G- bacteria amount and reached the

highest level during the severe necrosis, reflecting the disease pro-

gression and remission in ACHBLF.

PP01-021
The validity of dynamic MELD score in predicting the time to livertrans-

plantation for patients with chronic severe hepatitis B

Shao-Quan Zhang, Li Mai, Ying Yan, Jing Lai, Jing Lui

The Third affiliated hospital of Sun Yat-Sen University

Background: To assess the validity of dynamic model for end-stage

liver disease (MELD) score in predicting the eligible time to liver

transplantation for patients with chronic severe hepatitis B.

Methods: 122 patients who died of chronic severe hepatitis B were

studied retrospectively. The MELD score at the day patients died, the

first week before death, the second week, the forth week, the eighth

week and the twelfth week were calculated, respectively. The char-

acteristics of the dynamic MELD score of different time-point before

death were analyzed and compared.

Results: The mean MELD score at the day patients died, the first

week before death, the second week, the forth week, the eighth week

and the twelfth week were 39.52±9.93, 30.11±6.21, 27.28±6.54,

26.85±5.43, 24.32±8.02, 23.82±5.57, respectively. The MELD score

at the day patients died was significantly higher than the score of the

first and second week before death (p\0.01). And there was also a

significant difference between MELD score of the first and the second

week before death (p\0.01)

Conclusions: The MELD score of chronic severe hepatitis B tend to

lift from death to the twelfth week before death . Patients with MELD

scores are greater than 30 and significantly increase in 1 to 2 weeks,

higher than 10% -20%, and the recent high risk of death is most

highest, liver transplantation should be treated as soon as possible.

PP01-022
Discussion on the meaning of liver failure severity score in the opportunity

of the entecavir treatment of HBeAg-negative acute-on- chronic liver

failure

Li Mai, Ying Yan, Jing Liu, Shao-Quan Zhang, Jian-Yun Zhu, Wei-Ming Ke

The Third Affiliated Hospital of Sun Yat-sen University

Background: Liver failure severity score is a new scoring system for

evaluating the severity of hepatitis B patients with acute-on-chronic

liver failure (ACLF). To investigate the opportunity and effect of

internal general treatment added entecavir on ACLF of HBeAg-

negative chronic hepatitis B patients in different ranges of liver failure

severity score.

Methods: A total of 108 ACLF of HBeAg-negative chronic hepatitis

B patients treated with internal general treatment added entecavir

were divided into three groups according to the liver failure severity

score. The mortalities and HBV-DNA loads during the initiation of

therapy, recovery phase and in deathbed phase were studied.

Results: 25 patients with high liver failure severity score.

Conclusions: The mortality of the patients with high liver failure

severity score.

PP01-023
Lower HBsAg level at fastigium stage may be related with poor short-term

outcome in patients with chronic hepatitis B presenting as acute-on-

chronic liver failure

Yuan kai WU, Jing LIU, Guo li LIN, Xiang yong LI, Yu sheng JIE, Wei

min KE, Yu tian CHONG, Zhi liang GAO

The Third Affiliated Hospital of Sun Yat-Sen University

Background: Previous data showed that HBV surface antigen

(HBsAg) quantification may be more reliable than serum HBV DNA

levels in predicting response to anti-HBV treatment. However, whe-

ther serum HBsAg levels related with severity or outcome of hepatitis

B has never been investigated. This study aimed to determine the

relationship between serum HBsAg quantification and severity or

clinical outcome of hepatitis B presenting as acute-on-chronic liver

failure (ACLF).

Methods: All enrolled patients with chronic hepaitits B presenting as

ACLF, were antiviral-naive and treated with Entecavir (0.5mg/day) and

other comprehensive therapy after admission. Patients were divided

into survival group or dead group according to clinical outcomes. Serum

HBsAg and HBV DNA level were quantified on admission and fas-

tigium stage (defined as when MELD score reached its peak in survival

patients, or within 3 days before death in dead patients).

Results: In all 51 patients, 32 patients died and 19 patients survived

during the whole study (Median of follow-up: 289.0 (161-343) days).

The serum HBsAg quantification at fastigium stage in dead group were

significantly lower than those in survival group (3.15±0.79 log10IU/ml

vs. 3.82±0.18 log10IU/ml, p\0.000), although the age, hospital stays,

serum HBsAg and HBV DNA levels on admission and HBV DNA

levels at fastigium stage between the two groups were comparable.

Conclusions: Lower HBsAg level at fastigium stage rather than HBV

DNA level could be associated with worse short-term outcome in

patients with chronic hepatitis B presenting as ACLF, which may be

caused by more severe necrosis of hepatocytes and accordingly result

in lower reserve of HBsAg.

PP01-024
Role of hepatocellular autophagy and mechanisms of liver injury in LPS

and D-Gal induced acute liver failure mice

Lou Li, Zhang Huiyun, Chen Dexi, Ren Feng, Liu Kai, Li Ning

Beiing YouAn Hospital, Capital Medical University

Background: Autophagy is an important eukaryotic response to

cellular stress. ROS are thought to play a central role in liver injury.

However, whether autophagy play a role in acute liver failure is

poorly understood. In this research, we evaluate hepatocellular

autophagy in LPS and D-GalN induced acute liver failure and

mechanisms of Liver Injury.

Methods: Sixty male BALB/C mice were randomly divided into five

groups (each including model and control groups, n = 6) . The model

mice were injected intraperitoneally with LPS (100 gg/kg) and

D-GalN (350 mg/kg) in 100 gL stroke-physiological saline solu-

tion(SPSS), while the control mice were treated with SPSS only, and

then were sacrificed 2, 4, 8, 12 or 24 h later. Three starvation-induced

mice were starved for 24 h as positive control of autophagy. All mice
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received 2 mL GFP-LC3 plasmid (100 gg) via tail vein hydrody-

namic injection before sacrifice at 24 h. The samples of mice were

collected. The contents of serum ALT, AST were detected. The status

of hepatocellular autophagy was observed, and the concentration of

ROS were determined by flow cytometry.

Results: The ALT and AST levels of the model subgroups were all

significantly higher than those of the corresponding control subgroups

(P \ 0.01). Transmission electron microscopy showed that autophagy

cells were abundant in the liver tissues of the model subgroups and

starvation-induced group. GFP-LC3 was visualized by fluorescence

microscopy. Percentage of cells with GFP-LC3 punctae of the 8, 12

and 24 h model groups were significantly higher than those of the

control subgroups. Compared the control subgroups, the level of ROS

of model subgroups were significantly increased (P \ 0.05), with a

peak 12 h after treatment.

Conclusions: Acute liver failure can be induced by LPS and D-GalN

in mice, which may be associated with the high expression of ROS;

Autophagy is an important morphological feature in this process.

PP01-025
Inhibiting the expression of hepatocyte nuclear factor 4 alpha attenuates

lipopolysaccharide/D-galactosamine-induced fulminant hepatic failure

in mice

Hong Tang, En-Qiang Chen, Dao-Yin Gong, Xiao-Hua Leng, Lang Bai,

Li-Chun Wang, Cong Liu

West China Hospital of Sichuan University

Background: HNF4\ played an important role in regulating the

cytokine-induced inflammatory response. This study aimed to inves-

tigate the role of hepatocyte nuclear factor 4 alpha (HNF4\) in the

development of fulminant hepatic failure (FHF) induced by lipopo-

lysaccharide/D-galactosamine(LPS/D-GalN).

Methods: FHF model was induced by simultaneous intraperitoneal

injection of LPS/D-GalN in mice. Three days prior to LPS/D-GalN

administration, HNF4\ short hairpin RNA expression plasmid or

physiological saline was injected via tail vein by hydrodynamics-

based procedure. The degree of hepatic damage and cumulative

survival rate was subsequently assessed.

Results: The expression of HNF4\ was increased in early stage after

LPS/D-GalN administration. Inhibiting the expression of HNF4\

reduced serum levels of alanine aminotransferase and aspertate ami-

notransferase, alleviated histological injury, and improved the

survival of mice with FHF. Additionally, both serum and hepatic

(full name) TNF\ expression were suppressed when HNF4\ expression

was inhibited in mice with FHF.

Conclusions: Inhibiting HNF4\ expression could protect mice from

FHF induced by LPS/D-GalN, but the exact mechanism behind this

needs further investigation.

PP01-026
Fuidized bed bioartificial liver improve the serum metabolome of fulmin-

ant hepatic failure pigs

Lanjuan Li, Pengcheng Zhou, Li Shao, Guoliang Lv, Lifu Zhao, Xiaoping

Pan, Jianzhou Li

The First Affiliated Hospital, College of Medicine, Zhejiang
University

Background: We developed Fuidized Bed Bioartificial Liver (FB-

BAL) based on Choanoid Fluidized Bed Bioreactor incorporated with

alginateVchitosan encapsulated primary porcine hepatocytes. This

study was aimed to assess the safety and efficiency of FB-BAL at

metabonomic level by characterizing the potential serum metabolome

changes of Fulminant Hepatic Failure (FHF) pigs after the real and

sham FB-BAL treatment.

Methods: FHF was induced by intravenous administration of

D-galactosamine (1.5 g/kg). 18 hours after its administration, 21 pigs

were divided into 3 groups for distinct treatments for 6 h under the

general anesthesia. In FB-BAL group, pigs (n = 7) were treated with

FB-BAL containing encapsulated primary porcine hepatocytes; In

sham FB-BAL group, pigs (n = 7) were treated with FB-BAL con-

taining cell-free capsules; In FHF group (n = 7), pigs were only

given intensive care. Blood samples were collected before the

administration of D-galactosamine (0 h), at the beginning (18 h) and

the end of the treatment. Samples were assayed by ultra performance

liquid chromatography-mass spectrometry. The multivariate data

were analyzed with SIMCA-P+12.0.

Results: Survival time was prolonged significantly (P \ 0.01) in the

FB-BAL group (70.4, 1.5h) as compared with sham FB-BAL group

(51.6.9h) and FHF group (49.3.6h),while survival time was no sig-

nificant difference between the latter two groups (P = 0.637).

Principal component analysis score plot showed that no apparent

difference was observed between each group at 0 and 18 h. However,

after the treatment, distinct clustering of the FB-BAL group and the

other two groups, which were intermixed, were presented. Partial

least squares discriminate analysis combined with histograms dem-

onstrated that some conjugated bile acids, phosphatidylcholines,

lysophosphatidylcholines and long chain fatty acids were decreased,

still some conjugated bile acids were increased significantly.

Conclusions: The alginate V chitosan capsules have no obvious

influence on serum metabolites of FHF pigs. FB-BAL possesses some

liver function, such as the biotransformation and the clearance of

harmful metabolites, and could improve the serum metabolome of

FHF pigs.

PP01-027
Protective effects of Polygonum bistorta (Linn.) and its active principle

against acetaminophen-induced toxicity in rats

Deepak Mittal

Jiwaji University, Gwalior

Background: Many herbal preparations have been recommended in

alternative system of medicine for the treatment of hepatic disorder.

Drug-induced hepatotoxicity is still a significant unresolved clinical

problem as liver is the most common site of damage. It is well known

that overdoses of acetatminophen are hepatotoxic. The goal of the

present work is to evaluate and compare the efficacy of root extract of

Polygonum bistorta and tannic acid against acetaminophen induced

damage in liver and kidney.

Methods: Male rats (150 0 g b.w.) were administered a single bolus

dose of acetaminophen (2 g/kg, p.o.). Plant extract (PB) and its active

principle (TA) was given at the dose of 100 and 25 mg/kg, respec-

tively (p.o.) after 24 h of toxicant administration.

Results: The hepatotoxicity produced by acute paracetamol admin-

istration was found to be inhibited by Polygonum bistorta and tannic

acid with evidence of decreased levels of serum transaminases,

alkaline phosphatase, protein, albumin, bilirubin, urea, creatinine,

triglycerides and cholesterol concentration whereas increase was

found in blood sugar. A significant rise was observed in lipid per-

oxidation level however reduced glutathione content was decreased.

A concomitant fall was observed in the enzymatic activities of

adenosine triphosphatase, glucose-6-phosphatase and histopatholo-

gical findings. Plant extract and its active principle prevent the

development of acute liver damage, thus supported these biochemical

and histopathological findings.

Conclusions: The results of this study clearly indicate that PB and

TA have a potent hepatoprotective action; whereas tannic acid is

showed protective effect compare to Polygonum bistorta against

Acetaminophen-induced toxicological profile.
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PP02-001
Taurine ameliorates alcoholic steatohepatitis via enhancing self- antiox-

idant capacity and alcohol metabolism

Yi-Jen Fang1, Yi-Chen Chen2, Yuan-Yen Chang3

1Show Chwan Memorial Hospital; 2National Taiwan University;
3Chung Shan Medical University

Background: This study was to exam if the antioxidant capacity and

alcohol metabolism in livers of chronic alcohol-fed rats were

improved by supplementing taurine (Tau).

Methods: Thirty-six male Wistar rats (body weight: approximately

150g) were randomly divided into four treated groups with five times

per week: 1) Control: 5g glucose/kg BW in 1 mL of distilled water per

day (p.o.); 2) ALC: 3g alcohol/kg BW in 1 mL of distilled water per

day (p.o.); 3) ALC_1X Tau: 3g alcohol/kg BW+1g Tau/kg BW in 1

mL of sterile distilled water per day (p.o.); 4) ALC_2X Tau: 3g

alcohol/kg BW+2g Tau/kg BW in 1 mL of distilled water per day

(p.o.). The experimental period lasted for 6 weeks. We checked liver

lipid peroxidation and antioxidant capacities, ADH and ALDH, Gene

expression of liver CYP2E1, Histopathological analysis.

Results: A 6-week alcohol consumption resulted in lower (p\0.05)

body weight gain and self- antioxidant capacities, increased

(p\0.05) liver size, serum/hepatic lipids, and AST and ALT values.

However, co-treatment of Tau decreased (p\0.05) liver lipid levels

via increasing fecal lipids output and cholesterol metabolism.

Besides, co-treatment of Tau also enhanced (p\0.05) self-antioxi-

dant capacities and alcohol metabolism in livers via enhancing GSH

contents, CAT, GSH-Px, ADH, and ALDH activities and decreasing

MDA contents. Tau suppressed microvesicular steatosis and no

necrotic cells were observed in alcohol-fed rat supplemented with

Tau.

Conclusions: Tau might be as an antioxidant to protect liver from

oxidative damage via enhancing GSH contents, CAT and GSH-Px

activities.

PP02-002
Prevalence of alcohol abuse and dependence in Moroccan male

Tahiri Joutei Hassani Mohammed1, Bellabdaoui Fidaa2, Jalal Yasmine3,

Bellabah Ahmed4, Alaoui Rhimou5

IBN Rochd Hospital University Center

Background: Problems related to alcohol are a public health problem

in industrialized countries; habits Westernization of the Moroccan

population increased alcohol consumption in recent years. However,

there is no study concerning epidemiology of alcohol abuse and

alcohol dependence in our context.

Methods: We conducted a prospective study including 221 male

patients hospitalized in our department for different reasons (liver

diseases, inflammatory bowel disease, proctology), demographic and

clinical data were collected. The cage and audit scores were used to

detect alcoholism and alcoolodependance

Results: 91 patients had a past of alcohol consumption (41.17%),

which 68 cases (30.77%) were weaned, and 23 cases (10.4%) are

unweaned. the average dose of ingested alcohol per day in unweaned

patients is 84.9 +/-43 g/day. 11 patients had a CAGE score above 2

(47.82% of patients unweaned and 4.97% of total cases). 21 patients

had an alcohol abuse with an AUDIT score greater than or equal to 8

(91.3% of unweaned and 10.4% of the total cases), and 16 cases had

an alcohol dependence with an AUDIT score greater than or equal to

13 (69.56% of patients not weaned and 7.23% of total cases). Age was

not related, significantly, to alcohol abuse and alcohol dependence.

Conclusions: This study found a significant incidence of alcohol

abuse and alcohol dependence in Moroccan male. However, more

studies in the general population are needed to assess the real extent

of alcohol-related problems in Morocco.

PP02-003
A case of alcoholic liver disease, who had developed from alcoholic liver

fibrosis to liver cirrhosis and passive abstinence due to cerebral hemor-

rhage had led the patient to improve from liver cirrhosis to alcoholic liver

fibrosis

Hideaki Takahashi1, Ryuta Shigefuku1, Daisuke Hasegawa1, Kotaro

Matsunaga1, Nobuyuki Matsumoto1, Chiaki Okuse1, Shiro Maeyama2,

Michihiro Suzuki1, Fumio Itoh1

1St. Marianna University; 2Shiodome healthcheck Center

Background: Most of the patients with alcoholic liver disease (ALD)

can hardly abstain from drinking even if they develop liver cirrhosis

(LC). We herein present a case of ALD, who had developed from

alcoholic liver fibrosis (ALF) to LC and passive abstinence due to

cerebral hemorrhage had led the patient to improve from LC to ALF.

Methods: The patient was a 69-year-old Japanese man. From the age

of 20 he had had large comsumption of alcohol (etanol comsumption

210 g/day).

Results: At the age of 48, he was pointed out liver dysfunction and

admitted to our hospital. First liver biopsy indicated ALF 2*3. After

discharge he had continued drinking and at the age of 57, he was

admitted to our hospital. Second liver biopsy indicated alcoholic

initial LC. After discharge though he had continued drinking and at

the age of 57 in 2000, he suffered from cerebral hemorrhage. As the

result of that he could abstain from alcohol passively. Next year third

liver biopsy indicated improvement of fibrosis (ALF 3). Furthermore

in 2002 fourth liver biopsy indicated further improvement of fibrosis

(ALF2) and liver function have maintained normal range after

abstinence to the present.

Conclusions: It is difficult to observe the patients with ALD and even

more to lead to abstinence. In such a sense this case is a thought-

provoking and valuable case. It can be considered that abstinence may

lead fibrosis to improve in initial LC without complete reconstruction

of hepatic lobule.

PP02-004
CGX, a traditional Korean herbal medicine, exerts hepatoprotective

effects in a rat model of chronic alcohol consumption

Hyeong-Geug Kim, Jong-Min Han, Chang-Gue Son

Liver and Immunology Research Center

Background: CGX is a modification of a traditional herbal medicine

that has been used for patients suffering from various liver disorders

since 2001. Here, we investigated the hepatoprotective effects of

CGX and its underlying mechanisms in a rat model of chronic alcohol

consumption.

Methods: Rats were orally administered 30% ethanol solution for

4 weeks with or without CGX (50, 100, 200 mg/kg). The histopa-

thology, biochemistry, oxidative stress/antioxidant biomarkers,

hepatofibrogenic cytokines, and serum endotoxin level were analyzed.

Alcohol treatment markedly elevated the serum levels of aspartate

transaminase (AST), alkaline phosphatase (ALP), and total reactive

oxygen species (ROS), and tissue levels of hydroxyproline and mal-

ondialdehyde (MDA), while reducing the total glutathione (GSH)

contents and the activities of superoxide dismutase (SOD) and cata-

lase. These alterations were significantly attenuated by CGX

treatment (mainly 100 and 200 mg/kg).

Results: CGX treatment normalized the elevation of fibrogenic cyto-

kines, including transforming growth factor-beta(TGF-beta), platelet

derived growth factor- beta (PDGF-beta), and connective tissue growth

factor (CTGF) in hepatic tissues and ameliorated the increase in serum

endotoxin concentration.

Conclusions: These results suggest that CGX protects liver tissue

from alcohol injury through antioxidant actions and prevention of

endotoxin reflux.
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PP02-005
Ethanol induced GRP78 overexpression and secretion in HepG2 liver cells

Chia-Chi Wang, Chun-Chia Cheng, Fu-Der Mai, Shui-Cheng Lee,

Jungshan Chang

Buddhist Tzu Chi General Hospital, Taipei Branch and School
of Medicine, Tzu Chi University, Hualien, Taiwan

Background: Ethanol is a risk factor of many diseases including liver

cancer. Previous studies indicate that glucose regulated protein 78

(GRP78), an endoplasmic reticulum (ER) stress protein, participates

in the cancer development. This study aims to examine whether

GRP78 can be induced by ethanol.

Methods: Liver cancer cells, HepG2, were cultured for 24 h and

added with or without ethanol in serum-free medium. WST-1 assay

was performed to measure the cell viability. HepG2 cells and

supernatant medium were collected and analyzed by Western blotting

to observe the expression of GRP78.

Results: WST-1 assay demonstrated that the cell viability of HepG2

cells was not affected by ethanol treatment in vitro. However, eth-

anol changed the cell morphology of HepG2 cells, indicating that

ethanol led to cell stress. Western blotting revealed that the

expression of GRP78 in 1% ethanol treatment was higher than that

without ethanol addition. Moreover, ethanol increased the protein

levels in supernatant medium, indicating that GRP78 was secreted

from HepG2 cells.

Conclusions: We demonstrated that GRP78 was overexpressed in

HepG2 cell treated by ethanol and also secreted out of HepG2

cells. This study found that ethanol could induce GRP78 overex-

pression and secretion in HepG2 liver cells, suggesting GRP78 may

play an important role between ethanol and the development of

liver cancer.

PP02-006
A Case of Simultaneous Marcihiafava-Bignami Disease and Central

Pontine Myelinolysis developed in Alcoholic Liver Cirrhosis

Kang Kim, Yong Kook Lee, Jeong Bae Park, Jeong Ill Suh

Dongguk university, Medical Center

Background: Marcihiafava-Bignami Disease (MBD) is a rare dis-

order characterized demyelination of the corpus callosum and could

be related with chronic alcoholism. Central Pontine Myelinolysis

(CPM) is a rare demyelinating disorder and related with alcohol-

ism,too. Here, we report a rare case of simultaneous MBD and CPM

confused with hepatic encephalopathy in alcoholic liver cirrhosis

patient.

Methods: A 49 years old man visited emergency room for slip down

with mental change. He showed confused mentality, inappropriated

action, inarticulateness. He had a history of alcoholic liver cirrhosis.

In brain computed tomography, there was no significant finding.

Initial laboratory data included a hemoglobin of 7.4 g/dL, a leuco-

cytes 8,790/gL, platelet 106,000/gL, total bilirubin 2.59 mg/dL, AST/

ALT 67/6 IU/L, BUN/Cr 15/1.7 mg/dl, vitamine B 12 2000 pg/ml,

folate 3.31 ng/ml, Na 135 mmol/L, Cl 107 mmol/L, K 3.1 mmol/L.

We estimated that he was in hepatic encephalopathy. We did con-

servative treatment and ammonia lowering method. But his abnormal

mentality was not improved. After 3 week, we checked brain MRI

and it showed the myelinolysis of a central and extrapontine, pons,

dentate nucleus, corpus callosum, Basal ganglia, Thalamus. He was

diagnosed as MBD and CPM.

Results: In spite of conservative treatment and vitamine supplement,

he did not show improvement. He was transferred to a convalescence

hospital.

Conclusions: We mistook MBD and CPM as hepatic encephalopathy

in liver cirrhosis. It may be important to consider not only the alcohol

withdrawl, hepatic encephalopathy, but also possibility of MBD or

CPM in case of abnormal mentality with chronic alcoholism, alco-

holic liver disease.

PP02-007
One successful treatment case of chronic severe hepatitis

Qianqian Zhang, Xiaolin Guo, Guijie Xin

The First Hospital of Jilin University

Background: 1. Clinical data: The patient, 52-year-old man, had a

heavy drinking about more than 30 years. 10 days ago after drinking,

gradually deepening skin and sclera yellow dye, gradual loss of

appetite, abdominal distension, skin itching, extreme fatigue

appeared. And he was admitted on December 27, 2010.

Methods: The examinations on admission were as follows: Liver

function: AST 119 U/L, GGT 382 U/L AALB 28.8 g/LATBIL

638.5 lmol/L. Coagulation Function GTT 20.3 SECAPT 18.1sAPTA

45%. The abdominal CT scan: The form of liver is irregular, the

surface is rough and parenchyma density is lower; splenomegaly;

ascites. HAVAHBVAHCV(-). We considered it was alcohol that

induced chronic severe hepatitis. After admission, he was asked to

make sure abstinence, and treated with comprehensive measures as

follows: general support therapy, protecting liver function, symp-

tomatic treatment, artificial liver blood plasma metathesis technique,

sufficient glucocorticoids.

Results: Gradually symptoms relieved. The review of examinations

after 3 months later were as follows: Liver functionG AST 32U/

LAGGT 265U/LAALB 33.7g/LATBIL 57.0umol/L. Coagulation

FunctionGTT 16.2SECAPT 13.5sA PTA 65%.

Conclusions:
2. Discussion:

Chronic severe hepatitis is a disease of necrosis of massive liver cells

and serious liver dysfunction. The patient will be seriously lack of

bioactive substances, moreover a large number of metabolites accu-

mulate. And there will be fatal complications such as hepatic

encephalopathy, hepatorenal syndrome, upper gastrointestinal bleed-

ing. All of these can easily lead to multiple organ failure. By

comprehensive measures as above, the treatment level of chronic

severe hepatitis can improve. And more time will be saved to prepare

for the liver transplantation. Even transplantation can be avoided.

PP03-001
ANA pattern determination in autoimmune hepatitis

naveen gupta, sanno shakyaver

Institute of liver and biliary sciences

Background: Type 1 autoimmune hepatitis (AIH) is characterised by

ANA and/or ASMA positivity detected by indirect immunofluoro-

scence. No pattern of ANA i.e. homogenous, nucleolar, speckled or

nucleolar has been described in patients of autoimmune hepatitis,

thereby limiting the development of liver specific immunoblots in

Indian setting. The aim of the current study was to exploit the data-

base in Indian setting to determine the patterns of ANA in confirmed

cases of autoimmune hepatitis.

Methods: 78 female patients,[18 years with ANA (1:80) positivity,

ALP:AST ratio of\1.5, serum IgG level [40 g/L, non reactive viral

hepatitis markers and no history of drug or alcohol intake were taken

(definite AIH by revised IAHG scoring system) to evaluate pattern of

ANA by hep2 cell line (Euroimmune).

Results: Homogenous pattern was seen in 33 of 78 patients, with

speckled pattern in 39 of 78 patients. Nucleolar pattern was seen in 6

patients with no patient having centromere pattern. More than 90% of

definite AIH patients had either homogenous or speckled pattern.

Conclusions: Homogenous pattern which signifies dsdna, histones

and ssdna; speckled pattern which signifies SSA, SSB, ro-52, nRNP,

nuclear dots, Scl-70, CENPb, PCNA (extractable nuclear antigens)

are prevalent in Indian setting. Liver specific Immunoblots consisting

of extractable nuclear antigens and dsdna, ssdna and histones can be

developed which can diagnose cases of autoimmune hepatitis objec-

tively without the application of user dependent immunofluorescence

microscope.
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PP03-002
Hepcidin protects against lipopolysaccharide-induced liver injury

in a mouse model of obstructive jaundice

Ya-Ling Yang, Ying-Hsien Huang

Kaohsiung Chang Gung Memorial Hospital and the Graduate
Institute of Clinical Medical Sciences, Chang Gung University
College of Medicine, Taiwan

Background: Obstructive jaundice (OJ) is associated with upregu-

lation of hepatic proinflammatory cytokine, downregulation of

hepcidin and liver injury. We studied the effect of hepcidin in alle-

viating cholestasis-induced liver injury and mortality.

Methods: A mouse model of cholestasis was developed using

extrahepatic bile duct ligation (BDL) for 3 days and treated with

Escherichia coli 0111:B4 lipopolysaccharide (LPS). Hepatocellular

damage was measured by changes in serum levels of total bilirubin,

aspartate aminotransferase (AST), alanine aminotransferase (ALT),

and lactate dehydrogenase (LDH). The expression of interleukin

(IL)-1], tumor necrosis factor (TNF)-\, and monocyte chemoattractant

protein-1 (MCP-1) was determined by using real-time quantitative

reverse transcription-polymerase chain reaction. Autophagy was

determined by measuring light chain 3B-II (LC3B-II) and apoptosis

by cleaved caspase-3.

Results: The serum levels of total bilirubin, AST, ALT and LDH

and the mRNA levels of IL- 1], TNF-\, and MCP-1 in the liver

were significantly higher in the BDL mice than in the sham-

operated mice. Hepcidin pretreatment in the OJ mice receiving LPS

significant decreased the above parameters, reversed the down-

regulation of LC3B-II and up-regulation of cleaved caspase-3,

leading to significant decreased lethality, when compared with the

sham group.

Conclusions: The results indicate that hepcidin pretreatment could

significantly reduce hepatic proinflammatory cytokine expression and

liver injury, leading to reduced lethality in the jaundiced mice

receiving LPS. Enhanced autophagy and reduced apoptosis may

account for the protective effects of hepcidin.

PP03-003
Expansion of circulating T cells resembling follicular helper T (Tfh) cells

are associated with disease severity in primary biliary cirrhosis

Lifeng Wang, Zheng Zhang, George Lau, Fu-Sheng Wang

Beijing 302 Hospital

Background: Primary biliary cirrhosis (PBC) is characterized by

chronic nonsuppurative destructive cholangitis (CNSDC) affecting

mainly the small bile ducts. The detail underlying immunological

mechanisms of PBC are still not clear. Human follicular helper T

(Tfh) cells are characterized by high expression of homeostatic che-

mokine receptor CXCR5 and CD4. We examine the functional role of

Tfh in PBC patients.

Methods: Seven patients with PBC were enrolled and compared with

8 classical (Autoimmune hepatitis) AIH, 12 Overlap (AIH and PBC)

patients and 10 healthy patients as controls. The frequency, surface

active marker of Tfh cells and their cytokines secretion ability were

determined by Fluorescence Activated Cell Sorting (FACS).

Results: We found that the frequency of circulating Tfh cells in PBC

patients was significantly higher than that of AIH, Overlap and

healthy controls. Furthermore, the frequency of ICOS(+), PD-1(+)Tfh

cells was higher in PBC patients. Tfh from PBC patients secreted

higher levels of IL-21 after stimulation with PMA/Ion in vitro com-

pared with other patients. In addition, the frequency of Tfh decreased

to normal level for the patients who were responsive to ursodeoxy-

cholic acid treatment.

Conclusions: These data indicate that Tfh cells may play a patho-

genic role in PBC and the frequency of Tfh cells may be a biomarker

to evaluate of therapeutic effect of UDCA.

PP03-005
The condition of occult hepatitis B virus infection in patients with auto-

immune hepatitis

Xiangsha Kong1, Huiping Yan2, Dan Cui3, Lai Wei4, Xin Meng5, Xia Feng6

1 Peking University Peoples Hospital Peking University Hepatology
Institute; 2 Beijing YouAn Hospital, Capital Medical University;
3 Beijing YouAn Hospital, Capital Medical University; 4 Peking
University Peoples Hospital Peking University Hepatology Institute;
5 Beijing YouAn Hospital, Capital Medical University; 6 Beijing
YouAn Hospital, Capital Medical University

Background: In order to confirm whether occult HBV infection was

existing on autoimmune hepatitis (AIH) patients through detecting

hepatitis B virus (HBV) in the liver tissue.

Methods: Of these 45 study objects, including 22 patients with AIH,

and 18 cases of chronic hepatitis B virus infection (CHB), and 5

normal people were investigated. HBV DNA probe was labeled using

dig-dUTP by polymerase chain reaction (PCR). Then intrahepatic

HBV DNA was detected with in-situ hybridization. The integrated

option density (IOD) of the positive regional of intrahepatic HBV

DNA was analyzed by the image-Pro� software.

Results: Serology HBV DNA of AIH patients were negative, but four

(4/22,18.2%) could detect HBV DNA in nuclear of hepatocytes.

Serology HBV DNA of fifteen (15/18, 83.3%) patients with CHB

were positive, and seventeen (17/18, 94.4%) could detect HBV DNA

in cytoplasm and nuclear of hepatocytes. The IOD of HBV DNA in

liver tissue of AIH was 0.00287±0.00275, less than CHB

(0.00956±0.00814) (p=0.00483) significantly. The pathological

damage of 22 patients with AIH was in the period of G2-3, S2-4. Only

1 patient had developed to decompensated cirrhosis, and HBV DNA

was positive in nuclear of hepatocytes. The pathological damage of

18 patients with CHB was in the period of G1-3, S2-4. But all of them

were mild, moderately, or severe hepatitis.

Conclusions: This study was determined that HBV DNA could be

detected in the liver tissue of AIH patients. We thought that was

occult HBV infection, and this infection did not seem in active rep-

lication state.

PP03-006
Clinical presentation and HLA typing of autoimmune hepatitis from Paki-

stan

Nasir Luck, Adeel Urrehman, Zaigham Abbas, Syed Mujahid Hassan,

Ghous Bux Soomro, Mohammad Mubarak, Mirza Naqi Zafar

Sindh Institute of Urology and Transplantation

Background: Aim of this study was to evaluate the clinical profile of

autoimmune hepatitis (AIH) and determine the associated alleles by

performing HLA typing. This is the first study to address this issue

from our country.

Methods: A total of 56 patients, who were diagnosed and treated as

AIH in the last 10 years were reviewed. Forty patients underwent liver

biopsy. HLA typing was performed in 35 patients and 610 controls by

serological method for HLA A & B, and by PCR technique using

sequence specific primers for DR alleles.

Results: Out of 56 cases, 33 were females (58.9%). Median Age 14.5

(range 4-70 yrs), AIH score 14 (10-22), Thirty four (60.7%) patients

had type 1 AIH, 10 (17%) had type 2 while remaining 12 were

seronegative with biopsy proven AIH. Forty-seven patients had cir-

rhosis of liver. Twenty-two (46.8%) patients had ascites at the time of

presentation. Among 40 patients who underwent liver biopsy, 04

patients had rosette formation, 13 patients had bile ductular prolif-

eration and cholestasis, 16 had stage III and IV disease and 19 had

severe grade of inflammation. Thirteen patients had other associated

autoimmune diseases and one developed hepatocellular carcinoma.

HLA A11 (p = 0.02) and HLA DR6 (p = 0.01) subtype DRB1*14 (p

value 0.001) were more prevalent in AIH patients.
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Conclusions: AIH in our region presents with advance disease

affecting predominantly children and adolescents. There is an

increased frequency of HLA A11, and DR6 in our AIH patients.

PP03-007
Both NKT cells and Tregs which have a contrary effect on hepatocyte

specific CTL are increased in the liver of experimental autoimmune

hepatitis model

Keiko Takano, Chisato Saeki, Masanori Nakano, Hiroki Takahashi,

Mikio Zeniya

Jikei University School of Medicine

Background: We evaluated the role of Tregs and NKT cells in AIH

by using mice AIH model we previously established.

Methods: AIH model was made by vaccination of fusion cell (FC) of

dendritic cells and Hepa1-6 cells followed by administration of IL-12.

The number of intrahepatic Tregs and NKT cells was measured by

FACS. The expression of CXCR3 on Tregs and CXCL9 in hepatic

tissue was evaluated by FACS and qRT-PCR. Inhibitory activity of

intrahepatic Tregs against the proliferation of effector T cells was

assessed using thymidine incorporation method. Hepatitis was also

generated in CD1d KO mice to reveal the role of NKT cells. For

functional analysis of activated NKT cells, \-GalCer was injected to

FC treated mice instead of IL-12 and intrahepatic hepatocyte specific

CTL activity was assessed by AST release assay.

Results: The inflammatory activity peaked on day21 and decreased

on day23 after FC vaccination. Intrahepatic Tregs significantly

increased on day21 and the expression of CXCR3 on Tregs and

CXCL9 in hepatic tissue was up-regulated as well. Accumulated

Tregs suppressed the proliferation of effector T cells in a dose-

dependent manner. Intrahepatic IFN-@producing NKT cells signifi-

cantly increased on day 21. On the contrary, hepatic inflammation

was attenuated in CD1d KO mice. \- GalCer administration induced

severe hepatic inflammation with abundant CTLs infiltration.

Conclusions: Intrahepatic NKT cells participate in the hepatic

inflammation by recruiting CTLs into the liver. On the other hand,

Tregs recruited into the inflamed liver mediated CXCR3/CXCL9

interaction and accumulated Tregs may participate in the natural

occurring recovery in this model.

PP03-008
Gastric healing effect of pioglitazone in cholestatic rats: Role of nitric

oxide and TNF-a

Leila Moezi1, Zahra Amirghofran2, Ali Akbar Nekooeian3, Zeynab

Janahmadi4, Ahmad R. Dehpour5

1 Department of Pharmacology, School of Medicine, Shiraz
University of Medical Sciences, Shiraz, Iran; 2 Department
of Immunology, School of Medicine, Shiraz University of Medical
Sciences; 3 Department of Pharmacology, School of Medicine, Shiraz
University of Medical Sciences, Shiraz, Iran; 4 Department
of Pharmacology, School of Medicine, Shiraz University of Medical
Sciences, Shiraz, Iran; 5 Department of Pharmacology, School
of Medicine, Tehran university of Medical Sciences, Tehran, Iran

Background: The prevalence of gastric ulcers is high in cholestatic

patients, but the exact mechanism of this increased frequency remains

uncertain. It has been shown that pioglitazone accelerates the healing

of pre-existing gastric ulcers. The present study was designed to

investigate the effect of pioglitazone, on the gastric mucosal lesions in

cholestatic rats.

Methods: Cholestasis was induced by surgical ligation of common

bile duct and sham-operated rats served as control. Different groups

of sham and cholestatic animals received solvent, or 5,15,30 mg/kg

pioglitazone for 7 days. On the day 8, rats were killed after oral

ethanol administration and the area of gastric lesions was measured.

The serums of rats were also collected to determine serum levels of

TNF-a, IL-1] and bilirubin.

Results: The ethanol induced gastric mucosal damage was signifi-

cantly more severe in cholestatic rats than sham operated ones.

Pretreatment with pioglitazone dose dependently attenuated gastric

lesions induced by ethanol in both sham and cholestatic rats, but this

effect was more prominent in cholestatic ones. The effect of pioglit-

azone was associated with a significant fall in serum levels of TNF-a
in cholestatic rats. L-NAME, a non selective nitric oxide synthase

(NOS) inhibitor, decreased pioglitazone-induced gastroprotective

effect in cholestatic rats, while aminoguanidine, a selective inducible

NOS inhibitor, potentiate pioglitazone-induced gastroprotective effect

in cholestatic rats.

Conclusions: We conclude that chronic treatment with pioglitazone

exerts a potent gastroprotective effect on the stomach ulcers of

cholestatic rats probably due to constitutive NOS induction or

inducible NOS inhibition and attenuating release of TNF-a.

PP03-009
Long-term follow-up after living donor liver transplantation for autoim-

mune liver diseases

Tomomi Kogiso, Etsuko Hashimoto, Katsutoshi Tokushige, Nobuyuki

Torii, Maiko Taniai, Kazuhisa Kodama, Aina Mizuno, Keiko Shiratori,

Hiroto Egawa, Masakazu Yamamoto

Tokyo Womens Medical University

Background: We investigated the recurrence and immunological

parameters in patients with primary biliary cirrhosis (PBC) and pri-

mary sclerosing cholangitis (PSC) after living donor liver

transplantation (LDLT).

Methods: Eight PBC and two PSC patients, who survived for seven

years or more after LDLT, were analyzed. Clinical examinations,

blood tests, immunological parameter tests including autoantibodies,

and liver biopsy were performed.

Results: 1. PBC: All PBC patients were recurrent PBC which was

suspected by the histological liver findings. One patient died due to

liver failure after 12 years later, although other seven patients had

good quality of life. Three patients had nonalcoholic fatty liver

(NAFLD) and one had de novo autoimmune hepatitis. Anti- mito-

chondria antibody became positive again after one year of LDLT.

Anti-nuclear antibody titers were increased.

2. PSC: One PSC patient progressed to liver failure due to PSC

recurrence five years after LDLT. A second LDLT was performed.

However, PSC relapsed again after re- LDLT. The other one pro-

gressed to liver cirrhosis seven years after LDLT.

Conclusions: LDLT was a good curative method for terminal PBC

even if it relapsed. NAFLD and de novo autoimmune hepatitis should

be cared for long-term follow-up. On the other hand, PSC easily

relapsed after LDLT and progressed rapidly on the basis of the close

immunological background. The protective methods against PSC

recurrence were required.

PP03-010
Killer cell immunoglobuline-like receptor (KIR) gene 2DS2 with HLA-C

ligand C1/C1 may be responsible for prolonged liver injury in children

with Autoimmune hepatitis (AIH)

Malgorzata Wozniak1, Barbara Pi2, Hanna Gregorek3,

Marek Woynarowski4

1Department of Gastroenterology Hepatology and Immunology,
Children’s Memorial Health Institute, Warsaw; 2Children’s Memorial
Health Institute, Warszawa, Poland; 3Children’s Memorial Health
Institute, Warszawa, Poland; 4Department of Gastroenterology
Hepatology and Immunology, Children’s Memorial HealthInstitute,
Warsaw

Background: The presence of KIR2DS2 gen with HLA-Cw C1/C1

plays an activating role in rheumatoid and psoriatic arthritis. The role

of KIR2DS2 in children with AIH has not been studied. The aim of
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the study was to compare the course of AIH in children positive for

KIR2DS2 and negative for KIR2DS1 genes with different HLA-C

haplotypes.

Methods: Blood samples taken from 57 AIH children (girls-46;

boys-11) aged 3-17 (10±4) years were genotyped for KIR and

HLA-Cw genes. Liver function and immunological parameters at

the disease presentation, at two years of prednisone and azathioprine

treatment and at the last patient’s visit were compared between

children with KIR2DS2+ and KIR2DS1- gens with different HLA-C

haplotypes

Results: 15 children were KIR2DS2 positive and KIR2DS1 negative.

HLA-Cw C1/C1 was present in 8 children (group 1) and C1/C2 or C2/

C2 in the remaining 7 (group 2). No differences in liver function tests,

immunological parameters or liver histology at AIH presentation

between groups were noted. At two years of treatment and at the end

of follow-up (4.5 years) group 1 patients had statistically higher than

group 2: ALT activity (143±167 vs 20±9 and 41±19 vs 15±7 U/l),

GGTP (89±89 vs 41±61 and 52±37 vs 24.22) U/l and gamma-

globulins concentration (15.8±4.2 vs 11.2±4.1 and 16.3±4.3 vs

11.3±2.8 g/l). IgG at the end of observation was statistically higher in

group 1 patients than in group 2 (1588±373 vs 1112±241 mg/dl).

Conclusions: Patients positive for KIR2DS2 but negative for

KIR2DS1 who are homozygous for HLA-C1 may have prolonged

immune related liver injury.

PP03-011
Autoimmune hepatitis (AIH) V clinical features and outcomes: hospital

Selayang experience

AI Shamsul1, SS Tan1, O Haniza1, N Salbiah2, KK Saravana1

1Hepatologist; 2Microbiologist; 5Hepatologist

Background: AIH is a chronic inflammatory liver disease of

unknown etiology that responds well to immunosuppressive therapy.

Local data regarding the disease is not well documented.

Methods: We reviewed all cases diagnosed to have AIH in our

hospital from 2004 until 2010.

Results: There were 67 cases of AIH diagnosed during this period.

Mean age at presentation was 44.2 + 15.0 years with 85.0% female.

Their presentations were jaundice (77.6%), decompensated cirrhosis

(10.4%) and asymptomatic transaminitis (11.9%) Liver biopsy were

done in 49 patients (73.1%) and consistent with AIH. Detectable

antinuclear antibodies and elevated Immunoglobulin G above 1.5

upper limit normal were present in 65.6 and 56.7% of patients

respectively. Four cases progressed to fulminant hepatic failure (FHF)

with 50% mortality and 50% survived with standard medical therapy

alone. Up to the last follow-up in 2011, 46 patients (68.6%) are alive

and well and 6 patients with decompensated cirrhosis died. A total of

41 patients (61.1%) remained in biochemical remission on mainte-

nance therapy with prednisolone + azathioprine while 6 patients

(11.7%) were off treatment.

Conclusions: Majority of our AIH patients presented with severe

liver disease but responded well to standard immunosuppression. The

mortality rate was 8 out of 67 patients (11.9%).

PP03-012
Relation between various autoantibodies and biochemical response to

ursodeoxycholic acid and bezafibrate in patients with primary biliary

cirrhosis

Nobuyoshi Fukushima, Motoyuki Koujima, Tsuyoshi Yoshimoto,

Kunitaka Fukuizumi, Makoto Nakamuta, Michio Sata

National Hospital Organization Kyushu Medical Center

Background: In addition to ursodeoxycholic acid (UDCA), bezafi-

brate is frequently used for patients with primary biliary cirrhosis

(PBC), especially in Japan. We aimed to investigate whether

biochemical response to UDCA and bezafibrate was predicted by

various autoantibodies in patients with PBC.

Methods: We investigated 74 cases who were able to be evaluated

about response to UDCA, and 24 cases who were able to be evaluated

about response to bezafibrate. We calculated the ratios of value of

ALT, ALP, gamma-GTP and IgM 6 months after the start of of UDCA

or bezafibrate to value just before the start of medication. We evaluated

the relation between the ratios of these parameters and anti-mito-

chondrial antibodies (AMA), anti-M2 antibodies (M2Ab), antinuclear

antibodies with discrete speckled pattern (ANA-DS) and histology.

Results: Titer of AMA had positive correlation with the ratio of

gamma-GTP and IgM between before and after starting of bezafi-

brate. Titer of M2Ab had positive correlation with the ratio of ALP,

gamma-GTP and IgM between before and after starting of bezafi-

brate. Patients with ANA-DS comparing to patients without ANA- DS

had higher ratio of ALT and ALP between before and after starting of

UDCA, and had lower ratio of ALP and gamma-GTP between before

and after starting of bezafibrate.

Conclusions: PBC patients with ANA-DS may have worse reactivity

to UDCA than patients without ANA-DS, however, may have better

reactivity to bezafibrate than patients without ANA-DS. Patients with

high titer of AMA or M2Ab tend to be poorly responsive to

bezafibrate.

PP03-013
Budesonide 3 mg tid in the treatment of autoimmune hepatitis (AIH)

in adolescents, a subgroup analysis of the European AIH-BUC-Study

Marek Woynarowski1, A Nemeth2, Y Baruch3, S Koletzko4, M Melter5,

B Rodeck6, C Strassburg7, M Proels8, M Manns9

1 Children’s Health Memorial Institute; 2 Karolinska
Universitetssjukhus i Hudinge, Stockholm; 3 Rambam Medical
Center, Hajfa; 4 Kinderhospital der Universitaet Munich;
5 Universitaet Regensburg; 6 Klinik fuer Kinderheilkunde und
Jugendmedizin, Osnabruck; 7 Hannover Medical School;
8 Dr Falk Pharma GmbH; 9 Hannover Medical School

Background: To compare oral budesonide with prednisone in com-

bination with azathioprine (AZA) in the treatment of adolescents with

AIH.

Methods: Adolescents (10-18 years of age) with AIH were ran-

domized to a 12-months treatment within European-AIH-study

(Manns et al., Gastroenterology, 2010;139:1198-1206). Patients were

given 6-month treatment with budesonide or prednisone followed by

6-month, open label phase during which all patients received budes-

onide. Patients also received AZA. The primary endpoint was

biochemical remission at 6 months, defined as normal aspartate and

alanine aminotransferase levels, without pre-defined steroid specific

side effects (SSSE: moonface, acne, buffalo hump, hirsutism, striae,

diabetes, glaucoma or increased intraocular pressure).

Results: 46 adolescents were randomized: 19 received budesonide

and 27 prednisone during the first 6 months. 42 of 46 patients con-

tinued treatment with budesonide and AZA for a further 6 months. No

difference between budesonide and prednisone groups were observed

at month 6 and 12 of the study for complete response (15,8 vs 14,8%

and 50,0 vs 41,7%), biochemical remission (31,6 vs 33,3% and 50,0

vs 41,7%) and lack of SSE (52,6 vs 37,0% and 94,4 vs 95,8%). At

month 6 of the study gain weight was statistically higher in predni-

sone group (5,1±4,9 vs 1,2±3,5 p=0,006). At month 12 children

switched to budesonide decreased weight (-2,8±3,7 kg).

Conclusions: Oral budesonide, 3 mg tid is as effective as oral

prednisone, each in combination with AZA, in inducing and main-

taining biochemical remission in adolescent AIH patients.

Budesonide had fewer side effects and did not cause the excessive

weight gain observed with prednisone.
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PP03-014
Autoimmune hepatitis in a tertiary Malaysian University Hospital

Chai Soon Ngiu, Sheikh Anwar Abdullah, Hamizah Razlan, Aizan

Hassanuddin

Universiti Kebangsaan Malaysia

Background: Autoimmune hepatitis (AIH) is a rare immune medi-

ated chronic inflammatory destruction of liver parenchyma. Its

prevalence and characteristic is not known in Malaysia.

Methods: We aimed to evaluate the characteristic of patients with AIH

presented to a tertiary university teaching hospital. This is a restrospective

study with review of patients records. The diagnostic criteria of AIH were

based on the revised International Autoimmune Hepatitis Group.

Results: Eleven patients were diagnosed to have AIH from 2002 to

2010. Mean age of patients were 49.2 years (range 23–60). There

were 5 female and 6 male patients. Racial distribution consists of 8

Malay followed by 2 Chinese and 1 Indian. Most patients complaint

of jaundice (63.6%), followed by tea colored urine (45.5%). On

examination, eight patients had jaundice and one patient had stigmata

of chronic liver disease. Two patients have concomitant autoimmune

disease, with Hashimoto thyroiditis and discoid lupus respectively.

The mean ALT, bilirubin, ALP, albumin and IgG level was 743.6 U/L,

116.5 umol/L, 152.4 U/L, 39.5 g/L and 2,613.5 mg/dL. Anti-nuclear

(ANA) and anti-smooth-muscle antibody (ASMA) were found in nine

and five patients respectively. Three patients were noted to have both

ANA and ASMAIntrephase hepatitis, plasmacytic infiltration and

rosetts formation were noted in 72.7, 81.8 and 36.4% of the liver

biopsy respectively. Three patients were given monotherapy of cor-

ticosteroid. Combination therapy of corticosteroid and azathioprine

were given to 6 patients. Treatment was not initiated in two patients.

Relapse of AIH only occur in two patients and responded well to

reintroduction of corticosteroids.

Conclusions: In our center, AIH commonly presented as acute hep-

atitis and older age group. From our review, it response well to

treatment and relapse are uncommon. A construction of nation-wide

registry is needed to better study the incident and prevalence of this

rare condition in Malaysia.

PP03-015
The Clinical Characteristics and Treatment of Autoimmune Hepatitis

Yirong Cao, Jinsheng Guo, Lijun Peng, Yangyang Ouyang, Jiyao Wang

Zhong Shan Hospital, Fu Dan University

Background: To investigate the clinical characteristics of autoim-

mune hepatitis (AIH) patients in China.

Methods: The clinical data of autoimmune hepatitis patients that

were admitted to Zhong Shan Hospital, Fu Dan University within

2003 and 2010 were collected and analyzed.

Results: Totally 52 patients with AIH were admitted to the hospital

within 8 years. The average age of them was 55.5±12.9 years old and

the male and female ratio was 1:6.4. The duration of disease when the

patients were admitted was 6 months on average, with the longest

course of 20 years. The clinical stages of the patients were in a wide

range from asymptomatic to decompensate cirrhosis. Thirty patients

were diagnosed by liver biopsy (57.7%). Others were diagnosed by a

general judgment on the clinical information and steroids response.

Twenty-three AIH patients were complicated by primary biliary cir-

rhosis (44%). The most common symptom was fatigue (48%).

Twenty-three patients accepted steroids treatment, within which 14

patients were administrated with Ursodeoxycholic acid (UDCA)

simultaneously. Twelve patients obtained UDCA monotherapy.

Twelve of the 14 patients that were treated by prednisone and UDCA

were diagnosed as AIH-PBC overlap syndrome. Two patients were

administrated by azathioprine (AZA) due to an inadequate response to

prednisone monotherapy. One of them has Sjogren syndrome. There

were 12 patients without getting any specific treatment besides hepatic

protective drugs. In the 7 years following-up, only one patient died of

acute granulocytic leukemia. All the other patients were survival.

Conclusions: In this group of AIH patients, elder and female patients

were predominant. The clinical manifestations were diverse and

sometimes nonspecific. Patients with AIH were frequently accom-

panied by other autoimmunity, especially AIH-PBC overlap

syndrome. Prednisone and azathioprine are the mainstay of therapy

for the AIHpatients. Combined therapy with steroids and UDCA

incline to be administrated to the patients with overlap syndrome.

PP04-001
Blockage of CXCR2 suppresses tumor growth of intrahepatic

cholangiocellular carcinoma

Tadamichi Hirano, Hideaki Sueoka, Yuji Iimuro, Nobukazu Kuroda,

Toshihiro Okada, Yuuichi Kondo, Kazuhiro Suzumura, Seikan Hai,

Junichi Yamanaka, Jiro Fujimoto

Hyogo College of medicine

Background: Complete surgical resection is the only approach to

cure for intrahepatic cholangiocellular carcinoma (ICC), however,

prognosis is extremely poor. Novel therapeutic approach is urgently

required. CXC chemokine receptor2 (CXCR2) have been found to be

associated with tumorigenesis and metastasis in human malignancy.

In the present study, we investigated the suppressive effect of ICC

growth by blockage of CXCR2.

Methods: 1. Expression of CXCR2 in ICC is estimated by immu-

nohistochemical staining using thirty ICC specimens obtained from

our institute. 2. The role of CXCR2 was estimated using human ICC

cell lines, RBE and SSP25. CXCR2 SiRNA and antagonist

(SB225002) were used to block CXCR2 expression. Suppression of

CXCR2 expression was confirmed by ELISA and RT-PCR. Prolif-

eration assay, migration assay and invasion assay were performed to

confirm the suppressive effect by blockage of CXCR2.

Results: As a result of immunohistochemical staining, strong CXCR2

expression was confirmed in 21 cases of 30 cases. CXCR2 SiRNA

significantly suppressed CXCR2 expression both RBE and SSP25.

Cell proliferation was significantly suppressed by CXCR2 SiRNA

compared with control group(RBE: P = 0.009, SSP25: P = 0.01).

Appearance of RBE and SSP25 cells at 24 h after cell scraping showed

that migration was inhibited by CXCR2 SiRNA. Results of invasion

assay showed that SiRNA inhibit cell invasion in with significant

difference (RBE: P = 0.007, SSP25: P = 0.017). These suppressive

effects were confirmed by the administration of SB225002.

Conclusions: Our results suggested that CXCR2 acts crucial role in

the development of ICC. Blockage of CXCR2 may be a promising

therapeutic approach for ICC.

PP04-002
Two cases of primary cholangiolocellular carcinoma of the liver

with chronic hepatitis C

Kenichiro Enooku, Ryosuke Tateishi, Toru Arano, Yuji Kondo, Yoshiinari

Asaoka, Tadashi Goto, Hitoshi Ikeda, Shuichiro Shiina, Haruhiko

Yoshida, Kazuhiko Koike

The University of Tokyo, Graduate School of Medicine

Background: Cholangiolocellular carcinoma (CoCC) is a rare

malignant liver tumor and sometimes contains a hepatocellular car-

cinoma (HCC) or cholangiocellular carcinoma (CCC) component

within the tumor. CoCC is thought to be derived from Hering’s canal

which is reported to be composed of hepatic stem cells. But, because

of its low frequency, clinicopatholigical features of CoCC have not

been fully clarified yet.

Methods: We herein present two cases of CoCC on a background of

chronic hepatitis C. Based on preoperative imagings, their hepatic

tumor were diagnosed as HCC or CCC, and they underwent partial

hepatectomies.
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Results: The tumors contained both HCC and CCC-like areas. In

immunohistochemistry, cytokeratin (CK) 7, CK18, epithelial membrane

antigen (EMA) were positive, and CK19 was negative, therefore we

concluded that the patients had CoCCs with aggressive HCC components.

Conclusions: CoCC has been reported to be associated with chronic

hepatitis C viral infection and to derive from hepatic progenitor cells,

which explains why HCC and/or CCC component may be present.

The diagnostic criteria have not been described clearly, so CoCC is

difficult to diagnose preoperatively. Further studies are needed to

clarify the clinical and clinicopatholigical features of CoCC.

PP04-003
A case of liver metastasis arising from gastric GIST 12 years after resection

of primary GIST

Taiga Wakabayashi, Hiroshi Yoshida, Junji Ueda, Yasuhiro Mamada,

Nobuhiko Taniai, Masato Yoshioka, Youichi Kawano, Yoshiaki

Mizuguchi, Tetsuya Shimizu, Eiji Uchida

Nippon Medical School

Background: Liver is the most common site for metastasis of gas-

trointestinal stromal tumors (GIST). Liver metastasis often occurs

within 2 years of a primary GIST resection.

Methods: We describe an 80-year-old male patient with liver

metastasis from a GIST resected 12 years ago.

Results: He was admitted for examination of the liver tumor, having

previously had a partialgastrectomy for a gastric submucosal tumor.

Abdominal enhanced CT revealed an irregular, heterogenous tumor,

75 mm in diameter, in the right lobe. Contrast-enhanced ultrasonog-

raphy using Sonazoid indicated irregular hyper-enhancement in the

vascular phase and hypoecho in the Kupffer phase. We diagnosed a

metastatic liver tumor or cholangiocellular carcinoma and performed

a right hepatectomy. Microscopic examination revealed that the

tumor consisted of uniform and spindle cells with a fascicular growth

pattern. Immunohistochemically, c-kit and CD34 were expressed.

Conclusions: The tumor was diagnosed as a metastasis of the GIST,

the gastric submucosal tumor resected 12 years ago.

PP04-004
Lymphomas of liver, primary extranodal (PELL) and hepatitis C: clinical,

diagnostics and treatment

Sergey Lepkov, Aisurat Gettueva, Irina Subortseva, Alla Kovrigina,

Svetlana Kosjura, Oleg Kolomijtsev, Irina Myrashina, Anna Chekan,

Pyrvin Zeynalova, Gennadiy Storozhakov

Therapy

Background: In the literature all PELL was nonhodgkins lympho-

mas(NHL). PELL is 0.4% of all NHL. Diffusive B-cells lymphomas

(DLDCL) compound to 96% of all PELL. At 60% of patients PELL

has one solid tumor, at 35%—many solid tumor, at 5% diffusively

amazes a liver. On a lobe follicular lymphomas is only 4% of PELL.

We describe a case of PELL liver at the Russian patient of 38 years.

Methods: Abdominal computer tomography revealed a 6.

Results: After a 3 month of therapy level of ferments has decreased to

28 and 19. Level RNA has decreased to 0. On computer tomography at

that time was one tumour 3x2cm. Antiviral therapy was continued.

Complete remission was conserved after 6 months antiviral therapy.

Conclusions: The first line therapy in patients with NHL and hepatitis

C mast by antiviral therapy.

PP04-005
Combined hepatocellular carcinoma and cholangiocarcinoma

(cHCC-CC): 2 case reports

Seong Yeon jeong, Soo Hyung Ryu, Sun Young Kim, Myoung Ki Oh,

Jin Nam Kim, You Sun Kim, Jeong Seop Moon

Department of Internal Medicine, Seoul Paik Hospital, Inje
University College of Medicine, Seoul, Korea

Background: Combined hepatocellular carcinoma and cholangio-

carcinoma (cHCC-CC) is a rare subtype of liver cancer displaying

components of both hepatocellular and cholangiocellular car.

Methods: Case 1: A 47-year-old man admitted due to weight loss.

Laboratory data showed elevated AFP of 1,430 ng/ml and CA19-9 of

2,640 U/ml. All hepatic viral markers were negative. Computed

tomography of the abdomen showed multiple conglomerate mass with

central necrosis mainly involved on right lobe and segment 4 of the

liver. Ultrasound-guided percutaneous liver biopsy confirmed cHCC-

CC. He refused chemotherapy and follow up loss.

Results: Case 2: A 47-year-old man admitted for further evaluation of

abnormal liver function test. Laboratory test results are as follows;

AST/ALT 76/66 IU/L, AFP 7.5ng/ml, PIVKA-II 363 mAU/ml, CA19-

9 10.8U/ml, HBs Ag(+), anti-HCV(-). Computed tomography of the

abdomen showed that 5.2 cm mass on segment 4 and 5 of the liver.

Ultrasound-guided percutaneous liver biopsy confirmed cHCC-CC.

He underwent S4- 8 subsegementectomy with lymph node dissection.

However, cHCC-CC recurred at 3 months after curative surgery.

Conclusions:
Discussion: cHCC-CC is a rare form of primary liver carcinoma and

display an extremely aggressive course. Aggressive treatments

including liver transplantation are now being experimentally tried for

cHCC-CC patients. However, the development of effective treatment

protocols for cHCC-CCs is limited by rarity of occurrence and

aggressive tumor behavior. Further clinical studies are needed to

improve outcomes of cHCC-CC.

PP04-006
Sarcomatoid carcinoma of intrahepatic cholangiocyte origin: a unique

case of primary liver cancer

Ha Yan Kang, Su Jin Lee, Hoon Choi, Bae Hwan Kim, Joon Hyuk Lee,

Hyun Deok Shin, Suk Bae Kim, Il Han Song

Dankook University College of Medicine, Dankook University
Hospital

Background: Sarcomatoid carcinoma arising from intrahepatic

cholangiocyte, an extremely rare primary liver cancer, has highly

invasive and metastatic potential. The pathogenesis of this tumor is

unclear, although histogenetic mechanisms such as transformation,

combination and collision might be suggested to explain the

co-existence of carcinoma and sarcoma components in the same

tumor.

Methods: We evaluated liver masses incidentally detected on regular

examination of abdominal ultrasound in a 58-year old man.

Results: The patient was positive for anti-HCV (HCV RNA titer

43,092 IU/mL). Biochemical tests were within normal ranges except

a mild elevation of transaminase (AST/ALT 73/61 U/L). CT and

MRI scans showed two small poorly enhancing solid masses in

hepatic segment 6 and 7. PET-CT showed no evidence of hyper-

metabolic lesion outside the liver. Alpha-fetoprotein, CEA, and

CA19-9 were all negative. Ultrasound- guided liver biopsy revealed

poorly differentiated carcinoma. The patient underwent right pos-

terior segmentectomy. The pathologic finding revealed the presence

of sarcomatoid carcinoma with multiple intravascular tumor emboli.

Immunohistochemical staining for cytokeratin (AE1/AE3, CK7,

CK8, CK18 CK19) and vimentin were positive while the immu-

nostaining for Hep-par1, CEA, CD68 were negative. These findings

favor the possible biliary ductular epithelial origin, not hepatocyte

origin, of the tumor. CD31 was positive, which means lymphovas-

cular invasion. He received postoperative chemoradiotherapy and is

still alive well without any evidence of tumor recurrence 5 months

after operation.

Conclusions: We report a case of a sarcomatoid carcinoma of

intrahepatic cholangiocyte origin which was diagnosed by application

of immunohistochemical method after surgical resection.
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PP04-007
Life expectancy of cholangiocellular carcinoma patients living in the middle

black sea region of turkey and retrospective evaluation

Ozgur Ecemis1, Tulay Bakir2, Ahmet Bektas3, Bunyamin Sahin4, Ibrahim

Goren5, Rahmi Aslan6, Fikret Goren7, Muge Ustaoglu8

1Ondokuz Mayis Univercity; 2Ondokuz Mayis Univercity; 3Ondokuz
Mayis Univercity; 4Ondokuz Mayis Univercity; 5Ondokuz Mayis
Univercity; 6Ondokuz Mayis Univercity; 7Ondokuz Mayis Univercity;
8Trabzon Numune Egitim and Arastirma Hospital

Background: Cholangiocellular carcinoma (CCC) constitutes

10–15% of primary liver cancer and its the second most common

primary tumor of liver after HCC. It generates 2% of all cancers and

its the tenth most frequent cancer among gastrointestinal cancers.

CCC is responsible for 13% of cancer-related deaths. We aimed to

examine the patients with CCC according to the demographic, clinical

and biochemical characteristics and to determine the factors affecting

life span.

Methods: 36 CCC patients were retrospectively evaluated between

2005 and 2010 in Ondokuzmay.

Results: There were 55.6% male and 44.4% female. The mean age

was 67.06 ± 12.4 year and the average life expectancy was

60.67±5.6 year. According to TNM staging; patients 3.7% were

Stage 1, 88.9% were Stage 3, 7.4% were Stage 4. There was a sta-

tistically significant relationship between life span and only total

bilirubin (r = 0.398, p = 0.02).

Conclusions: We could not be able to describe the risk factors in the

patients of CCC group and studies in larger patient population are

required.

PP04-008
A Resected case of cholangiolocellular carcinoma during treatment for

lung cancer

Masaru Inagaki, Naoyuki Tokunaga, Ko Kitada, Kimura, Isoda, Nishie,

Hamano, Tsunemitsu, Otsuka, Iwagaki

National Hospital Organization Fukuyama Medical Center

Background: Cholangiolocellular carcinoma (CoCC) is an extremely

rare malignant primary liver tumor, accounting for less than 1% of

primary liver tumors.

Methods: We herein report a case of rare hepatic malignant primary

CoCC during treatment for lung cancer.

Results: A 76-year-old woman followed up after operation of lung

cancer, was found to have a solitary hepatic tumor measuring 60 mm

in diameter in left lobe of the liver at an abdominal computed

tomography checkup. It showed peripheral enhancement in the arte-

rial phase and enhancement retention in the delayed phase. The tumor

was seen as a hypointense nodule in hepatocellular phase of EOB

magnetic resonance imaging. We diagnosed liver metastasis of lung

cancer with differential diagnosis of cholangiocellular carcinoma

(CCC). We performed extended left lobectomy of liver. Histological

findings for resected tumor showed small ductules similar to cho-

langioles proliferating in an anastomosing pattern with abundant

fibrous stroma having neither HCC-like areas, nor CCC-like areas.

Tumor cells were lack of mucin. Immunohistochemistry showed the

carcinoma cells to be positive for CK7 and Epithelial membrane

antigen(EMA), and negative for CK20, AFP and TTF-1. EMA was

strongly positive on the luminal surface of tubules. These findings are

compatible with CoCC.

Conclusions: CoCC is infrequently diagnosed or reported because of

its rarity and its difficulty torecognize its specific histological features.

CoCC also have the dual imaging characterstics of hepatocellular

carcinoma and CCC. We should pay attention to the concept of CoCC

in the differential diagnosis of liver tumors.

PP04-009
Surgical resection of solitary metastatic liver tumor arising from lung

cancer: a case series

Hideyuki Takada, Hiroshi Yoshida, Junji Ueda, Nobuhiko Taniai,

Yasuhiro Mamada, Masato Yoshioka, Youichi Kawano, Yoshiaki

Mizuguchi, Tetsuya Simizu, Eiji Uchida

Nippon Medical School

Background: Resectability of hepatic metastases which have devel-

oped from lung cancer is limited and only a few reports have been

published.

Methods: We report two cases of a surgical resection of liver

metastases arising from lung cancer.

Results: Case 1: A 77-year-old male underwent a lower left lobec-

tomy to treat a primary large cell lung carcinoma. Eight months later,

abdominal computed tomography revealed a slightly enhanced het-

erogeneous tumor measuring 50 mm in diameter in the right liver

segment, 8. We performed a hepatic anterior sectionectomy. The

pathological findings were similar to those of the primary carcinoma.

After six months, there was no evidence of a recurring lesion. Case 2:

A 65-year-old female underwent an upper right lobectomy to treat a

primary adenocarcinoma. Twenty months later, abdominal computed

tomography revealed a heterogeneous tumor measuring 20 mm in

diameter in the right liver, segment 7. We performed a hepatic pos-

terior sectionectomy. The pathological findings were similar to those

of the primary lung carcinoma. After twenty months, the patient died

from an unresectable recurrent carcinoma in the lung and brain. No

recurrence was detected in the liver.

Conclusions: We recommend that surgical resection be considered

for solitary metastatic liver tumors which develop from lung cancer.

PP04-010
Clinical Usefulness of Endscopic ultrasound in asymptomatic patients

with raised Carbohydrate Antigen 19-9

Chai Soon Ngiu1, Sheikh Anwar Abdullah2, Aizan Hassanuddin3, Huck

Joo Tan4

1 Universiti Kebangsaan Malaysia; 2 Universiti Kebangsaan
Malaysia; 3 Universiti Kebangsaan Malaysia; 4 Sunway Medical
Center

Background: CA19-9 is a non specific tumour marker that may be

raised in patients with small pancreatic lesion or biliary obstruction.

EUS has been shown to be useful in detecting small pancreatic lesion

which may be missed by other imaging modality.

Methods: We retrospectively reviewed the clinical usefulness of

endoscopic ultrasound for detecting pancreatic pathology in asymp-

tomatic patient with incidental finding of raised CA19-9 referred to

our centre from 2009 to 2011. The clinical notes of patients were

reviewed on the presence of symptoms, level of CA19-9, liver

function test, and radiologic imaging. All the patients underwent a

radial endoscopic ultrasound using an Olympus Aloka Alpha-10

system.

Results: A total of eight patients (5 females and 3 males) were

identified. The mean age of patients were 55.4 ±9.0 years (range

45-74). The serum CA19-9 ranges were 47-600 IU/ml with a mean

value of 219.5±206.7 IU/ml. Four patients had epigastric discomfort.

The mean value of alanine transaminase were 22.9 U/L, alkaline

phosphatase 67.9 U/L, albumin 38.1 g/L, and bilirubin 14.6 umol/L

respectively. Hepatobiliary ultrasound was performed in two patients

with unremarkable findings. Computer tomogram were performed in

7 patients, which showed fatty liver (n=1), gallstone disease (n=1),

renal cyst (n=1), prostatomegaly (n=1), bulky head of pancreas (n=2),

and unremarkable (n=1). Endoscopic ultrasounds of these patients

were unremarkable of pancreatic biliary lesion in all the patients with

a normal CT abdomen. Two patients with bulky head of pancreas also
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had a normal EUS study. One patient with gallstone disease detected

on CT abdomen had EUS confirmation.

Conclusions: In asymptomatic patients with raised CA19-9 and an

unremarkable CT abdomen findings, does not offer additional infor-

mation. However, our study is limited by the small sample size. A

prospective study with a larger sample size is required to consolidate

our findings.

PP04-011
Hepatic tumor in a patient with adrenal cortical adenoma

Wei-Chen Lin, Tsang-En Wang, Po-Sheng Yang, Chao-Hung Wang,

Tao-Yuan Wang, Horng-Yuan Wang

Mackay Memorial Hospital

Background: Hepatocellular adenoma (HCA) is a rare, benign neo-

plasm that is related to the use of contraceptives or anabolic androgen

steroid. It occur predominantly in young adult women.

Methods: A patient of HCA with hyperaldosteronism under spiro-

nolactone treatement for 3 years. This tumor was progressively

enlarged in these 3 years.

Results: This 49-year-old female with history of pituitary microad-

enoma related hyperprolactinemia under Bromocriptine therapy for

12 years. Right adrenal cortical adenoma and a 6 9 5 9 5 cm hepatic

adenoma was diagnosed by angiography and magnetic resonance

imaging 8 years ago. For hyperaldosteronism (1227.00 pg/mL, nor-

mal range: 35.00–300.00 pg/mL) related hypopotassaemia (1.7 mEq/L)

and secondary hypertension 4 years ago, surgical resection was rec-

ommended but patient refused. We prescribed spirolactone 50–75 mg

per day and angiotensin II receptor blockers for treatment. However,

echography found this tumor was progressively enlarged 1 year ago.

Abdominal computed tomography revealed a heterogeneous lesion

about 6.6 9 9.7 cm in size, containing fatty and soft tissue compo-

nents. For tumor rupture and malignant change possibility, she

received segmental hepatectomy and adrenalectomy. Pathology

showed this liver tumor was hepatocellular adenoma with foci of

infarct and hemorrhagic necrosis surrounded by granulation tissue.

There were no increased Ki 67 index on reticulum stain. The patient

recovered uneventfully and was followed up at our hospital for 1 year

without any evidence of recurrence. Hypokalemia was corrected and

hypertension was improved after adrenectomy.

Conclusions: The effect of spironolactone in decreasing testosterone

production and increasing peripheral conversion of testosterone to

estradiol plays a major role in the pathogenesis of HCAs.

PP05-001
Study of gall bladder polyps in a hepatitis C and B hyperendemic township

in Taiwan

Hou Nai-Jen1, Lin Chia-Yi1, Hsieh Meng-Hsuan1, Huang Chao-Kuan2, Lin

Wen- Yi2, Dai Chia-Yen1, Yu Ming-Lung3, Chuang Wan-Long1

1Kaohsiung Medical University Hospital; 2Kaohsiung Municipal
Hsiao-Kang Hospital; 3Kaohsiung Municipal Ta-Tung Hospital

Background: Gall bladder (GB) polyps have been reported associ-

ated with several metabolic factors and liver diseases. We have

conducted a community-based study to investigate the prevalence of

the GB polyp and the associated factors based on a screening projects

in southern Taiwan.

Methods: A total of 1805 residents (723 males, mean age of

52.2 ± 16.0 years) participated our screening project. They were all

examined by hepatobiliary ultrasonography (US) and received check

up for serum biochemistry including serum aspartate transaminase

(AST), alanine aminotransferase (ALT), viral markers including

hepatitis B surface antigen (HBsAg), antibody to HCV (anti-HCV).

Results: Of 1805 residents, the US findings showed the prevalence of

the GB stone, GB polyp, and fatty liver (FL) were 6.6, 5.9 and 56.6%,

respectively. There are 253 (14.0%) and 506 (28.0%) residents were

positive for HBsAg and anti-HCV, respectively. In univariate

analyses, residents with GB polyp had significantly higher proportion

of male gender and significantly higher mean BMI (P \ 0.001 and

P = 0.019, respectively) than those who without GB polyp. In mul-

tivariate analyses, male gender and higher BMI were independent

factors associated with presence of GB polyp (P = 0.001 and

P = 0.046 respectively).

Conclusions: The prevalences of the GB polyp, in the community-

based study, were 5.9% in this HCV/HBV hyperendemic township.

The presence of GB polyp was associated with malegender and higher

BMI independent but not associated with chronic hepatitis B or C.

PP05-002
Ultrasound-guided percutaneous transhepatic biliary drainage

without prior cholangiography: Indonesian experience

Andri Sulaiman, Unggul Budihusodo, Rino A. Gani, Irsan Hasan,

C. Rinaldi Lesmana, Juferdy Kurniawan, Ignatius Bima Prasetya,

Stella Ilone, Riska Amalia Ambarwati, Wike N. Veranike

Faculty of Medicine University of Indonesia

Background: The effectivity of Percutaneous Transhepatic Biliary

Drainage (PTBD) in patients with obstructive jaundice has been

evaluated in many studies. Yet, its effectivity in Indonesia has not

been studied. The objective of this study is to evaluate the effectivity

and complication of this procedure in Indonesia, particularly at Cipto

Mangunkusumo Hospital, Jakarta.

Methods: We collected all patients with icterus obstructive who

underwent PTBD procedure from September 2010 to October 2011.

Baseline characteristics, laboratory values, and complication events

were retrospectively collected. Changes in bilirubin value and serum

leukocyte count after the procedure were analyzed afterwards.

Results: Thirty one patients underwent PTBD procedure in the period

of 13 months. The most common cause of the obstructive jaundice

was pancreatic cancer (48.4%), followed by cholangiocarcinoma

(9.7%), carcinoma of Papilla Vater (6.5%), and multiple cholelithiasis

(6.5%). Catheter insertion and external drainage was achieved in all

31 patients (100%). None of the patients has normalization of serum

bilirubin concentration; however reduction of serum bilirubin to at

least 50% of the initial value were found in 21 of 31 cases (67.7%).

An increase in serum leukocyte concentration after the procedure was

found in 3 patients (9.7%); after 8 days, 33.33% of them returned to

normal value. Catheter occlusion occurred in 2 of 31 patients (6.5%),

both were repaired successfully.

Conclusions: The effectivity of PTBD procedure in Indonesia is still

moderate. Complication rate, however, remains low. Further

improvement should be made to improve these indicators.

PP05-003
Comparative proteomic analysis of human bile juice in obstructive

jaundice disease: methodological study

Hao-Tsai Cheng, Hsiu-Chu Lin, Sen-Yung Hsieh

Attending Physician

Background: Stenosis of the bile duct may be either due to benign or

malignant(cholangiocarcinoma) condition. Some benign stricture may

be become to malignant change after persisted inflammation. The

identification of specific makers allowing discrimination between

malignant and benign biliary stenosis would be very valuable in clinic

practice. Currently, proteomic analysis of clinical bile juice and the

quest for identifying biliary proteins as disease markers is limited by

the bile juice contained high bile salts content that constitute 50–70%

of the total volume and bile acid, and so on, which may interfere with

protein determination.

Methods: We pursued mainly the protocol described previously, not

yet a standard method for sample preparation. In the procedure of

evaluating several available methods, we carried out a comprehensive

characterization of human bile to define the bile proteome. Our
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approach involved (1) fractionation of bile by 1-D SDS-PAGE used

as the first screening strategy to evaluate and optimize for the pre-

cipitation experimental conditions. (2) Conventionally, 2-D

electrophoresis of human bile with and without the de-salting kit,

acetone has been used as a protein-precipitating solvent.

Results: We have been able to refine salt depletion protocols and

establish a modified substance removal method. Optimization of

sample preparation improved the quality of 2-DE profile of clinical

bile juice.

Conclusions: The aim of this study was to improve the resolution of

2-DE profiles of human bile juice and to identify the most dominant

proteins, with the ultimate goal to identify biomarkers for early

detection and prediction the clinical outcome of malignant biliary

stenosis.

PP05-004
A case of primary cystic duct carcinoma based on Farrars criteria

necessitating additional resection after laparoscopic cholecystectomy

Kazuhiro Suzumura, Nobukazu Kuroda, Yasukane Asano, Yuji Iimuro,

Tadamichi Hirano, Toshihiro Okada, Yuichi Kondo, Ami Kurimoto, Jiro

Fujimoto

Hyogo College of Medicine

Background: A 45-year-old man was seen at another hospital

because of right upper abdominal pain. Abdominal ultrasonography

and computed tomography showed a thick wall of the gallbladder

with gallstone. Drip infusion cholangiography (DIC) did not evidence

the cystic duct or gallbladder. Laparoscopic cholecystectomy was

performed under a preoperative diagnosis of cholelithiasis and cho-

lecystitis at another hospital. A tumor was detected in the cystic duct

of the resected gallbladder. Microscopic examination showed a

moderately differentiated adenocarcinoma infiltrating the subserosa.

Methods: As the second look operation, we resected a segment of the

common bile duct and removed regional lymph nodes.

Results: The resected specimen revealed no evidence of malignancy.

This carcinoma met Farrars criteria for primary cystic duct carci-

noma. The postoperative course was uneventful and he is alive

without recurrence for 15 months after surgery.

Conclusions: Since primary carcinoma of the cystic duct based on

Farrars criteria is rare, we report on this case with some biblio-

graphical comments.

PP05-005
Prednisolone usage in patients with biliary atresia post hepato-

porto-enterostomy

Vu Pham1, Loc Le2, Hiep Pham Nhu2, Thien Ho Huu2

Hue College of Medicine and Pharmacy; 2Hue central hospital

Background: Since the first introduction of the Kasai operation in

1959 for infants with biliary atresia (BA), many attempts to

improve outcomes have been reported. Recently, in addition to the

surgical therapy, adjuvant medical therapy with corticosteroids has

been used in an attempt to enhance the drainage of bile after

hepatoportoenterostomy (HPE). The aim of this study is to evaluate

the effectiveness of corticoid in the management of infants after

HPE.

Methods: 14 infants received prednisolone after HPE from 1/2005 to

12/2009. Oral prednislone using started at 5th day after the operation

and dosage was 3 mg/kg/day during 2 first weeks. The daily dose of

prednisolone was reduced by 1 mg/kg/day every week during

6 weeks. The primary outcomes were the clearance of jaundice (de).

Results: 14 infants with median age at the operation of 77 days. Mean

operation time was 120 min. Mean hospital stay was 9 days. There

was one postoperative complication: jejunojejunostomy bleeding

required a relaparotomy but no death. With a median follow-up time

of 43 months, 1 patient died due to cirrhosis, 3/14 of patients (21.4%)

were jaundice (plasma Bilirubine [20).

Conclusions: Adjuvant postoperative treatment with a short course of

oral prednisolone significantly improved the outcome after Kasai

portoenterostomy.

PP05-006
One-step percutaneous transhepatic insertion of a balloon-expanding

metallic stent for obstructive jaundice due to various malignancies

Nobuhisa Akamatsu

Saitama Medical center

Background: The aim of this study was to evaluate the efficacy and

safety of one-step percutaneous transhepatic insertion of the Express

LD stent, a balloon-expanding stainless steel stent used for the

management of distal artery stenosis in the treatment of obstructive

jaundice caused by various inoperable malignancies. At the same

time, predctive factors leading to stent failure are investigated.

Methods: Seventy-one consecutive patients with unresectable

malignant biliary obstruction who underwent Express LD stent

placement between 2007 and 2010 at our institute were reviewed.

Results: The technique of the one-step percutaneous stent insertion is

presented. Mean stent patency was 165, 144 days and mean patient

survival was 180, 156 days, while the cumulative stent patency rate

and patient survival rate at 6 and 12 months were 79 and 65, and 38

and 16%, respectively. Stents were successfully placed in all cases

without any stent migration or misplacement. Stent failure occurred in

14 patients (20%), and 16 complications were observed, including 12

cholangitis (17%), 2 cholecysitis (3%), and 2 pancreatitis (3%).

Y-configuration stenting for hilar bile duct obstruction was the only

independent prognostic factor for stent failure.

Conclusions: One-step percutaneous transhepatic insertion of the

Express LD stent is effective and safe for the management of

obstructive jaundice caused by inoperable malignancies. Partial liver

drainage is recommended for hilar biliary obstruction.

PP05-007
Endoscopic papillary large balloon dilation for revision of old sphincter-

otomy in recurrent bile duct stones

Seok Ho Dong, Jun-Hyung Cho, Jaejun Shim, Chang Kyun Lee,

Jae Young Jang, Hyo Jong Kim, Byung-Ho Kim, Young Woon Chang

Kyung Hee University College of Medicine

Background: Endoscopic sphincterotomy (EST) carries a substantial

risk of recurrent common bile duct (CBD) stones. Endoscopic pap-

illary large balloon dilation (EPLBD) can create a large papillary

orifice for removal of recurrent CBD stones. We investigated the

possibility that EPLBD could lower the early re-recurrence rate.

Methods: Between 2001 and 2010, 577 patients with CBD stones

underwent EST. 56 patients (9.7%, 56 of 577) experienced recurrent

CBD stones. Among them, 36 patients were treated with EPLBD and

the remaining 20 patients with EST. We compared the efficacy,

safety, and early re-recurrence rates of CBD stones between the

EPLBD and EST group with retrospective analysis.

Results: In EPLBD group, 35 patients (97.2%, 35 of 36) were suc-

cessfully treated. Multi- session ERCPs were done for 3 patients

(8.3%) and mechanical lithotripsy for 4 patients (11.1%). There were

no significant complications such as massive bleeding, perforation, or

post-ERCP pancreatitis. During a follow up period of 12–60 months,

3 patients (10%, 3 of 30) among EPLBD group and 9 patients (45%,

9 of 20) among EST group developed re-recurrent CBD stones.

Multivariate analysis identified 3 independent risk factors, including

old EST revision without EPLBD, dilated CBD (over 15 mm) and

mechanical lithotripsy. The cumulative rate for early re-recurrent

CBD stones was also lower in the EPLBD compared to that in the

EST (Kaplan–Meiers method, Log rank test; P-value = 0.011).
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Conclusions: EPLBD for old EST revisions lowers the early re-

recurrence rate of CBD stones in patients who were previously treated

for CBD stones with EST.

PP05-008
A case of xanthogranulomatous cholecystitis preoperatively diagnosed

with contrast-enhanced ultrasonography

Fumihiko Ando, Hiroshi Yoshida, Junji Ueda, Nobuhiko Taniai, Yasuhiro

Mamada, Masato Yoshioka, Youichi Kawano, Yoshiaki Mizuguchi,

Tetsuya Shimizu, Eiji Uchida

Nippon Medical School

Background: We report a case of xanthogranulomatous cholecystitis

(XGC) that was diagnosed preoperatively by means of ultrasonogra-

phy (US) with the contrast-enhancement agent Sonazoid after a false-

positive result had been obtained with fluorine-18 fluorodeoxyglucose

positron emission tomography (FDG-PET).

Methods: A 69-year-old woman was admitted because of right upper

quadrant pain.

Results: Blood tests revealed a serum CA19-9 level of 749.8 IU/l.

Computed tomography (CT), US, and magnetic resonance imaging of

the abdomen showed abnormal thickening of the gallbladder wall but

no stones. The border between the gallbladder and the liver was

unclear. FDG-PET revealed a lesion with increased uptake of tracer in

the gallbladder wall. The thickness of the lesion was similar to that on

CT. We suspected gallbladder carcinoma with hepatic invasion. To

confirm the tentative diagnosis, we performed US with the contrast-

enhancement agent Sonazoid. The gallbladder wall was homoge-

neously enhanced in the early vascular phase and remained enhanced

for 90 s. Enhancement of the gallbladder wall was smooth and regular.

The border between the gallbladder and liver was clear and smooth.

On the basis of these examinations, we diagnosed chronic cholecystitis

(XGC suspected), not gallbladder carcinoma. Cholecystectomy was

performed. XGC was diagnosed on intraoperative pathological

examination. Histopathological examination showed XGC, severe

proliferative fibrosis with formation of multiple yellow-brown intra-

mural nodules, and foamy histiocytes without malignant cells.

Conclusions: In conclusion, the present case of XGC was diagnosed

preoperatively with contrast- enhanced US after a false-positive result

had been obtained with FDG-PET. Contrast- enhanced US can thus

play important roles in diagnosing gallbladder disease and selecting

treatment.

PP05-009
Clinical effect of endoscopic sphincterotomy on recurrence rate of pancre-

atitis in acute biliary pancreatitis

ChangWook Chon, HongJoo Kim, Yong Kyun Cho, ByungIk Kim

Kangbuk Samsung Hospital, Sungkyunkwan University School of
Medicine

Background: Cholecystectomy has been classically performed in

patients with biliary pancreatitis to prevent recurrence of pancreatitis.

The aim of this study was to investigate whether endoscopic

sphincterotomy (EST) can reduce the recurrent pancreatitis in acute

biliary pancreatitis.

Methods: 112 patients diagnosed with acute biliary pancreatitis in

Kangbuk Samsung hospital from January 2005 to December 2007 and

treated by EST were enrolled. Their medical records were analyzed

retrospectively.

Results: Thirty-six patients received conservative treatment without

EST or cholecystectomy of which seven (19.4%) experienced a

recurrent pancreatitis during a mean follow-up period of 41.2 months.

Seventy-six patients received EST and two (2.6%) experienced a

recurrent pancreatitis during a mean follow-up of 40.6 months. EST

reduced a recurrent pancreatitis significantly compared to

conservative treatment group (p=0.005). The risk factors predictive of

recurrent pancreatitis could not be found. EST related complications

rate was 10.5% (8/76).

Conclusions: EST is a useful and safe therapeutic tool to prevent

second pancreatitis in patients with acute bilary pancreatitis.

PP06-001
Raloxifene induced hepatitis: a case report

Wen-Yi Lin1, Ming-Lung Yu2, Chiu-Hui Li3, Jent-Fu Yang4, Chia-Yen

Dai5, Wen- Yu Chang6, Wan-Long Chuang7

1Kaohsiung Municipal Hsiaokang Hospital, Kaohsiung Medical
University; 2Kaohsiung Municipal Ta-Tung Hospital, KMU;
3Kaohsiung Municipal Hsiaokang Hospital; 4Kaohsiung Medical
University Hospital; 5Kaohsiung Medical University Hospital;
6Kaohsiung Medical University Hospital; 7Kaohsiung Medical
University Hospital

Background: Osteoporosis is highly prevalent problem in Taiwan.

No or rare reporting about osteoporosis-management drug-induced

hepatitis could be found in Taiwan and in Pub Med.

Methods: A 75 years-old female patient with diabetes mellitus suf-

fered from fracture of right femoral head and received bipolar

arthroplasty and wire fixation on March 2000. Raloxifene was taken

for osteoporosis later. Before the surgery and Raloxifene, her liver

function was normal. On June, hepatitis with ALT = 158 (3–34 IU/

mL) occurred.

Results: Viral markers showed negative for HBsAg, anti-HCV and

IgM-anti-HAV and anti- HIV. Anti-nuclear antibody, anti-mito-

chondrial antibody, anti-smooth muscle antibody were negative.

Serum ceruloplasmin, hepatoglobin, ferritin, apha-antitrypsin, and

G6PD were within normal limit. Abdominal sonography revealed

mild fatty liver only.

Conclusions: After cessation of Raloxifene, her hepatitis improved.

Drug-induced hepatitis should always be considered in all patients

taking medicine.

PP06-002
Validation of transient elastography (Fibroscan) in assessment of hepatic

fibrosis in patients with drug-induced liver injury

Weijia Dai, Hui Wang, Qing Xie, Jun Ruan, Wei-liang Tang, Hong-lian

Gui, Lan-yi Lin, Hui-juan Zhou, Xiao-chen Dong

Ruijin Hospital

Background: To validate transient elastography (Fibroscan) in

assessment of patients with drug- induced liver injury (DILI).

Methods: Liver stiffness was assessed by Fibroscan in totally 47

patients who have been diagnosed as DILI by liver biopsy in

Shanghai Ruijin Hospital between July.2008- Sup.2010 within a

month. The result was compared with the Ishak fibrosis stage in liver

biopsy in each patient.

Results: All the patients were successfully inspected. The average

stiffness of Fibroscan for liver biopsy fibrosis stage (F0-4) was

6.8±2.7, 9.0±5.2, 12.1±8.8, 17.7±6.5 and 42.2±20.7 kPa, respec-

tively, while 8 patients were shown as S0, 17 as S1, 8 as S2, 9 as S3

and 5 as S4. Considered S0-2 as mild and moderate fibrosis group and

S3-4 as advanced fibrosis group, the sensitivity and specificity of

the 9.6 kPa for the diagnosis of FC3 was 88.9% and 85%, and of the

14.6 kPa for the diagnosis of FC4 was 100% and 96%. The stiffness

of Fibroscan was significantly correlated with the liver biopsy fibrosis

stage (r=0.442, P=0.002) . The liver stiffnesses between mild and

moderate fibrosis (S0-2) and advanced fibrosis (S3-4) were signifi-

cantly different (t=-3.909, P\0.01).

Conclusions: Fibroscan was promised to be a non-invasive diagnostic

method for identification of advanced fibrosis in patients with DILI,
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and it had a good prospect for long-term follow-up and management

of these patients for its high sensitivity and specificity.

PP06-003
The analysis of clinical features and influencing factors in 113 patients

with drug-induced liver injury

Weijia Dai, Hui Wang, Rong-tao Lai, Qing Xie, Wei-liang Tang, Yan

Zhuang, Hong-lian Gui, Min-jie Yu, Jing-dong Xie, Hui-juan Zhou

Ruijin Hospital

Background: To analyze the clinical manifestation and influencing

factors of drug-induced liver injury (DILI), and to compare the

accuracy of two diagonstic criteria CIOMS/RUCAM and Maria score.

Methods: Retrospective analysis was performed on 113 patients who

have been diagnosed as DILI by liver biopsy in ruijin hospital

between july.2008 and Nov.2010. Age, sex, BMI, serological indi-

cators,liver biopsy histologic changes, causes, clinical manifestation

and prognoses were recorded.

Results: Among the 113 patients, 77 patients were female. The

average age was (47.73±13.17) years old. Chinese herbal medicine

and dietic tea were the main causes of DILI (48.67%), followed by

antibiotics, Antipyretic analgesic anti-inflammatory drugs and car-

diovascular drugs. The main symptoms were asthenia, nausea and

epigastric discomfort. Classification: 47.79% of the patients were the

injury type of hepatocytes, and most of them were female. The rest

were the type of cholestasis and mix type. 44.25% of the patients

reached to normal liver function after 1 month treatment. Ishak

fibrosis score(F) of the patients with the complication-AIH was

high(P=0.015). There were 7 cases (6.19%) falling into both histo-

logical activity index (HAI).

Conclusions: Chinese herbal medicine and dietic tea were the mean

causes of DILI. Most of patients reinstated well after abandoning the

medicine. Most of the hepatocytes type were female. The complica-

tion-AIH would influence over Ishak fibrosis score. AIH had influence

over Ishak fibrosis score.HAIC9 and FC4 lead to poor prognosis. The

sensitivity of RUCAM score is higher than Maria score.

PP06-004
Clinicopathological features of acute drug-induced liver injury patients

with autoantibodies

Liu Hui, Sun Lin, Wang Tailing, Ding Huiguo

Beijing You An Hospital affiliated to Capital Medical University

Background: Some acute drug-induced liver injury(ADILI) can

produce autoantibodies. But there are not any relevant reports about

clinicopathological features of ADILI patients with autoantibodies

and the difference between ADILI with and without autoantibodies.

Our aims are to study clinicopathological features of the ADILI with

autoantibodies in order to offer a diagnostic or therapic proposal for

clinicians.

Methods: The clinical and pathological data of fifty-three autoanti-

body-positive ADILI and seventy-seven autoantibody-negative

ADILI were collected. The diagnosis of all cases had been identified

by needle liver biopsy. We examined their pathological changes with

the microscope and summarized their clinicopathological features

combined with their clinical data.

Results: Female and elders were prone to produce autoantibodies, but

there were not significant biomarkers between autoantibody-positive

and negative. Hepatocellular necrosis, apoptosis and portal inflam-

mation of autoantibody-positive ADILI were more severe than those

of autoantibody-negative (P \ 0.05) pathologically. There were more

plasma cells in autoantibody-positive ADILI compared with autoan-

tibody-negative (32.1 vs. 6.5%, P = 0.000).

Conclusions: There was pathologically significant difference

between autoantibody-positive and negative ADILI, which should be

paid more attention by clinicians.

PP07-001
Correlation between CXCR3 ligands and liver injury in treatment naı̈ve

chronic hepatitis B patients

Yue Han1, Xin Xin Zhang2, Zheng Hong Yuan3

1 Shanghai Jiaotong University, School of Medicine; 2Shanghai
Jiaotong University, School of Medicine; 3Research Unit, Shanghai
Public Health Clinical Center

Background: CXC chemokines family are known to be important

mediators of the inflammatory cascade following hepatic injury.

However, the role and underlying mechanism of chemokines in CHB

patients pathogenesis still needs to be studied in detail.

Methods: Gene expression patterns were profiled on treatment naı̈ve

hepatocytes obtained from 165 CHRONIC HEPATITIS B (CHB)

patients. Affymetrix Human U133 Plus 2 arrays was used as micro-

array. Patients were classified according to their degree of liver injury

based on their transaminase (ALT) level, Scheuer Scoring repre-

senting liver inflammation and fibrosis status. Viral loads between

different groups were comparable. Gene significance analysis was

performed using one way ANOVA unequal variance (Welch) test

with multiple testing correction by Benjamini-Hochberg test. Patients

were followed at least 12 months and diagnosed according to the EB

KEEFFE 2008 guideline.

Results: A distinct expression pattern among different inflammatory

status existed, both in G scoring and ALT levels. CXCR3 ligands

(CXCL9,10,11) were significantly up- regulated (with a fold change[= 3)

in the liver tissue of patients with Scheuer score of G4 compared to

G0 Similar results were obtained from different ALT groups, with the

same three ligands significantly up-regulated in patients with 2*5

times normal ALT compared to normal. Furthermore, they remained

to be the only three up- regulated genes in patients with ALT level

higher than 5 times normal.

Conclusions: This study was performed on human liver specimens to

elucidate the different gene expression patterns in HBV patients with

follow-up data. The results suggested that CXCR3 ligands were most

involved in the high inflammatory status and fibrosis of HBV treat-

ment naı̈ve patients. Follow-up data will be used to confirm its

prediction role in the prognosis.

PP07-002
Lower ALT level could not differentiate liver pathology in CHB patients

with high viral load and persistent normal ALT

Chiu Yen-Cheng1, Kuo-Chih Tseng2, Chi-Yi Chen3, Pin-Nan Cheng4,

Wan-Long Chuang5, Sheng-Nan Lu6, Ting-Tsung Chang7

1National Cheng Kung University Hospital; 2Buddhist Dalin Tzu Chi
General Hospital; 3Chiayi Christian Hospital; 4National Cheng Kung
University Hospital; 5Kaohsiung Medical University; 6Kaohsiung
Chang Gung Memorial Hospital; 7National Cheng Kung University
Hospital

Background: The currently used ALT value was considered as

imperfect to reflect liver injury. Therefore, AASLD has re-defined the

upper limit of ALT 30 U/L for men and 19 U/L for women. We aim

to study if using such a new cut-off value of ALT can identify patients

with truly inactive disease status.

Methods: A prospective, multi-center study to access the liver his-

tological findings in CHB patients with high serum HBV DNA levels

([2,000 IU/ml) and persistent normal ALT levels for at least past 12

months.

Results: One hundred and eighty CHB patients with PNALT had

serum HBV DNA level higher than 2,000 IU/ml. Of them, 77 patients

underwent liver biopsy. Using a cut-off value of ALT 30 U/L for men

and 19 U/L for women, 43 patients are grouped as normal (group A),

and 34 patients are High normal (group B). The background data are

not significant between two groups. The serum HBV DNA was higher

in group (B). The portal inflammation score, interlobular degenera-

tion, fibrosis status did not showed significant in two groups. The
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frequency of significant liver histopathology (HAI score ) in group A

is 26/43 (60.5%) and 19/34 in group B (55.9%) (q2 test, P = 0.431).

The portion of advanced fibrosis in both groups in group A is 2/43 and

6/34 in group B (q2 test, P = 007).

Conclusions: In CHB patients with PNALT and high serum viral load

high frequency of liver inflammation are present in normal and high

normal groups. Liver biopsy is still considered in theses patients to

define liver injury status.

PP07-003
Quantitative HBsAg level can predict long-term outcomes of genotype B

and C HBeAg-negative carriers

Tung-Hung Su1, Chun-Jen Liu1, Tai-Chung Tseng2, Chi-Ling Chen3,

Te-Tien Ting4, Chen-Hua Liu6, Hung-Chih Yang1, Pei-Jer Chen1, Ding-

Shinn Chen1, Jia-Horng Kao10

1National Taiwan University Hospital; 2Buddhist Tzu Chi General
Hospital Taipei Branch; 3National Taiwan University College
of Medicine; 4National Taiwan University College of Public Health

Background: Quantitative HBsAg level offers benefits in the man-

agement of chronic hepatitis B. However, its role in the natural course

of HBeAg-negative HBV carriers remains unclear. We aimed to

investigate its predictive value of long-term outcomes in Taiwanese

HBeAg-negative carriers.

Methods: A total of 165 HBeAg-negative carriers with a median

follow-up of 8 years were enrolled. Their baseline, first year and end-

of-follow-up (EOF) HBsAg and HBV-DNA levels were quantified.

Based on EOF HBV-DNA level, they were grouped into high viral-

load (HVL, [= 2,000 IU/mL, n = 78), low viral-load (LVL,

\2,000 IU/mL but ever [= 2,000 IU/mL during follow-up, n = 49)

and persistent LVL (PLVL, \2,000 IU/mL persistently, n=38) for

further analyses.

Results: The baseline age, gender, HBV genotype and proportion of

liver cirrhosis were comparable among 3 groups. HVL group had a

significantly higher baseline, first-year and EOF HBsAg and HBV-

DNA levels than LVL and PLVL groups. By univariate analysis,

genotype B, baseline ALT, Log HBsAg and Log HBV-DNA levels

were associated with HVL. After adjustment for baseline age, gender,

liver cirrhosis, ALT, HBsAg and HBV-DNA levels, genotype B (OR:

4.38, 95% CI: 1.37-13.97), 1-year HBsAg increase to[=1,000 IU/mL

(OR: 2.94, 95%CI: 1.06–8.17) and 1-year HBV-DNA increase to

[=2,000 IU/mL (OR: 4.31, 95% CI: 1.50–12.38) could predict HVL.

Compared to patients with HBsAg \ 1,000 IU/mL, those with

HBsAg [= 1,000 IU/mL had the adjusted hazard ratio of HBeAg-

negative hepatitis of 11.51 (95% CI: 2.08–63.87).

Conclusions: In addition to baseline HBV-DNA levels, early HBsAg

level helps to predict long-term highly viremic HBeAg-negative

carriers and HBeAg-negative hepatitis.

PP07-004
Correlation between liver inflammation and sex, age, HBV DNA loads

in patients with HBeAg positive chronic hepatitis B

Li Mai, Ying Yan, Shao-Quan Zhang, Ka Zhang, Wen-Xiong Xu

The Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the relationship between liver inflam-

mation and sex, age and HBV DNA loads in patients with HBeAg

positive chronic hepatitis B.

Methods: 214 patients with HBeAg positive chronic hepatitis B

received liver biopsy in a retrospective study and the stratified anal-

ysis was used.

Results: Among these patients, 187 were male, and 27 were female

(6.9:1). The ratio of patients with moderate to severe liver inflam-

mation CG2 in male was 79.14% (148/187), and 59.26% (16/27) in

female, and the difference was significant (v=5.210, p =0.029). The

ratio of patients with liver inflammation CG2 in patients younger than

30 was 69.44% (75/108), 84.62% (77/91) between 30 to 40, 80.00%

(12/15) over 40. And the liver inflammation was more severe in

patients over 30. (v=6.450, p =0.037). The ratio of patients with liver

inflammation CG2 was 85.71% and 95.24% in patients with HBV

DNA loads 4*6 and C6 copies log10/ml, and higher than which HBV

DNA loads \4 copies log10/ml (v=12.578, p =0.002)

Conclusions: In patients with HBeAg positive chronic hepatitis B,

the ratio of moderate to severe liver inflammation was higher in

patient who was male, more than 30, or with HBV DNA loads

C4copies log10/ml. And the proportion of patients with liver inflam-

mation CG2 was also more than 50% in patients who was female, less

than 30, or with HBV DNA loads \4copies log10/ml. Follow up and

timely treatment was necessary.

PP07-005
Ultrasensitive assay for genotyping of hepatitis B virus by use of an auto-

mated DNA extraction instrument

Ikue Kirikae, Kiyoaki Ito, Motokazu Mukaide, Masaya Sugiyama,

Kazumoto Murata, Naohiko Masaki, Masashi Mizokami

The Research Center for Hepatitis and Immunology

Background: Determining of hepatitis B virus (HBV) genotype is

significant important to predict the prognosis or to decide the indi-

cation of treatments for patients with HBV infection. However, it is

difficult to determine HBV genotype in case of low level of serum

HBV DNA. The aim of this study was to develop an ultra-sensitive

assay for genotyping of HBV using an automated DNA extraction

instrument.

Methods: We have compared two procedures for determining HBV

genotype in concentration of 0, 2, 5, 10, 20, and 40 copies/mL:

(a) 1 ml of serum pre-added poly A was extracted by MagNA Pure

LC (MP) 2.0 extraction system using the MP Total Nucleic Acid

Isolation Kit—High performance (Roche); (b) 200 gL serum was

extracted by QIAamp DNA Blood Mini (QIAamp) Kit. The target of

HBs gene was amplified by nested PCR and the PCR products were

sequenced to determine the HBV genotype.

Results: HBV DNA was successfully genotyped by the new assay we

have developed in 0/8 (0%), 4/8 (50%), 6/8 (75%), 8/8 (100%), 8/8

(100%) and 8/8 (100%) using HBV DNA concentration of 0, 2, 5, 10,

20, 40 copies/mL, respectively. On the other hand, the QIAamp Kit

could genotype only at a concentration of 100 copies/mL. These data

suggested that the extraction efficiency of this new method was

10 times higher than that of QIAamp kit.

Conclusions: We have developed a new ultrasensitive assay for

genotyping of HBV by used of an automated DNA extraction

instrument.

PP07-006
Study of liver biopsy in chronic HBV carriers with persistently normal

aminotransferase levels

Jianguo Yu, Dengming He, Yong An, Wei Bai, Wei Zhang, Wen Yang,

Mimi Sun, Jie Li

The 88th Hospital of Chinese PLA

Background: To explore the liver histopathological features of

chronic HBV carriers and its influencing factors.

Methods: 167 chronic HBV carriers with persistently normal ami-

notransferase (ALT) levels (PNAL), who underwent percutaneous

liver biopsy in our department between January 2005 and January

2009, were included in this study. The patients were divided into four

groups: less than 20 years old; less than 30 years old; less than 40

years old; less than 50 years old. Hepatic tissue inflammation degree

and fibrosis were observed and compared. HBV DNA loads and

serologic markers of HBV were examined.

Results: 161 carriers of the total 167 (96.14%) had histological liver

changes. 26.71% of them had mild histological changes (G0-1/S0-1),
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34.78% classical changes (G1-2S1-2), 37.89% severe changes (G3-

4S3-4). At the same,[G2S2 among all patients: less than 20 years old

were 14.58%, less than 30 years old were 28.89%, less than 40 years

old were 53.19%, less than 50 years old were 59.26%. The liver injury

aggravation exists with increase of age tendency (P \ 0.05). HBV

DNA loads cannot predict the degree of liver injury (P [ 0.05).

Hepatic tissue results in both chronic HBV carriers and chronic

inactive HBsAg carriers had significant difference (P \ 0.05).

Conclusions: No matter what viral load levels were, 72.67% (117/

161) of our CHB patients with PNAL had significant liver pathohis-

tological changes. So, liver biopsies should be considered in CHB

with PNAL, especially those older than 40 years.

PP07-007
The diagnostic value of liver biopsy for patients with abnormal liver

function of unknown origin

Li Mai, Ying Yan, Shao-Quan Zhang, Jian-Yun Zhu, Jing Liu

The Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the diagnostic value of histopathology

and immunohistochemistry examination of liver tissue for patients

with abnormal liver function of unknown origin.

Methods: In a retrospective research, 23 patients clinically diagnosed

as abnormal liver function of unknown origin after history analysis

and serum biochemical and etiological examination received liver

biopsy and the histopathology and immunohistochemistry examina-

tion including the test of hepatitis B surface antigen, hepatitis B core

antigen and the antigen of hepatitis C virus were carried out.

Results: The results showed that 7 patients were diagnosed as hep-

atitis B, 3 patients as non-alcoholic steatohepatitis, 2 patients as

hepatitis C, 4 patients as autoimmune liver disease (2 patients as

autoimmune hepatitis, 1 patient as primary biliary cirrhosis, 1 patient

as primary sclerotic cholangitis), and for 7 patients the origin of

abnormal liver function still remained unknown even after the liver

biopsy.

Conclusions: Liver biopsy showed important diagnostic value for

patients with abnormal liver function of unknown origin. And hepa-

titis B virus infection was still the main origin for these patients.

PP07-008
Introduction of an auto-dilution for ARCHITECT HBsAg quantitative

assay

O’neill Ronan, Russell Taylor, Paula Walsh, Noreen Coen, Caroline

Fortune, Declan Regan

Abbott

Background: Monitoring of HBsAg concentration can provide an

indicator of treatment efficacy. 90% of positive samples which require

monitoring return concentrations greater than 250 IU/ml. These

samples require dilution to fall within the dynamic range of the

Abbott ARCHITECT HBsAg assay (LN 6C36). The aim of the pro-

ject is to provide a quantitative HBsAg assay which will provide an

on-board dilution at 1:500 for samples greater than 250 IU/mL and to

allow customers to preselect whether a sample will be run in neat or

diluted mode.

Methods: A new assay file was developed for the Abbott ARCHI-

TECT HBsAg assay to allow the user to select an option to provide

an on-board dilution of 1:500. Using the new assay file a compar-

ison was completed on a sample set evaluated with both the new

automated dilution and a manual dilution using Manual Diluent as

recommended by the assay package insert. A total of (n = 241)

samples were tested on two ARCHITECT instruments and the

values for each sample were compared to assess the correlation

between manual and automated dilution methods across the range of

samples tested.

Results: A strong correlation was observed between both methods

with a plot of automated versus manual data yielding a slope value of

1.0 and an R2 value of 0.9891 (see Fig. 1).

Conclusions: The introduction of a 1/500 automated on-board dilu-

tion for the Abbott ARCHITECT HBsAg assay is feasible based on

the data collected. The associated project is ongoing with a projected

launch date in the first quarter of 2012.

PP07-009
A simple and inexpensive point of care (POC) test for hepatitis B surface

antigen detection: serological and molecular evaluation

Robert Gish1, Stephen Locarnini2, Rachel Hammond2, Scott Bowden2

1UC San Diego Health Systems; 2Victorian Infectious Diseases
Reference Laboratory

Background: In resource-limited settings, the cost of commercial

enzyme immunoassays for HBV screening greatly limits access. Even

in developed countries, the expenses of blood processing, call-back,

and counselling can be considerable. High-quality point-of-care

(POC) testing could greatly reduce costs. We evaluated a POC test for

HBsAG detection and determined assay sensitivity using samples

from patients infected with different HBV genotypes and known

levels of sAg.

Methods: We evaluated serum samples from subjects with chronic

HBV infection which had previously been assayed for HBsAg and

HBV genotype identified. Genotypes were: A (n = 4), B (n = 4), C

(n = 4), D (n = 4), E (n = 8), F (n = 4) and G (n = 7). HBsAg in

samples was quantified using the Roche Elecsys. Using the remaining

dead volume after quantification, the presence of HBsAg was tested

using NanoSign.

Results: Results showed the assay performed with a high level of

sensitivity, able to detect as little as 20 IU/ml of HBsAg in samples

from subjects infected with HBV genotypes A–G. No reactivity was

found with the NanoSign.

Conclusions: We demonstrated that the HBs POC strips could detect

much lower levels of HBsAg than normally found in the blood of

infected patients, and were non-reactive for HBsAg-negative samples.

The assay offers obvious advantages for testing due to the low cost

and immediacy of test results.

PP07-010
Quantitative detection of serum HBeAg levels using Paul-Ehrlich inter-

national (PEI) reference standard on the Architect platform

Ling Huang, Jie Xu

Shanghai NO. 3 People’s Hospital affiliated to Shanghai JiaoTong
University

Background: The presence of hepatitis B e antigen (HBeAg) in

serum indicates viral replication in hepatocytes. HBeAg quantifica-

tion is an important predicting marker for antiviral therapy and

clinical outcome. A new assay was built and evaluated its practica-

bility in our study.

Methods: (1) To build an algorithm, standards and 47 HBeAg

positive patient serum samples were tested in signal/cutoff (S/CO)

value on Architect platform. Linear range and quantitative measure-

ment were defined by a panel of serial dilutions of PEI standards and

corresponding linear regression. (2) A total of 100 HBeAg negative

patients, including 50 blood donors and 50 non-B hepatitis, were

tested to determine the specificity. The repeatability was evaluated in

negative, low positive, medium positive and high positive samples.

(3) To evaluate the clinic feasibility, changes of HBeAg titers during

peg-interferon antiviral therapy of two patients with various outcomes

were observed.

Results: The assay showed excellent correlation between LogPEI and

Log S/CO (y = 0.94x + 0.6977, r2 = 0.9998, p \ 0.0001). The lin-

ear range was 0.5–100 PEI unit/mL and 1–350 for S/CO. S/CO could

be converted to PEI unit using formula C = 10log(s/co) - 0.6977/
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0.94 PEI U/ml. This assay was of 100% specificity and great

repeatability. HBeAg declined more quickly and substantially in the

patient who got HBeAg sero-conversion finally.

Conclusions: This assay offers wide linear range and close correlation to

PEI standards with good precision, sensitivity and specificity on Architect

platform. Our study showed HBeAg decline could predict HBeAg sero-

conversion in antiviral therapy, as described before. It could be widely

used in clinical therapeutic monitoring and outcome prediction.

PP07-011
Skewed T cell receptor beta chain variable gene (TCRBV) usage

among different clinical types of hepatitis B patients

Yang Jiezuan, Yi Ping, Wei Li, Lanjuan Li

State Key Laboratory for Diagnosis and Treatment of Infectious
Diseases

Background: T cell plays an important role in anti-infection immu-

nity, and the T cell receptor (TCR) can reflect the status and function

of T cell. It is not well known that the relationship between degree of

clonal expansion of T cells and clinical stages of hepatitis B infection.

Aim The study was to determine the degree of clonal expansion of T

cells in peripheral blood mononuclear cells (PBMCs) isolated from

patients suffering from different clinical stages of hepatitis B infec-

tion and to analyze the clinical relevance of the skewed expansion.

Methods: Sera and PBMCs were collected from 90 hepatitis B

patients. Gene melting spectral pattern (GMSP) was used to deter-

mine the distribution and expansion of populations expressing specific

TCRBV complementary determined region 3 (CDR3) genes. TCRBV

genes associated with monoclonal expansion were sequenced.

Results: We observed that TCRBV families from the majority of

patients (80/90) displayed a skewing of T cell expansion. Further-

more, TCRBV11, BV12, and BV13.1 were more frequent than other

TCRBV genes; the sequence of TCRBV11 CDR3 was expressed as

VYNEQ in all patients and was accompanied by the BJ2.1 fragment.

In patients with chronic hepatitis B, the frequency of skewed TCRBV

was inversely correlated with HBV DNA levels.

Conclusions: The persistently skewed TCRBV gene families in

hepatitis B patients may be associated with the development and

maintenance of hepatitis. GMSP analysis of TCRBV gene families

may be helpful in estimating ones disease status, and BV11 may be

associated with HBV replication in patients with CHB.

PP07-012
Sequence Conservation of the Region Targeted by the Abbott Realtime

HBV Viral Load Assay in Clinical Specimens

Thomas Young1, Thomas Young2, Neil Parkin3, Danijela Lucic4, Vera

Holzmayer5, Carolyn Mullen6, James Rhoads7, Lilly Yuen8

1 Abbott Molecular / University of California, San Francisco;
2 Abbott Molecular / University of California, San Francisco;
3 Data First Consulting; 4 Abbott Molecular; 5 Abbott Diagnostics;
6 Abbott Diagnostics; 7 Abbott Molecular; 8 Evivar Medical

Background: Natural sequence diversity driven by selective pres-

sures may result in under- estimation of viral load (VL) if mutations

occur that impair primer or probe binding. The Abbott RealTime

(ART) HBV assays primers and probes target a highly conserved

region of the surface/reverse transcriptase coding region.

Methods: Sequences from the 5’ end of the surface gene comprising

the assay target region from clinical specimens (1916; Evivar, Aus-

tralia, and 245; other sources) were examined. Variability was defined

as the percentage of specimens with any nucleotide substitution rel-

ative to ART’s HBV VL assay primer/probe sequences. Variants of

sequences in the primer/probe target regions were identified and

changes vs. reference occurring more than twice (C0.1%) were

characterized. Thermodynamic modeling of the percentage primer/

probe bound at the assay annealing temperature was performed

assessing potential effect on sequence variability.

Results: 90% of sequences belonged to genotypes A (16%), B (26%), C

(32%), or D (16%). Perfect homology with the forward primer, probe, and

reverse primer were 96.9%, 97.5% and 96.2% respectively. Amongst all

sequence variants present at a frequency C0.1%, no more than 1 nucle-

otide change was observed, no change was closer than 7 bases from the

3’end of either primer, and the predicted percentage or either primer or

probe bound did not fall below 99.9% or 81.4%, respectively.

Conclusions: Variants containing more than a single change vs.

reference in the primer or probe regions are rare. Variants present at a

frequency [0.1%, none were observed which predicted an affect on

accuracy of the ART HBV assay.

PP07-013
Re-evaluation of Serum Alanine Aminotransferase and Liver Inflamma-

tory Activity in Chronic Hepatitis B Patients

Peng Hu, Xuan An, Jing Wang, Qing Zhong, Hong Ren

The Second Affiliated Hospital of Chongqing Medical University

Background: Alanine aminotransferase (ALT) levels have tradi-

tionally been used for treatment decisions in chronic hepatitis B virus

infected patients.But recent data have raised doubts on this view,

because many HBV infected patients with normal ALT or less than

two times ULN have significant liver injury. We re-evaluated the

histological findings in CHB patients and serum ALT levels.

Methods: A study was performed on 547 patients with CHB who

underwent liver biopsies in our hospital. Multiple clinical, biochem-

ical, virological variables were evaluated.

Results: The mean age was 35.9±9.2 years (range,12-64) and 85.2%

patients were male in the all patients. There is significant inflamma-

tion (G2-G4) in 41% patients with persistently normal ALT levels

(PNAL). In 116 patient with ALT 1-2 ULN, Significant inflammation

was observed in 62.1% patients. However, the GGT had the best

diagnostic accuracy for significant inflammation (area under receiver

operator characteristic curve (AUROC 0.803), followed by HA

(AUROC 0.77), AST (AUROC 0.756) and ALT (AUROC 0.712).

The best model for predicting significant inflammation included the

GGT and HA levels etc. (AUROC 0.859). Sensitivity and Specificity

were 88% and 72%, respectively. Positive predictive value and

Negative predictive value were 91% and 67%, respectively.

Conclusions: This study demonstrates that the serum ALT level is not

correlated to the degrees of liver inflammation activity. Our study

suggests that the serum GGT and HA level can be a relible marker of

liver inflammation activity, instead of the generally recommended

ALT. This work was supported by NSFC (No.30972584, 81171561),

National Science and Technology Major Project of China (No.2008

ZX10002-006).

PP07-014
Elevation of serum soluble human leukocyte antigen-G levels is associated

with the disease activity and severity associated with hepatitis B virus

infection

Qunying Han, Na li, Qianqian Zhu, Zhu Li, Guoyu Zhang, Yawen Wang,

Fang Li, Fanfan Xing, Jinghong Chen, Zhengwen Liu

First Affiliated Hospital, School of Medicine, Xian Jiaotong
University

Background: Human leukocyte antigen-G (HLA-G) has been

proposed to be involved in fetal-maternal immunotolerance, immu-

notumorigenesis, inflammation, autoimmunity, infectious diseases,

and allograft acceptance.

Methods: We determined and compared serum soluble HLA-G

(sHLA-G) levels in patients with hepatitis B virus (HBV) infection

including 176 chronic hepatitis B patients, 42 hepatitis B resolvers,

and 46 healthy controls. Serum sHLA-G level was determined using

enzyme-linked immunosorbent assay.

Results: The results showed that serum levels of sHLA-G in chronic

HBV patients were significantly elevated compared with hepatitis B
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resolvers and controls (P \ 0.001). Serum levels of sHLA-G in severe

chronic hepatitis patients were significantly higher than those in

HBsAg carriers (P = 0.001), chronic mild hepatitis (P = 0.019),

chronic medium hepatitis (P = 0.001), and cirrhosis (P = 0.007).

Serum levels of sHLA-G in HCC patients were significantly higher

than those in HBsAg carriers (P = 0.001) and patients with chronic

medium hepatitis (P = 0.017) and marginally higher than that in

patients with cirrhosis (P = 0.094).

Conclusions: These findings suggest that sHLA-G is involved in the

pathogenesis of HBV infection and the quantitative determination of

sHLA-G may be helpful for evaluating the disease activity and

severity associated with HBV infection.

PP07-015
External validation of clinical scoring systems for the prediction of

hepatocellular carcinoma in chronic hepatitis B

Masayuki Kurosaki, Hiroyuki Nakanishi, Kaoru Tsuchiya, Jun Itakura,

Yasuhiro Asahina, Namiki Izumi

Musashino Red Cross Hospital

Background: To externally validate the reliability of hepatocellular

carcinoma (HCC) risk scores by using an independent cohort of

chronic hepatitis B.

Methods: Chronic hepatitis B patients (n = 434) followed for an

average of 6.2 years were fit into the reported scoring systems: HCC

Prediction Score using age, albumin, bilirubin, HBV DNA and cir-

rhosis as predictors, and GAG–HCC score using age, gender, HBV

DNA, core promoter mutations and cirrhosis as predictors. The

accuracy of these scoring systems to predict HCC development within

5 years was evaluated.

Results: The cumulative incidence of HCC development was 4.1% at

5 years. The area under the receiver operating characteristic curve for

the prediction of HCC was 0.793 for HCC Prediction Score and 0.870

for GAG–HCC score. The hazard ratio for HCC development was

6.84 (95% confidence interval 3.17–14.77, P \ 0.0001) for high score

in HCC Prediction Score, and 12.44 (5.25–29.45, P \ 0.0001) for high

score in GAG–HCC score. The hazard ratio was 20.91 (7.51–58.22,

P \ 0.0001) in a group having high scores in both scoring system.

Sensitivity and negative predictive value for HCC was 75 versus 56%,

and 98 versus 97%, for HCC Prediction Score versus GAG–HCC

score, respectively. Combination of these two scores improved sen-

sitivity to 81% with negative predictive value of 99%.

Conclusions: Both of the reported scoring systems for HCC had high

reproducibility. Combination of these two scoring systems could fur-

ther refine the stratification of patients at high-risk of developing HCC.

PP07-016
Liver biopsy at detection of fibrosis at chronical hepatitis B infection

and comparing noninvasive methods

F Unlu, Gaye Usluer, Saygin Nayman Alpat, Nurett Erben, Ilhan Ozgunes

Infectious D

Background: Decision of treatment for the patients with chronical

hepatitis B is made in accordance with serum HBV DNA, alanine

aminotransferase (ALT), degree of necroinflammation at liver biopsy

and fibrosis staging. At this study, the objective is to compare biopsy

and noninvasive tests for diagnosis of patients with chronical hepatitis

B at Eski.

Methods: 30 patients with chronical hepatitis B disease in clinic were

included to the study. Liver biopsy and noninvasive tests were applied

to the patients simultaneously. ALT, aspartate aminotransferase

(AST), gamma glutamyl transferase (GGT), age, GUCI, GAPRI, Fi-

brotest–Actitest (FT–AT), FIB-4 score, alkaline phosphatase (ALP),

total bilirubin, direct bilurubin, number of platelet and prothrombin

tine were evaluated as noninvasive tests. Differences between

numeric variables groups, independent groups that are not parametric

at two groups creature were observed by means of Mann–Whithney U

test. Relations between numeric variables were given by using

Sperman correlation.

Results: Significant fibrosis is detected at 7 patients in accordance

with biopsy outcomes. FIB-4 score and GGT from noninvasive tests

at cases with significant fibrosis was detected as significant high in

comparison with the patients who have not significant fibrosis.

Respectively (p = 0.047) and (p = 0.015). Positive correlation was

detected between age and significant fibrosis (p = 0.028). A signifi-

cant relation as statistically was detected between Knodell histology

activitiy index, GGT, AST, HBV DNA, FIB-4 score and GAPRI.

Conclusions: Consequently, liver biopsy has the characteristics of

being golden standard at evaluation of fibrosis.

PP07-017
Clinical outcomes in HBV carriers before and after HBsAg seroclearance

Makoto Arai, Seiko Togo, Tatsuo Kanda, Keiichi Fujiwara, Fumio

Imazeki, Osamu Yokosuka

Department of Medicine and Clinical Oncology, Graduate School
of Medicine, Chiba University, Chiba, Japan

Background: Clinical outcomes in HBV carriers are generally

favorable following hepatitis B surface antigen seroclearance

(HBsAgSC). Because HBsAgSC is a rare event in HBV carriers, the

clinical course during HBsAgSC remains largely unknown. The aim

of this study was to investigate the clinical course before and after

spontaneous HBsAgSC.

Methods: A total of 423 patients who tested positive for HBsAg and

were referred to Chiba University Hospital between January 1985 and

April 2008 were included in the study. When a nucleotide analogue

was used for treatment, we stopped follow-up. Measurement of

HBsAg was performed using the CLEIA method (Sysmex Corp.,

Kobe, Japan) and less than 0.03 IU/ml of HBsAg was designated as

HBsAgSC. The levels of ALT and the number of platelets (PLT) were

evaluated before and after HBsAgSC. In addition, re-emergence of

HBsAg and occurrence of hepatocelluar carcinoma (HCC) were also

analyzed.

Results: 25 patients showed spontaneous HBsAgSC during follow-up

period. The average of follow-up period after HBsAgSC was 6.5±5.7

years. Before HBsAgSC, fluctuation of ALT was observed, in contrast,

the levels of ALT in all patients were normal after it. The number of

PLT showed no significant change between before and after HBsAg

SC, but three out of eight patients with less than 159104/lLof PLT

showed its increase after HBsAgSC. In three patients, re-emergence of

HBsAg was observed, and HCC was observed in one patient.

Conclusions: After HBsAgSC, liver function was favorable, but we

should pay attention to re- emergence of HBsAg and HCC occurrence.

PP07-018
Hepatitis B surface antigen levels predict minimal histologic changes

in hepatitis Be antigen positive chronic hepatitis B

Wai-Kay Seto, Danny Ka-Ho Wong, James Fung, Philip P.C. Ip, John Chi-

Hang Yuen, Ivan Fan-Ngai Hung, Ching-Lung Lai, Man-Fung Yuen

The University of Hong Kong, Queen Mary Hospital

Background: The association between hepatitis B surface antigen

(HBsAg) levels and histologic abnormalities in hepatitis Be antigen

(HBeAg)-positive chronic hepatitis B (CHB) has not been determined.

Methods: Serum HBsAg and HBV DNA levels were determined in

140 HBeAg-positive CHB patients (65% male) with liver biopsy

performed. The upper limit of normal (ULN) of serum alanine ami-

notransferase (ALT) was set at 30 and 19 U/L for men and women

respectively. Serum HBV DNA levels were performed using Cobas

Taqman assay (lower limit of detection 20 IU/mL). HBsAg titers were

assayed using Roche Elecsys HBsAg II assay (lower limit of detection

0.05 IU/mL).
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Results: The median age of patients was 32.7 years. Seventeen

(12.1%) and 39 (27.9%) patients had normal ALT and ALT 1-2xULN

respectively. Sixty-eight (48.6%) and 72 (51.4%) had minimal necr-

oinflammation (Knodell Histology Activity Index \7) and fibrosis

(Ishak Fibrosis Score \2) respectively. Patients with ALTB2xULN

had significantly higher median HBsAg levels when compared to

patients with ALT [2xULN (52,535 and 9362 IU/mL respectively,

p\0.001). Among patients with ALT B2xULN, serum HBsAg levels

achieved an area under receiver operating characteristic curve of

0.808 and 0.869 in predicting minimal necroinflammation and fibrosis

respectively. Using the cut-off HBsAg level of 50,000 IU/mL in

patients with ALTB2xULN, positive and negative predictive values

for predicting minimal necroinflammation and fibrosis were 89.5% /

63.0% and 93.8% / 61.1% respectively.

Conclusions: Among HBeAg-positive patients with ALTB2xULN,

serum HBsAg levels can accurately predict minimal changes in his-

tology, and could play a role in treatment commencement decisions.

PP07-019
HBsAg level alone or combined with HBV DNA level can better separate

truly inactive chronic hepatitis B infection from those with subsequent

reactivation in 2 years

Piyamas Kitikomonkun, Phunchai Charatcharoenwitthaya, Siwaporn

Chainuwatti, Supot Nimanong, Nontali Pausawasdi, Varayu Prachayakul,

Supot Pongprasobchai, Somchai Leelakusolvong, Sathaporn Manatsathit,

Tawesak Tanwandee

Siriraj Hospital, Mahidol University

Background: Chronic inactive hepatitis B patients with low HBV

DNA can become active during follow up at anytime. This study is

aimed to evaluate whether HBsAg quantitation either alone or com-

bined with HBV DNA can better predict subsequent virological flare

in inactive chronic hepatitis B infection.

Methods: The prospective study includes inactive chronic hepatitis B

patients who were never been treated and HBV DNA\2,000 IU/mL

from May 2008 to October 2011.

Results: There were 88 patients with mean follow up time of 27

months. Twenty-four patients developed subsequent virological flare

(HBV DNA [2,000 IU/mL), the predictors of virological flare were

the higher baseline HBV DNA and HBsAg level (p \ 0.001 and

p = 0.007, respectively). The patients had baseline HBsAg\250 IU/mL

can predict absent of virological flare with the sensitivity, specificity,

PPV and NPV of 79.2, 57.8, 41.3, and 88.1%, respectively (AUC of

0.69 (95%CI, 0.58–0.80), p = 0.007). The patients who had initial

HBsAg \250 IU/mL and HBV DNA \6 IU/mL, the combination of

both factors can predict absent of virological flare with sensitivity,

specificity, PPV and NPV of 100, 23.4, 32.9, and 100%, respectively

(p = 0.009).

Conclusions: Low baseline HBsAg level is useful to predict absent of

subsequent virological flare (NPV 88.1%). Moreover, low HBsAg

level combined with low HBV DNA is very useful to predict absent

of subsequent virological flare in chronic inactive hepatitis B patients

during 2 years of follow up (NPV 100%).

PP07-020
Identification of ultrastructure with peripheral blood mononuclear

cells(PBMCs) and determination serum immunoglobulins of treatment-

naive patients with chronic hepatitis B

Shao-lin Zhao1, Nai-ling Chen2, Xin-ling Yang3, Jin Yang4,

Hui-yi WU5

1 The Affiliated Lianyungang Hospital of Xuzhou Medical College;
The First People’s Hospital of Lianyungang; 2 Beijing Military
General Hospital; 3 The First People’s Hospital
of Lianyungang; 4 The First People’s Hospital of Lianyungang;
5 The First People’s Hospital of Lianyungang

Background: Peripheral blood mononuclear cells (PBMCs) are very

important in the immune response. PBMCs have a major impact on the

outcome of HBV infection. It has reported that PBMCs were the

important target organ of HBV infection. With the replication of HBV,

PBMCs are infected with the higher frequency. HBV infection in

PBMCs can cause immune system dysfunction, leading to chronic

disease, reducing the antiviral efficacy and relapse. In this study, we

preliminarily observed the immunological parameters and the ultra-

structure of PBMCs in patients of treatment- naive chronic hepatitis B.

Methods: HBV DNA loads in PBMCs and serum of 10 cases of

treatment-naive chronic HBV infection (8 cases of patients with

chronic hepatitis B, 2 cases of hepatitis B cirrhosis) were detected by

fluorescence quantitative polymerase chain reaction (FQ-PCR). The

serum immunoglobulins were determined using nephelometry. The

morphology of PBMCs was observed under JEM-1011 transmission

electron microscope (TEM).

Results: HBV DNA loads were 4.00 ±0.89 (log10copies/ml) in

PBMCs and 6.60 ±1.67 in serum. The serum immunoglobulin G was

significantly increased in two cases of hepatitis B cirrhosis. The

results of TEM showed that, in cytoplasm of PBMCs of eight patients

with CHB, the ribosome were easy to see and the mitochondria were

unclear and the other organelles were rare.

Conclusions: HBV DNA loads in PBMCs was less than in serum, and

it can be used as the clinical marker during the course of treat-

ment.The organelles of PBMCs were seriously damaged, which

impaired host immune function.

PP07-021
A new marker showing hepatocyte injury in chronic liver diseases

Erdem Akbal, Seyfettin Köklü, Erdem Koçak, Adnan Taş, Ba,

Mehmet Şenes

Ankara Education and Research Hospital, Ankara, Turkey

Background: Liver fatty acid binding protein (L-FABP) is a low

molecular weight (14-15 k dal) protein. It is secreted from the injured

cells in the early phase of any damage. This study investigated

L-FABP levels in patients with HBeAg-negative chronic hepatitis B

(CHB) and asymptomatic hepatitis B surface antigen (HBsAg) car-

riers, chronic hepatitis C (CHC) and non alcholic fatty liver disease

(NAFLD).

Methods: A total of 20 HBeAg-negative CHB patients, 20 HBsAg

carriers, 22 CHC patients, 22 NAFLD and 20 healthy control subjects

were recruited into this study.

Results: L-FABP levels in HBeAg-negative CHB, in carriers of HBsAg

patients, in CHC and in NAFLD patients were higher than control group

(Levels were 54412±28006 pg/ml, 27399±10279 pg/ml, 41534±

18359pg/ml, 41976±28998 pg/ml and 17057±5 015 pg/ml respec-

tively). Patients with chronic liver diseases were divided according to

ALT levels. LFABP levels in patients with normal ALT levels (n:38)

were significantly elevated compared to control group (31003 7353

pg/ml). We have performed receiver operator characteristic (ROC).

Conclusions: L-FABP is important marker for detected liver injury.

Furthermore the most important finding in this study revealed that

while ALT levels were normal, L-FABP levels were elevated in

chronic liver diseases.

PP07-022
Utility Assessment of Quality of Life by EQ-5D and Time-trade-off

Methods in Taiwanese Chronic Hepatitis B Patients

Yun-Ting Lin1, Li-Chia Chen2, Yaw-Bin Huang3, Jee-Fu Huang4,

Wan-Long Chuang5

1 Kaohsiung Medical University; 2 University of Nottingham;
3 Kaohsiung Medical University; 4 Kaohsiung Medical University
Hospital; 5 Kaohsiung Medical University Hospital

Background: The extent of difference regarding quality of life

(QOL) according to disease severity in chronic hepatitis B (CHB) has
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rarely been investigated. The aim of the study was to explore the

adaptation and appropriateness of different utility measures of QOL

in Taiwanese CHB patients.

Methods: Consecutive adult CHB patients were invited for inter-

views. Time-trade off (TTO), EuroQol group 5-dimension (EQ-5D)

questionnaire and 100-mm visual analogue scale (EQ-5D VAS) were

used to measure participations utility. The EQ-5D assessment was

transformed into EQ-5D index by using regional preference weight.

Multivariate analysis was used to evaluate the association between

patients demography, Charlson comorbidity index and utility values.

Results: A total of 120 patients (mean age= 48.02 ±11.04 years, 85%

male) were recruited, including 20 cirrhosis and 14 hepatocellular carci-

noma patients . The mean utility and success rates for EQ-5D index, EQ-

5D VAS, and TTO were 0.83 ±0.87 (98%), 0.89 ± 0.14 (99%), and 0.65

±0.29 (92%), respectively. The former two utilities were significantly

associated with employment status whilst TTO were significantly asso-

ciated with marriage status. There was no difference in utility of EQ-5D

VAS, EQ-5D index and TTO between CHB patients (0.91 ±0.13, 0.77

±0.14, 0.65±0.28), CHB patients concomitant with cirrhosis (0.86

±0.16, 0.72 ±0.23, 0.69 ±0.32) and CHB patients concomitant hepato-

cellular carcinoma (0.85±0.14, 0.71 ±0.20, 0.58 ±0.27).

Conclusions: EQ-5D questionnaire and EQ-5D VAS are feasible

utilities for QOL measurement in Taiwanese CHB patients.

PP07-023
Role of quantitative hepatitis B surface antigen (q HBsAg) as early

predictor for response to 24-week Entecavir treatment in Thai chronic

hepatitis B (CHB) patients

Saoraya Lueangarun1, Tassanee Sriprayoon1, Thanyawee

Nanthajarenporn1, Thaniya Sricharunrat1, Rabil Rattanapanee1, Chirayu

Auewarakul1, Pittayapoom Pattaranutaporn1, Tawesak Tanwandee2

1Chulaborn Hospital; 2Division of Gastroenterology, Department
of Medicine, Faculty of Medicine Siriraj, Hospital, Mahidol University

Background: qHBsAg level can predict the response to pegylated

interferon therapy. However, the role of qHBsAg for predicting response

to Entecavir (ETV) need to be ratified. We aim to determine the associ-

ation between qHBsAg and response to ETV and identify the relationship

between qHBsAg and HBV DNA after the 24-week ETV treatment.

Methods: This study enrolled 110 CHB patients with the 24-week

ETV treatment.

Results: Of all cases, 57 were male, mean age (SD) 41.0 (11.5) years and

58 patients were with HBeAg positive. Baseline mean (SD) HBV DNA,

qHBsAg and ALT was 6.1(1.8) log IU/ml, 3.6(0.8) log IU/ml and

67.9(58.3) IU/L, respectively. After the 24-week ETV treatment, HBV

DNA undetectable (\20 IU/ml) was found in 55.5%. Mean (SD) reduc-

tion of HBV DNA and qHBsAg was 4.5(1.4) and 0.1(0.3) log IU/ml,

respectively. Despite more decreased HBVDNA level in HBeAg sero-

positive patients (4.8 vs. 4.2 log IU/ml, p = 0.015), qHBsAg reduction

did not significantly differ between HBeAg-seropositivity and seronega-

tivity (0.1 vs. 0.09 log IU/ml, p = 0.219). The correlation between HBV

DNA and qHBsAg showed moderate significance, both at baseline

(r = 0.534, p \0.001) and after the 24-week ETV treatment (r = 0.521,

p \0.001). Interestingly, the baseline HBV DNA.

Conclusions: qHBsAg had significant roles in predicting response

after the 24-week ETV treatment. Furthermore, HBV DNA and

qHBsAg had moderately significant correlation both at baseline and

after the 24-week ETV treatment.

PP07-024
Lack of accuracy of clinical findings for predicting cirrhosis in chronic

hepatitis B patients at risk for hepatocellular carcinoma

Saoraya Lueangarun, Julasak Boonthai, Ekkamol Phaibulvatanapng,

Natanong Thamcharoen, Kunsuda Cheirsilpa, Poomipat Bhumisawatdi,

Thaniya Sricharunrat, Sutida Singharuksa, Chirayu Auewarakul

Chulaborn Hospital

Background: Chronic hepatitis B (CHB) is a strong risk factor for

liver cirrhosis and hepatocellular carcinoma. The objective of this

study was to identify if specific clinical findings for predicting liver

cirrhosis existed in CHB patients.

Methods: We conducted 1:2 age and sex matched case-control study

to determine the predictive clinical history and symptoms and signs

for the presence or absence of cirrhosis. Cirrhosis was defined as liver

biopsy fibrosis score[2 (4 cases), positive ultrasonographic result and

fibroscan score [7.2 (13 cases) and 2 corresponding positive results

from ultrasonography (66 cases).

Results: The clinical symptoms found in cirrhotic patients included

right upper abdominal fullness (22.9%), jaundice (9.6%), weight loss

(9.6%), melena (4.8%), and leg edema (6.0%). The physical findings

typical of chronic alcoholic liver disease were infrequently found in

CHB cases including splenomegaly (13.4%), hepatomegaly (7.3%),

spider nevi (3.6%), palmar erythema (2.4%), and ascites (0.2%). Of

all parameters, the univariate analyses showed that only leg edema

and splenomegaly were significantly associated with liver cirrhosis.

However, the multivariate analysis showed that only splenomegaly

was associated with cirrhosis (OR 5.86, 95%CI 1.49–23.03).

Conclusions: We concluded that typical clinical symptoms and signs

of chronic liver disease/cirrhosis are relatively lacking in CHB

patients. Splenomegaly was the only predictive sign of cirrhosis in

this study. Liver ultrasonography and fibroscan should be performed

in all CHB cases despite the absence of clinical findings of cirrhosis.

PP07-025
Analysis of histopathological features of HBeAg positive and HBeAg

negative chronic hepatitis B

Ying Yan, Li Mai, Ka Zhang, Wen-Xiong Xu, Shao-Quan Zhang

The Third Affiliated Hospital of Sun Yat-sen University

Background: Investigate the histopathological features of liver

tissues from HBeAg positive and negative chronic hepatitis B.

Methods: 378 patients with chronic hepatitis B were divided into

HBeAg positive group and HBeAg negative group. All cases received

liver puncture and histopathological diagnosis was made, and the

differences of the two groups were compared.

Results: Among 210 patients with HBeAg positive chronic hepatitis

B, 50 cases were found to have G0–1 inflammation in liver tissue, 98

cases were found to have G2, 62 cases were found to have G3–4; 77

cases were found to have S0–1 fibrosis, 77 cases were found to have

S2, 56 cases were found to have S3–4. And among the 168 patients

with HBeAg negative chronic hepatitis B, 61 cases were found to

have G0–1, 57 cases were found to have G2, 50 cases were found to

have G3–4; 58 cases were found to have S0–1, 54 cases were found to

have S2, 56 cases were found to have S3–4. 76.19% (160/210)

patients in HBeAg positive group were found to have liver tissue

inflammation grading.

Conclusions: The inflammation degree of liver tissue was more

obvious in HBeAg positive chronic hepatitis B than HBeAg negative

chronic hepatitis B.

PP07-026
Correlation between serum total bile acid and liver fibrosis in patients

with chronic hepatitis B

Ying Yan, Li Mai, Wen-Xiong Xu, Ka Zhang, Jing Liu

The Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the relationship between the serum total

bile acid (TBA) and the degree of liver fibrosis stages in patients with

chronic hepatitis B.

Methods: In a retrospective study, the liver biopsies, serum TBA,

hepatic inflammation grades, and fibrosis stages of 259 chronic hep-

atitis B patients were reviewed. The one-way analysis of variance

(ANOVA) was used.
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Results: The inflammatory activity showed G0*1 in 43 patients, G2 in

107 patients and G3*4 in 109 patients. The serum TBA of patients from

G0*1 to G3*4 group was 15.67±20.70, 23.48±31.48, 40.03±50.35

lmol/L respectively. Increased inflammatory activity correlated with

serum TBA (P=0.000). The histopathology of liver fibrosis showed

S0*1 in 73 patients, S2 in 98 patients and S3*4 in 88 patients. The serum

TBA of patients from S0*1 to S3*4 group was 17.84±22.76,

33.88±44.61, 40.03±51.60 lmol/L respectively. The degree of liver

fibrosis is closely associated with increased serum TBA (P=0.005).

Conclusions: Increased serum TBA correlated with hepatic inflam-

matory activity and liver fibrosis stage. These results suggested that

examination the serum TBA may help for diagnosis of hepatic

inflammation and liver fibrosis in patients with chronic hepatitis B.

PP07-027
Comparative analysis of clinical and histopathological diagnosis of patients

with compensated liver cirrhosis due to hepatitis B virus

Ying Yan, Li Mai, Shao-Quan Zhang, Jing Liu, Wen-Xiong Xu

The Third Affiliated Hospital of Sun Yat-sen University

Background: Investigate the differences of the clinical and histopa-

thological diagnosis of patients with compensated liver cirrhosis due

to hepatitis B virus.

Methods: In a retrospective study, the clinical and histopathological

information of 73 patients pathologically diagnosed as compensated

liver cirrhosis due to hepatitis B virus were analyzed and compared.

Results: Among the 73 patients pathologically diagnosed as com-

pensated liver cirrhosis due to hepatitis B virus, 7, 19, 17 and 30 cases

were clinically diagnosed as mild, moderate, severe chronic hepatitis

B and liver cirrhosis separately. The clinical missed diagnosis rate was

58.9H. And among the 73 cases, 28.8% (21/73) was found to have

normal serum alanine aminotransferase (ALT), 49.3% (36/73) was

found to have one to three times of normal ALTA 19.2% (14/73) was

found to have three to ten times of normal ALTAand 2.7% (2/73) was

found to have more than ten times of normal ALT;50.7% (37/73) was

found to have normal serum total bilirubin (TBIL), 38.4% (28/73) was

found to have one to two times of normal TBIL, and 10.9% (8/73) was

found to have two to five times of normal TBIL; the serum albumin of

49.3% (36/73) was C35g/L, 46.6% (34/73) was 32*35g/L, and 4.1%

(3/73) was B32 g/L.

Conclusions: There were considerable differences between the clin-

ical and histopathological diagnosis of patients with compensated

liver cirrhosis due to hepatitis B virus. Liver biopsy may help to

enhance the diagnostic accuracy rate.

PP07-028
Correlation between serum cholinesterase and the histopathological

changes in liver tissue in patients with chronic hepatitis B

Ying Yan, Li Mai, Shao-quan Zhang, Jing Liu, Wen-xiong Xu

The Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the relationship between the histopa-

thological changes in liver tissue and the level of serum cholinesterase

in patients with chronic hepatitis B.

Methods: In a retrospective study, the level of serum cholinesterase

and the histopathological changes in liver tissue of 127 chronic

hepatitis B patients were reviewed. The one- way analysis of variance

(ANOVA) was used.

Results: The histopathology of liver inflammation showed G0*1 in

20 patients, G2 in 60 patients and G3*4 in 47 patients. The level of

serum cholinesterase of patients from G0*1 to G3*4 group was

7627.8±2223.0 U/L, 5639.7±2216.9 U/L, and 4099.9±2044.0 U/L

respectively. And the level of serum cholinesterase dropped with the

increase in the degree of liver inflammation (P =0.000). And the

histopathology of liver fibrosis showed S0*1 in 36 patients, S2 in 39

patients and S3*4 in 52 patients. The level of serum cholinesterase of

patients from S0*1 to S3*4 group was 6527.6±2317.2 U/L,

4974.9±1941.9 U/L, and 4122.3±2144.3 U/L respectively. The value

of the serum cholinesterase of S2 and S3*4 groups decreased signif-

icantly compared to S0*1 group (P =0.000). The difference between

S2 and S3*4 groups was insignificant (P =0.209).

Conclusions: These results suggested that the level of serum cho-

linesterase decreased with the increase in the degree of liver

inflammation and fibrosis. And the examination of serum cholines-

terase may help for diagnosis of liver inflammation and fibrosis in

patients with chronic hepatitis B.

PP07-029
Histopathological study of liver biopsy from 76 patients clinically

diagnosed as mild chronic hepatitis B

Ying Yan, Li Mai, Jing Liu, Shao-Quan Zhang, Wen-Xiong Xu

The Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the histopathological features of liver

tissues from patients clinically diagnosed as mild chronic hepatitis B

and emphasize the importance of liver puncture and biopsy for these

patients.

Methods: 76 patients clinically diagnosed as mild chronic hepatitis B

received liver puncture and histopathological diagnosis was made

after microscopic examinations of the liver tissue specimens. The

differences between clinical and pathological diagnosis for these

patients were analyzed.

Results: 58(76.32H) patients were pathologically diagnosed as mild

chronic hepatitis B, 9(11.84H) cases as moderate, 3(3.95H) cases as

severe chronic hepatitis B and 6(7.89H) cases as liver cirrhosis

respectively. The coincidence rate of clinical and histopathological

diagnosis was 76.32H(58/76). 5(6.58H) cases and 7(9.21H) cases

were found to have G3–4 inflammation and S3–4 fibrosis respec-

tively. Differences in serum alanine aminotransferase, aspartate

aminotransferase, total bilirubin and albumin between mild and non-

mild chronic hepatitis B based on histopathological diagnosis were

not statistically significant (t test, P [ 0.05).

Conclusions: There were certain differences between clinical and

histopathological diagnosis. Liver biopsy may help to guide the

diagnosis and treatment.

PP07-030
Histopathological study of liver biopsy from 69 cases clinically diagnosed

as chronic HBV carriers

Ying Yan, Li Mai, Jing Liu, Shao-Quan Zhang, Wen-Xiong Xu

The Third Affiliated Hospital of Sun Yat-sen University

Background: Investigate the histopathological features of liver tis-

sues from chronic HBV carriers with normal serum alanine

aminotransferase and aspartate aminotransferase.

Methods: 69 cases of chronic HBV carriers with normal serum ala-

nine aminotransferase and aspartate aminotransferase received liver

puncture and histopathological diagnosis was made after microscopic

examinations of the liver tissue specimens. And the HBV DNA loads

of these cases were tested.

Results: There was no real healthy carrier(histopathological diagnosis

as G0S0) and all 69 cases had some degree of histopathological

changes in liver tissue. Among which 2.90% (1/69) was found to have

G0 inflammation, 57.97% (40/69) was found to have G1 inflammation,

33.33% (23/69) was found to have G2 inflammation, 5.80% (4/69)

was found to have G3 inflammation and 1.45% (1/69) was found to

have G4 inflammation; 7.25% (5/69) was found to have S0 fibrosis,

39.13% (27/69) was found to have S1 fibrosis, 36.23% (25/69) was

found to have S2 fibrosis, 14.49% (10/69) was found to have S3

fibrosis and 2.90% (2/69) was found to have S4 fibrosis. HBeAg was

positive in 22 cases and negative in 47 cases respectively,and the

differences in inflammation grading and fibrosis staging were not

statistically significant (P [0.05). The inflammation grading and

fibrosis staging was more severe in the HBV DNA positive group than
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the HBV DNA negative group(P\0.05). The mean age of S2*4 group

was 33.8±6.8 years, and the mean age of S0*1 group was 28.2±8.6

years,and the difference between them was significant (P \0.05).

Conclusions: There were certain histopathological changes in chronic

HBV carriers, especially in the elder cases and HBV DNA positive

cases. Liver biopsy should be carried out as early as possible to guide

the treatment.

PP07-031
Cell free DNA is a promising prognostic and a diagnostic marker

in patients with HBV-related acute on chronic liver failure: a pilot study

Tao Yan, Ke Li, Fan Li, Huifen Wang

302 Military Hospital

Background: Studies have shown that cell free DNA (cfDNA) to be a

prognostic marker for a diverse variety of pathologic states in the

ICU. However, little is known in HBV- related acute on chronic liver

failure (ACLF). We hypothesize that cfDNA can also be a promising

prognostic tool and a diagnostic marker in patients with HBV-related

ACLF.

Methods: 28 patients with HBV-related ACLF admitted in ICU were

enrolled in the study. According to the liver functions at discharge

compared to those at hospitalization, patients were grouped into two

groups: better prognosis and worse prognosis. Serum samples were

collected from each patient at hospitalization and at discharge to

measure cfDNA by real-time quantitative PCR system (TaqMan).

MELD score was calculated at the same time.

Results: At the time of hospitalization, the average level of cfDNA of

group 1 was notoriously lower than that of group 2 (p=0.034), which

was also significantly different at the time of discharge (p\0.001)

among the two groups. However, there was no difference in MELD

score between the two groups when hospitalized. Significant corre-

lations between cfDNA levels and the MELD score, WBC count and

INR were found both at hospitalization (c=0.65, P\0.001; c=0.43,

P=0.021; c=0.51, P=0.006, respectively) and at discharge (c=0.8,

P\0.001; c=0.665, P\0.001; c=0.665, P\0.001, respectively). The

results of ROC curve showed that cfDNA level at discharge was the

best in diagnosing ACLF with an AUC value of 0.94, followed by

4cfDNA (AUC value of 0.86) and cfDNA level at hospitalization

(AUC value of 0.71), demonstrating to be better indicator than MELD

scores, which had an AUC value of 0.48 at the time of hospitalization.

Conclusions: cfDNA is a promising prognostic and diagnostic tool

for HBV-related ACLF and superior to MELD score in predicting

in-hospital prognosis within 2 weeks to 8 weeks.

PP08-001
Higher hepatitis B surface antigen level increases cirrhosis risk in HBV

carriers with low viral load

Taichung Tseng, Chun-Jen Liu, Hung-Chih Yang, Tung-Hung Su, Pei-Jer

Chen, Ding-Shinn Chen, Jia-Horng Kao

Buddhist Tzu Chi General Hospital Taipei Branch, New Taipei City,
Taiwan

Background: Liver cirrhosis is a major complication in patients with

chronic hepatitis B virus (HBV) infection. Recent data showed that a

lower baseline HBsAg level is associated with a favorable outcome of

HBsAg loss over time. However, it remains unknown whether a

higher baseline HBsAg level could increase cirrhosis risk in HBV

carriers, especially in those with a low viral load.

Methods: A total of 1068 Taiwanese HBsAg-positive, HBeAg-neg-

ative patients without evidence of cirrhosis at study entry were

enrolled. All of them had HBV DNA level\2000 IU/mL and did not

receive any anti-viral therapy during the follow-up period. In addition

to known risk factors of cirrhosis, the impact of HBsAg levels on

cirrhosis risk was explored.

Results: With a mean follow-up of 15.0 years, 39 patients developed

cirrhosis with an average annual incidence rate of 0.18%. Univariate

analysis showed that sex, age, ALT level and HBsAg level 31000

IU/mL, but not HBV DNA level, were risk factors of cirrhosis.

Compared to patients with HBsAg level \1000 IU/mL, the hazard

ratio of cirrhosis was 2.1 (95% confidence interval, 1.1–4.0) for

HBsAg level31000 IU/mL. Multivariate analysis showed that HBsAg

31000 IU/mL was still an independent risk factor of cirrhosis with an

adjusted hazard ratio of 3.9 (1.9–7.9).

Conclusions: In a cohort of 1068 HBeAg-negative HBV carriers with

baseline HBV-DNA level\2000 IU/mL, HBsAg level 1000 IU/mL is

the only viral factor associated with cirrhosis development.

PP08-002
Higher hepatitis B surface antigen levels increase risk of hepatocellular

carcinoma in HBV carriers with low viral load

Taichung Tseng, Chun-Jen Liu, Tung-Hung Su, Hung-Chih Yang, Pei-Jer

Chen, Ding-Shinn Chen, Jia-Horng Kao

Buddhist Tzu Chi General Hospital Taipei Branch, New Taipei City,
Taiwan

Background: Hepatocellular carcinoma (HCC) is a devastating

complication in patients with chronic hepatitis B virus (HBV)

infection. Recent data showed that a lower baseline HBsAg level can

predict a favorable outcome of HBsAg loss over time. However, little

is known about whether a higher baseline HBsAg level could increase

HCC risk in HBV carriers, especially in those with a low viral load.

Methods: A total of 1068 Taiwanese HBsAg-positive, HBeAg-neg-

ative patients withoutevidence of cirrhosis at study entry were

enrolled. All of them had HBV-DNA levels less than 2,000 IU/mL

and did not receive any anti-viral therapy during the follow-up period.

In addition to known risk factors of HCC, the impact of HBsAg levels

on HCC risk was investigated.

Results: With a mean follow-up of 15.1 years, 29 patients developed

HCC with an average annual incidence rate of 0.17%. Univariate

analysis showed that sex, age, ALT level and HBsAg level 000

IU/mL, but not HBV-DNA level, were risk factors of HCC. Compared

to patients with HBsAg level\1,000 IU/mL, the hazard ratio of HCC

was 5.4 (95% confidence interval, 2.1–14.2) for HBsAg level 000 IU/

mL. Multivariate analysis showed that HBsAg 000 IU/mL was still an

independent risk factor of HCC with an adjusted hazard ratio of 13.3

(4.7–37.9).

Conclusions: In a cohort of 1,068 HBeAg-negative HBV carriers

with baseline HBV-DNA levels \2,000 IU/mL, HBV DNA level is

no more a risk factor of HCC. Instead, HBsAg level 000 IU/mL is an

independent risk factor of HCC.

PP08-003
Occult hepatitis B and C in hemodialysis patients in a hyper-endemic area

in southern Taiwan

Jyh-Jou Chen, Kou-Chin Huang, Pei-Lun Lee, Hsien-Cheng Wu

Chi-Mei Hospital, Liouying

Background: Occult infection of viral hepatitis B or C in hemodi-

alysis (HD) unit may induce problems of infection control. The aim of

this study was to assess the prevalence of occult hepatitis B or C in

patients under regular HD in an endemic area of viral hepatitis B and

C in southern Taiwan.

Methods: There are 158 HD patients were included in this study.

HBsAg and anti-HCV were check annually. HBV-DNA and HCV-

RNA were check when patient enrolled to this study. HBV-DNA and

HCV-RNA were determined by the COBAS TaqMan HCV(HBV)

Test. There are 23 subjects (14.6%) were positive for HBsAg,

33 subjects (20.9%) were positive for anti-HCV and two subjects

were positive for both virus markers.

Results: HBV-DNA was detectable in 31 patients (19.6%) and HCV-

RNA was detectable in 37 patients (23.4%). Occult C found in 21.7%

with hepatitis B marker positive (5 HCV-RNA positive in 23 patients

with HBsAg(+)/anti-HCV(-)). Occult B found in 26.1 % with hepatitis
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C marker positive (6 HBV-DNA positive in 33 patients with HBsAg(-

)/anti-HCV(+)). Within 100 patients with HBsAg(-)/anti-HCV(-), 3%

were isolated HBV-DNA(+) and 2% were isolated HCV-RNA(+). The

viral load is low (\2,000 IU/ml) in all occult hepatitis B patients and

also low (\1,000 IU/ml) in all except one occult hepatitis C patients.

Conclusions: The prevalence of occult hepatitis B and C is high and

the viral load is low in HD patients in a hyper-endemic area of

southern Taiwan. The clinical significance of occult hepatitis B or C

in HD patients required further study.

PP08-004
The prevalence of HBV and HCV markers among teenagers in an endemic

township in Taiwan

Po Liang, Ming-Lun Yeh, Nei-Jen Hou, Ming-Yen Hsieh, Chung-Feng

Huang, Jee-Fu Huang, Wen-Yu Chang, Chia-Yen Dai, Ming-Lung Yu,

Wan-Long Chuang

Chief resident/fellow

Background: The Tzukuan Township is reported previously an endemic

area for hepatitis C virus (HCV) infection both in not only adults but

adolescents. The study aimed to assess the prevalence of hepatitis B virus

(HBV) and HCV infection among teenagers in this area.

Methods: A cross-sectional survey was conducted in the junior

higher school located in Tzukuan Township enrolling 513 teenagers

(274 males, aged 12V15 years). All subjects received tests for serum

liver enzyme (AST and ALT), hepatitis B surface antigen (HBsAg),

antibody to HBsAg (anti-HBs), and antibody to hepatitis B core

antigen (anti-HBc), and antibodies to HCV (anti-HCV). Subjects were

tested for serum HBeAg, AntiHBe and HBV DNA when with positive

HBsAg and tested for HCV RNA when with positive anti-HCV.

Results: The seroprevalences of HBsAg, (hepatitis B surface antigen)

anti-HBc, anti-HBs, and anti-HCV were 2.1, 2.5, 20.3, and 0.6%,

respectively. For 11 HBsAg-positive subjects, 45.5% were positive

for HBeAg who all have high HBV DNA levels more than 7 log IU/

mL and one (9%) with abnormal ALT (151 IU/L). Of the 6 HBeAg-

negative subjects, 4 (66.6 %) have negative HBV DNA and one with

397 and one with 2,179 IU/mL. All 3 subjects with positive anti-HCV

had negative HCV RNA.

Conclusions: A high prevalence of HBsAg and low prevalence of anti-

HBs, anti-HCV and HCV viremia were noted among teenagers in the

HBV and HCV hyperendemic area. 45% of HBV carriers were negative

for HBeAg who had a high rate (83%) of HBV DNA\2,000 IU/mL.

PP08-005
The impact of childhood-acquired HBV infection in New Zealand Maōri

and predictors of long-term outcome: results of a case-controlled cohort

study

Edward Gane1, Tien-Huey Lim2, Chris Moyes3, Chris Cunningham4

1 Auckland City Hospital; 2 Auckland Ctiy Hospital; 3 Hepatitis
Foundation of New Zealand; 4 Massey University

Background: Previous Asian studies demonstrated that vertically-

acquired chronic hepatitis B virus (HBV) infection, predominately

Genotypes B and C, is associated with increased risk of hepatocellular

carcinoma and liver-related mortality. This study evaluates long-term

impact of horizontally-acquired chronic HBV infection in New Zea-

land Maōri infected with Genotypes C and D.

Methods: In April 1984, the Kawerau population was screened for

HBV infection and all HBsAg positive individuals entered long-term

surveillance programme. After 27 years follow-up, rate of liver-

related complications in the 571 HBV carriers were compared to 1142

HBsAg negative individuals, case-matched on age, gender and eth-

nicity. Baseline serum samples from HBsAg positive carriers were

tested for HBV DNA level (Roche Taqman v2.0 PCR assay). Cox

proportional hazards models were used to determine independent

baseline predictors of outcome.

Results: Median age at enrolment was 17 years. 52 HBsAg positive

patients died compared to 105 of HBsAg negative controls (NS). 11

HBsAg positive patients died from liver-related causes compared to

none of the controls (P\0.001). 13 HBsAg positive patients devel-

oped HCC compared to none of the controls (P\0.001). Independent

baseline predictors of liver-related death and HCC were age, Maōri

ethnicity and baseline HBV DNA level.

Conclusions: Early horizontal infection with HBV Genotypes C and

D is associated with increased liver-related complications in a young

Maōri population. Elevated baseline HBV DNA levels were associ-

ated with increased risk for liver-related mortality and HCC. These

findings are similar to those observed in longitudinal studies in Asians

with vertically acquired HBV Genotype B and C.

PP08-006
Chronic hepatitis B in Istanbul, Turkey: the epidemiology and clinical

features

Fehmi Tabak, Resat Ozaras, Bilgul Mete, Canan Alkim, Muzaffer

Fincanci, Funda Kocak, Nail Gorenek, Levent Erdem, Nail Ozgunes,

Hayat Kumbasar

Istanbul University, Cerrahpasa Medical School

Background: Chronic hepatitis B (CHB) is moderately endemic in

Turkey. The patients have access to the treatment. The real life data of

CHB are lacking. We aimed to describe the long term outcomes with

several aspects (demographic, clinical, histologic, serologic, thera-

peutic, resistance) of the disease in observational study settings.

Methods: The study included 10 centers in Istanbul, Turkey. The data

were entered through an electronic system. Treatment-na.

Results: Between November 2008 and October 2011, 432 CHB

patients were included; median age was 35 years (range: 14–85 years.

72% was male and 28% was female. In about 40% of the patients, a

family history for hepatitis B was positive. HBeAg was negative in

74%. Baseline HBV-DNA level was higher than 107 cp/ml in 56% of

the cases. Treatment options were interferons (24.8%), entecavir

(38.1%), tenofovir (29.5%), and lamivudine (7.6%).

Conclusions: This study revealed the real life data of the patients

with CHB. These results may provide better projections for the future

planning of the management of CHB.

PP08-007
HBV Genotypes in Turkey

Resat Ozaras, Fehmi Tabak, Murat Sayan, Bahadir Ceylan, Bilgul Mete,

Canan Alkim, Atahan Cagatay, Funda Kocak, Levent Gorenek, Hayat

Kumbasar

Istanbul University, Cerrahpasa Medical School

Background: Hepatitis B virus (HBV) has 8 genotypes (AVH) and 4

subgenotypes (D1VD4) distributed globally. In Turkey, the genotypes

are estimated to be D in vast majority. Among genotype D, PCR–

RFLP subgenotype studies reveal subgenotypes D1 and D2 are pre-

valent. We aimed to determine the genotypes in our HBV cases and

review the studies reported from Turkey.

Methods: From a multicenter observational study of HBV, (The

REALIST study), treatment-naive 100 patients from 11 centers were

included. We studied genotyping, subgenotyping, and recombination

analyses. Following HBV DNA isolation, polymerase/reverse trans-

criptase gene region of the virus (between the amino acids 80 to 250, 800

bp regions between amino acids) it was replicated by PCR and its DNA

was sequenced (ABI PRISM 3130 Genetic Analyser, Amersham-USA).

The obtained DNA sequences were analyzed for genotyping, subgeno-

typing, and recombination. Also, we reviewed Medline (Pubmed).

Results: In our study, genotype D was dominant and subgenotypes

D1 was found in 88/100 (88%), D2 in 3/100 (3%), D3 in 8/100 (8%),

and D4 in 1/100 (1%). No any recombinant HBV strain was detected.

We have found 22 studies from our country reporting a total of 1,593

patients. Genotype D was detected in 1584 (99.4%) of the patients.
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Subgenotyping was available for 303 cases; D1 :280 (92.4%), D2 :9,

D3: 13, D4: 1.

Conclusions: Almost all of our HBV cases were of D genotype in

Turkey. Among them, subgenotype D1 was the most prevalent one.

PP08-008
The Seroprevalence of Hepatitis B and C virus in the South-West Region

of Turkey

Metin Picakciefe1, Nevin Yilmaz2, Gulsen Duzoz3, Ugur Eser Yilmaz4,

Alaa Taha5

1Mugla Universitesity Schoool of Medicine; 2Mugla Universitesity
Schoool of Medicine; 3Mugla Universitesity Schoool of Medicine;
4Medical School, RCSI, Dublin; 5 Theodor Bilharz Research
Institute, Egypt

Background: The seroprevalence of the hepatitis B and C and so-

ciodemographic characteristics of the positive cases were questioned.

Methods: The study was a Cross-Sectional, analytical type of

research. 7289 donors who applied to Mugla Central Blood Center

between 1 January to 31 December 2008 were taken into study.

Sample did not selected and all of the 7289 donors Inquiry Forms

were analyzed. SPSS 17.0 and Fishers Exact Test were used.

Results: 96.7% of the donors were male, half of the donor (50.5%)

were younger than 34 yo, 1/3 was (34.6%) primary school graduates,

66.2% of the group were married and 74.6% were living in the

tourism zone. 36.2% of donors’ blood group were A Rh + and 70.4%

of the donors donated blood for their relatives. HbsAg and Anti -HCV

were detected in 0.6% and 0.4% of the donors, respectively. While

HbsAg seropositiveness was found significantly higher (p = 0.028) in

males, AntiHCV was higher (p = 0.011) in residents were living in the

tourism zone.

Conclusions: Hepatitis B seroprevalence in South-West region of the

country is under the national average (1.1-3.94%). Hepatitis C was

found within the boundaries of the national average (0.1-0.7 %,) but

lower than in developed countries. Hepatitis C cases were detected in

the majority of the donors.

PP08-009
Characterising hepatitis B in Northern Australia by molecular epidemi-

ology V the CHARM NT study

Jane Davies1, Josh Davis2, Steven Tong2, Sarah Whiting3, Krispin

Hajkowicz3, Benjamin Cowie4, Scott Bowden4, Margaret Littlejohn4,

Stephen Locarnini4

1Menzies School of Health Research & Royal Darwin Hospital;
2Menzies School of Health Research and Charles Darwin University
and Royal, Darwin Hospital; 3Royal Darwin Hospital; 4Victorian
Infectious Diseases Reference Laboratory

Background: The hepatitis B virus (HBV) was first described in the

blood of an indigenous Australian man, yet very little is currently

known about the molecular epidemiology of HBV in this population.

We aimed to determine which HBV genotypes are present in

Northern Territory (NT) indigenous Australians, and to explore any

clinical correlates.

Methods: Following ethics approval and informed consent, we

obtained blood specimens and clinical details from Indigenous adults

known to be infected with HBV, and who were born and grew up in

the NT. Hepatitis B genotypes were determined in isolates with suf-

ficient HBV DNA by PCR and sequencing of the polymerase gene,

with sequences submitted to SeqHepB to establish genotype and the

presence of clinically significant mutations.

Results: During 2010 and 2011, 37 patients were recruited from

across five different regions of the NT. Nineteen were female with an

average age of 37.1 years. Nine had an insufficient viral load for

genotyping. Of the remaining 28, 100% were infected with genotype

C4, previously reported only from two Indigenous Australians from

Queensland. Twenty one patients (75%) were HBeAg positive and

7 (25%) were HBeAg negative. All isolates had wild-type polymerase

gene sequences, despite 11 currently or previously receiving antivirals

for HBV. The canonical sG145R vaccine- escape variant was detected

in the surface antigen of virus from one patient.

Conclusions: The exclusive HBV genotype in this ancient and

genetically homogenous population was genotype C4. Whole genome

sequencing and clinical follow up of this cohort are in progress.

PP08-010
Natural history of patients of chronic hepatitis B (CHB) infection

with persistent normal alanine transaminase (ALT) levels

Wei-Chih Tung, Kwong-Ming Kee, Jing-Houng Wang, Sheng-Nan Lu

Chang Gung Memorial Hospital-Kaohsiung Medical Center

Background: To elucidate the clinical manifestation in CHB patients

with persistent normal ALT levels.

Methods: From our computerized database of central laboratories, all

HBs Ag tests from 1999 to 2010 were searched. Those who with age

over 18 years, persisting normal ALT for more than 1 year before

entering study, positive HBsAg/negative A-HCV during a 2-year

period and follow-up by four hepatologists were enrolled in this

prospective study.

Results: There were 130,306 patients results of HBV related tests

were found and positive HBsAg were noted in 24,182 patients. Total

984 person times from 33,768 person times were met in the condi-

tions. 293 patients signed the permits and joined the project. 275

patients finished more than one time follow-up and most examina-

tions. Among them, 17 patients (M:F = 8:9) were HBe Ag-positive

and 258 patients (M:F = 142:114) were HBeAg-negative. Comparing

with HBeAg-negative patients, HBeAg-positive were younger age,

lesser body mass index, higher HBV DNA levels and HBsAg titer and

lower diastolic pressure. During 2-year follow-up, 1 HBeAg-positive

(1/17) and 4 HBeAg-negative (4/258) subjects experienced elevated

ALT (P = 0.407). No HCC or HBsAg seroconversion was noted

during the follow-up period.

Conclusions: Regular follow-up in CHB patients with long-term

normal ALT do help us to realize the nature course of HBV infection.

PP08-012
The characteristics of patients with chronic hepatitis B in Turkey

Mustafa Celen1, Bilgehan Ayggen2, Suda Tekin Koruk3, Oguz Karabay4,

Selma Tosun5, Iftihar Koksal6, Huseyin Turgut7, Yusuf Onlen8, Ismail

Balik9, Fehmi Tabak10

1Dicle University, Faculty of Medicine, Diyarbakir; 2Erciyes
University, Faculty of Medicine, Kayseri; 3Harran University,
Faculty of Medicine, Sanliurfa; 4Sakarya University, Faculty
of Medicine, Sakarya; 5Manisa States Hospital, Manisa; 6Karadeniz
Technical University, Faculty of Medicine, Trabzon; 7Pamukkale
University, Faculty of Medicine, Denizli; 8Hatay Mustafa Kemal
University, Faculty of Medicine, Hatay; 9Ankara University Ibni-Sina
Hospital, Faculty of Medicine, Ankara; 10Istanbul University,
Cerrahpasa Faculty of Medicine, Istanbul

Background: The objective of the study was to evaluate the char-

acteristics of patients with hepatitis B virus (HBV) infection and

summarize the treatment modalities administered.

Methods: Turk-Hep-Net project is a centralized online patient reg-

istry program and includes real-life cohort of HBV patients and is

supported by Viral Hepatitis Society. Thirty centres specialized on

viral hepatitis have access to the system. By September 30, 2011, the

data of HBsAg(+) patients were complied and analysed.

Results: Of the 7,871 patients (39.1% female, mean(standard devia-

tion) age: 35(14) years), 40.4% were diagnosed HBsAg(+) after self

admission to hospital, 18.9% were after blood donor and 11.9% were

during routine screening. The HBV prevalence among relatives of

HBsAg(+) patients was 22.4% and most frequently infected family

members were siblings and mothers (63.0 and 27.3%, respectively).
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Anti-HDV was negative in 94.1% of patients. Three-fourths of the

patients (81.1%) were HBeAg (Mean(SD) ALT was 85.8(266.4) U/L.

Majority of patients (71.0%) were chronic hepatitis-B under treat-

ment, while 29.0% were asymptomatic carrier without treatment and

only 2.1% of patients were cirrhotic and 84.0% of those were com-

pensated. One-thirds of the patients (37.9%) were under combination

treatment, others were under monotherapy. Lamivudine, entecavir

and adefovir were the most frequently used oral therapies (used for

32.8, 11.6 and 10.0% of patients, respectively), while 37.8% of

patients were under interferon treatment.

Conclusions: In conclusion, the results of this study provide valuable

inputs to improve current screening, treatment and follow-up strate-

gies of HBV patients.

PP08-013
Occult hepatitis B virus infection in apparently healthy Egyptians

Yahia Gad1, Amany Hassan2

1Assistant professor of Internal Medicine; 2Professor of Clinical
Immunology

Background: The prevalence of occult HBV infection in HBV-

endemic areas is higher than in regions with low HBV prevalence

rates, and the differences in its prevalence might be closely related to

the endemicity of HBV infection. Many data are available on patients

with liver disease but the prevelance of occult HBV infection in

healthy people, who may represent the potential liver donors, is still

unkown in Egypt. The aim of this study was to investigate the

prevalence of occult HBV infection among healthy subjects.

Methods: Serum samples for serological assays and liver tissue spec-

imens were taken from 107 apparently healthy individuals, prepared as

liver transplant donors at the Gastroenterology Surgical Centre during

2008–2009. HBsAg and anti-HBs and anti-Hbc were determined in the

participants who had normal liver enzymes and histology and were

negative for HBsAg and IgM anti-HBc. DNA was extracted from the

frozen liver specimens of each case by standard procedure. The pres-

ence of occult HBV infection was considered if at least two of the three

nested-PCR amplifications were HBV DNA-positive.

Results: HBV DNA sequences were detected in liver tissue speci-

mens of 21/107(19.62%) (15 Anti-HBc-positive and 6 AntiHBc-

negative) apparently healthy subjects. Occult HBV status was

strongly related to the anti-HBc antibody status; where HBV DNA

was detected in 15 of the 21(71.43%) positive cases versus 6 of the 86

(6.99%) HBV marker negative cases (p \ 0.001).

Conclusions: Our data revealed a high prevalence of occult HBV

infection and this condition is significantly associated with the anti-

HBc positive status.

PP08-014
Treating patients with chronic hepatitis B early may decrease the disease

burden: an implication from a cost analysis in Beijing, China

Li Wang1, Yan Li2, Likun Yang3, Qian Qiu4, Yu Chen5, Hui Li6,

Zhongping Duan7

1Peking Union Medical College/Chinese Academy of Medical
Sciences; 2Beijing Youan Hospital of Capital Medical University;
3Beijing Youan Hospital of Capital Medical University; 4Peking
Union Medical College/Chinese Academy of Medical Sciences;
5Beijing Youan Hospital of Capital Medical University; 6Peking
Union Medical College/Chinese Academy of Medical Sciences;
7Beijing Youan Hospital of Capital Medical University

Background: Hepatitis B virus (HBV) infection represents a signif-

icant burden in China. This study estimates the average annual costs,

including antiviral costs, among chronic hepatitis B (CHB) infection

at different disease stages from an infection specialty hospital in

Beijing.

Methods: Both clinical and finance information on a retrospective

cohort of 62,225 out-patients and 8,728 in-patients with CHB

infection in 5 disease stages (non-cirrhotic CHB, compensated and

decompensated cirrhosis, and Hepatocellular carcinoma (or HCC))

was retrieved from an infection specialty hospital in Beijing between

January 1, 2008 and December 31, 2010. Paid claims and medication

data were collected and analyzed.

Results: The average annual outpatient costs per patient are the follow-

ings: non-cirrhotic CHB, $470.6; compensated cirrhosis, $613.8;

decompensated cirrhosis, $564.3; HCC, $1,191.3; whereas the annual

inpatient costs were $1,682.8, $2,242.6, $4,987.1, $10,421.3, respec-

tively. Only 34.6% of outpatients with non-cirrhotic CHB have ever been

treated by antiviral agents annually. Among all the antiviral treated

patients, interferon, lamivudine, adefovir dipivoxil, Entecavir, and tel-

bivudin were prescribed at 17.6, 17.8, 45.3, 20.7 and 10.5%, respectively.

Conclusions: This study shows direct medical costs of treating

patients with HBV infection are positively associated with progres-

sion of HBV. Existing evidence has shown clinical benefits by an

early antiviral intervention to HBV patients. Therefore, treating HBV

patients early and properly would benefit patients clinically and

finally by avoiding complications in the long run.

PP08-015
Acute acalculous cholecystitis associated with acute hepatitis B virus

infection

K, G Akko, Ba G, Ufuk S, S Senger

Tepecik Education and Research Hospital

Background: Acute acalculous cholecystitis (AAC) is defined as the

inflammation of the gallbladder wall in the absence of stones or

sludge. Ischemic injury of the gallbladder epithelium and the deter-

gent effects of bile on the epithelium play a major role in the

pathogenesis of acalculous cholecystitis.

Methods: Case report: A 62-year old man with Non-Hodgkin lym-

phoma disease presented to our department with an history of

progressive jaundice,vomiting,dark urine,the color of the stool

opening and right upper quadrant abdominal discomfort. Past medical

history did not reveal any preexisting liver disease.The patient

received six cycles of chemotherapy before. The most recent che-

motherapy was 2 months ago. Abdominal ultrasound revealed an

image compatible with acalculous cholecystitis. Cholecystitis was

considered as a cause of acute exacerbation of chronic hepatitis.

Results: Acute acalculous cholecystitis is an acute inflammation of the

gallbladder in the absence of stones. Our patient was otherwise well and

did not have any history of abdominal surgery, starvation, or intensive

care unit hospitalization; hence we cannot explain the pathogenesis of

acalculous cholecystitis by the events mentioned above.

Conclusions: We believe that vasculitis, which is one of the extra-

hepatic complications of an acute HBV infection, was responsible for

the development of AAC in our patient.

PP08-016
Hepatitis B Virus (HBV) Genotypes in Armenian Patients with Acute

and Chronic HBV Infection H. GhazinyanHead of Hepatology Depart-

ment, Nork Clinical Hospital of Infectious Diseases, Yerevan, Armeni

Hasmik Ghazinyan

Nork Clinical Hospital of Infectious Diseases

Background: HBV genotypes have different biological and epide-

miological behavior and are associated with different clinical

outcomes and antiviral therapy response rates. HBV genotypes D and

C are often associated with the development of more severe liver

disease including cirrhosis and hepatocellular carcinoma (HCC).

Methods: A total of 75 Armenian patients with hepatitis B surface

antigen (HBsAg) and HBV- DNA positive were enrolled in this study.

The mean age of them was 36.5 (1-72), 49 (65%) were men. HBV

genotypes were determined using hybridization V fluorescent detec-

tion based on real-time polymerase chain reaction (PCR).
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Results: All patients were classified into 15 (20%) with acute hepa-

titis (AH), 60 (80%) with chronic hepatitis from which the last 34

(57%) were diagnosed with inactive carriers, 19 (31%) with CHB

disease, 7 (12%) with cirrhosis/HCC. There are 48 (80%) of HBeAg-

negative patients with chronic hepatitis. 8 out of 75 patinets could not

have genotype analyzed due to low viral concentration. Genotypes D

and A distribution was 64 (96%) and 3 (4%) patients respectively.

Conclusions:

• Genotype D is a predominant type of HBV which was found

among patients with different clinical forms of acute and chronic

infections in Armenia.

• High prevalence of HBeAg-negative serostatus in subjects with

CHB could be possibly associated with HBeAg-negative status

due to natural evolution of genotype D to the development of

precore and core mutations.

PP08-017
Evolution of clinical phases in HBeAg-positive chronic hepatitis B

pregnant women with a mean follow-up period of 5.2 years after delivery

Chien-Hung Chen, Chen-Hsuan Wu, Chia-Yu Ou, Kwong-Ming Kee, Kuo-

Chin Chang, Ming-Chao Tsai, Sheng-Nan Lu

Kaohsiung Chang Gung Memorial Hospital

Background: To investigate the evolution of clinical phases in

HBeAg-positive pregnant women with a mean of 5.2 years follow-up

after delivery.

Methods: From 2001 to April 2010, 353 HBeAg-positive pregnant

women were recruited. All subjects were invited for test of liver

function and HBV genomes on April 2011 and 119 responded.

Results: Based on HBeAg and HBV DNA, 119 patients were divided

into 4 clinical phases as immune tolerance (n=37, Group 1), immune

clearance (n=31, Group 2), HBeAg-negative hepatitis (n=15, Group

3), and inactive carriers (n=36, Group 4). The age was 33.6±4.9,

35.4±4.6, 36.3±4.6, and 36.3±4.6 years and HBsAg level (log IU/

mL) was 4.8±0.3, 3.8±1.0, 3.5±0.7 and 2.9±1.2 in Group 1 to 4

respectively. The rates of genotype C, T1762/A1764 and A1896 were

27%, 10.8%, 2.7% in Group 1, 20.7%, 35.7%, 21.4% in Group 2,

40%, 40%, 80% in Group 3, and 12%, 13% and 73.9% in Group 4

respectively. Multivariate analysis showed that HBsAg level (OR:

0.34 per one log IU/mL increased, 95% CI: 0.18-0.62) was an inde-

pendent factor for inactive carriers. The HBsAg level had a good

correlation with HBV DNA (r=0.688, p\0.001). The best cut-off

values of HBsAg in differentiating Group 1 and Group 4 from the

other groups were 15000 and 5000 IU/mL with sensitivity of 97.3%

and 77.8%, and specificity of 86.6% and 75.9% respectively.

Conclusions: Thirsty-six (30.3%) of 119 HBeAg-positive pregnant

women achieved inactive carriers after a mean of 5.2 years follow-up.

Quantitation of HBsAg may be a good reference to predict the clinical

phases of HBV.

PP08-018
Worldwide Pediatric Epidemiological study for Chronic Hepatitis B

(CHB)

Hongfei Zhang1, Mei-Hwei Chang2, Qing Mao3, Deirdre Kelly4, Maureen

Jonas5, Yongwen He6, Junqi Niu7, Premashish Kar8, Shuangsuo Dang9,

Aldo Trylesinski10

1 The 302 Hospital of China Military; 2 National Taiwan University
Hospital; 3 1st Affliated Hospital of 3rd Military Med. Univ. of PLA;
4 Birmingham Children’s Hospital; 5 Childrens Hospital Boston;
6 Union Hospital, Tongji Med. College; 7 No. 1 Hospital. 8 Maulana
Azad Medical College; 9 The Second Affiliated Hospital of Medical
School, Xian Jiaotong University; 10 Novartis Pharma AG

Background: Epidemiological and clinical data on pediatric CHB

patients worldwide is not well understood making treatment decisions

difficult. Our aim was to examine demographics, transmission,

current disease characteristics and treatment history in children and

adolescents with CHB in Asian and Western countries.

Methods: This multi-center, observational, cross-sectional study

collected epidemiological data from CHB patients aged 2-\18 yrs.

Data were collected anonymously from 1640 patients at 80 sites in

Asian and Western countries.

Results:

• 59% of total study population were recruited from Asia

• Mean age of patients was 12 years and more than 50% of patients

were between 13-\18 years.

• Mean age at first diagnosis of HBV was higher in Asian countries

(8.6 yrs) compared to Western countries (4.6 yrs).

• Mother-to-child transmission was higher in Asian countries

(44.6%) than Western countries (27.7%).

• Source of infection of immunized patients for HBV, for both

regions, was MTCT (Mother to child transmission).

• More than 90% of patients in both regions had positive HBsAg

status.

• 85% of patients were stable over the last 12 months.

• 4.2% of patients showed worsening of disease progression over

last 12 months

• A higher percent of Western patients (42.3%) previously received

treatment compared to Asian patients (7.1%).

Conclusions: In this large worldwide epidemiological study in chil-

dren and adolescents, differences in patients characteristics were

reported between Asia and Western countries. Mean age of diagnosis

was higher in Asia. Majority of Asian pediatric CHB patients were

infected through mother-to-child transmission. Treatment is more

frequently prescribed for a majority of patients in EU/USA.

PP08-019
Characters analysis the genius epidemics of 240 na

Lin Zhao, Jie Xu

Shanghai NO. 3 People’s Hospital affiliated to Shanghai JiaoTong
University

Background: To analyze the epidemiology clinical significance and

HBV genotype of the na.

Methods: We gathered 240 na.

Results: The rate of acute patients is 17.5%.Among the acute

patients, the rate of HBeAg(+)(78.57H versus 61.11HAP \ 0.05) and

HBVDNA\106 copies/mL are higher than chronic patients (80.95H

vs. 36.87HAP \ 0.01). The ALT level of acute patients is higher than

chronic patients (64.29H vs. 23.74HAP \ 0.01). 169 patients got the

genotype. genotype C is higher than B (59.17H vs. @40.83%) . The

rate of genotype C is higher than B among patients over 40y. The rate

of patients with genotype C whose ALT \10 UN is higher than B

(79.00H@vs@50.72HAP \ 0.01). We found no significantly differ-

ences on HBeAg(+) ratio and HBVDNA load between genotype B

and C.

Conclusions: (1) The rate of acute HBV patients is higher than for-

mer data, the rates of HBeAg(+) and HBVDNA \ 106 copies/mL are

higher than chronic arm. (2) The major genotype of HBV are B and C

genotype, we didnt find A or D or B/C mixed genotype. (3) The rate

of genotype C is higher than B among patients who was over 40.

PP08-020
The characteristics of HBeAg positive and negative hepatitis B patients

in Turkey

Aysun Yalci1, Bilgehan Aygen2, Suda Tekin Koruk3, Iftihar Koksal4, Oguz

Karabay5, Selma Tosun6, Huseyin Turgut7, Omer Evirgen8, Mustafa

Kemal Celen9, Fehmi Tabak10

1Ankara University Faculty of Medicine, Ankara; 2Erciyes University
Faculty of Medicine, Kayseri; 3Harran University Faculty
of Medicine, Sanliurfa; 4Karadeniz Technical University Faculty

Hepatol Int (2012) 6:67–309 97

123



of Medicine, Trabzon; 5Sakarya Training and Research Hospital,
Sakarya; 6Manisa State Hospital, Manisa; 7Pamukkale University
Faculty of Medicine, Denizli; 8Mustafa Kemal University Faculty
of Medicine, Hatay; 9Dicle University Faculty of Medicine,
Diyarbakir; 10Istanbul University Cerrahpasa Faculty of Medicine,
Istanbul

Background: The objective of the study was to evaluate the char-

acteristics and serologic parameters of HBeAg positive and negative

hepatitis B patients.

Methods: Turk-Hep-Net project is a centralized online patient reg-

istry program in Turkey and includes real-life cohort of HBV patients

and is supported by Viral Hepatitis Society. Ten centers specialized

on viral hepatitis have access to the system. By September 30, 2011,

the data of HBeAg positive and negative were complied and analysed.

Results: Of the 4,575 patients, 83.2% were HBeAg (-) (41.4%

female, mean (standard deviation) age: 37(13) years), 16.8% were

HBeAg (+) (40.0% female, mean (SD) age: 27(14) years). Anti-HBe

was positive in 71.4 and 68.7% of HBeAg (-) and (+) patients,

respectively. Anti-HDV was positive in 2.6 and 0.0% of HBeAg (-)

and (+) patients respectively. The ratio of cirrhotic patients was 0.8%

in HBeAg (-) patients group and there were no cirrhotic patients in

HBeAg (+) patients group. Mean (SD) ALT level was 61(118) U/L

and 39(36) U/L, while mean (SD) HBV-DNA level was 60.3

(724.5) 9 106 copies and 35.8(182.7) 9 106 copies in HBeAg(-)

and (+) patients, respectively.

Conclusions: In conclusion, complications of hepatitis B infection

highlight the need to evaluate and monitor all carriers. Therefore, the

results of this study provide valuable input to improve current

screening, treatment and follow-up strategies of HBeAg positive and

negative hepatitis B patients.

PP08-021
Risk factors for long-term persistence of serum hbsag following acute

hepatitis B virus infection in Japan

Kiyoaki Ito, Masaya Sugiyama, Kazumoto Murata, Naohiko Masaki,

Masashi Mizokami

National Center for Global Health and Medicine

Background: Little is known about factors predicting viral persis-

tence after acute hepatitis B (AHB) in adults. A nationwide

multicenter study was conducted throughout Japan to evaluate the

influence of clinical and virological factors on chronic outcome in

patients with AHB.

Methods: To compare factors between AHB patients with viral

persistence and those with self- limited infection, 444 consecutive

cases of AHB were registered in 57 hospitals throughout Japan.

Eventually, 210 patients were observed until serum hepatitis B sur-

face antigen (HBsAg) disappeared or for more than 12 months in

cases where HBsAg persisted (defined as chronic infection).

Results: The time to disappearance of HBsAg was significantly

longer for genotype A patients than in those infected with non-A

genotypes. Although the rate of progression to chronicity was higher

in patients with genotype A, many cases caused by genotype A were

prolonged cases of AHB, rather than chronic infection. Multivariate

logistic regression analysis revealed that genotype A and co-infection

with HIV were independently associated with viral persistence fol-

lowing AHB. A higher peak level of HBV DNA and a lower peak of

ALT levels were common characteristics between AHB caused by

genotype A and co-infection with HIV. Early treatment with nucle-

otide analogues (NAs) prevented viral persistence following AHB

caused by genotype A without co-infection of HIV.

Conclusions: Genotype A and co-infection with HIV were indepen-

dent risk factors for progression to chronic infection following AHB.

Early treatment with NAs may be able to prevent viral persistence

following AHB.

PP08-022
Clinical features of acute viral hepatitis B in Korea: a multi-center study

So Young Kwon1, Won Hyeok Choe2, Yeon Seok Seo3, Ji Hoon Kim4,

Young Seok Kim5, Seung Up Kim6, Soon Koo Baik7, Jae Youn Cheong8,

Tae Yeob Kim9, Oh Sang Kwon10

1Konkuk University School of Medicine; 2Konkuk University School
of Medicine; 3Korea University College of Medicine, Korea
University Anam Hospital; 4Korea University College of Medicine,
Korea University Guro Hospital; 5Soon Chun Hyang University
College of Medicine; 6Yonsei University College of Medicine; 7Yonsei
University Wonju College of Medicine; 8Ajou University School
of Medicine; 9Hanyang University College of Medicine; 10Gachon
University Gil Medical Center

Background: Hepatitis B has significantly declined since the intro-

duction of HBV vaccination program. The aim of this study was to

investigate the recent clinical features of acute viral hepatitis B

(AVH-B) in Korea.

Methods: A total of 2,241 patients with acute hepatitis were enrolled

and their data were collected from nine medical-centers between

January 2006 and December 2009. The data was analyzed in one

medical center.

Results: 119 (5.3%) out of 2241 were diagnosed as AVH-B.

Among 78 patients whose data were analyzed, 50 were male, and

the mean age 38.6 years. In initial test, the mean AST, ALT and

total-bilirubin levels were 1,296.2 IU/L, 2,109.6 IU/L and 9.3 mg/

dL, respectively. Positivity of HBeAg and HBeAb were 58.4 and

72.6%, respectively, and mean HBV DNA levels was 5.2 log10

copies/mL. The mean length of hospitalization was 11.6 days.

During follow-up periods, AST, ALT and total bilirubin levels were

normalized or near-normalized in all patients without any serious

complications. Sixty-three of 66 (95.4%) patients showed HBsAg

loss and 37 (56.1%) patients showed HBsAg seroconversion. Only

3 patients (4.5%) showed persistent hepatitis B viremia. There was

no case of death and liver transplantation. Nine patients (11.3%)

had received anti-viral agents and their clinical outcomes were not

significantly different from those of patients treated without anti-

viral agent.

Conclusions: In this multicenter study, the prevalence of AVH-B

among acute hepatitis is relatively low in Korea. AVH-B cured without

complications in almost patients, regardless of antiviral treatment.

PP08-023
Spontaneous hepatitis B surface antigen clearance in children with chronic

hepatitis B

Yu-Chun Chiu, Jia-Feng Wu, Chin-Yin Lin, Huey-Ling Chen, Yen-Hsuan

Ni, Hong-Yuan Hsu, Mei-Hwei Chang

National Taiwan University Hospital

Background: Hepatitis B surface antigen(HBsAg) clearance is the

desirable outcome of chronic hepatitis B virus(HBV) infection. Little

is known about the favorable factor for spontaneous HBsAg loss. This

study investigated the affecting factors in a long-term followed cohort

of chronic HBV infection from childhood into adult life.

Methods: Children with chronic HBV infection were followed every

6 months. The maternal HBV status and patints HBV vaccination

history, liver function profiles, HBV markers and genotype were

checked. Serial serum HBsAg titers were measured during long-term

follow-up by using Architect HBsAg quantitative assay method

(Abbott Lab, IL). HBsAg clearance is defined as disappearance of

HBsAg for at least two measurements of 6 months apart or longer

duration, without reappearance in the last two determination.

Results: Totally 349 children, initial age 8.4±3.9years, were fol-

lowed for 20.6±4.4years. Forty- two patients(12.0%) lost HBsAg

spontaneously during follow-up. The annual spontaneous HBsAg

clearance rate is 0.58%. Gender, HBV genotype and HBV vaccina-

tion(\3 versus ! doses) were independent with spontaneous HBsAg
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loss. Initial HBsAg titer and maternal HBV status were associated

with spontaneous HBsAg loss (both p\0.0001). By statistical analy-

sis, spontaneous HBsAg loss rate was significantly higher in patients

with HBsAg level21000 IU/mL (OR=5.9; p\0.001). The adjusted

hazard ration of initial HBsAg titer21000 IU/mL and HBsAg loss was

3.8 (p=0.002). The sensitivity is 38.1%, specificity=90.6%, positive

predictive value=35.6% and negative predictive value=91.4%.

Conclusions: For children with chronic HBV infection, the initial

HBsAg titer21000 IU/mL and negative maternal HBsAg are favor-

able predictors for spontaneous HBsAg loss.

PP08-024
Characteristics of HBsAg-negative patients with previous hepatitis B

exposure with and without hepatocellular carcinoma

Alvin Brian Velasco, Ma. Thea Nido, Stephen Wong

University of Santo Tomas Hospital

Background: Hepatocellular carcinoma (HCC) may occur in patients

with negative serum HBsAg but with evidence of exposure to the

hepatitis B virus (HBV). However, factors that may predispose these

patients to develop HCC have not been well elucidated. To identify

independent predictors for HCC in patients previously exposed to

HBV.

Methods: From January 2005 to September 2011, patients with

negative serum HBsAg but with HBV exposure, defined as the

presence of either: isolated anti-HBc; anti-HBs with anti-HBc/anti-

HBe; or anti-HBs with no HBV vaccination history; were grouped

into those with HCC (group 1) and without (group 2). Demographics

and biochemical characteristics were compared.

Results: A total of 95 and 82 patients were included in group 1 and

group 2, respectively. Expectedly, group 1 was older (65.34 + 10.86

vs. 51.8 + 13.51; p = 0.039), more likely to be male (80 vs. 54.9%;

p = 0.001), diabetic (33 vs. 18.9%; p = 0.038), cirrhotic (51.9 vs.

20.3%; p = 0.001), and have poorer liver function as exemplified by

higher international normalized ratio (1.13 + 0.19 vs. 1.05 + 0.28;

p = 0.044) as compared to group 2. There was no difference in

alcohol intake between the 2 groups (p = 0.64). Interestingly, the

likelihood of having a relative with HBV (group 1 = 9.5% vs. group

2 = 26.9%; p = 0.005) and cancer (group 1 = 13% vs. group

2 = 45.4%; p = 0.005) was higher in group 2, which may have

resulted in group 2 patients seeking medical consult earlier, and thus

diagnosis before complications from HBV exposure set in. Only sex

(OR = 3.37; 95% CI 1.15–9.89) and diabetes (OR = 4.61; 95% CI

1.31–16.33) were independent predictors of HCC.

Conclusions: In patients with exposure to HBV, presence of diabetes

and male sex were independently associated with the development of

HCC.

PP08-025
Hepatitis A seroprevalance in HBsAg and anti HCV positive patients

Selma Tosun1, Orhan Yildiz2, Suda Tekin Koruk3, Mustafa Kemal Celen4,

Gurdal Yilmaz5, Oguz Karabay6, Ali Asan7, Yusuf Onlen8, Mustafa

Sunbul9, Aysun Yalc10

1Manisa State Hospital, Manisa, Turkey; 2Erciyes University, Faculty
of Medicine, Kayseri; 3Harran University, Faculty of Medicine,
Sanliurfa; 4Dicle University, Faculty of Medicine, Diyarbak;
5Karadeniz Technical University, Faculty of Medicine, Trabzon;
6Sakarya Training and Research Hospital, Sakarya; 7Pamukkale
University, Faculty of Medicine, Denizli; 8Mustafa Kemal University,
Faculty of Medicine, Hatay; 9Ondokuz May; 10Ankara University,
Faculty of Medicine, Ankara

Background: The comorbidity of hepatitis A in chronic hepatitis B-C

(CHB-CHC) patients increases risk of liver diseases and mortality.

Guidelines recommend screening and immunization for hepatitis

A (HAV) in CHB-CHC patients. The objective of the study was to

evaluate HAV prevalence in HBsAg(+) or anti-HCV(+) patients.

Methods: The data of this study were obtained from Turk-Hep-Net

project. Turk-Hep-Net project is a centralized online patient registry

program and includes real-life cohort of HBV-HCV patients and is

supported by Viral Hepatitis Society. Ten centres specialized on

viral hepatitis have access to the system. By September 30, 2011,

the data of HBsAg(+) or anti-HCV(+) patients were complied and

analysed.

Results: Among 10170 HBsAg(+) or anti HCV(+) patients [42.8%

female, mean (standard deviation) age: 37 (14) years)] HAV antibody

was screened in 20.7% (n = 2,107). The overall ratio of anti HAV(-)

patients was 9.6% (203/2107). Younger ages were dominant when

antiHAV(-) patients are classified in age decades: 23.2% in \20;

39.4% in 20–29; 19.3% in 30–39; 9.3% in 40–49; 6.9% in 50–59, and

1.9%.

Conclusions: The screening of HAV was very low in HBsAg(+) and

anti-HCV(+) patients. Moreover, the ratio of anti-HAV(-) patients

was higher than expected in middle-aged patients, who are under

higher risk of fulminant hepatitis due to HAV infection. In conclu-

sion, the actions to increase HAV screening in HBsAg(+) and anti-

HCV(+) patients at all ages (including mid-aged and elderly patients)

should be taken to decrease HAV-related complications.

PP08-026
The prevalence of hepatitis B and C infection and liver-related diseases

in families of the patients with chronic hepatitis B and C infection

Selma Tosun1, Bilgehan Aygen2, Mustafa Kemal Celen3, Suda Tekin

Koruk4, Iftihar Klksal5, Oguz Karabay6, Ali Asan7, Omer Evirgen8,

Mustafa Sunbul9, Bal10

1Manisa State Hospital; 2Erciyes University, Faculty of Medicine,
Kayseri; 3Dicle University, Faculty of Medicine, Diyarbak; 4Harran
University, Faculty of Medicine, Sanliurfa; 5Karadeniz Technical
University, Faculty of Medicine; 6Sakarya Training and Research
Hospital, Sakarya; 7Pamukkale University, Faculty of Medicine,
Denizli; 8Mustafa Kemal University, Faculty of Medicine, Hatay;
9Ondokuz May; 10Ankara University, Faculty of Medicine, Ankara

Background: Family members of patients with chronic hepatitis B–C

(CHB–CHC) are at increased risk of hepatitis infection and liver-

related diseases. Routine screening and vaccination is recommended

for family of CHB–CHC patients. The objective of this study was to

evaluate the prevalence HBV–HCV infection and liver-related dis-

eases among families of CHB–CHC patients.

Methods: Turk-Hep-Net project is a centralized online patient reg-

istry program and includes real-life cohort of HBV-HCV patients and

is supported by Viral Hepatitis Society. Ten centres specialized on

viral hepatitis have access to the system. By September 30, 2011, the

data of CHB-CHC patients from Turk-Hep-Net were complied and

analysed.

Results: The data of 10172 (42.8% female, mean (standard-deviation)

age: 38 (16) years) CHB–CHC patients are presented here. Preva-

lence of HBV and HCV infection among family members was 21.8,

0.5%, respectively. HBV prevalence was 5.1, 3.2, 2.1, 2.6 and 11.6%,

while HCV prevalence was 0.3, 0.2, 0.4, 0.1 and 0.2% in mothers,

fathers, spouses, kids and siblings, respectively. The positive history

of cirrhosis, hepatocellular-carcinoma and liver disease-related mor-

tality was reported in 1.1% (range in relatives, \0.1–0.4%), 0.2%

(\0.1–0.1%) and 1.1% (\0.1–0.4%) of family members, respectively.

Conclusions: HBV infection was frequently seen among family

members, especially in siblings and mothers, but HCV infection and

other relevant diseases were reported relatively lower than HBV

infection. In conclusion, the family members of CHB–CHC patients

are under an obvious risk for HBV–HCV and the actions to increase

the awareness should be taken to decrease HBV–HCV related mor-

tality and morbidity.

Hepatol Int (2012) 6:67–309 99

123



PP08-027
Evaluation of risk factors associated with HBsAg, anti-HBs and anti-HCV

positivity among Turkish population

Selma Tosun1, Balik2, Fehmi Tabak3, Nese Saltoglu4, Necati Ormeci5,

Irfan Sencan6, Nefise Oztoprak7, Yunus Gurbuz8

1Manisa State Hospital; 2Ankara University Faculty of Medicine;
3Istanbul University Cerrahpasa Faculty of Medicine; 4Istanbul
University Cerrahpasa Faculty of Medicine; 5Ankara University
Faculty of Medicine; 6Diskapi Yildirim Beyazit Training
and Research Hospital; 7Antalya Training and Research Hospital;
8Diskapi Yildirim Beyazit Training and Research Hospital

Background: The aim of this presentation is to evaluate risk factors

associated with HBsAg, anti-HBs and anti-HCV positivity in the

database of the Raisal of the Public Awareness and Determination of

the Alteration in Hepatitis Epidemiology activity conducted by Viral

Hepatitis Society in Turkey.

Methods: Upon their admission to primary healthcare centers in 78

cities across Turkey, a questionnaire was applied to the participants

via face to face interview and blood samples were collected. Among

approximately 22 thousand subjects whose information about the risk

factors (history of blood transfusion and operation, hospitalization,

dental treatment, unsafe sexual practices, forehead and/or sublingual

cuts, dialysis, tattoo, piercing, substance abuse and multiple sexual

partners) within the past 12 months were entered into the database,

the relation between HBsAg, antiHBs, antiHCV positivity and the

presence of risk factors were evaluated.

Results: Univariate Chi-square test showed significant relation

between hospitalization and anti-HBs and anti-HCV; dental treatment

and HBsAg, antiHBs and anti-HCV; and dialysis and antiHBs

(p \ 0.05 for each). Multivariate logistic regression analysis revealed

significant correlation between HBsAg positivity and dental treatment

(OR = 1.6; p \ 0.001); antiHBs positivity and dialysis (OR = 5.42;

p = 0.012); and antiHCV positivity and dental treatment (2.05;

p \ 0.001) and hospitalization (OR = 3.42; p \ 0.001).

Conclusions: In conclusion, albeit reflecting the past 12 months

rather than overall background on risk factors, our findings indicate

dialysis and hospitalization to pose a significant risk of hepatitis B and

C transmission, respectively; while the significant association of

dental treatment with both of hepatitis B and C transmission per se.

PP08-028
The relation of circumcision procedure to HBsAg, antiHBs and antiHCV

positivity in Turkey

Selma Tosun1, Balik2, Fehmi Tabak3, Nese Saltoglu4, Necati Ormeci5,

Irfan Sencan6, Nefise Oztoprak7, Yunus Gurbuz8

1Manisa State Hospital; 2Ankara University Faculty of Medicine;
3Istanbul University Cerrahpasa Faculty of Medicine; 4Istanbul
University Cerrahpasa Faculty of Medicine; 5Ankara University
Faculty of Medicine; 6Diskapi Yildirim Beyazit Training
and Research Hospital; 7Antalya Training and Research Hospital;
8Diskapi Yildirim Beyazit Training and Research Hospital

Background: To determine the association between circumcision

procedure and HBsAg, antiHBs and antiHCV positivity in the data-

base of the Raisal of the Public Awareness and Determination of the

Alteration in Hepatitis Epidemiology activity conducted by Viral

Hepatitis Society in Turkey.

Methods: The participants were screened for HBsAg, antiHBs, and

antiHCV positivity upon their admission to primary healthcare cen-

ters in 78 cities across Turkey. A questionnaire including items on

circumcision procedure in males was applied via face-to-face inter-

view and blood samples were collected for serologic examinations.

Relation between HBsAg, antiHBs, antiHCV positivity and circum-

cision procedure was evaluated in participants whose circumcision

information was entered in the database.

Results: HBsAg, anti-HBs and anti-HCV positivity were identified in

258 of 7,374, 268 of 2,851 and 53 of 7,384 participants, respectively.

Among patients with HBsAg data who have specified the circumcision

procedure (n = 5,878), circumcision was performed by a health tech-

nician (n = 4,113), by a physician at a hospital setting (n = 527), as a

mass circumcision (n = 501), by a barber (n = 405), or in a private

outpatient clinic (n = 332). When the subjects were classified as being

circumcised by health professionals or nonmedical persons, HBsAg

positivity was significantly higher [n = 165/4,972 (3.3%) vs. 48/906

(5.3%); p = 0.003] in the latter while there was no significant association

between groups for anti-HBs [n = 202/2010 (10.0%) vs. 29/329 (8.8%)]

and anti-HCV [n = 30/4,987 (0.6%) vs. 7/897 (0.8%)] positivity.

Conclusions: Our findings indicate significantly higher incidence of

HBsAg positivity among males underwent mass circumcision and

circumcision by a barber that seem to pose a greater risk to public

health than other circumcision types.

PP08-029
Real word data on patient characteristics and disease management

patterns of chronic hepatitis B in five European countries

Stefan Zeuzem, Victoria Arama, Driss Kamar, Isabelle Klauck, Hakan

Leblebicioglu, Benedicte Lescrauwaet, Edith Morais, Krzysztof Simon,

Jean Pierre Zarski

JW Goethe University Hospital

Background: Few studies exist describing the management of

chronic hepatitis B (CHB) patients in real-life settings across Euro-

pean countries. This study describes patient demographics, disease

characteristics and CHB management in France(F), Germany(G),

Poland(P), Romania(R) and Turkey(T).

Methods: Country-specific observational cohorts, consisting of

diagnosed CHB adult patients and managed in outpatient clinics were

prospectively enrolled between 03/2008–10/2009. Patients with

HIV/HCV co-infection and liver-complications were excluded. Data

in treated versus untreated patients were collected from medical

records using standardized data-extraction forms. This analysis

describes CHB cohort characteristics at baseline visit.

Results: Cohorts included 300, 255, 253, 218 and 241 patients in

France, Germany, Poland, Romania and Turkey, respectively. Median

age of treated versus untreated patients ranged between 41.5(P)–

46(F) and 36(P)–41(R,T), respectively. HBeAg-negative status was

predominant across countries. Treatment rate at baseline visit ranged

between 25.2% (R)–66.7% (G). Monotherapy was predominant in all

countries ([87.6%) except in France where combination therapy

represented 45.1%. Entecavir or tenofovir was prescribed as mono-

therapy in 17% (R)V65.6% (G) of patients. The proportion of

untreated patients with HBV-DNA.

Conclusions: At baseline, prescribing of guideline-preferred nucle-

oside analogs in monotherapy was higher in Germany, France and

Turkey compared with Romania and Poland. Combination therapy

was prevalent in France. Further analyses will describe the manage-

ment during follow-up of the patients untreated at baseline who

presented with HBV-DNA.

PP08-030
Variation of HBV DNA Level in Chronic Hepatitis B Patients after

Spontaneous Decrease of HBV DNA

Jing Liu, Liang Peng, Xue-Jun Li, Zhe-Bin Wu, Xiang Zhu, Zi-De Deng

The Third Affiliated Hospital of Sun Yat-sen University

Background: It has been detected that some chronic hepatitis

B(CHB) patients without any antiviral treatment have undergone

rapidly spontaneous decrease of HBV DNA level. We aim to observe

dynamic variation trend of HBV DNA level, virological indexes and

change of hepatic function in CHB patients after spontaneous

decrease of HBV DNA level.
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Methods: There was a 180-day follow-up to the CHB patients

(n = 30) who underwent spontaneous decrease of HBV DNA level.

HBV DNA level, HBsAg, HBsAb, HBeAg, HBeAb, HBcAb and

hepatic function were detected.

Results: The 180-day follow-up to the patients (n = 30) who

underwent spontaneous decrease of HBV DNA level showed that 12

patients (40%) had elevated HBV DNA levels again (2 patients

admitted again had aggravation of hepatic function); 9 patients (30%)

remained original HBV DNA levels (3 patients admitted again had

aggravation of hepatic function); 4 patients(13.3%) had such HBV

DNA levels that decreased after elevation (1 patient admitted again

had aggravation of hepatic function); 5 patients (16.7%) had such

HBV DNA levels that continuously decreased. Among all 30 patients,

12 patients (40%) hepatic function were better than before and 12

patients (40%) hepatic function indexes remained original levels

except above mentioned those patients whose hepatic function

aggravated. Among 13 patients whose HBeAg were detected positive

at admission, 7 patients (53.8%) underwent HBeAg seroconversion

(1 patient underwent HBsAg loss).

Conclusions: After spontaneous decrease, the HBV DNA level in

CHB patients may elevate again, or continuously decrease, or remain

original levels, or decrease again after elevation.

PP08-031
Chronic Hepatitis B Patients with Higher HBV DNA and Active Liver

Inflammation Tend to Undergo Spontaneous Decrease of HBV DNA

Jing Liu, Ying Yan, Zhi-Shuo Mo, Li Mai, Shao-Quan Zhang, Zi-De Deng

The Third Affiliated Hospital of Sun Yat-sen University

Background: There have been reported that spontaneous decrease of

HBV DNA emerged in chronic hepatitis B (CHB) patients untreated

with antivirus drugs. We perform pair comparison of HBV DNA and

liver function between patients with spontaneous decrease of HBV

DNA and without to explore correlative factors of Spontaneous

decrease of HBV DNA in CHB patients.

Methods: To find 50 pairs of patients matched with same sex, age

difference less than 2 years, disease course difference less than 1 year

and same diagnosis from 264 CHB patients with HBV DNA baseline

above 10,000 copies/ml. Group A (n=50) underwent spontaneous

decrease of HBV DNA and Group B (n=50) did not during 12 weeks.

All patients had never been treated with antivirus or immunoregula-

tory drugs during this period. Baseline of HBV DNA, Alanine

aminotransferase (ALT), Aspartate aminotransferase (AST), Total

bilirubin (TBIL) and Prothrombin time (PT) were detected and

compared between these two groups.

Results: Baseline of HBV DNA and ALT were (7.38±1.01)

log10copies/ml and (914.26±218.43) U/L in Group A and

(6.77±1.29) log10copies/ml and (667.82±134.22) U/L in Group B.

The former were higher than the latter (t=-2.391 and -2.948, P=0.037

and 0.005). There were no statistic differences of AST, TBIL and PT

between two groups (t=-1.663*-0.322, all P [0.05).

Conclusions: Chronic hepatitis B patients with higher HBV DNA and

active liver inflammation tend to undergo spontaneous decrease of

HBV DNA during short time.

PP08-032
The Prevalence of Hepatitis B Virus and Hepatitis C Virus Coinfection

in Turkey

Bilgehan Aygen1, Mustafa Kemal 2, Iftihar K3, Selma Tosun4,

O Karabay5, Tansu Yamazhan6, Orhan Y7, Celal Ayaz8, Fehmi Tabak9

1Erciyes University; 2Dicle University Medical Faculty; 3Karadeniz
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University Medical Faculty; 7Erciyes University Medical Faculty;
8Dicle University Medical Faculty

Background: The true incidence of HBV/HCV coinfection is not

known in the world. Dual chronic infection with HBV and HCV is

common in areas endemic for either virus. We aimed to determine

prevalence and epidemiological characteristics of cases coinfected

with HBV/HCV in Turkey.

Methods: The date of this study was obtained from Turk-Hep-Net

project. The project includes real-life cohort of HBV patients

from 15 centers in Turkey and is supported by Viral Hepatitis

Society.

Results: In the project, 10.165 hepatitis cases were evaluated in 10

hospitals. Nine hospitals were academic care and one was public

care hospital and had been distributed in six different regions.

According to first visit results, HBV/HCV coinfection was detected

in 99 patients. The ratio was 974/100.000. Fifty-six percent of the

cases were male and 44% were female with the mean age of

40.9 + 21.7 years. The diagnosis was obtained in 8% during gen-

eral health control, in 5% during blood donation, in 4% during

military work, and in 2% during blood transfusion. The risk factors

were dental therapy (10%), any surgical procedure (6%), hemodi-

alysis (4%), and blood transfusion (2%). In 12% of coinfected

cases HBeAg was positive. In 8% both HCV-RNA and HBV-

DNA were positive and in 88% of cases HCV infection was

dominant.

Conclusions: This is the most detailed study in Turkey evaluating the

prevalence of HBV/HCV coinfection. Although these results show

that HBV/HCV coinfection prevalence is not higher than HBV or

HCV monoinfections, more crowded populations must be examined

and occult infections must be determined.

PP08-033
Clinical characteristic of chronic hepatitis B patients who have lost

HBsAg: a case-control study

R Thummanusarn1, P Charatcharoenwitthaya2, S Chainuwatti3,

W Chotiyaputta4, S Nimanong5, Chulaluk Komoltri6,

Tawesak Tanwandee7

1Siriraj Hospital; 2Siriraj Hospital; 3Siriraj Hospital; 4Siriraj
Hospital; 5Siriraj Hospital; 6Clinical Epidemiology Unit, Office
for Research and Development; 7Siriraj Hospital

Background: Clearance of Hepatitis B surface antigen (HBsAg) is

the ultimate goal for the natural course of CHB infection since this

will relate to better outcome of the patients. The aim of this study is

determine factors that correlate with HBsAg seroclearance in CHB

patients.

Methods: We have investigated 53 patients who had cleared HBsAg

compared with 159 CHB patients who cannot cleared HBsAg

between January 1, 1987 to December 31, 2010. Patients demo-

graphic and laboratory data were collected. The factors that correlate

with HBs Ag seroclearance were identified by multiple logistic

regression analysis.

Results: Of 53 patients, 40 were male (75.5%), mean age of 54.3

years and only 7.5% had risk factors of hepatitis B infection. 36 of

53 (67.9%) had HBV DNA less than 2,000 IU at entry, only 7

(13.2%) HBeAg positive and 23 (43.4%) had abnormal ALT.

Thirty three patients (62.3%) did not receive any treatment, 13

(24.5%) received nucleoside analogues, 4 (7.5%) received inter-

feron based treatment and 3 (5.7%) received both interferon and

nucleoside analogues. As compared with control, the patients who

had cleared HBsAg were more male, older age and lower evidence

of risk factors of hepatitis B (HBV) infection. Multiple logistic

regression analysis, lower initial HBV DNA level and no risk

factors of HBV infection were significantly correlated with HBsAg

seroclearance.

Conclusions: The most important predictor of HBsAg clearance in

patients with chronic hepatitis B infection is lower HBV level at

baseline and no risk factors of HBV infection.
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Clinical courses of proteinuria detected in chronic hepatitis B patients

Jeong Ju Yoo, Jung-Hwan Yoon, Eun Sun Jang, Eun Ju Cho, Min sun

Kwak, Su Jong Yu, Jeong-Hoon Lee, Yoon Jun Kim, Hyo-Suk Lee,

Chung Yong Kim

Seoul National University, College of Medicine, Seoul National
University Hospital

Background: HBV has been reported to form immune complexes

which can deposit in the glomeruli of the kidney resulting in various

types of glomerulonephritis. However, proteinuria in chronic hepatitis

B patients can be occurred by primary kidney diseases. So we aimed

to elucidate the frequency and clinical courses of HBV related GN in

Korean.

Methods: We retrospectively reviewed the medical records with

serum HBsAg-positive who underwent renal biopsies due to signifi-

cant proteinuria from May 2005 to March 2011 at Seoul National

University Hospital.

Results: A total of 55 HBsAg-positive patients were enrolled. The

mean age of patients was 48.3 years old, and 46 were males. Sixteen

diabetes mellitus and 16 hypertension patients were included. The

final pathologic diagnoses were membranoproliferative glomerulo-

nephritis in 13, membranous glomerulonephritis in 8, and

immunoglobulin A nephropathy 13. Twenty-one patients had other

types of GN including focal segmental glomeruloscleroses, minimal

change diseases, and diabetic nephropathies. HBV-GNs were diag-

nosed in 20 (36.4 %) of eligible patients by confirming deposited

immune complexes (12 of 13 MPGN, 7 of 8 MN, 1 of 13 IgAN). A

total of 13 HBV-GN patients were treated with antiviral agents

(lamivudine, entecavir, clevudine, interferon-a during median 11

months. However, the amounts of proteinuria were not reduced sig-

nificantly in antiviral treated groups compared to non-treated group.

Conclusions: Proteinuria detected in chronic hepatitis B patients can be

caused by various glomerular diseases other than HBV-GN in Korean.

And the evidence is insufficient that the antiviral therapy against HBV

infection can improve the renal prognosis of HBV-GN patient.

PP08-035
Cohort Effect on Seroprevalence of Hepatitis B Virus and Hepatitis C

Virus in Taiwan

HSIAO-CHING NIEN1, Hsuan-Shu Lee2, Pei-Ming Yang3, Guan-Tarn

Huang4, Jui-Shuang Chu5, Juei-Low Sung6, Jin-Chuan Sheu7, Chien-Hung

Chen8

1 Liver Disease Prevention and Treatment Research Foundation;
2 National Taiwan University Hospital and National Taiwan
University College of Medicine; 3 National Taiwan University
Hospital and National Taiwan University College of Medicine;
4 National Taiwan University Hospital and National Taiwan
University College of Medicine; 5 National Taiwan University
Hospital and National Taiwan University College of Medicine;
6 Liver Disease Prevention and Treatment Research Foundation;
7 National Taiwan University Hospital and National Taiwan
University College of Medicine; 8 National Taiwan University
Hospital and National Taiwan University College of Medicine

Background: The seroprevalence of hepatitis B surface antigen

(HBsAg) and antibody for hepatitis C virus (anti-HCV) varied among

different age groups. The lower seroprevalence of HBsAg in the aged

group might be due to spontaneous seroclearance in the nature of

course of hepatitis B virus (HBV) infection. In addition of sponta-

neous seroclearance, we hypothesized that cohort effect might also

influence the seroprevalence of HBsAg.

Methods: The study cohort composed of 157,720 subjects who were

C 20 years old and received our outreach screening programs in the

period of 1996–2005. Blood samples were obtained from subjects and

sent for aspartate aminotransferase, alanine aminotransferase, HBsAg,

anti-HCV and a-fetoprotein tests.

Results: In the age group 20-29, the HBsAg positive rate was 23.8%

in birth_cohort 1960–1969, while it was 14.9% in birth_cohort

1970-1983. In the age group of 60–69, the anti-HCV positive rate was

7.7% in birth_cohort 1920–1929, 6.2% in birth_cohort 1930–1939,

while it was 5.1% in birth_cohort 1940–1949. For both HBsAg and

anti- HCV, there were trends that seroprevalence decreased in the

younger cohort. Multiple logistic regression showed that male gender,

younger age, and older cohort were associated with positive HBsAg.

In contrast, only older age was associated with positive anti-HCV.

Conclusions: Birth cohort has influences on the seroprevalence of

HBsAg while the cohort effect on the seroprevalence of anti-HCV

was not evident.

PP08-036
Determinants of spontaneous surface antigen loss in hbeag- negative

patients with a low viral load

Taichung Tseng, Chun-Jen Liu, Hung-Chih Yang, Tung-Hung Su,

Chia-Chi Wang, Chi-Ling Chen, Chen-Hua Liu, Pei-Jer Chen, Ding-Shinn

Chen, Jia- Horng Kao

Buddhist Tzu Chi General Hospital Taipei Branch, New Taipei City,
Taiwan

Background: Loss of hepatitis B surface antigen (HBsAg) usually

indicates the cure of hepatitis B virus (HBV) infection. Little is

known about impact of HBsAg level on HBsAg loss in HBeAg-

negative patients with limited viral replication.

Methods: A total of 688 HBeAg-negative patients with baseline

serum HBV DNA levels\2,000 IU/mL were enrolled in Taiwan. The

relationships of HBsAg and HBV DNA levels with subsequent

HBsAg loss were investigated.

Results: In a mean follow-up of 11.6 years, the average annual rate of

HBsAg loss was 1.6%. Baseline HBsAg and HBV DNA levels were

inversely associated with subsequent HBsAg loss. When compared to

patients with HBsAg levels [1,000 IU/mL, the rates of HBsAg loss

were significantly higher in patients with HBsAg levels of 100–999,

10–99 and \10 IU/mL, with hazard ratios of 2.5 [95% confidence

interval (CI), 1.6–4.0], 2.8 (95% CI 1.6–5.0), and 13.2 (95% CI

8.1–21.5), respectively. Multivariate analysis showed that HBsAg

level, but not HBV DNA, remained as an independent factor. The

adjusted hazard ratio of HBsAg loss was 13.2 (95% CI 7.8–22.1) for

HBsAg level\10 versus 1000 IU/mL. When compared to HBV DNA

level by receiver operating characteristic curve analysis, HBsAg level

served as a better predictor of both 5- and 10-year HBsAg loss.

Conclusions: In HBeAg-negative patients with HBV genotype B or C

infection who have HBV DNA levels \2,000 IU/mL, HBsAg level

\10 IU/mL is the strongest predictor of HBsAg loss.

PP08-037
Serum hepatitis B surface antigen levels predict surface antigen loss

in hepatitis B e antigen seroconverters

Taichung Tseng, Chun-Jen Liu, Tung-Hung Su, Chia-Chi Wang, Chi-Ling

Chen, Pei-Jer Chen, Ding-Shinn Chen, Jia-Horng Kao

Buddhist Tzu Chi General Hospital Taipei Branch, New Taipei City,
Taiwan

Background: Loss of Hepatitis B surface antigen (HBsAg) usually

indicates that hepatitis B virus (HBV) infection has been cured.

However, little is known about factors predicting HBsAg loss in

patients who spontaneously clear hepatitis B e antigen (HBeAg).

Methods: We studied 390 Taiwanese HBeAg-positive chronic hepa-

titis patients who had spontaneously cleared HBeAg (seroconversion)

during follow-up. Serum levels of HBV DNA and HBsAg were

determined 1 year after HBeAg seroconversion and their relationships

with subsequent HBsAg loss were investigated.

Results: In a mean follow-up of 7.4 years, the average annual rate of

HBsAg loss was 0.62%. Serum levels of HBsAg and HBV DNA were

inversely associated with HBsAg loss. Compared with patients with
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HBsAg levels 1000 IU/mL, the HBsAg loss rate was higher for those

with HBsAg levels of 100–999 and \100 IU/mL, with hazard ratios

of 4.4 (95% confidence interval, 1.1–17.0) and 24.3 (8.7–67.5),

respectively. Among those who underwent HBsAg loss within 6 years

of follow-up, serum HBsAg levels were a better predictor than HBV

DNA levels, by receiver operating characteristic (ROC) curve anal-

ysis (AUROC: 0.90 vs. 0.69, P = 0.012)Xthe HBsAg level\100 IU/

mL predicted HBsAg loss within 6 years with a diagnostic accuracy

of 91.5%, sensitivity of 83.3%, specificity of 92.1%, positive pre-

dictive value of 45.5%, and negative predictive value of 98.6% in

patients with HBV DNA levels \200 IU/mL.

Conclusions: Low serum levels of HBsAg, alone or in combination

with HBV-DNA levels, at 1 year after HBeAg seroconversion

can predict HBsAg loss in patients with HBV genotype B or C

infection.

PP08-038
Trends in the seroprevalence of hepatitis B surface antigen in the

South Korean population

Seung Ha Park, Nae Yun Heo

Inje University Haeundae Paik-Hospital

Background: Trends in hepatitis B virus (HBV) infection are

important in evaluating the effectiveness of the recommended routine

vaccination of infants and adolescents. We compared the prevalence

of HBV infection among the participants in the Korea National Health

and Nutrition Examination Survey (KNHANES) in 1998 to that of the

participants in the 2009 survey.

Methods: The prevalence of HBV infection was determined in a

representative sample of the Korean population for 1998 and 2009.

KNHANES participants.

Results: The overall age-adjusted HBsAg seroprevalence was 3.2%

(95% confidence interval [CI] 2.9–3.6%) in 2009 and 4.6% (95% CI

4.2–5.0%) in 1998, which represented a relative decrease of 30.4%

between the 2 survey populations (P \ 0.05). Decreases in HBsAg

seroprevalence were especially concentrated in persons aged

10–19 years, which indicated a relative decrease of 86.4%. The

prevalence of HBsAg decreased among persons 10–19 years of age

(from 2.2 to 0.3%), 20–29 years of age (from 5.4 to 2.5%), 30–39

years of age (from 6.1 to 4.3%), 40–49 years of age (from 5.1 to

4.7%) and 50–59 years of age (from 5.3 to 3.7%). HBsAg sero-

prevalence did not decrease among persons.

Conclusions: These data show a decline in HBsAg seroprevalence,

primarily due to the dramatic decrease in adolescents and younger

adults. The trajectory of decreasing HBV infection suggests the

effectiveness of domestic vaccination in Korea.

PP08-039
Risk of cirrhosis in chronic hepatitis B patients with newly diagnosis

of diabetes: A nationwide cohort study

Yi-Wen Huang1, Ting-Chuan Wang2, Han-Yu Chang3, Jia-Min Wu4,

Ding-Shinn Chen5, Sien-Sing Yang6, Jui-Ting Hu7, Jia-Horng Kao8

1 Liver Center, Cathay General Hospital Medical Center, Taipei,
Taiwan; 2 Cathay General Hospital Medical Center; 3 Cathay
General Hospital Medical Center; 4 Cathay General Hospital
Medical Center; 5 National Taiwan University College of Medicine
and Hospital; 6 Cathay General Hospital Medical Center; 7 Cathay
General Hospital Medical Center; 8 National Taiwan University
College of Medicine and Hospital

Background: The risk of cirrhosis in chronic hepatitis B (CHB)

patients who develop diabetes mellitus (DM) is unknown.

Methods: National Health Insurance Database (NHID) in Taiwan

comprises of health care data from more than 99% of the whole 23.74

million populations. Among 1 million enrollees who were randomly

sampled from the NHID, a total of 20,753 adult CHB patients were

identified between 1996 and 2009. DM was defined as newly

diagnosed in those with diagnosis in year of 1998 and 1999 but not in

year of 1996 and 1997.

Results: Subsequent occurrence of cirrhosis was compared between

593 patients who developed DM and 20,160 patients without DM

from 2000 to 2009. Cirrhosis was detected in 2.9% CHB patients who

developed DM during the 10-year follow-up. In comparison with non-

DM CHB cohort, the incidence of cirrhosis were higher in DM CHB

cohort (RR=2.65, 95% CI=2.30-3.07, log rank test, p\0.001). After

adjustment for other risk factors (age, gender, alcoholism and related

liver disease, alcoholic cirrhosis, biliary cirrhosis, chronic hepatitis C)

by Cox proportional hazards model, DM was still an independent

predictor (HR=1.54, 95% CI=1.30-1.82, p\0.001) for cirrhosis in

CHB patients.

Conclusions: CHB patients with newly diagnosis of DM are at

increased risk of cirrhosis.

PP08-040
HBV genotypes in hyperendemic areas for HBV genotype B infection

in Japan

Rika Ishii

Yamagata University

Background: The aim of this study is to elucidate genotypes of HBV

carriers in the hyperendemic area in northern part of Japan and to

examine the changes over time in genotypes responsible for acute

hepatitis B.

Methods: The subjects were 34 patients with acute hepatitis B and

430 HBsAg-positive HBV carriers who were examined at our hospital

between 1990 and 2009. The subjects were divided into two time-

period groups: a group seen between 1990 and 1999 and a group seen

between 2000 and 2009.

Results: Among the HBsAg-positive carriers, 45% had genotype B and

35% had genotype C in both time-period groups, indicating no changes in

genotypes over time. Among the acute hepatitis B patients, 17subjects had

the following genotypes in the 1990–1999 group: genotype A in 2 subjects

(11.8%), genotype B in 10 subjects (58.8%), and genotype C in 3 subjects

(17.6%). Seventeen subjects had the following genotypes in the

2000–2009 group: genotype A in 5 subjects (29.4%), genotype B in 1

subject (5.9%), and genotype C in 10 subjects (58.8%). When Kaplan-

Meier analysis was used to compare the HBsAg clearance phase between

genotype A patients and non-A genotype patients, the phase was signifi-

cantly longer in the genotype A patients (49 vs. 8 weeks; p \0.05). The

HBV DNA negative phase was also significantly longer in the genotype A

patients (45 vs. 4.9 weeks; p \0.05).

Conclusions: There was no large change between the present and the

past percentages of subjects with HBV genotype B infection, and

there was an increase in acute hepatitis B infection by genotype A.

Patients with acute HBV genotype A infection took a longer time for

HBsAg clearance and for achievement of HBV DNA negative status.

PP08-041
HBV vaccination status in dyspeptic patients of Pakistan. Needs heroic

campaign

Sadik Memon

Isra University Hospital

Background: Pakistan is in intermediate epidemic for HBV infec-

tion. Vaccination against HBV introduced 30 years ago but still

Pakistan has not been 100% vaccinated. Each Pakistani has 55–60%

life time risk for acquiring HBV infection. The aims of this study

were to document the frequency HBV vaccination status and risk

factors of acquiring HBV infection in dyspeptic patients who fre-

quently visited at family physicians and gastroenterologists.

Methods: A prospective study was carried out in the department of

Gastroenterology, Isra University Hospital, Hyderabad Pakistan, from

June 2010 to March 2011. After taking informed consent all dyspeptic
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patients were answered to structured questionnaire. The variables

were age, sex, substance abuse, vaccination status and risk factors

acquiring HBV infection.

Results: Total 1393 dyspeptic participants were included. There were

791 (56.8%) male. Mean age of participants was 42.0 years. Out of

1,393 only 289 (20.7%) participants were vaccinated against Hepatitis

B infection. Hepatitis B vaccinated dyspeptic patients were signifi-

cantly younger (mean age of vaccinated 40 years and unvaccinated

43 years P value \ 0.00), more educated (more than 10 years of

education and vaccinated was 27.3% and less than 10 years of edu-

cation and vaccinated was 17.2 years P value \ 0.001), less

frequently indulge in substance abuse (substance abuse and vacci-

nated 15.3% and non-substance abuse but vaccinated was 22%

P value 0.018), less frequent history of jaundice (history of jaundice

and vaccinated was 16.6%, no history of jaundice but vaccinated was

22.2% P value 0.02), less number of risk factors for acquiring HBV

infections (no risk factors and vaccinated was 25% and one or more

than one risk factors and vaccinated was 19% P value 0.014). There

were no differences with respect to sex distribution, rural or urban

residence, marital status, ethnicity, nature of work (desk or field

work), smoking habit, diabetes mellitus, IHD, HTN history of blood

transfusion, surgery, past hospitalization, history of tattooing or dental

procedures.

Conclusions: There were only 21% of dyspeptic population of

Pakistan is vaccinated against CHB infection. Old age, education less

than 10 years, history of substance abuse and one or more risk factors

to acquire HBV infection were associated with less frequent vacci-

nation against CHB infection. We need to implement multiple

strategies to educate health care providers, family physicians and

Gastroenterologist of Pakistan to encourage HBV vaccination at their

dyspeptic clinics.

PP08-042
Patterns of hepatitis B e-Antigen (HBeAg) status and hepatitis B virus

(HBV) DNA among chronic hepatitis B patients in up-country regions

of Thailand

Saoraya Lueangarun, Kunsuda Cheirsilpa, Thanyawee Nanthajarenporn,

Wariya Intalapaporn, Kamonwan Soonklang, Chirayu Auewarakul

Chulaborn Hospital

Background: Chronic hepatitis B (CHB) infection is one of the major

public health burdens. Presence of Hepatitis B e-Antigen (HBeAg)

and high Hepatitis B Virus (HBV) DNA level are strong predictors of

cirrhosis with the highest prevalence in Northern and Northeastern

regions of Thailand. We aim to compare the prevalences of HBeAg

status, high viral load (HBV DNA [ 2,000 IU/ml) and mean HBV

DNA level in 5 rural regions of Thailand.

Methods: A cross sectional study was conducted in CHB patients.

Results: 1,274 CHB patients were included with 48.9% male and

mean age (SD) 40.6 (10.8) years. The overall high prevalences of

HbeAg sero-positive, high VL, and transminitis (ALT [1.59), AFP

[7 ng/ml and cirrhosis in those 5 rural regions were 17.58, 48.19,

11.85, 6.99 and 8.01%, respectively. Significant differences by the

regions were found in the prevalence of HBeAg sero-positive

(p = 0.036), high VL (p \ 0.001) and transminitis (p = 0.025). The

highest rate of positive HBeAg (25.0%), VL (73.1%) and mean HBV

DNA level (4.68 logs) was mostly found in the Northern, whilst the

second highest prevalence of high VL (52.60%) in the Northeastern.

Interestingly, there were no significant divergences in the prevalence

of high AFP level ([7 ng/ml) and ultrasonographic finding of

cirrhosis.

Conclusions: The prevalence of positive HBeAg, high VL and mean

HBV DNA were highest in the Northern and Northeastern regions,

which correlated to more HCC incidence. The public health policies

should be emphasized for appropriate management in CHB patients to

prevent further consequences.

PP08-043
The change of insulin resistance in chronic hepatitis B patients with normal

insulin sensitivity: a 5-year prospective follow-up study

Sung Geun Park, Ju Young Jung, Yong Kyun Cho, Hong Ju Kim, Byung

Ik Kim

Kangbuk Samsung Hospital

Background: Even if various studies for association between chronic

hepatitis B (CHB) and insulin resistance (IR) have been published,

definite clinical effects of CHB on development of insulin resistance

are poorly understood, and still on debate. We prospectively inves-

tigated the change of metabolic parameters including insulin

sensitivity in patients with CHB during 5 years, and compared it with

those of free CHB.

Methods: Subjects consisted of 596 CHB patients (CHB group) with

normal insulin sensitivity and 1604 normal individuals (Control

group) matched by age, sex, and life styles. We followed up their

variation of metabolic parameters, insulin sensitivity, and incidence

rate of insulin resistance (IR) during 5 years. During follow up,

Patients diagnosed as HCC, LC, or aggravated state to take medica-

tion were excluded. After follow up, we investigated and compared

their change of metabolic parameters including incidence rate of

insulin resistance.

Results: Fasting glucose, fasting insulin and HOMA-IR increased in

CHB group after 5 years. IR developed in 98 out of 596 CHB patients

and 81 out of 1,604 normal individuals (16.5 and 5.3%, P \ 0.001).

CHB per se was independent risk factor of insulin resistance

including diabetes mellitus (Odds ratio 2.312, P \ 0.001). Initial

fasting glucose 90–100 mg/dL, fasting insulin.

Conclusions: CHB is independent risk factor of IR in passage of

time. Even if CHB patients are in normal insulin sensitivity on initial

work up, careful and periodic surveillance for IR may be necessary.

PP08-044
Toll-Like Receptor and Hepatitis B Virus Clearance in Chronic Infected

Patients: A Long-Term Prospective Cohort Study in Taiwan

Jia-Feng Wu, Chien-Hung Chen, Yen-Hsuan Ni, Huey-Ling Chen, Hong-

Yuan Hsu, Mei-Hwei Chang

National Taiwan University Hospital

Background: To elucidate the impacts of Toll-like receptor (TLR) on

spontaneous hepatitis B e antigen (HBeAg) and hepatitis B s antigen

(HBsAg) seroconversion in chronic infected patients.

Methods: Human TLR2, TLR4, TLR5, and TLR9 genes polymor-

phisms assessed in 278 HBeAg-positive chronic HBV patients.

Additionally, peripheral blood mononuclear cells (PBMC) from 113

patients (40.6%) for HBV core antigen (HBcAg) in vitro stimulation

to assess the production of interferon-c.

Results: Of the study subjects, 204 (73.4%) developed spontaneous

HBeAg seroconversion, 21 (7.6%) developed spontaneous HBsAg

clearance, and 10 (3.6%) had spontaneous HBsAg seroconversion

during the 19.1±9.9 years of follow-up. T allele at TLR5 rs5744174

(p.Phe616Leu) and C allele at TLR9 rs5743836 promoter predicted

earlier HBeAg seroconversion (hazard ratios [HR]=2.45 and 3.65;

P=0.04, and 0.006, respectively). The T allele carriers at TLR5

rs5744174 predicted higher interferon-c secretion by PBMC to

HBcAg stimulation (P=0.0002). The G allele carriers at TLR4

rs4986790 (p.Asp299Gly) predicted spontaneous HBsAg seroclea-

rance (HR=18.73).

Conclusions: TLR5 rs5744174 (p.Phe616Leu) and TLR9 rs5743836

promoter area polymorphism associated with earlier spontaneous
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HBeAg seroconversion. TLR4 rs4986790 (p.Asp299Gly) associated

with HBsAg seroclearance/seroconversion in chronic HBV patients.

TLR5 rs5744174 (p.Phe616Leu) associated with higher interferon-c
production in chronic HBV infected patients.

PP09-001
The correlation between anti-viral resistant related mutations and

hepatitis B virus genotypes

Sun Lina

Ruijin Hospital, Shanghai Jiaotong University School of Medicine,
Shanghai, China

Background: To investigate hepatitis B virus genotypes and mutation

types among 3255 Chinese chronic hepatitis B patients treated with

nucleos(t)ide analogues and whose serum HBV DNA remaining

detectable or experiencing breakthrough.

Methods: Serum HBV DNA was extracted and the reverse trans-

criptase region was amplified by nested polymerase chain reaction

(PCR) assay. The PCR products were analyzed by direct sequencing.

Results: Drug-resistant mutations were detected in 2055 of the 3255

patients (63.1%), including 1551 in 2378 genotype C (65.2%), 494 in

858 genotype B (57.6%), 10 in 19 genotype D (52.6%). M204I

mutations were detected more frequently in genotype B than genotype

C (46.3 vs. 28.8%, p \ 0.0001). M204I/V+L180M had higher fre-

quency in genotype C than genotype B (34.1 vs. 23.7%, p = 0.0003).

N236T mutation appeared more frequently in genotype B compared

with genotype C (8.3 vs. 2.1%, p \ 0.0001), on contrast of A181V

(2.9 vs. 9.5%, p \ 0.0001). A181 as a shared pathway was also

detected in LAM monotherapy patients.

Conclusions: These results implicate that HBV anti-viral related

mutation patterns have some relationship with HBV genotypes, which

may have a potential impact on the viral characteristics and clinical

outcomes. Of which, the mechanism needs to be further investigated.

PP09-002
Consolidation therapy for HBeAg-positive Asian chronic hepatitis B

patients receiving lamivudine treatment: a multicenter study

Chia-Yen Dai, Grace Lai Hung Wong, Tai-Chung Tseng, Jee-Fu Huang,

Vincent Wai Sun Wong, Chun-Jen Liu, Ming-Lung Yu, Henry Lik Yuen

Chan, Jia-Horng Kao, Wan-Long Chuang

School of Medicine, Kaohsiung Medical University Hospital,
Kaohsiung Medical University

Background: For HBeAg-positive patients, an indication for when to

stop nucleos(t)ide analogs (NAs) therapy was proposed based on

HBeAg seroconversion with/without undetectable HBV DNA. After

achieving these end-points, continuing therapy (consolidation) for 6

to 12 months before cessation of NAs was recommended. The aims of

the study were to investigate whether a longer period of consolidation

therapy for Asian HBeAg-positive CHB patients who respond to

lamivudine treatment leads to better outcomes and the clinical factors

associated with response.

Methods: Combined response (HBeAg seroconversion and unde-

tectable serum HBV DNA by PCR assay) 6 months (end of follow up;

EOF) after cessation of therapy was assessed in 101 HBeAg-positive

CHB patients who have continued long term lamivudine treatment

and achieved combined response at end of treatment (EOT).

Results: With 40.6% (41/101) combined response rate at EOF, a

lower pretreatment HBV DNA level, a longer duration of consoli-

dation therapy, pretreatment HBsAg titer\1,500 IU/mL and a higher

proportion of consolidation duration more than 18 months, by uni-

variate analyses, were significantly associated with combined

response at EOFs. Consolidation therapy more than 15–18 months

achieved a significantly higher rate of combined response at EOF in

patients achieving combined response within six months. In patients

achieving combined response after 6 months, consolidation therapy

more than 18–21 months was associated with a significantly higher

rate of combined response at EOF.

Conclusions: Consolidation therapy more than 18 months signifi-

cantly improved the outcome of therapy, particularly for patients who

achieved combined response after 6 months.

PP09-003
Consolidation duration influences the relapse rate post Entecavir treat-

ment in HBeAg negative non-cirrhotic patients with chronic hepatitis B

Rachel Wen-Juei Jeng, I-Shyan Sheen, Ron-Nan Chien, Yi-Chen Cheng,

Chao- Wei Hsu, Chia-Ming Chu, Yun-Fan Liaw

Chang-Gung Memorial Hospital, Linko branch, Taiwan

Background: The duration of consolidation therapy is critical for

sustained response in HBeAg positive chronic hepatitis B after

stopping nucleos(t)ide analog. This study is to investigate the impact

of consolidation duration on the off therapy response in HBeAg

negative non-cirrhotic chronic hepatitis B patients.

Methods: 58 HBeAg negative non-cirrhotic chronic hepatitis B patients

ceased ETV therapy after demonstration of undetectable HBV DNA for

3 occasions at least 6 months apart. All the patients were followed up for

at least 6 months post therapy. Serum HBV- DNA was examed by

Cobas Taqman HBV Monitor [Roche Diagnostics; lower limit of

detection: 69 copies/mL]. The definition of non-cirrhotic was based on

liver biopsy or clinical features including ultrasonography, absence of

thrombocytopenia and portal hypertension (e.g. EV). Off therapy

relapse, defined as ALT [2X ULN + HBV DNA [2000 IU/mL, was

correlated with factors as age, gender, baseline ALT, HBV- DNA,

HBsAg levels, HBV genotype, precore/BCP mutation, ALT normali-

zation, and consolidation duration by logistic regression analyses.

Results: The predictive factors of relapse are baseline HBV DNA

level[106 copies/mL (p=0.045), baseline HBsAg level[200 IU/mL

(p=0.041), and consolidation duration (p=0.002). By ROC, a con-

solidation duration 63.5 weeks has the maximum AUC as 0.72. The

average relapse time post ETV therapy was 260.3days. Those whose

consolidation duration \ 64 weeks had 66.6% relapse rate while

those364 weeks had a relapse rate of 25%.

Conclusions: Consolidation therapy duration .64 weeks was associ-

ated with a much lower relapse rate (\30%).

PP09-004
HBV prophylaxis in patients undergoing chemotherapy for hematology

and solid organ malignancy

Ming-yao Chen1, Jia-Horng Kao2, Chun-Jen Liu3

Background: Chemotherapy is one of the important factors for HBV

reactivation, which can cause acute hepatitis, hepatic failure and even

death. Preventive nucleot(s)ide agents (NAs) could reduce HBV flares

during chemotherapy. It is still uncertain whether there is any dif-

ference of prophylactic NAs between different caners.

Methods: To observe the efficacy of prophylactic NAs in chronic

hepatitis B carrier in solid and hematologic malignancy.

Results: We collected 50 cancer patients (age range = 30–82 y/o;

M/F = 3:2) who were HBsAg(+) (HBeAg pos:neg = 3:47) from

March 2009 to July 2011. There were 8 hematologic and 42 solid

organ malignancies. Thirty-eight patients(76%) had pre-treatment

HBV DNA, including undetectable HBV DNA (21%), \2 9 103

(26%) and[2 9 103 IU/mL (53%). Eight (16%) died during the 1-12

months observation. Comparing with survival and mortality groups,

there was no difference in baseline DNA level and there were sta-

tistical significance in hemoglobin and AST level. In mortality

groups, there were significances in WBC count, renal functions and

bilirubin between baseline and mortality time. In Liver-related
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mortality (5 HCCs and 2 lung ca with liver metastases), there was no

flare of HBV DNA level at the time of death. Besides, there was no

difference in mortality rate between telbivudine and entecavir groups.

Conclusions: NAs Prophylaxis effectively prevents HBV reactivation

both in hematologic and solid organ malignance undergoing

chemotherapy.

PP09-005
The role of HBsAg levels in the prediction of relapse after stopping

entecavir in HBeAg negative patients with chronic hepatitis B

Rachel Wen-Juei Jeng, Yi-Chen Cheng, I-Shyan Sheen, Ron-Nan Chien,

Chao- Wei Hsu, Chia-Ming Chu, Yun-Fan Liaw

Chang-Gung Memorial Hospital, Linko branch, Taiwan

Background: HBsAg levels of 1,000, 200 and 100 IU/mL are asso-

ciated with inactive HBV infection or HBsAg seroclearance. Whether

these levels are predictive of relapse off therapy remains unclear.

Methods: 97 patients with HBeAg negative chronic hepatitis B had

been treated with ETV and stopped therapy after undetectable HBV

DNA on 3 occasions at least 6 months apart. All the patients were

followed up for at least 6 months. Serum HBV-DNA was measured

using Cobas Taqman HBV Monitor [Roche Diagnostics, lower limit

of detection: 69 copies/mL]. HBsAg level was determined using

Roche’s Elecsys HBsAg II quant assay (Roche Diagnostics). Both

baseline and end of treatment HBsAg levels as well as log10 reduc-

tion in HBsAg during therapy were correlated with the off therapy

relapse, defined as HBV DNA [2,000 IU/mL + ALT [29 ULN.

Results: Of the 97 patients, 46 (47.4%) had hepatitis relapse after stop-

ping ETV therapy. Independent predictors of relapse are HBsAg levels of

200 IU/mL, baseline HBV DNA[2 9 105 IU/mL and ALT\29 ULN

at month 3 of ETV. Of the 15 patients with baseline HBsAg\200 IU/mL,

3 (20%) relapsed, while 43 (52.4%) of the 82 patients with baseline HBsAg

[200 IU/mL relapsed (P = 0.021). In the prediction of off ETV therapy

relapse by pre-treatment HBsAg level[200 IU/mL, the sensitivity was

93.5%, specificity was 23.53%, PPV was 52.4% and NPV was 80%.

Conclusions: Pre-treatment HBsAg level of 200 IU/mL could be

applied as an additional predictive tool for relapse post ETV therapy

in chronic hepatitis B HBeAg negative patient.

PP09-006
Entecavir therapy for treatment-naı̈ve chronic hepatitis B Taiwanese

patients with positive HBeAg

Chia-Yen Dai, Ming-Lun Yeh, Chun-Yi Huang, Nai-Jen Hou, Jee-Fu

Huang, Zu-Yau Lin, Ming-Yu Hsieh, Liang-Yen Wang, Ming-Lung Yu,

Wan-Long Chuang

School of Medicine, Kaohsiung Medical University Hospital,
Kaohsiung Medical University

Background: Nucles(t)ide analogues were effective treatment for

chronic hepatitis B (CHB) patient. Entecavir (ETV) is a potent

inhibitor for hepatitis B virus (HBV) replication. The aim of the

present study was to evaluate the effectiveness in Taiwanese patients

with hepatitis B e antigen (HBeAg) positive (CHB).

Methods: Total 129 patients in Kaohsiung Medical University treated

with ETV 0.5 mg/day were enrolled (90 male; mean age: 43.9 12.0

years). All t patients were treatment-na.

Results: The mean alanine aminotransferase level was 438.5 630.5

IU/L and HBV DNA level was 7.21 3´_w €€1.14 log IU/mL. The rates

of VR at month 3, month 6, year 1, year 2 and year 3 were 29.5% (38/

129), 62.7% (69/110), 81.4% (65/80), 91.5% (43/47) and 93.8% (15/

16), respectively. The lower HBV DNA level was significantly

associated with VR at month 3, month 6 and year 1. HBV DNA level

less than 6 log IU/mL and less than 7 log IU/mL were associated with

significantly higher rate of VR at Month 3 and Month 6, respectively.

Conclusions: In treatment na.

PP09-007
A New Experience of Antiviral Therapy for Chronic Hepatitis B in Renal

Transplant Recipients

Tsung-Hui Hu, Ming-Chao Tsai, Yu-Shu Chien, Yen-Ta Chen, Te-Chuan

Chen, King-Wah Chiu, Kuo-Chin Chang, Po-Lin Tseng

Kaohsiung Chang Gung Memorial Hospital

Background: Entecavir (ETV) is a potent inhibitor of viral replica-

tion in chronic hepatitis B (CHB). There is no published data

concerning ETV therapy in nucleoside analogue (NUC).

Methods: We prospectively treated 27 HBsAg-positive RTRs with

ETV since 2007. Serial HBV DNA was assessed at baseline, week 12,

24, 52, and 104 after treatment. Cohort of 19 patients received 2-yr

lamivudine (LAM) therapy during 2004-2007 was used as a historical

control.

Results: Of the 27 RTRs, 18 (67%) were NUC-na.

Conclusions: ETV is effective in treating CHB in RTRs. ETV is safe

in concerns of renal graft function, lactic acidosis, myopathy, and

virologic resistance.

PP09-008
Five years of treatment with tenofovir disoproxil fumarate (TDF)

for chronic hepatitis B (CHB) infection in lamivudine-experienced patients

is associated with sustained viral suppression and histological improve-

ment

Naoky Tsai1, Edward Gane2, Frank Weilert3, Maria Buti4, Ira Jacobson5,

Mary Kay Washington6, Nebiyou Bekele7, Kathryn Kitrinos8, John

Flaherty9, Patrick Marcellin10

1University of Hawaii at Manoa; 2Auckland City Hospital, Auckland;
3Waikato Hospital, Hamilton; 4Hospital General Universitari Vall
d’Hebron and Ciberehd, Barcelona; 5Weill-Cornell Medical College,
New York, NY; 6Vanderbilt University, Nashville, TN; 7Gilead
Sciences, Foster City, CA; 8Gilead Sciences, Foster City, CA; 9Gilead
Sciences, Foster City, CA; 10Hopital Beaujon, Clichy

Background: TDF has demonstrated efficacy and safety in treatment-na.

Methods: After 48 weeks of double-blind comparison of TDF versus

adefovir dipivoxil, eligible patients continued open-label TDF and

were assessed every 3 months for safety, virology, and serology.

Repeat liver biopsy was performed at Year 5 and reviewed by an

independent pathologist.

Results: Overall, 75/641 (12%) randomized and treated patients were

LAM-experienced [66/375 (18%) HBeAg- and 9/266 (3%)

HBeAg+], with 64/496 (13%) entering Year 5 of treatment being

LAM-experienced. At Year 5, HBV DNA \400 copies/mL was

maintained in 85 and 74% (ITT, missing = failure) and 98 and 98%

(on treatment, missing = excluded) LAM-experienced and LAM-na.

Conclusions: At Year 5, in a subset of LAM-experienced patients,

viral suppression was well maintained and histological improvement

was observed in the majority of TDF- treated patients.

PP09-009
Quantitative analysis of HBV PC/BCP mutations can predict HBeAg loss

in chronic hepatitis B patients with interferon therapy

Hung-Chih Yang1, Yueh-Chi Shen2, Taichung Tseng3, Chun-Jen Liu4, Pei-

Jer Chen5, Jia-Horng Kao6, Ding-Shinn Chen7

1National Taiwan University College of Medicine; 2National Taiwan
University College of Medicine; 3Buddhist Tzu Chi General Hospital;
4National Taiwan University Hospital; 5National Taiwan University
Hospital; 6National Taiwan University Hospital; 7National Taiwan
University Hospital

Background: The HBV PC (A1896) and BCP (T1762/A1764)

mutations emerge in chronic hepatitis B (CHB) patients. Their roles

in HBeAg loss remains largely unclear, primarily because a
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quantitative assay for accurately measuring the HBV mutant fre-

quency is lacking. Therefore, this study aimed to develop a novel

assay to quantify the frequencies of PC and BCP mutants and to

correlate their dynamic changes with the outcomes of interferon

treatment in HBeAg-positive CHB patients.

Methods: To measure the HBV mutant frequency, the regions of PC

and BCP were amplified by PCR using biotin-labeled primers and the

resultant amplicons were then subjected to pyrosequencing. Frozen

sera of 42 HBeAg(+) CHB patients who received 24 weeks of con-

ventional interferon +/- ribavirin were analyzed. The multiple

logistic regression model was adopted for statistical analysis.

Results: Using samples with known HBV mutant frequencies, we

proved that this novel PCR- based pyrosequencing assay accurately

quantified the HBV mutant frequency (dynamic range 10–90%; R2

0.99). Using this assay, we determined the PC and BCP mutant fre-

quencies at different time points of interferon treatment, including

weeks 0 (before treatment), 4, 12, 24 (end of treatment), and 56.

Using a multiple logistic regression model with variables of age,

gender, baseline ALT, HBV DNA, genotype and PC/BCP mutant

frequency, we found that the frequency of PC mutant (week 12), but

not that of BCP, was strongly associated with HBeAg loss

(P = 0.027).

Conclusions: Quantitative analysis of the PC mutant frequency dur-

ing treatment predicts the HBeAg loss in HBeAg-positive CHB

patients receiving interferon therapy.

PP09-010
Early Experience with Tenofovir for Chronic Hepatitis B in an Asian

Country: real-world data from Taiwan

Yao-Chun Hsu, Hsi-Hsun Lin, Lein-Ray Mo, Chi-Yang Chang, Daw-

Shyong Perng, Chih-Wen Lin, Jaw-Town Lin

Department of Internal Medicine, E-Da Hospital/I-Shou University,
Kaohsiung, Taiwan

Background: Tenofovir has been recommended in Western guide-

lines as the first-line antiviral therapy for chronic hepatitis B (CHB),

but clinical data from Asian countries remains strikingly sparse. We

set to report early experience with tenofovir for CHB patients in

Taiwan.

Methods: Tenofovir has been reimbursed for CHB since June 1, 2011

in Taiwan. Afterwards we prospectively collected data on consecutive

patients who were treated with tenofovir for CHB at E-Da hospital in

Kaohsiung, Taiwan. Generally patients were followed up every 1-3

months for physical and laboratory examinations. Viral DNA was

measured 3-6 months or as needed. Patients were monitored for side

effects with particular attention on renal function and virological

breakthrough.

Results: A total of 96 patients with CHB have received tenofovir in

our institution, among whom 33 were co-infected with viral hepatitis

C and/or human immunodeficiency. In those with CHB mono-

infection (n=63, male: female=45:18, age from 29 to 81 years),

treatment indications included hepatic decompensation with hyper-

bilirubinemia or coagulopathy (n=16), cirrhosis with ascites or

varices (n=14), HBeAg-positive hepatitis (n=9), HBeAg-negative

hepatitis (n=17), and prophylaxis for chemotherapy or organ trans-

plantation (n=7). Viral DNA before treatment was 1.75x108 ±

3.33x108 (mean ± standard deviation) IU/mL. No patients have

experienced virological breakthrough during therapy. We have not

observed any patient developing renal impairment or any case of

serious adverse event.

Conclusions: Tenofovir has been rapidly accepted and widely used in

clinical practice since its reimbursement in Taiwan. Our preliminary

data suggested its efficacy and safety in Asian countries.

PP09-011
Virological response in Taiwanese patients with negative HBeAg treated

with entecavir therapy in clinical practice

I Chen, Chia-Yen Dai, Ming-Yen Hsieh, Jee-Fu Huang, Zu-Yau Lin,

Shinn- Chern Chen, Liang-Yen Wang, Jung-Fa Tsai, Ming-Lung Yu,

Wan-Long Chuang

Kaohsiung Municipal Hsiao-Kang Hospital, Kaohsiung Medical
University, Kaohsiung, Taiwan

Background: Entecavir (ETV) has been shown to be effective and

safe in NUC-naive patients with chronic hepatitis B virus (HBV)

infection in registration studies. The study aimed to evaluate the

effectiveness in real-life clinical practice in Taiwanese patients with

hepatitis B e antigen (HBeAg)-negative chronic hepatitis B (CHB).

Methods: Total 281 (296 male; 75.5% and mean age: 54.0 ±

11.2 years; mean alanine aminotransferase level: 284.6–537.5 IU/L)

treatment-na.

Results: The rates of VR were 80.1% (225/281) and 96.4% (348/247)

at month 3, and month 6, respectively. The lower HBV DNA level was

significantly associated with VR at month 3. Five of the 9 patients were

positive for HBV DNA at month 6 and were treated for more than 12

month and the others were not. With 185 patients with VR at month 6

who were treated for more than 12 months, all 190 (100%) achieved

VR. Seventy and twenty-four patients completing the treatment for 48

and 36 months, respectively still remained VR at month 48 and 36.

Conclusions: The ETV therapy showed high virological response

rates in treatment-na.

PP09-012
Telbivudine (LDT) treatment in patients with acute-on-chronic hepatitis B

liver failure: 24 weeks results

Yida Yang1, Lanjuan Li2, Jianrong Huang3, Hongyu Jia4, Qing Xie5,

Zhi-liang Gao6, Yuming Wang7, Zhongping Duan8, Huifen Wang9,

Linshumei Lan10

1The 1st affiliated hospital, Zhejiang University; 2The 1st affiliated
hospital, Zhejiang University; 3The 1st affiliated hospital, Zhejiang
University; 4The 1st affiliated hospital, Zhejiang University;
5Shanghai Jiaotong University, School of Medicine; 63rd Affiliated
Hospital of Sun Yat-sen University; 7Third Military Medical
University; 8Capital Medical University; 9302 military hospital;
10Medical College of Xian Jiao Tong University

Background: Currently there is a lack of large cohort study to

demonstrate the effectiveness of telbivudine treatment for patients

with acute-on-chronic hepatitis B liver failure.

Methods: We consecutively enrolled 170 patients with acute-on-

chronic hepatitis B liver failure, among them a total of 92 patients

refused to sign an informed consent form to receive telbivudine

treatment were served as control. 78 patients received telbivudine

treatment. The cumulative survival rate during 24-week follow-up of

two groups was evaluated.

Results: Our results clearly indicate telbivudine treatment significant

increases cumulative survival rate in patients with acute-on-chronic

hepatitis B liver failure than that in placebo group at the end of

follow-up period of 24 weeks (51.3 vs. 31.5%, Ph.05). Meanwhile,

telbivudine significantly reduce HBV DNA level from week 4 than

that in placebo group. The number of patients in telbivudine group

with undetectable HBV DNA was 16 out of 46 (34.7%) at week 12

and 28 out 40 (70.0%) at week 24 respectivelyAwhereas none in

placebo group.High bilirubin levels decreased more rapidly in tel-

bivudine group than that of in placebo group from week 4. Bilirubin

levels were normalized in 21.7% (10/46) patients in telbivudine

treated group at week 12, whereas none of patient in placebo group.

Conclusions: In conclusion, our results clearly indicated that tel-

bivudine treatment significantly reduces HBV DNA levels, reduces
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bilirubin levels, improves the CTP and MELD scores and thereby

increase cumulative survival rate of patients with acute-on-chronic

hepatitis B liver failure.

PP09-013
Comparison of entecavir and adefovir in patients with chronic hepatitis B

with lamiwudine V resistance

Anna Kolakowska-Rzadzka1, Hanna Berak1, Andrzej Horban2, Janusz

Stanczak3, Tomasz Dyda3

1Hospital for Infectious Diseases; 2Medical University of Warsaw;
3Hospital for Infectious Diseases

Background: Lamivudine was only one available option in therapy

of chronic hepatitis B for many years. Not sufficient suppression leads

to mutations which can diminished efficacy of next analogues, spe-

cially to entecavir (ENT). In patients (pts) with multiply resistive

mutations ENT has limited therapeutic use. The aim of study was to

compare the efficacy of entekavir and adefovir (ADV) among pts with

one or more mutations.

Methods: We analyzed 206 patients(pts) with presence of HBV

polymerase gene mutations related to lamivudine resistance deter-

mined by INNO-LIPA HBVDRv2. Virological response was defined

as HBV DNA level below limit of detection (BLD), measured by

RTPCR COBAS TaqMan with detection limit of 12IU/ml. We found

of various mutations (M180, 204V, 204I, 80I, 80V, L235). Patients

were switched for entekavir 1 mg qd (Group 1, 89 pts) or for adefovir

10 mg qd (Group 2, 85 pts) randomly 1:1, with presence of one

mutation (group 1a, 2a), two mutations (group 1b, 2b), pts with

polyvalent mutations and/or possibility of ENT resistance were

switched for ADV (group 3 V 32 pts).

Results: Efficacy was evaluated after 48 weeks. In group 1,

HBVDNA below limit of detection was observed in overall 31/89

(34%) pts, 15/30 (50%) group 1a and 16/59 (27%) in group 1b,

p \ 0.001. In group 2, HBVDNA below limit of detection was in

35/85 (41%) pts. 9/27 (33%) in group 2a and 26/58 (44%) in group

2b, p \ 0.001. In group 3 16/32 (50%) pts was BLD respectively.

Conclusions: Switch of therapy based on analysis of gene mutation is

an option in lamiwudine-experienced patient for further treatment.

PP09-014
Epidemiological and clinical features in 1,066 patients with HBV-related

liver failure in southwest China

Chen Liu1, Yuming Wang2

1Infectious Diseases, Southwest Hospital Attached to The Third
Military Medical University; 2Institute for Infectious Diseases

Background: To examine the epidemiology and clinic characteristics

of HBV-related liver failure.

Methods: This study is conducted with a retrospective design to

examine 1 066 patients with HBV-related liver failure in the south-

west of China.

Results: Among the patients, male was clearly more than female.

Young and middle-aged people make up the bulk. Farmers and labors

stand the largest proportion at 63.09%. The proportion of Han

accounts for 98.12%, while that of minority ethnic groups only

accounts for 0.88%. 43.47% patients have family history. 56.66%

patients have a history of alcoholism. 42.59% patients have no

obvious inducement. Referring to clinical manifestation, the symp-

toms are mainly as follows: hypodynamia, anorexia, abdominal

distension. About the lab index, 46.23% patients have the appearance

of deviation of TBIL and ALT with evident damage of liver. The

result with univariate logistic regression analysis shows that patients

prognosis has correlation with ALT, AST, ALB, TB, PTA, AFP,

alcoholism, ascites, HRS, infection and the number of complications.

Conclusions: The inducement which causes the aggravation of

patients condition claims attention. Drinking alcohol influences both

the prognosis and the aggravation of patients condition. The prognosis

of HBV-related liver failure is related to ALT, AST, ALB, TB, PTA,

AFP, alcoholism, ascites, HRS, infection and the number of com-

plications. These factors can evaluate the outcome of disease and

PTA and the number of complications are independent factors for the

estimating of prognosis.

PP09-015
Efficacy analysis of peginterferon alfa-2a therapy in chronic hepatitis B

patients in a community hospital in Taiwan

Yu-Tsai Liu, Chi-Chieh Yang, Yu-Line Huang, Ping-Hung Chan,

Chich-Sheng Wu, Yi-Jen Fang, Yung-Hsiang Yeh, Chien-Hua Chen,

Shin-Rong Su, Tai- Tien Chung

Show Chwan Memorial Hospital

Background: An observational study for chronic hepatitis

B(CHB)patient in peginterferon alfa-2a treatment.

Methods: From October 2007 to October 2009, patients who meet the

criteria of persistent elevation of transaminase and viremia were

included and received subcutaneous injection of 180 lg PEGASYS

once a week for either 24 or 48 weeks. Virologic, serologic, and

biochemical parameters were analyzed for evaluation of therapeutic

efficacy.

Results: In 46 HBeAg(+) patients, M/F ratio was 39/7 with

34.9 weeks mean therapeutic duration. The baseline mean ALT was

260 IU/L, 54.3% patients had more than 5 times of ALT UNL. The

baseline mean HBV DNA level was 7.4 log10 IU/ml. In 27 HBeAg(-)

patients, M/F ratio was 25/2 with 45.3 weeks mean therapeutic

duration. The baseline mean ALT was 158 IU/L, 18.5% patients had

more than 5 times of ALT UNL. The baseline mean HBV DNA level

was 5.1 log10 IU/ml. The efficacy analysis of HBeAg(+)group in 24,

48, 72 weeks were 30.4, 45.5, 57.1% in ALT normalization ratio,

11.1, 36.8, 22.2% in HBV DNA\300 IU/ml. 19.6, 21.7% HBeAg

seroconversion rate in 24, 48 weeks respectively. The efficacy anal-

ysis of HBeAg(-)group in 24, 48, 72 weeks were 42.3, 37.5, 68.4%

in ALT normalization ratio, 68, 65.2, 33.3% in HBV DNA\300 IU/

ml.

Conclusions: In real clinical practice, peginterferon alfa-2a treatment

in CHB patients, is a safe therapy with suboptimal efficacy.

PP09-016
Impact Factors in Adefovir Inadequate-responders with or without Geno-

typic Resistance

Xia Zhou1, XueMei Kuang2, Ke Fan3, ChangJiang Zhang4, GuoHong

Deng5, HuiFen Wang6, YuMing Wang7

1 Institute for Infectious Diseases; 2 Institute for Infectious Diseases;
3 Institute for Infectious Diseases; 4 Institute for Infectious Diseases;
5 Institute for Infectious Diseases; 6 Liver Failure Treatment
and Research Center, 302 Military Hospital, Beijing; 7 Department
of Infectious Diseases, Southwest Hospital, Third Military Medical
University, Chongqing, China

Background: The purpose of this study was to explore the impact

factors in adefovir (ADV) inadequate-responders with or without

genotypic resistance.

Methods: The reverse-transcriptase (RT) gene region of hepatitis B

virus (HBV) was sequenced in 161 patients with ADV inadequate-

response and analyzed for HBV genotypes using a phylogenetic

approach. Seventy-six (47.2%) patients were found to carry the

rtA181V/T/S or rtN236T residue substitution, and most of them were

with viral rebound.

Results: In the patients with viral rebound and ADV genotypic

resistance, 19 (25.7%) showed rtA181V/T/S+rtN236T substitutions,

and it was found in the others that HBV genotypes and cirrhosis

influenced the selection of ADV-resistant positions by univariate

analysis and multiple logistic regression analysis. The rtN236T was

more frequent in patients with genotype B, and the rtA181V/T/S

was more common in patients with genotype C (2=11.543,
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P=0.001). Multiple logistic regression analysis showed that the

rtN236T and time of resistant strains occurrence during ADV-

treatment were statistically significant for influencing rtA181 vari-

ation types (P=0.007 and P=0.024, respectively), and the

occurrence of rtA181T was found to be significantly earlier than

rtA181V.

Conclusions: In conclusion, genotypic resistance was not detected in

the majority of ADV primary nonresponders when compared to the

patients with viral rebound. The different HBV genotypes influence

the selection of ADV-resistant mutation positions. The rtA181T

occurs more frequently in patients with the rtN236T and it occurs

earlier when compared to the rtA181V. All these findings suggest that

adequate indication and early interference in ADV-treated patients are

of importance in clinical practice.

PP09-017
The efficacy of Adefovir Add-On Therapy Compared With Switching

to Entecavir 1 mg Monotherapy in Patients With Lamivudine-Resistant

Chronic Hepatitis B

Jong Ho Chung

Soon Chun Hyang University School of Medicine

Background: Lamivudine has been widely used for the treatment of

chronic hepatitis B. Its major disadvantage is the increasing drug

resistance mutation during long term treatment. So, we evaluated the

virologic and biochemical response of adefovir add-on therapy

compared with entecavir monotherapy in patients with lamivudine-

resistant chronic hepatitis B.

Methods: In total 141 patients, 105 received lamivudine and adefovir

combination therapy (LA group) and 36 patients received entecavir

monotherapy (E group). We assessed the mean reduction of serum

HBV DNA level, achievement of undetectable serum HBV DNA,

normalization of serum alanine aminotransferase(ALT), HBeAg

seroconversion rate, drug resistance after the rescue therapy 24, 48,

96, 144 weeks.

Results: Mean baseline HBV DNA levels and ALT levels in group

LA (5.61±1.52 log10copies/mL, 132.11±147.04 IU/L) and in group E

(5.38±1.17 log10copies/mL, 184.96±319.27 IU/L) were not signifi-

cant (p=0.348, p=0.340). After rescue therapy, we observed the

significant reductions of serum HBV DNA level in adefovir group at

96 weeks, 144 weeks compared with entecavir monotherapy (-3.07

vs. -2.06 at 96 weeks; p =0.049, -3.89 vs -2.34 log10copies/mL at 144

weeks; p=0.030). Rate of achievement of undetectable serum HBV

DNA, and serum ALT, HBeAg seroconversion rate were not different

statistically in the both groups. During the treatment, 1 patient had

adefovir resistance (ex, rtA181V) in LA group, 4 patients had ente-

cavir resistance (ex, rtS202G, rtL180M, rtM204V, rtT184S, rtS202G)

in E group. (p=0.015).

Conclusions: In patients with lamivudine resistance, adefovir add-on

therapy have a better effect than entecavir monotherapy on serum

HBV DNA reduction and lower incidence of resistance during long

term therapy (C3 years).

PP09-018
The restoration of platelet count does not correlate with serum thrombo-

poietin (TPO) levels in nucleos(t)ide-treated chronic hepatitis B (CHB)

patients

Hyun Jung Lee, Jong Eun Yeon, Sun Jae Lee, Eileen L. Yoon, Sang Jun

Suh, Keunhee Kang, Seong Hee Kang, Ji Hoon Kim, Hyung Joon Yim,

Kwan Soo Byun

Korea University of Medical College Guro Hopital

Background: Thrombocytopenia is a common complication in

patients with chronic liver disease (CLD). Multiple factors can con-

tribute to the development of thrombocytopenia, including portal

hypertension and splenic platelet sequestration. Reductions in the

level or activity of thrombopoietin (TPO) may also play a role. The

aim of this study was to investigate platelet count and TPO levels

after antiviral treatment in chronic hepatitis B (CHB) patients.

Methods: We measured plasma TPO levels at pre- and post-treatment

in a group of 40 CHB patients using a standardized ELISA kit. Out of

these 40 patients, 21 (Group A) had marked restoration of platelet

count (more than 30% elevation) after antiviral treatment, and the

others (19 patients, Group B) didnt have.

Results: All patients had experienced at least more than 3 years of

antiviral treatment. The median pre-treatment serum TPO levels in

Group A and B were 20.9 and 23.0 pg/mL, respectively (p = 0.765).

After nucleos(t)ide treatment, serum TPO level increased similarly in

both group (35.0 pg/mL in Group A and 41.6 pg/mL in Group B,

p = 0.323) regardless of whether platelet count was elevated or not.

The baseline platelet count was related to spleen size (l = -0.370,

p = 0.031) and serum TPO level (l = 0.326, p = 0.040). But serum

TPO level did not show any correlation with spleen size.

Conclusions: Serum TPO level increased after antiviral treatment in CHB

patients. But, the restoration of platelet count was not explained only by the

elevation of serum TPO levels. Further studies about improvement of

thrombocytopenia after antiviral treatment are warranted.

PP09-019
Enhanced expression of potassium ion channel gene KCNJ15 is associated

with acute-on-chronic hepatitis B liver failure

Lin Zhu, Tao Chen, Daqin Xu, Li Song, Xiaoping Luo, Qin Ning

Tongji Hospital

Background: Increased KCNJ15 expression has been found in

patients with hepatitis B virus (HBV)-induced Acute-on-chronic liver

failure (HBV-ACLF) in previous gene microarray study. However,

the mechanism underlying the enhanced expression of KCNJ15 in

patients with HBV-ACLF remains unclear. In this study, we further

investigate the up-regulated KCNJ15 and its possible regulatory

mechanisms in HBV induced liver injury.

Methods: The expression of KCNJ15 was studied in patients with

HBV-ACLF on both mRNA and protein levels in peripheral blood

mononuclear cells (PBMC) and liver tissue, while the function of

KCNJ15 was further determined in Jurkat cells in vitro by transfec-

tion of a human KCNJ15 expression plasmid.

Results: KCNJ15 was over-expressed on PBMCs and hepatic infil-

trating lymphocytes from HBV-ACLF patients. KCNJ15 had an

abundant expression in peripheral and hepatic CD4+T cells in patients

with HBV-ACLF. In the supernatant of KCNJ15 over- expressed

Jurkat cells, increased secretion of IL-17A was observed.

Conclusions: The novel KCNJ15 gene was highly expressed in liver

and PBMCs of HBV-ACLF patients. KCNJ15 might contribute to

liver injury through IL-17A production in virus induced liver failure.

Further more, our data provide a potential susceptible gene for

patients with HBV induced liver failure.

A substantial number of patients may experience histological

improvement after antiviral treatment with newer nucleoside ana-

logue. Reduced concentrations of hepatitis B virological markers and

proinflammatory cytokines may also be expected after one-year

treatment.

PP09-020
Long Term Outcomes of Chronic Hepatitis B Treatment with Entecavir

in Routine Clinical Practice

Poh Seng Tan, Myat Oo Aung, Yock Young Dan, Yin Mei Lee, How Cheng

Low, Maung Aye Thwin, Kieron Lim, Seng Gee Lim

National University Hospital

Background: Clinical trials of entecavir in chronic hepatitis B (CHB)

show good viral suppression and low resistance rate but data of ent-

ecavir therapy in routine practice are limited.

Methods: CHB patients treated with entecavir in our center were

enrolled. Serological, virological and clinical outcomes were assessed

Hepatol Int (2012) 6:67–309 109

123



and analysed by Kaplan-Meier curve and log-rank test. Outcome

predictors were evaluated by multivariate analysis.

Results: We enrolled 335 patients of which 139 were excluded due to

transplant, malignancy, renal failure or \6 months of entecavir

therapy. Of the 196 evaluable patients, 50.5% were HBeAg-positive

and 49.5% were HBeAg-negative. At baseline, 25.7% had cirrhosis,

25.5% were lamivudine/adefovir experienced and 18.9% had lami-

vudine/adefovir resistance. Over mean follow-up of 35.3 months,

HBeAg seroconversion was 64.3%, undetectable HBVDNA rate was

98.4%, virological breakthrough was 10.8%, liver disease progression

was 11.4% and HCC was 6.4% at 5 years. HBVDNA negativity

occurred earlier in HBeAg-negative than HBeAg-positive patients,

with median durations of 4.3 and 8.8 months respectively (p\0.001).

Predictors of liver disease progression were cirrhosis (OR6.5,

95%CI1.3-32.3) and serum albumin (OR1.14, 95%CI1.02-1.26).

Those with higher baseline HBVDNA C6log were less likely to

become HBVDNA negative (p\0.001). Lamivudine/adefovir expo-

sure did not affect HBeAg seroconversion but lamivudine/adefovir

resistance increased duration to become HBVDNA negative (p=0.02).

Entecavir resistance was found in 3 cases of lamivudine/adefovir

resistance group and one case in nucleoside naı̈ve group.

Conclusions: Entecavir treated clinic patients had good outcomes

despite previous lamivudine/adefovir therapy and diverse disease

states. HBVDNA undetectability was high and entecavir resistance

low even in those with previous lamivudine/adefovir resistance.

PP09-021
Histological Improvement, Virological and Cytokines Responses after One

Year Treatment with Newer Nucleoside Analogue in Chronic Hepatitis B

Patients

Cosmas Lesmana1, Laurentius A Lesmana2, Levina Pakasi3, Ening

Krisnuhoni4, Kathy Jackson5, Scott Bowden6

1 Cipto Mangunkusumo Hospital; 2 Cipto Mangunkusumo Hospital;
3 Medistra Hospital; 4 University of Indonesia; 5 Victorian Infectious
Disease Reference Laboratory; 6 Victorian Infectious Disease
Reference Laboratory

Background: Treatment with newer nucleoside analogue in chronic

hepatitis B (CHB) patients has been associated with sustained viro-

logical response as demonstrated by viral seromarkers. However,

histopathological assessment is rarely assessed. This study was aimed

to evaluate treatment response with newer nucleoside analogue at

one-year in CHB patients.

Methods: We carried-out a prospective study of CHB patients

between 2009 and 2010. Treatment was given as recommended in

APASL Guidelines or if initial biopsy showed significant fibrosis. All

patients receive standard treatment with a nucleoside analogue, tel-

bivudine, for 52 weeks. Virological markers were obtained at baseline

and after treatment including HBV-DNA, HBeAg, quantitative

HBsAg, and intrahepatic cccDNA. Serum IFN-^ and TNF-\ were

measured by ELISA. Mean differences between baseline and after

treatment values were tested using paired- sample t test.

Results: 34 patients were enrolled; 20 (58.8%) were women. Twenty

(58.8%) patients were HBeAg-positive. Fibrosis stages at baseline

were 19 (55.9%) F2, 8 (23.5%) F3, and 7 (20.6%) F4. HBeAg sero-

conversion was achieved in 6/20 (30%) while HBV-DNA was

undetected in 26/34 (76.5%) patients. Mean log10 serum qHBsAg

tended to decrease but not significant (p=0.064). Liver fibrosis

improved in 18 (62.1%) patients. Mean log10 intrahepatic cccDNA

were significantly reduced from 0.49 to -0.6 copies/Geq (p\0.001).

There was a significant reduction of IFN-^ (0.88+1.08 to 0.36+0.50

pg/mL; p=0.011) and TNF-\ concentrations (1.67+0.67 to 1.32+0.63

pg/mL; p=0.005).

Conclusions: A substantial number of patients may experience his-

tological improvement after antiviral treatment with newer nucleoside

analogue. Reduced concentrations of hepatitis B virological markers

and proinflammatory cytokines may also be expected after one-year

treatment.

PP09-022
Effectiveness and safety of long term entecavir treatment in anti-HBV

drug experienced and naive patients: a multicenter study from Turkey

Rahmet Guner1, Kenan Hizel2, Ediz Tutuncu3, Ozlem Kandemir4,

Dilara Inan5, Nurcan Baykam6, Tansu Yamazhan7

1Ankara Ataturk Education and Research Hospital; 2Gazi University,
Faculty of Medicine; 3Diskapi Yildirim Beyazit Education
and Research Hospital; 4Mersin University, Faculty of Medicine;
5Akdeniz University, Faculty of Medicine; 6Ankara Numune
Education and Research Hospital; 7Ege University, Faculty
of Medicine

Background: The goal of this study is to determine long-term data of

efficacy and safety of entecavir treatment in naive and anti-HBV drug

experienced chronic hepatitis B (CHB) patients.

Methods: Study candidates were enrolled from seven infectious

diseases clinics in Turkey. A total of 184, 103, and 46 patients were

evaluated 12, 24 and 36 months of therapy, retrospectively. Baseline

demographics and the rates of HBV DNA loss, ALT normalization

and HBeAg seroconversion were recorded. Patients with decompen-

sated liver disease, cirrhosis, hepatocellular carcinoma, pregnant or in

lactation, and co-infected with hepatitis C, D or human immunode-

ficiency virus were excluded.

Results: A total of 124 male and 60 female patients, with a median

age of 41 years (18–76) were recruited. Sixty percent of the

patients were naive. Prior the treatment, the patients mean ALT

and HBV DNA levels were 113U/L and 6.9 log copies/mL. Of the

77 patients (41.8%) were HBeAg positive. At the end of the 1st,

2nd, and 3rd years of therapy HBV DNA loss was 64, 78.6,

82.6%, ALT normalization was 75, 80.5, 89% respectively. HBeAg

seroconversion was 35% of the patients in a median duration of

29.8 months. Virologic breakthrough was seen in 8 patients.

HBsAg seroconversion was seen in one patient. No adverse effects

were determined.

Conclusions: Extended therapy with entecavir through 3 years leads

to HBV DNA suppression and ALT normalization in the vast majority

of patients with good tolerability profile. In addition, patients may

also achieve HBeAg and even HBsAg seroconversion.

PP09-023
Is conversion of 1 year lamivudine-adefovir combination therapy

to adefovir monotherapy effective to treat the patients with lamivudine

resistance?

Jae Woong Tae, Sang Gyune Kim, Young Seok Kim, Jae Young Jang,

Seung Won Jeong, Se Whan Lee, Gab Jin Cheon, La Young Yoon, Hong

Soo Kim, Boo Sung Kim

Soon Chun Hyang University School of Medicine

Background: It is not certain which strategy would be a best treat-

ment option in patient with lamivudine resistance. We evaluated the

long-term efficacy of rescue therapy in lamivudine reisitance hepatitis

B patients.

Methods: We conducted retrospective analysis on 246 patients with

lamivudine resistance. Patients were divided into 3 groups. Patients of

adefovir monotherapy (Group 1) were 123, those of conversion to

adefovir monotherapy (Group 2) after receiving combination therapy

during at least 1 year were 18, those of lamivudine-adefovir combina-

tion (Group 3) were 105. Efficacy of therapy was analyzed by mean

HBV DNA reduction, HBV DNA negativity rate, ALT normalization

rate, HBeAg seroconversion rate during 48, 96 and 144 weeks,

respectively and resistance to adefovir was also verified.

Results: There was no difference in age, sex, the rate of eAg (+) and

ALT level in 3 Groups. After 144 weeks of therapy there was no
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difference in ALT normalization rate and HBeAg seroconversion rate

in all 3 Groups. However mean HBV DNA reduction was lower in

Group 1 than Group 3 (P = 0.005) and lower in Group 1 than Group

2 (slightly lower). In HBV DNA negativity rate, Group 1 was lower

than those of Group 2 and Group 3 (P = 0.042). In resistance rate to

adefovir, Group 1 was higher than Group 2 and Group 3 (P = 0.001).

Conclusions: After 144 weeks of study, both conversion to adefovir

monotherapy after receiving combination therapy during at least 1 year

and lamivudine-adefovir combination therapy have more potent antiviral

effect and lower rate of resistance compared to adefovir monotherapy.

PP09-024
Quantitative hepatitis B surface antigen levels in chronic hepatitis B

with entecavir treatment for one year

Tsai Hsun, Ming-Chang Tsai, Tan-Hsia Chen, Tzy-Yen Chen,

Chun-Che Lin

Chung Shan Medical University Hospital

Background: HBV surface antigen (HBsAg) has been evaluated as

an alternative marker for monitoring treatment. But the role of

quantitative HBsAg levels in patients receiving oral antiviral therapy

need to be eluciated.To analyze the role of HBsAg level in patients

receiving oral antiviral therapy.

Methods: From December 2009 to October 2010, 32 hepatitis B

e-antigen (HBeAg) negative patients received Entecavir (ETV)

treatment were enrolled. Liver biochemistry, hepatitis B virus (HBV)

serological markers, HBV DNA, and quantitative HBsAg levels were

recorded at baseline, week 24, and week 48.

Results: Twenty-nine patients (90%) had undetectable HBV DNA

(HBV DNA\12 IU/ml) at week 48, and their average HBsAg levels

at baseline, week 24, and week 48 were 11435,1028, 883 IU/

ml,respectively. Three patients had detectable HBV DNA at week 48,

and their average HBsAg levels at baseline, week 24, and week 48

were 2,922, 1,368, 1924 IU/ml, respectively. No significant differ-

ence in HBsAg level at week 24 and week 48 was found between the

two groups (undetectable HBV DNA vs. HBV DNA [12 IU/ml at

week 48). In the group of undetectable HBV DNA at week 48,

patients with persistent elevated ALT (ALT [37 U/L) had a signifi-

cant higher HBsAg level.

Conclusions: HBsAg levels at baseline, week 24 and week 48 after

ETV treatment did not show significant association with achieve

undetectable HBV DNA. Patients with undetectable HBV DNA but

still abnormal ALT at week 48 had significant higher HBsAg level.

But this conclusions need to be confirmed with more evidence.

PP09-025
Five years of treatment with tenofovir disoproxil fumarate (TDF)

for chronic hepatitis B (CHB) infection in Asian patients is associated

with sustained viral suppression and significant regression of histological

fibrosis and cirrhosis

Naoky Tsai1, Edward Gane2, Frank Weilert3, Maria Buti4, Ira Jacobson5,

Mary Kay Washington6, Neby Bekele7, Jeffrey Bornstein8, John Flaherty9,

Patrick Marcellin10

1University of Hawaii at Manoa; 2Auckland City Hospital, Auckland;
3Waikato Hospital, Hamilton; 4Hospital General Universitari Vll
d’Hebron and Ciberehd, Barcelona; 5Weill-Cornell Medical College,
New York, NY; 6Vanderbilt University, Nashville, TN; 7Gilead
Sciences, Foster City, CA; 8Gilead Sciences, Foster City, CA; 9Gilead
Sciences, Foster City, CA; 10Hopital Beaujon, Clichy

Background: TDF has demonstrated efficacy and safety in CHB,

including Asian patients. We present 5 year on-treatment virologic

and paired histologic data in an Asian subset of HBeAg- (Study 102)

and HBeAg+ (Study 103) patients.

Methods: After 48 weeks of double-blind comparison of TDF with

adefovir dipivoxil, patients undergoing liver biopsy were eligible to

continue open-label TDF and assessed every 3 months for safety,

virology, serology and resistance. Repeat liver biopsies were per-

formed at Year 5 and reviewed by an independent pathologist.

Results: 189/641 (30%) randomized and treated patients were Asian;

163 (86%) entered the open label phase, and 139 (73%) remained on

study at year 5. Baseline characteristics were similar for Asians vs.

non-Asians. Paired baseline/Year 5 histology assessments were

available for 88 Asian patients. Most (87%) showed histologic

improvement, and 95% had either improved or showed no change in

fibrosis by Ishak scoring; 86% (19/22) of cirrhotic (Ishak score).

Conclusions: TDF remains safe and effective in Asian patients over 5

years of treatment. These results are consistent with the overall

population, and support the link between long term viral suppression

and fibrosis regression in the majority of TDF-treated patients.

PP09-026
Non-adherence with antiviral therapy increases risk of viral resistance

in patients with chronic hepatitis B

Lim Seng Gee, Aung Myat Oo, Soon Charlene, Lim Kieron, Low How

Cheng, Thwin Maung Aye, Tan Poh Seng, Lee Yin Mei, Lee Guan Huei,

Dan Yock Young

National University Health System,

Background: Adherence to oral antiviral therapy in Chronic Hepa-

titis B(CHB) had been identified as a common cause of virological

breakthrough but information on non-adherence in Asia is lacking.

Methods: CHB clinic patients fulfilling treatment requirements based

on Asia Pacific guidelines started on lamivudine and rescued with

adefovir upon development of lamivudine-resistance in a tertiary

hospital hepatology clinic were followed in an observational study

design at three monthly intervals. Upon viral breakthrough ([1 log

HBV DNA), genotypic resistance was tested (InnoLIPA). Patients

who had virological-breakthrough without evidence of genotypic

resistance were considered to have non-adherence to therapy.

Results: There were 317 lamivudine-treated patients with a mean

follow-up of 37.5 months. Of the 156 HBeAg-positive patients, only

64/84 (76%) with virological-breakthrough had confirmed lamivu-

dine-resistance during a mean of 22.8 (95% CI 20.0–25.6) months. Of

191 HBeAg-negative patients treated with lamivudine for a mean of

28.7 (95% CI 25.0–32.4) months, only 39/59 (66%) with virological-

breakthrough had confirmed lamivudine-resistance. Thus 24%

HBeAg-positive and 34% HBeAg-negative patients had non-adher-

ence. In adefovir-treated patients virological-breakthrough occurred

in 7/37 (18.9%) HBeAg-positive patients and 4/34 (11.8%) HBeAg

negative patients with confirmed resistance in 2/37 and 2/34 patients

respectively. Non-adherence to adefovir therapy was found in 5/7

(71%) HBeAg-positive and 2/2(50%) HBeAg-negative patients

respectively. Virological- breakthrough without genotypic resistance

was highly significant (p \ 0.001) as a predictor of subsequent lam-

ivudine-resistance with Odds ratio of 3.9 (2.4–6.7).

Conclusions: Non-adherence with antiviral therapy increases the risk

of developing viral resistance.

PP09-027
Comparison of efficacy of entecavir 0.5 mg treatment and entecavir

1.0 mg treatment in lamivudine-experienced patients

Mustafa Celen1, Recep Tekin2, Celal Ayaz3, Kubilay Yapici4, Aytac

Bilgic5, Yusuf Celik6, Salih Hosoglu7

1Dicle University; 2Dicle University, Faculty of Medicine,
Diyarbakir; 3Dicle University, Faculty of Medicine, Diyarbakir;
4Batman State Hospital, Batman; 5Batman State Hospital, Batman;
6Dicle University, Faculty of Medicine, Diyarbakir; 7Dicle
University, Faculty of Medicine, Diyarbakir

Background: Determining the efficacy of entecavir 0.5 mg treatment

and entecavir 1.0 mg treatment in lamivudine-experienced chronic

hepatitis B patients.
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Methods: HBeAg-negative 21 patients with chronic hepatitis B were

treated with lamivudine 100 mg/day at Dicle University Hospital

between 2009 and 2011 were evaluated retrospectively. Treatment of

patients with HBV-DNA [50 IU/mL at the end of the 24-week

lamivudine treatment was modified as 0.5 mg daily (Group 1) or

1.0 mg daily (Group 2). At the 24th week, any of these patients had

lamivudine resistance. At 48th week of entecavir use, ALT and HBV-

DNA levels were compared.

Results: The patients age and gender distribution were similar. At the

beginning, the average HBV-DNA level was 160,710 IU/mL, and the

ALT level 62.8 IU/L, and fibrosis level was found [2/6 according to

ISHAK. Entecavir 0.5 mg/day was started in nine of these patients, and

entecavir 1.0 mg/day in 12 patients. In the Group 1, viral load was neg-

ative in seven of the patients (77.8%), and the average ALT level was

found as 33 IU/L. In the Group 2, viral load was negative in ten of the

patients (83.3%), and their average ALT level was found as 35.6 IU/L.

Group Between two groups, the response to the treatment was not sta-

tistically significant (p = 0.604 for viral load) (p = 0.369 for ALT level).

Conclusions: In the lamivudine-experienced patients without lami-

vudine resistance, entecavir 1.0 mg and entecavire 0.5 mg were found

similar efficient for viral load and ALT level.

PP09-028
Therapeutic efficacy of combined lamivudine and adefovir therapy

in treatment-naı̈ve patients of HBeAg negative chronic hepatitis B

Vishwa Dayal, A Kumar, A Sharan, U Kumar, S K Shahi

Indira Gandhi Institute of Medical Sciences

Background: Treatment of HBeAg negative Chronic hepatitis B

(CHB) requires long-term nucleoside therapy. Long-term Lamivudine

(LAM) treatment of CHB is faced with the problem of drug resis-

tance. Aim of study to evaluate the therapeutic efficacy of

combination of LAM and adefovir (ADV) in our treatment-naive

patients of HBeAg negative CHB.

Methods: 60 treatment naı̈ve patients of chronic hepatitis B with

evidence of active viral replication (HBV DNA[4 log copies/ml) and

of hepatic inflammation (ALT[29ULN) were put on combination

LAM 100 mg and ADV 10 mg daily and followed up for median 24

months (range 6-36 months). Patients were evaluated clinically, with

monthly liver & renal function tests and 3-6 monthly HBsAg /

AntiHBs and HBV DNA levels for biochemical (normalization of

ALT), serological (HBsAg loss/ seroconversion) and virological

(HBV DNA\2.06 log copies/ml) response.

Results: The patients included 39 males, median age 46 years range

18-76 years. Forty-one patients (68.3%) had cirrhosis. The median

baseline ALT level was 92 IU/l and median HBV DNA level was 6.4

log copies/ml (range 3.6-6.9). After one year and two years of

treatment the biochemical response was seen in 78.3% and 96.7% and

virological response in 85% and 100% respectively. One patient had

HBsAg loss after 3 years of therapy. Adverse effects- breakthrough

hepatitis in 3 patients and mild renal impairment in 2.

Conclusions: In our HBeAg negative CHB patients predominantly

with cirrhosis the combination of LAM and ADV was safe and

effective in achieving both biochemical and virological response.

PP09-029
The initial antiviral efficacy of telbivudine and adefovir combination

therapy in patients with various settings of antiviral resistance

Eileen Yoon, Hyung Joon Yim, Hyun Jung Lee, Sun Jae Lee, Sang Jun

Suh, Ji Hoon Kim, Yeon Seok Seo, Jong Eun Yeon, Soon Ho Um, Kwan

Soo Byun

Korea University Medical Center

Background: Combination of different classes of antiviral agents is

required in chronic hepatitis B (CHB) patients with prior resistance. We

aimed to evaluate the efficacy of telbivudine/adefovir combination

therapy in treatment of various settings of drug resistant CHB patients.

Methods: Medical records of 61 antiviral drug resistant CHB patients

who received the combination of telbivudine/adefovir more than 6

months were reviewed. Fifteen patients with resistance to one nucleo-

side analogue (previously treated with lamivudine, clevudine, or

entecavir; Group-1) and 46 patients with both refractory to a nucleoside

and a nucleotide analogue (refractory to adefovir monotherapy, or

adefovir/ lamivudine combination therapy; Group-2) were evaluated.

Results: Mean baseline HBV DNA level were 5.3±2.3 log10IU/mL in

group-1 and 3.7±1.5 log10IU/mL in group-2 (p=0.012). Other base-

line characteristics were not different. After 6 months of treatment,

group-1 showed 40% (6/15) of virologic response (HBV DNA \70

IU/mL) and 86.7% (13/15) of normal serum ALT. In group-2, there

was 20.0% (9/45) of virologic response and 80.4% (37/46) of normal

serum ALT. The decrease of the HBV DNA level at 6 months from

the baseline were -2.8±1.6 log10IU/mL in group-1 and -1.0±1.3

log10IU/mL in group-2 (both p\0.001, Paired-samples T-test), sug-

gesting significant reduction in both groups. When the decrease of

HBV DNA were compared between the two groups, antiviral effect of

the combination therapy in group-1 was significantly better

(p\0.001).

Conclusions: Combination of telbivudine/adefovir resulted in sig-

nificant reduction in various settings of antiviral resistance. However,

the antiviral efficacy of this combination decreased as more drugs

were previously exposed.

PP09-030
End-of-treatment HBsAg level analysis confirms prediction of sustained

immune control and potential prediction of long-term prognosis: results

from the NEPTUNE study

Henry Chan1, Qing Xie2, Tawesak Tanwandee3, Kwang-Hyub Han4,

Ji-Dong Jia5, Teerha Piratvisuth6, Wan-Long Chuang7, Patrick

Marcellin8, XinYue Chen9, Yun- Fan Liaw10

1The Chinese University of Hong Kong; 2Shanghai Ruijin Hospital,
Jiaotong University School of Medicine; 3Department of Medicine,
Siriraj Hospital; 4Department of Internal Medicine, Yonsei University
College of Medicine; 5Beijing Friendship Hospital, Capital Medical
University; 6NKC Institute of Gastroenterology and Hepatology,
Songklanagarind Hospital, Prince of Songkla University;
7Department of Internal Medicine, Kaohsiung Medical University
Hospital, Kaohsiung Medical University; 8Service Dh; 9Beijing You
An Hospital, Capital Medical University; 10Chang Gung Memorial
Hospital, Chang Gung University College of Medicine

Background: The licensed regimen of pegylated interferon alfa-2a

(Peg-IFNa-2a).

Methods: HBeAg-positive patients receiving Peg-IFNa-2a.

Results: Of 130 patients, 65% were male, median age 31 years, 87%

Asian/Oriental, majority genotype B/C (35%/52%). HBsAg\100 and

\1,000 IU/mL at EOT was achieved in 18 and 36% of patients,

respectively. A higher proportion of patients with HBsAg \100 IU/

mL (63 vs 16%).

Conclusions: Association between EOT HBsAg levels and sustained

immune control was observed; up to 63% of patients with HBsAg

\100 IU/mL achieved a sustained response. In combination with

HBeAg seroconversion at EOT, HBsAg level may add further

information to identify patients who are likely to achieve a sustained

response.

PP09-031
Early HBsAg decline as a predictor of HBsAg clearance in real-life: results

of the S-Collate cohort study in 595 HBeAg-negative patients

Patrick Marcellin1, XinYeu Chen2, Manuela Curescu3, Adriana Motoc4,

Q Xie,5 H Wedemeyer,6 J Petersen,7 D Messinger,8 R Flisiak,9 GR Foster10

1 Service d’Hépatologie and INSERM CRB3/U773, University Paris-
Diderot, Clichy, France; 2 International Medical Department, Beijing
You An Hospital, Capital Medical University, Beijing 100069, China;
3 Department of Infectious Diseases, University of Medicine
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and Pharmacy, 300736 Timişoara, Romania; 4 Department of Viral
Hepatitis, Clinical Hospital of Infectious Diseases, ‘‘Dr. Victor
Babes’’, Bucharest, Romania; 5 Department of Infectious Diseases,
Shanghai Ruijin Hospital, Jiaotong University School of Medicine,
China; 6 Department of Gastroenterology, Hepatology
and Endocrinology, Hannover Medical School, Carl-Neuberg Str. 1,
30625 Hannover, Germany; 7 Liver Unit, IFI Institute at Asklepios
Klinik St. Georg, University of Hamburg, Germany; 8 IST GmbH, M
IST GmbH, Mannheim, Germany; 9 Department of Infectious
Diseases and Hepatology, Medical University of Białystok, Poland;
10 The Liver Unit, Queen Marys University of London, BICMS, 4
Newark Street, London E1 2AT, United Kingdom.

Background: S-Collate is a multinational, observational cohort study

investigating on-treatment predictors of hepatitis B surface antigen

(HBsAg) clearance in pegylated interferon alfa-2a (Peg-IFN\-2a)

(40KD)-treated adults with chronic hepatitis B. This interim assess-

ment investigates association between on-treatment measurements of

HBsAg and response rates at week 48 in hepatitis Be-antigen

(HBeAg)-negative patients.

Methods: HBeAg-negative patients treated with Peg-IFNa-2a who

were HBsAg-positive at baseline, with treatment starting C1 year

before data transfer, were included. Quantitative HBsAg levels were

measured at baseline and weeks 12 and 24.

Results: Of the 595 patients included, 74.8% were male, median age

was 36 years, 58.5% were Caucasian and 38.4% were Asian/Oriental.

At week 48, 47.9% and 23.0% of patients achieved HBV DNA\2000

IU/mL and combined HBV DNA \2000 IU/mL + normal ALT,

respectively. By week 48, 4.2% of patients achieved HBsAg clearance,

and 5.0%, 9.2% and 16.1% of patients achieved HBsAg\10,\100 and

\1000 IU/mL, respectively. A C10% decline from baseline in HBsAg

by weeks 12 and 24 was associated with 63.8% and 65.8% of patients,

respectively, achieving HBV DNA \2000 IU/mL at week 48; similar

rates were observed in patients with \10% decline. A C10% decline

from baseline in HBsAg was associated with a greater proportion of

patients achieving HBsAg clearance by week 48 versus a\10% decline

from baseline (week 12: 12.8% vs 1.8%; week 24: 10.0% vs 2.7%).

Conclusions: HBsAg decrease from baseline in a real-life cohort

showed an association with end-of-treatment HBsAg clearance in

HBeAg-negative chronic hepatitis B patients.

PP09-032
Hypophosphatemia due to adefovir treatment

Nazlim Aktug Demir1, Servet Kolgelier2, Serap Ozcimen3, Sel Aks4,

Ahmet Cagkan Inkaya5

1State Hospital of Adiyaman; 2Adiyaman University Faculty
of Medicine; 3State Hospital of Konya; 4State Hospital of Adiyaman;
5State Hospital of Adana

Background: In this paper we present a case of isolated hypophos-

phatemia due to long term use of adefovir dipivoxil 10 mg/day.

Methods: ADV 10 mg/day was introduced to a forty eight years old

male patient in 2005 due to chronic hepatitis B. At the beginning of

treatment laboratory results were: HBsAg (+), HBeAg (+), ALT: 87u/

L, HBV DNA HBV DNA: 247,000,000 copy/mL, phosphate: 3.4 mg/

dl, calcium: 10.4 mg/dl, creatinin: 0.7 mg/dl.

Results: After 5 years of treatment with ADV patients phosphate level

dropped to be 1.8 mg/dl. Lumbar osteopenia was detected in bone

densitometry. Treatment was changed to entecavir 0.5 mg/day. At

monthly follow ups bone pain and malaise complaints regressed and

phosphate level after third month of entecavir treatment was 3 mg/dL.

Conclusions: Many clinicians didnt follow calcium and phosphate

levels routinely. But due to the risk of hypophosphatemia with

extended use, calcium and serum levels and symptoms suggesting

nephrotoxicity should be followed in patients using ADV for long

term. An antiviral agent other than tenofovir diosproxil should be

preferred in such cases as soon as adverse effect is detected.

PP09-033
Impact of treatment on the economic burden of chronic hepatitis B

in Taiwan

Pei-Jer Chen1, Hwai-I Yang2, Euan McLeod3

1National Taiwan University; 2Graduate Institute of Clinical Medical
Science; 3IMS Consulting Group

Background: Chronic hepatitis B (CHB) is a major health problem in

Taiwan where an estimated two million people are infected with the

virus. Timely treatment with anti-virals such as entecavir (Baraclude)

reduces the risk of CHB complications and may lead to cost savings.

This study aims to demonstrate the socioeconomic burden of untreated

CHB in Taiwan and assess the economic benefits of treatment.

Methods: A Markov model comprised health states describing the

management and consequences of CHB. Data from the Taiwanese

REVEAL cohort estimated the risk of CHB complications. Prevalence

estimates calculated the burden of disease amongst 30–59 year olds

eligible for treatment in Taiwan. Direct costs of complications were

derived from literature. The model compared the impact of doubling

the number of eligible patients treated with entecavir on the incidence

of hepatic complications and costs. The model was conducted from a

Taiwanese payer perspective with a 40 year time horizon.

Results: By doubling the number of eligible patients receiving timely

treatment, the incidence of hepatocellular carcinoma would reduce by

50% by year ten, contributing to reduced costs of NTD 9 billion. Cost

savings would be realised by year 17.

Conclusions: Untreated CHB will have a substantial economic

impact over the next 40 years in Taiwan. Increasing the proportion of

patients treated is likely to reduce the long term health care costs.

Treating more patients is predicted to reduce productivity losses,

improve quality of life, and reduce mortality.

PP09-034
An observational study of entecavir treatment among treatment naı̈ve

patients in outpatient settings in Taiwan

Wan-Long Chuang1, Rong-Nan Chien2, Cheng-Yuan Peng3,

Jia-Horng Kao4, Tsung-Hui Hu5, Chun-Che Lin6, Chi-Yi Chen7,

Wei-Wen Su8, Chi-Tan Hu9

1Kaohsiung Medical University Chung-Ho Memorial Hospital;
2Chang Gung Memorial Hospital, Keelung; 3China Medical
University Hospital; 4National Taiwan University Hospital; 5Chang
Gung Memorial Hospital, Kaohsiung; 6Chung Shan Medical
University Hospital; 7Chia-Yi Christian Hospital; 8Chunghua
Christian Hospital; 9Buddhist Tzu Chi General Hospital

Background: Prolonged use of potent nucleos(t)ides (NUCs) has

been demonstrated to profoundly suppress hepatitis B virus (HBV)

deoxyribonucleic acid (DNA) replication in chronic hepatitis B

(CHB) patients. In Taiwan, lamivudine (LVD), telbivudine (LdT) and

entecavir (ETV) have been approved for the treatment of CHB. A

recent marketing survey showed that for every 100 treatment-naı̈ve

Taiwanese CHB patients, 70 receive ETV therapy. The aims of this

study were to evaluate the rate of sustained ETV treatment in these

patients and their compliance to therapy in an outpatient clinical

setting.

Methods: Eligible NUC naı̈ve CHB patients who received NUCs

monotherapy between August 2008 and July 2009 were identified by

reviewing medical records in 30 participating hospitals. The enrolled

patients were prospectively followed for 144 weeks. This interim

analysis presented the data as of April 2011, with the majority of

patients being followed for 96 weeks.

Results: A total of 271 NUC naı̈ve CHB patients were enrolled. At 48

weeks of ETV therapy, 268 of 271 patients (98.9%) had sustained

treatment without any modification of the treating agent. At 96 weeks

of therapy, 207 of 210 patients (98.6%) maintained ETV treatment.

Taking 10%/20%/30% non–adherence rate as the non-compliance
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(C 3/6/9 days out of every 30-day supply), the rates of compliance

were 36.6%/59.3%/73.9% at 48 weeks and 25.1%/44.9%/59.4% at 96

weeks, respectively.

Conclusions: Our observational study shows a high sustained treat-

ment rate and an acceptable compliance rate in Taiwanese CHB

patients with 1-year and 2-year ETV therapy.

PP09-035
Adherence to Nucleoside/Nucleotide Analogue Treatment in Patients

with Chronic Hepatitis B

Emin Tutuncu1, Rahmet Guner2, Yunus Gurbuz3, Ayse Kaya Kalem4,

Baris Ozturk5, Imran Hasanoglu6, Irfan Sencan7, Mehmet A. Tasyaran8

1SB Diskapi Yildirim Beyazit Training and Research Hospital;
2SB Ankara Ataturk Training and Research Hospital; 3SB Diskapi
Yildirim Beyazit Training and Research Hospital; 4SB Ankara Ataturk
Training and Research Hospital; 5SB Diskapi Yildirim Beyazit
Training and Research Hospital; 6SB Ankara Ataturk Training
and Research Hospital; 7SB Diskapi Yildirim Beyazit Training
and Research Hospital; 8SB Ankara Ataturk Training and Research
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Background: Nucleoside/nucleotide analogues (NAs) are commonly

used for the treatment of chronic hepatitis B (CHB) and for most of

the cases, duration of treatment is indefinite. Adherence to treatment

is important to prevent drug resistance and treatment failure. The

objectives of this study were to assess adherence to NAs in CHB

treatment and to determine factors associated with non-adherence.

Methods: This cross-sectional study enrolled 85 CHB patients who

have been receiving NAs for C 3 months. A questionnaire was

completed by patients themselves and adherence was evaluated based

on patients’ self-reporting. The use of at least 95% of the drugs in the

previous month was considered as adequate adherence.

Results: Adherence was adequate in 82.4% of patients. Female

gender (p=0.003), unemployment (p=0.041), and lower monthly

family income (p=0.001) were related to lower adherence. Better

adherence was significantly linked to adequate basic knowledge

regarding CHB (p=0.049), longer treatment duration than 12 months

(p\0.001), previous use of other medications for CHB (p=0.014), and

regular follow-up by the same physician (p\0.001).

Conclusions: It seems likely that counseling patients about their

disease state, the purpose of the therapy, the use of medications, and

consequences of non-adherence is an important intervention in

enhancing adherence, since patients with better knowledge of the

disease and treatment were more adherent to treatment. Naı̈ve patients

should be followed-up more frequently during the first year of the

treatment to reinforce adherence.

PP09-036
An eight-year follow up on viral suppression and resistance profile

for Chinese CHB naı̈ve patients receiving continuing entecavir treatment

Jun Cheng, Haodong Cai, Xiuyun Ma, Jinghua Tian, Daozhen Xu

Beijing Ditan Hospital, Capital Medical University

Background: Long-term data of continuous entecavir for Chinese

CHB naı̈ve patients is lacking. This study aims at evaluating the

virological responses, resistance profile and safety of entecavir for

Chinese CHB naı̈ve patients up to eight years.

Methods: 15 CHB naı̈ve patients recruited from ETV III 023 clinical

trials in China, were treated continuously with entecavir 0.5 mg daily for

the first 2 years and 1.0 mg daily for up to 6 years. HBV DNA level

(LLQ\500copies/mL) and HBeAg statue were checked every 3 months.

PCR sequencing was performed in patients with virological breakthrough.

Results: 14 male and 1 female patients were recruited, with a median

age of 27 years. 14, 12 and 10 patients were followed up for 2, 4 and 8

years respectively. The median baseline HBV DNA level was

9.549108 copies/mL. 13 patients achieved undetectable HBV DNA

in the year 2, all twelve patients followed achieved undetectable HBV

DNA in the year 4, eight patients achieved undetectable HBV DNA in

the year 8. Only one patient with poor compliance was noticed vi-

rological breakthrough ([2 log HBV DNA increase from the nadir).

11 patients (73.3%) were HBeAg positive at baseline, with HBeAg

loss rate of 1/11 (9.1)%, 2/10 (20)% and 3/8 (37.5)% in the year 2, 4,

8. No patients emerged ETV resistance. There were no serious

adverse events related to ETV.

Conclusions: ETV treated Chinese CHB naı̈ve for up to 8 years

showed sustained virological responses, well tolerance and minimal

resistance.

PP09-037
Efficacy and Safety of Entecavir Monotherapy versus Lamivudine

and Adefovir In Chronic Hepatitis B

AUNG MYAT OO, Lu Wei, Dan Yock Young, Lee Yin-Mei, Lim Kieron,

Dariusz P Olszyna, Low How Cheng, Lee Guan Huei, Chung Stephanie,

Lim Seng Gee
1 National University Health System; 2 National University Health
System; 3 Yong Loo Lin School of Medicine, National University
of Singapore; 4 National University Health System; 5 National
University Health System; 6 National University Health System;
7 National University Health System; 8 National University Health
System; 9 National University Health System; 10 National University
Health System

Background: Multiple studies showed entecavir to be an effective

therapy for chronic hepatitis B, but its long term effectiveness in real

life settings against a comparator has not been established.

Methods: In this open-label study, patients were randomized into

either entecavir (ETV) 1mg daily or lamvudine 100mg and adefovir

10mg daily (LAM-ADV). Chronic hepatitis B patients with detectable

HBV DNA were included. Patients with organ transplant, renal failure

and malignancies were excluded. Outcomes measures include unde-

tectable HBV DNA, HBeAg seroconversion, renal impairment, viral

resistance, malignancy.

Results: A total of 138 patients were enrolled in our center with a

median follow-up period of 24.7 months. At last follow up, 47(92.2%)

had achieved undetectable DNA in ETV group and 44(78.6%) in

LAM-ADV (p=0.049, Fisher exact test). Patients with lamivudine

resistance showed rapid reduction in HBV DNA. HCC developed in

4(5.8%) of ETV group and 3(4.3%) of LAM-ADV group. Three

deaths were reported (one from ETV group, two from LAM-ADV

group). Development of renal impairment was found in 7.2% of

LAM-ADV patients but none in ETV patients. Two cases of con-

firmed ETV resistance (rt184ILFM, rt202G) were observed, One of

them had known lamivudine and adefovir resistance (rtL80V,

rtM204V/I), while the other had previous lamivudine exposure. For

both, tenofovir was added with resolution of virological breakthrough.

Conclusions: Entecavir 1mg was superior to combined lamivudine

and adefovir with regards to proportion of patients with undetectable

HBV DNA and lack of renal impairment. However, there may be

increased risk of ETV resistance in patient with previous lamivudine

exposure and/or resistance.

PP09-038
Efficacy and safety of prolonged 3-year lamivudine treatment in patients

with chronic hepatitis B in Bangladesh

Mohammad Abdul Khan1, Golam Azam2, Shahinul Alam3, Abdullah

Saeed Khan4, Arif Uddin5

1Director; 2Consultant Hepatologist, BIRDEM Hospital; 3Associate
Professor, BSMMU, Dhaka; 4Medical Officer, The Liver Centre,
Dhaka; 5Medical Officer, The Liver Centre, Dhaka

Background: Persistent HBV DNA suppression is associated with

the less chance of liver cirrhosis and hepatocellular carcinoma in

chronic hepatitis B patients. However, prolonged treatment with

lamivudine leads to the development of drug-resistance by time.
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Aims To investigate the long-term efficacy and safety of lamivudine

in chronic hepatitis patients B in Bangladesh.

Methods: A total of 1843 chronic hepatitis B cases were enrolled at

our specialized centre in Dhaka. Virological and biochemical

responses were assessed 6 monthly. During follow up at 6, 12, 18,

24, 30 and 36 months 589, 405, 202, 138, 73 and 56 cases were

evaluated.

Results: ALT normalized sharply by 6 months and sustained

throughout the follow up period. HBeAg seroconversion was

observed 35% at 12 months and sustained during follow up. Serum

HBV DNA declined markedly (below 500 copies/ml) and sustained

in most of the cases. However, it rose up by prolongation of

treatment duration. These phenomena could be explained by the

development of virologic breakthrough (VBT). Cumulative inci-

dence of VBT was 5.4, 21.4 and 35.7% at 12, 24 and 36 months,

respectively, and the strongest predictive factor for VBT was

HBeAg positivity at beginning than those of HBeAg negative cases

(p = 0.001).

Conclusions: Three years of lamivudine treatment yielded high rates

of viral suppression and ALT normalization with a favourable safety

profile. Rate of HBeAg seroconversion was achieved satisfactorily

with prolonged lamivudine therapy but development of VBT is a

great concern for the management of chronic hepatitis B.

PP09-039
Entecavir for chronic hepatitis B Bangladeshi patients: interim analysis

of 644 cases

Mohammad Abdul Khan1, Golam Azam2, Shahinul Alam3, Abdullah

Saeed Khan4, Arif Uddin5

1The Liver Centre, Dhaka, Bangladesh; 2BIRDEM Hospital;
3BSMMU, Dhaka; 4The Liver Centre, Dhaka; 5The Liver Centre,
Dhaka

Background: Bangladesh is an intermediate prevalent zone of

chronic hepatitis B (CHB) virus infection with a carrier rate of 5–7%.

Entecavir is a new antiviral drug showing better efficacy among

different clinical trials. Here, we are presenting a large cohort of

treatment naive chronic hepatitis B Bangladeshi patients receiving

entecavir.

Methods: We started entecavir for chronic hepatitis B patients from

February 2009 at our specialized centre in Dhaka. Upto June 2011, we

have registered 644 cases. Entecavir was given 0.5 mg daily orally.

An interim analysis of biochemical and virological responses done at

6, 12, 18 and 24 months.

Results: At 6, 12, 18 and 24 months 200, 84, 28 and 11 cases were

analyzed. Serum ALT level was normalized at 6 months and sustained

during the follow up period. Mean HBV DNA level was also went

below 500 copies/ml at 6 months and sustained throughout the follow

up period. HBeAg negative cases showed significant PCR negative

HBV DNA response at 12 months than that of HBeAg positive cases

(74.6 vs. 23.9%; p = 0.000). Virologic breakthrough was only pres-

ent among HBeAg positive cases at 12 months (2.3% vs none;

p = 0.000).

Conclusions: Entecavir exerts better efficacy among HBeAg negative

cases at 12 months. Virologic breakthrough is common in HBeAg

positive cases but rare among HBeAg negative cases.

PP09-040
A novel estimation of the economic impact of switching to entecavir plus

adefovir after failure of lamivudine plus adefovir in Chronic hepatitis B

patients with lamivudine resistance

Young-Suk Lim1, Sang Hoon Ahn2, Jun Yong Park3, Jeong Heo4,

Tae Jin Lee5, Hyung Joon Yim6, Jong Eun Yeon7, Min Jeong Seo8,

Myung Seok Lee9

1Asan Medical Center, University of Ulsan College of Medicine;
2Department of Internal Medicine, College of Medicine, Yonsei

University; 3Department of Internal Medicine, College of Medicine,
Yonsei University; 4Department of Internal Medicine, Pusan National
University School of Medicine, Division of Gastroenterology
and Hepatology, Pusan National University Hospital, Pusan, Korea;
5Graduate School of Public Health, Seoul National University;
6Department of Internal Medicine, College of Medicine, Korea
University Ansan, Hospital; 7The Liver Center, College of Medicine,
Korea University Guro Hospital; 8Monitor Group Korea;
9Department of Internal Medicine, College of Medicine, Hallym
University

Background: Management of suboptimal responders to lamivudine

plus adefovir treatment is considered as one of the biggest challenges

in chronic hepatitis B (CHB) patient management. Recently, it has

been reported that switch to entecavir plus adefovir significantly

suppresses hepatitis B virus level among available treatment options

in Korea. This analysis aims at evaluating economic benefit of this

treatment regime from Korean payers perspective.

Methods: Chronic HBV disease was simulated using a health-state

transition model with disease states defined as mild disease (Ishak F0/

F1), fibrosis (F2/F3/F4), advanced fibrosis/cirrhosis ([F4), and

complicated disease states (decompensated cirrhosis, hepatocellular

carcinoma, liver transplant and death) based on available natural

history data. The value of treatment-specific attributes on disease

progression/regression was estimated from published clinical data in

terms of events and costs avoided. 5-year treatment duration and

25-year follow-up period were assumed. The primary model output is

the estimated cost savings of entecavir per patient per day of treat-

ment versus the comparator in question for a given CHB patient.

Results: Based upon simulation, switch to entecavir plus adefovir

exhibited about $3.09 [95% confidence interval 1.10–4.78] daily cost

saving compared to continuation of lamivudine plus adefovir.

Conclusions: Entecavir plus adefovir exhibits a favorable clinical

profile in management of lamivudine plus adefovir suboptimal

responders, which directly translates into economic value.

PP09-041
Efficacy and Safety of Tenofovir Disoproxil Fumarate (TDF) Treatment

in HBeAg Positive Patients with Chronic Hepatitis B

Celal AYAZ1, Mustafa Kemal CELEN2, Kadim BAYAN3, Ozcan

DEVECI4, Duygu Mert5, Ebru KURSUN ORUC6

1 Dicle University, Faculty of Medicine, Diyarbakir; 2 Dicle
University, Faculty of Medicine; 3 Sultan Hospital, Diyarbakir;
4 Dicle University, Faculty of Medicine; 5 Batman State Hospital,
Batman; 6 Baskent University Hospital, Adana

Background: Tenofovir Disoproxil Fumarate (TDF) is a nucleotide

analog. This retrospective study aims to report 48-week efficacy and

safety results of TDF treatment in thirty four nucleosid(t)e-naive

HBeAg-positive CHB patients.

Methods: This is a multicenter study from Southeast Anatolian of

Turkey (Diyarbakir, Batman, Kiziltepe and Midyat), conducted dur-

ing August 2008 and December 2009. The diagnosis of treatment

naive HBeAg positive chronic hepatitis B was based on HBsAg

positivity (6 months), HBeAg positivity, a measured ALT level, HBV

DNA [ 2.000 IU/ml, ultrasonography findings, and liver biopsy.

Thirty-four HBeAg-positive patients with no history of previous

nucleosid(t)e treatment received TDF 245 mg/day treatment. All

patients had serum levels of HBV load over 2.000 IU/ml and

increased serum alanine aminotransferase (ALT) values. Serum HBV

load was measured by quantitative real-time PCR.

Results: Thirty-four adults between 20 and 59 years of age were

enrolled. Mean ages were 37.6±9.4 years. The initial mean value of ALT

was 79±39.9 IU/L. At baseline, mean of fibrosis (Ishak) in liver biopsies

was 2.3±0.7. Overall, 34 HBeAg positive patients completed 96 weeks

of treatment. 5.9 % of patients achieved HBV DNA\300 copy at week 12

of treatment and 97.1% at week 96. HBeAg loss was observed in 6.7 %
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patients on treatment at week 96. HBeAg seroconversion was observed in

6.7 % patients at week 96 of treatment. Mean ALT at week 48 was 32.7

IU/L. Safety evaluation revealed a good profile. Mean ALT at week 48

was 32.7 IU/L. Safety evaluation revealed a good profile.

Conclusions: TDF was well tolerated and produced a potent, contin-

uous viral suppression with progressive HBeAg loss through week 96.

PP09-042
Hepatitis B surface antigen (HBsAg) loss in HBeAg+ patients with chronic

hepatitis B (CHB) treated with tenofovir disoproxil fumarate (TDF)

P Marcellin1, E.J. Heathcote2, M. Buti3, Z. Krastev4, I.M. Jacobson5, R.A.

de Man6, G.M. Dusheiko7, S. Zeuzem8, C.N. Barnes9, L. Lou10

1Hopital Beaujon, University of Paris; 2University of Toronto;
3Hospital General Universitari Vall d’Hebron and Ciberehd;
4University Hospital St. Ivan Rilsky; 5Weill Medical College
of Cornell University; 6Erasmus MC University Medical Center;
7Royal Free Hospital; 8Medizinische Klinik I; 9Gilead Sciences, Inc.;
10Gilead Sciences, Inc.

Background: With up to 5 years of TDF treatment, 23 patients had

HBsAg loss with 18 achieving HBsAg seroconversion. All were

HBeAg(+) at baseline (BL) and most were infected with Genotype

(Gt) A or D. Multivariate analysis of GtA/D HBeAg(+) patients who

received TDF for 4 years revealed that HBsAg loss is strongly

associated with HBeAg loss during the first 24 weeks (W) and with

rapid HBsAg decline during the first 12 W of treatment.

Methods: We studied patients from TDF study 103 (HBeAg+) with

emphasis on the 23 patients with HBsAg loss.

Results: Of a total of 266 patients randomized, 23 had confirmed

HBsAg loss. Of the 23 patients with HBsAg loss, 19 had HBeAg loss/

seroconversion prior to HBsAg loss or at the same time. Among HBsAg

loss patients, the median time to HBV DNA\169 c/mL was 28 weeks,

HBeAg loss/seroconversion at 48/56 weeks and HBsAg loss/serocon-

version at 80/108 weeks. In 17/23 patients (74%) marked on-treatment

ALT elevations preceded the start of a sharp decline in HBsAg.

Conclusions: TDF-induced loss of HBsAg may be preceded by

on-treatment ALT elevations and HBeAg loss/seroconversion.

PP09-043
Asians have different hepatitis B surface antigen (HBsAg) kinetics

than non-Asians while undergoing treatment with tenofovir disoproxil

fumarate (TDF) or adefovir (ADV) followed by TDF up to 192 weeks

Scott Fung1, Ed Gane2, Ira Jacobson3, Leland Yee4, Geoff Dusheiko5, Huy

Trinh6, Stuart Gordon7, Robert Flisiak8, E. Jenny Heathcote9, Patrick

Marcellin10

1 University of Toronto; 2 Auckland City Hospital; 3 Weill Medical
College of Cornell University; 4 Gilead Sciences, Inc.; 5 Royal Free
Hospital; 6 San Jose Gastroenterology. 7 Henry Ford Hospital;
8 Medical University of Bialystok; 9 University of Toronto; 10 Hopital
Beaujon, University of Paris

Background: Little is known about HBsAg kinetics during treatment

with TDF, including whether Asians and non-Asians have different

HBsAg kinetics. We evaluated the kinetics of HBsAg decline

between Asian and non-Asian patients treated with TDF or with ADV

followed by TDF.

Methods: We analyzed data from TDF studies GS-US-174-0102/GS-

US-174-0103, which enrolled 375 and 266 patients, respectively.

Patients received TDF only or ADV for 48 weeks, followed by TDF

for an additional 144 weeks. Quantitative HBsAg levels were plotted

on a log-10 scale from baseline through week 192. Descriptive anal-

yses were conducted in the whole cohort and by HBeAg status and

race (Asian vs. non-Asian).

Results: In the entire cohort, non-Asians appeared to have higher

baseline HBsAg levels (4.2logs) than Asians (3.7logs), with similar

overall declines over 192 weeks as Asians (-0.7logs vs -0.6logs).

Additionally, there was greater variability in baseline HBsAg levels

among Asian patients compared to non-Asian patients. Among

HBeAg+ patients, non-Asians had higher baseline HBsAg levels

(4.7logs vs 4.2logs) and greater overall declines over 192 weeks than

Asians (-1.3logs vs -0.7logs, respectively). Among HBeAg- patients,

non-Asians had higher HBsAg levels (3.8logs) than Asians (3.3logs)

at baseline. In both Asians and non-Asians, the overall 192 week

declines were modest (-0.4logs and -0.3logs, respectively).

Conclusions: These data suggest that there are differences in HBsAg

kinetics between Asians and non-Asians on TDF. The potential role

of factors such as viral genotype and mode of HBV acquisition on

HBsAg kinetics in TDF therapy deserve further investigation.

PP09-044
Low baseline hepatitis B surface antigen (HBsAg) levels and HBV

genotypes B/C are associated with persistently low HBsAg in HBeAg+

patients treated with tenofovir disoproxil fumarate (TDF)

Scott Fung1, Ed Gane2, Ira Jacobson3, Leland Yee4, Geoff Dusheiko5,

Huy Trinh6, Stuart Gordon7, Robert Flisiak8, E. Jenny Heathcote9,

Patrick Marcellin10

1University of Toronto; 2Auckland City Hospital; 3Weill Medical
College of Cornell University; 4Gilead Sciences, Inc.; 5Royal Free
Hospital; 6San Jose Gastroenterology; 7Henry Ford Hospital;
8Medical University of Bialystok; 9University of Toronto; 10Hopital
Beaujon, University of Paris

Background: HBsAg loss is associated with improved prognosis and

has been described in 10.8% of patients undergoing TDF treatment. It

is unknown whether low HBsAg levels in the absence of HBsAg loss

during treatment have different clinical characteristics. We evaluated

in HBeAg+ patients whether pre-treatment characteristics were

associated with achieving persistently low HBsAg without HBsAg

loss, compared to patients who maintain high HBsAg.

Methods: We analyzed data from patients in TDF Study GS-US-174-

0103. In a case-control analysis, we defined low and high HBsAg as

those having either \2,000 or [10,000 IU/mL, respectively, for at

least 70% of the observed time during 192 weeks of therapy with

TDF or 48 weeks of adefovir (ADV) followed by TDF for 144 weeks.

Results: Among 266 patients enrolled in Study GS-US-174-0103, 28

and 98 fulfilled the criteria for the low and high HBsAg groups,

respectively. In multivariable logistic regression using forward

selection (alpha = 0.10), low baseline HBsAg levels (p = 0.0136),

and having genotypes B/C (compared to A/D) (p = 0.0002), were

associated with persistently low HBsAg levels on treatment. Other

baseline factors including: HBV-DNA level, ALT.

Conclusions: In this exploratory analysis, low baseline HBsAg level

and genotype B/C were significantly associated with persistently low

HBsAg levels during treatment. Future studies of predictors of

HBsAg response should also examine on-treatment predictors as well

as the impact of persistently low HBsAg levels on clinical outcomes.

PP09-045
A novel estimation of the impact of treatment with entecavir on long- term

mortality, morbidity and healthcare costs of chronic hepatitis B in China

Lai Wei1, Shanlian Hu2, Jinlin Hou3, Gordon Liu4, Hong Ren5, Zhongping

Duan6, Qing Xie7, Xiao Fang8, Jidong Jia9

1Peking University Peoples Hospital; 2Fudan University; 3Nanfang
Hospital, Southern Medical University; 4Peking University; 5Second
Affiliated Hospital of Chongqing Medical University; 6Youan
Hospital Affiliated to Capital Medical University; 7Ruijin Hospital
Affiliated to Shanghai Jiaotong University; 8Monitor Group; 9Beijing
Friendship Hospital, Capital Medical University

Background: Healthcare decision-makers are increasingly concerned

about the value of Chronic Hepatitis B (CHB) treatments in China.

This analysis aims at estimating the relative value of entecavir as a

first-line option at treatment initiation and at different treatment

duration from payers perspective.
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Methods: CHB was simulated using a Markov disease transition

model with disease states based on available natural history data.

The model assumed a 5-year treatment duration with entecavir,

lamivudine, telbivudine and adefovir based on published clinical

data. The speed of disease progression varies by viral load and

HBeAg status. Direct medical costs included medication and

management of liver complications. The primary output is the

estimated cost savings of entecavir per patient per day versus the

comparator.

Results: For a treatment duration of 5 years and a follow-up period of

30 years, entecavir treatment was translated into specific patient

benefit of an estimated cost saving of $2.69 per day. In addition, long-

term usage of entecavir results in daily $2.34 cost saving compared to

short-term (1 year) usage. Among available treatment options in

China, entecavir treatment exhibited about $0.83–$1.81 daily cost

saving versus the comparators. The detailed daily cost saving of

entecavir is summarized as follows - entecavir vs. lamivudine: $1.81,

entecavir vs. telbivudine: $0.89, entecavir vs. adefovir: $1.60 and

entecavir vs. generic adefovir: $0.83.

Conclusions: Long-term usage of entecavir exhibits the characteris-

tics of a favorable CHB treatment, which translates into economic

value as opposed to either no treatment or alternative strategies.

PP09-046
APRI Score as Tenofovir Disoproxil Fumarate Treatment Effect

in Patients with Chronic Hepatitis B

Elif Yorulmaz1, Hatice Yorulmaz2, Feruze Enc3, Gupse Adali4, Celal

Ulasoglu5, Ilyas Tuncer6

1 Goztepe Education and Treatment Hospital; 2 Halic University
School of Health Sciences; 3 Goztepe Education and Treatment
Hospital; 4 Goztepe Education and Treatment Hospital; 5 Goztepe
Education and Treatment Hospital; 6 Goztepe Education
and Treatment Hospital

Background: AST platelet ratio index (APRI Score) is easily be

applied to determine the structural changes in chronic hepatitis, a low-

cost and practical method. The purpose of this study is the diagnosis

of chronic hepatitis B with tenofovir disoproxil fumarate (TDF)

applied in patients, in order to compare APRI scores.

Methods: In this study, previously lamuvidin, adefovir, entecavir,

and interferon-treated 78 patients (Group 1) and 44 received no

treatment naive patients (Group 2) were included. Patients with cir-

rhosis were excluded. TDF treatment was applied every each group, 6

months and 1 year APRI scores to compare. APRI was calculated

according to the formula, [(AST of the sample/ reference AST) x 100]

/ platelets.

Results: In this study, 122 patients (mean age 41.65 ± 13.57 years,

mean age at diagnosis 8.88 ± 5.67 years) were included. The first

group, the initial, 6 months and 1 APRI scores of years, respectively

(0.79 ± 1.01, 0.47 ± 0.27, 0.36 ± 0.12, p\0.01) were calculated. The

second group, the initial, 6 months and 1 APRI scores of years,

respectively (1.32 ± 1.16 and 0.38 ± 0.18, 0:35 ± 0.17, p \0.01)

were calculated.

Conclusions: As a result, APRI scores of every each group with TDF

treatment a significant improvement of fibrosis was observed. In order

to use APRI score in the follow-up treatment of patients with chronic

hepatitis B patients, liver biopsy should be evaluated in a greater

number of comparative studies.

PP09-047
MiRNA 197, a potential biomarker for the progression of HBV-related

liver disease

Li Chen, Deming Tan

Xiangya Hospital, Central South University

Background: Recent researches have demonstrated that miRNAs are

involved in pathogenesis of hepatitis B virus (HBV). The present

study investigated the miRNAs expression profiles in Peripheral

blood mononuclear cells (PBMC) from 51 healthy controls (HC), 70

chronic asymptomatic carriers (ASC), 107 chronic hepatitis B (CHB)

and 76 HBV-related acute-on-chronic liver failure (ACLF).

Methods: PBMC recruited from 4 ASC patients and 4 ACLF patients

were used for the miRNAs microarray profiling. The expression of six

miRNAs were validated by performing quantitative reverse tran-

scription polymerase chain reaction (PCR). TargetScan, DIANA and

Pictar were employed for target genes prediction.

Results: Microarray identified that twelve miRNAs (miR-150, miR-

223, miR-574-3p, miR- 197, miR-328 and so on) were significantly

down-regulated and five miRNAs (miR-30a, miR-1246, miR-1305,

miR-193a-3p and miR-196b) up-regulated in PBMC from ACLF

patients compared with that from ASC. Validation experiment

showed that the levels of miR-197 in PBMC regularly decreased as

the symptom severity of liver disease aggravated. In contrast, the pro-

inflammatory cytokine IL18 mRNA in PBMC was gradually up-

regulated with fluctuation in liver inflammation. IL18 is included in

predicted target genes for miR-197. Taken together, there was a

correlation between miR-197 and IL18. The miR-328 levels elevated

from HC to CHB patients to ACLF patients, but it maintained the

same level between ASC and CHB patients. The expression miR-150

strikingly increased in ACLF patients.

Conclusions: Multiple miRNAs in PBMC were involved in the

pathogenesis of HBV. The miR-197 in PBMC was a potential bio-

marker for the progression of HBV-related liver diseases.

PP09-048
Correlation of serum Hepatitis B surface antigen level with response

to entecavir therapy in chronic hepatitis B patients

KGPS Senger, G Ersan

Tepecik Education and Research Hospital

Background: Quantitative hepatitis B surface antigen (qHBsAg) is

useful tools for predicting the virological response (VR) and sero-

logical response (SR) to pegylated interferon therapy. However, the

clinical benefit of qHBsAg in patients taking entecavir (ETV) is

largely unknown. We aimed to determine the change in serum HBsAg

levels in patients with chronic hepatitis B virus (HBV) infection

during entecavir therapy.

Methods: Treatment-naive patients with chronic hepatitis B (CHB)

who were taking ETV for 2 years were enrolled. Serial qHBsAg

levels were measured using the Architect assay method in sera from

35 chronic hepatitis B patients receiving entecavir at baseline and

during antiviral therapy (weeks 12 and 24).

Results: In all, 16 (45.7%) patients were hepatitis B e-antigen

(HBeAg) positive. During treatment, in HBeAg-positive patients,

there was a decline in HBsAg levels from baseline to year 1 to year 2

(75,138, 57,760 and 45,438).

Conclusions: Despite HBV DNA suppression, the majority did not

show significant decline in HBsAg levels.

PP09-049
Entecavir versus lamivudine in chronic hepatitis B patients with acute

exacerbation and hepatic decompensation

Chien-Hung Chen, Chuan-Mo Lee, Jing-Houng Wang, Sheng-Nan Lu,

Tsung- Hui Hu, Chao-Hung Hung

Kaohsiung Chang Gung Memorial Hospital

Background: Data comparing the effect of lamivudine (LAM) and

entecavir (ETV) on mortality in chronic hepatitis B (CHB) patients

with severe acute exacerbation is very limited. We compared the

short- and extended-term mortality between these two treatments and

evaluated predictors of mortality.

Methods: From 2003 to 2006 (LAM group) and 2008 to 2010 (ETV

group), 110 and 97 consecutive CHB naı̈ve patients with acute
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exacerbation and hepatic decompensation were treated with LAM and

ETV respectively. Short- and extended-term mortality was compared

between these two therapy and predictors of mortality was determined.

Results: At baseline, there was no significant difference in terms of

age, sex, creatinine, platelet count, prolonged PT, AST, ALT and total

bilirubine levels, the rates of cirrhosis, ascites, and the development

hepatic encephalopathy between the LAM and ETV groups. LAM

group had a lower albumin level at baseline. By week 48 (short-term),

17 (15.45%) patients in the LAM group and 9 (9.28%) in the ETV

group died (p=0.19 by log rank test). After extended-term follow-up

(mean 27.4±2.40 months), 20 (18.2%) patients in the LAM group and

9 (9.28%) in the ETV group died (p=0.11). Multivariate analysis

showed that age, ascites, hepatic encephalopathy and prolonged PT at

baseline were independent factors for short- and extended-term liver-

related mortality.

Conclusions: ETV and LAM treatment had similar short- and

extended-term mortality rates in CHB patients with acute exacerbation

and hepatic decompensation. Age, ascites, hepatic encephalopathy and

prolonged PT at baseline were independent factors for short- and

extended-term liver-related mortality.

PP09-050
Rapid Hepatitis B virus DNA decline at 4 weeks of entecavir therapy can

not predict long-term outcome in patients with hepatitis B e antigen-

positive chronic hepatitis B

Sae Hwan Lee, Hong Soo Kim, Soung Won Jeong, Sang Gyune Kim,

Jae Young Jang, Young Seok Kim, Boo Sung Kim

Soonchunhyang University Cheonan hospital

Background: Entecavir (ETV) is a potent antiviral agent and achieve

a rapid hepatitis B virus (HBV) DNA reduction after few weeks of

therapy. The aim of this study was to investigate the association

between rapid viral suppression at week 4 and long-term outcome of

ETV therapy.

Methods: Thirty-three hepatitis B e antigen (HBeAg)-positive

patients were consecutively enrolled and administered ETV for at

least 48 weeks. HBV DNA reduction at week 4 was evaluated and

analyzed with virological response (serum HBV DNA \20 IU/mL)

during treatment by Chi-square test.

Results: All of 33 patients were followed for a median 21

(12–48) months and the baseline serum HBV DNA level was 7.8

(5.6–8.9) log10 IU/mL. The median baseline ALT level was 109

(80–665) IU/L. Cumulative virological response rates were 65 and

100% at week 24 and 48, respectively. The median HBV DNA

reduction at week 4 was -2.4 (-0.8 to 5.1) log10 IU/mL. Rapid viral

suppression defined as a 3 log10 or greater decline of HBV DNA at

week 4 after ETV therapy was achieved in 39% (13/33) of patients.

Virological response rate at week 48 was not different between

patients with rapid viral suppression and non-rapid suppressed

patients (61 vs. 55%, P = 0.71) and cumulative virological response

rates also were not different (92 vs. 70%, P = 0.126).

Conclusions: Most HBeAg-positive patients achieved excellent vi-

rological response in continued ETV therapy and rapid viral

suppression at week 4 is not useful for predicting a long- term out-

come of ETV therapy.

PP09-051
Early Decline of Hepatitis B Virus DNA with Lamivudine-Adefovir

Combination Therapy Can Predict a Long-term Response in Patients

with Lamivudine-resistant HBeAg-positive Chronic Hepatitis B

Jihyun Kim, Sae Hwan Lee, Soung Won Jeong, Sang Gyune Kim,

Jae Young Jang, Young Seok Kim, Hong Soo Kim, Boo Sung Kim

Soonchunhyang University Cheonan Hospital

Background: The aim of this study was to investigate the association

between early viral suppression and long-term response of LAM-

ADV combination therapy in patients with LAM-resistant HBeAg-

positive CHB.

Methods: Seventy-four LAM-resistant HBeAg-positive CHB patients

were treated with LAM-ADV combination at least 12 months. The

subjects were classified into two group based on the early viral sup-

pression defined as a 3 log10 or greater decline of hepatitis B virus

(HBV) DNA at week 12 during combination therapy. Virologic

response (serum HBV DNA \100 copies/mL) was evaluated during

follow-up and mutation profiles were analyzed by restriction fragment

mass polymorphism in non-responders.

Results: All of 74 patients were followed for a median 23 (12–53)

months and the baseline serum HBV DNA level was 7.37 (4.2–9.6) log10

copies/mL. Cumulative virological response was 7, 20, and 40% at week

24, 48, and 96, respectively. Early viral suppression was achieved in 32%

of patients and baseline HBV DNA level was not different in two group

(P = 0.475). Virologic response rates were significantly higher in early

viral suppression group at week 48 (46 vs. 13%, P = 0.003) and week 96

(83 vs. 10%, P \ 0.001). Mutational analysis of rtL180 and rtM204 was

re- evaluated after median 18 months in 16 of non-responders and mutant

had still consisted in 13 of them.

Conclusions: Early viral suppression at month 3 is useful for pre-

dicting a long-term outcome of LAM-ADV combination therapy and

for determining whether the other rescue therapy was needed in

patients with LAM-resistant HBeAg-positive CHB.

PP09-052
Combination therapy of telbivudine (LDT) with adefovir (ADV) is

effective in HBeAg positive chronic hepatitis B (CHB) patients with con-

firmed YMDD resistance

Sang-Hoon Ahn1, Young-Oh Kweon2, Seong-Woon Paik3, Joo-Hyun

Sohn4, Teerha Piratvisuth5, Man Fung Yuen6, Yuming Wang7, Hong Ren8,

Yuhong Dong9, Aldo Trylesinski10

1Severance Hospital, Yonsei University College of Medicine; 2The
Kyungpook National University Hospital; 3Samsung Medical Center;
4Hanyang University Guri Hospital; 5NKC Institute
of Gastroenterology and Hepatology, Songklanagarind Hospital,
Prince of Songkla University; 6The University of Hong, Kong, Queen
Mary Hospital; 7Xi Nan Hospital; 8Chongqing Medical University
2nd Affiliated Hospital; 9Novartis Pharma AG; 10Novartis Pharma AG

Background: A large proportion of LAM pre-treated CHB patients

develop YMDD resistance. We aim to summarize efficacy and safety of

LDT and ADV combination treatment in HBeAg positive CHB patients

with confirmed YMDD mutation in two studies (2304 and 2303A1).

Methods: Study 2304 was an open-label, randomized, 2-arm trial

evaluating LDT+ADV versus ADV but terminated early (mono-

therapy in these patients is not recommended). 1 year data of 21

patients per arm were reported (Ahn et al. Hepatol Int 2011). Study

2303A1 was a 1-arm, open-label 1yr study evaluating LDT + ADV in

38 patients (Wang et al. APASL 2011).

Results: Baseline mean HBV DNA was 10 log10 copies/ml in both

studies. Time of LAM exposure was 24–72 weeks (range) and

170 weeks (mean) before entry into 2304 or 2303A1 study respectively.

At 1-year LDT+ADV therapy reduced HBV DNA by -7.4 (vs. -4.9 in

ADV group) or -5.1 log10 copies/ml in 2304 or 2303A1 study

respectively. Undetectable HBV DNA (\300 copies/ml) rates under

LDT+ ADV was 38.5% (vs. 0% ADV group) or 53% in 2304 or 2303A1

study respectively; HBeAg loss/seroconversion rates were 23.1%/

15.4% in 2304 and 24%/16% in 2303A1 study, while 0% in ADV group

in 2304 study; no virologic breakthrough was reported (vs.9.6% with

ADV monotherapy) in 2304 study and virologic breakthrough in 1

patient without genotypic resistance in 2303A1 study. Overall safety

profiles were favorable and similar with LDT+ADV treatment.

Conclusions: In a total of 59 patients with established YMDD

resistance, combination of telbivudine and adefovir showed effective

control in viral replication without newly developed resistance.
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PP09-053
No detectable resistance to tenofovir disoproxil fumarate (TDF) following

up to 240 weeks of treatment in patients with HBeAg+ and HBeAg-chronic

hepatitis B virus infection

Stuart Gordon1, Amoreena Corsa2, Yang Liu3, Michael Miller4, Kathryn

Kitrinos5, Patrick Marcellin6

1Henry Ford Hospital and Health System; 2Gilead Sciences; 3Gilead
Sciences; 4Gilead Sciences; 5Gilead Sciences; 6Hopital Beaujon,
University of Paris, Clichy

Background: To evaluate amino acid changes within HBV pol/RT

after up to 240 weeks of tenofovir disoproxil fumarate (TDF) treat-

ment and determine their potential association with TDF resistance.

Methods: Patients in Studies GS-US-174-0102 and GS-US-174-0103

were randomized 2:1 to receive TDF or adefovir dipivoxil (ADV) for

48 weeks followed by open-label TDF. Virologic breakthrough (VB)

was defined as confirmed HBV DNA [1 log10 from nadir or HBV

DNA.

Results: 495 patients (323 randomized to TDF, 172 to ADV) entered

Year 5 ([77% retention). Nine patients randomized to TDF were

viremic at Week 240/last visit (4 on TDF, 5 on FTC/TDF). Three

patients had no change in pol/RT (2 VB), 1 was unable to be geno-

typed, and 5 had polymorphic changes (1 VB). Three patients

randomized to ADV were evaluated for genotypic changes; two

patients on TDF were unable to be genotyped and 1 patient on FTC/

TDF developed a conserved site change (rtK168N) during VB coin-

cident with transient nonadherence. Four patients had VB during Year

5; three had nonadherence and HBV DNA became \400 copies/mL

in all while continuing on study. No phenotypic resistance to TDF

was observed.

Conclusions: In these long term TDF studies for chronic hepatitis B,

VB during Year 5 was rare (0.8%), transient, and typically associated

with nonadherence. No cases of viral resistance to TDF have been

documented to date.

PP09-054
Long term telbivudine therapy with effective viral control results

in resolution of liver fibrosis and inflammation achieving treatment goals

in patients with chronic hepatitis B (CHB)

Jinlin Hou1, Daozhen Xu2, Guanfeng Shi3, Zachary Goodman4, Mobin

Wan5, De- Ming Tan6, Chengwei Chen7, Yuhong Dong8, Aldo Trylesinski9,

Nikolai NV Naoumov10

1Nanfang Hospital, Southern Medical University; 2Beijing Ditan
Hospital, Capital Medical University; 3Huashan Hospital, Fu Dan
University; 4Center for Liver Diseases, Inova Fairfax Hospital;
5Shanghai Changhai Hospital; 6Xiangya Hospital, Changsha;
7Shanghai Liver Disease Research Center of Nanjing Military Area;
8Novartis Pharma AG; 9Novartis Pharma AG; 10Novartis Pharma AG

Background: Long-term treatment goal in CHB is to prevent liver

cirrhosis and improve survival. The aim of this study was to assess liver

histology in CHB patients during long-term telbivudine treatment.

Methods: 70 CHB Chinese patients were treated for 6 years. 57

patients had paired liver biopsies (baseline and 5 years). Liver his-

tology and viral efficacy endpoints were assessed.

Results: 68 patients were genotype B/C. Baseline [mean (SD)] HBV

DNA was 8.3(2.0) log10 copies/ml; ALT 189(142) IU/L. At 5 years,

serum HBV DNA was undetectable (\300 copies/ml); cumulative

HBeAg loss/seroconversion rates were 88.4/76.7%; cumulative

HBsAg loss/seroconversion was 6.1/4.5%. At 5 years, Knodell

inflammation score was 1.4 (0.9) versus Baseline 7.6 (2.9), 98.2% (56/

57) patients had no liver inflammation. At 5 years, Ishak fibrosis score

was 0.9 (1.0) versus Baseline 2.2 (1.1), 84.2% (48/57) patients had no

fibrosis. Six patients had bridging fibrosis or cirrhosis (Ishak score).

Conclusions: Profound and durable viral suppression as a result of

long term telbivudine treatment markedly improves liver histology,

including resolution of inflammation and fibrosis, and achieves the

long-term goals of CHB treatment. LDT treatment improved GFR in

patients with older age or abnormal GFR. Improvement was not

associated with undetectable HBV DNA, ascites or use of diuretics.

PP09-055
A Comparison of Telbivudine and Entecavir for Chronic Hepatitis B

in Real-World Clinical Practice

Ming-Chao Tsai, Chuan-Mo Lee, King-Wah Chiu, Chao-Hung Hung,

Wei- Chih Tung, Chien-Hung Chen, Po-Lin Tseng, Kuo-Chin Chang,

Jing-Houng Wang, Tsung-Hui Hu

Kaohsiung Chang Gung Memorial Hospital

Background: Telbivudine (LdT) and entecavir (ETV) have shown

similar efficacy for chronic hepatitis B (CHB) treatment in clinical

trials lasting at least 24 weeks. 48 week efficacy of LdT and ETV

were evaluated.

Methods: In this open label, parallel, observational, retrospective

trial, CHB patients were treated with 600mg/d LdT or 0.5mg/d ETV.

Hepatitis B virus (HBV) DNA, ALT normalization, HBeAg sero-

conversion and genotype resistance were assayed.

Results: Ninety-seven LdT patients were compared to 98 ETV

patients based on data completion. Baseline characteristics of the

ETV subset were comparable to 360 ETV patients treated. LdT

patients were older than ETV patients (54.3 ± 13.5 vs. 48.5 ± 13.9,

p=0.003), had lower ALT levels (197.6 ± 285.4 vs. 343.1 ± 698.6,

p=0.059) and fewer HBeAg(+) patients (25/97 vs. 40/98, p=0.019).

There was no difference in baseline HBV DNA levels between

groups. Compared to ETV, LdT resulted in significantly more patients

with ALT normalization rate (80.4% vs. 62.5%, p=0.002), signifi-

cantly greater HBeAg seroconversion (40.0% vs. 12.6%, p=0.007) at

24 weeks with similar HBV DNA undetectability. By multivariate

analysis, only use of LdT treatment wasa predictive factor of HBeAg

seroconversion in naı̈ve patients (p=0.028). Higher efficacy tendency

was observed in LdT after 48 weeks, however, 6/90 LdT patients

developed resistance. Using roadmap model, a baseline ALT of C2 x

ULN was predictive of a high efficacy rate for either drug in

HBeAg(+) and HBeAg(-) patients.

Conclusions: Telbivudine shows favorable outcomes in real-life

using the roadmap concept in patients with a baseline ALT of C2 x

ULN.

PP09-056
Cost effectiveness analysis of chronic hepatitis B treatment in Taiwan

Tung-Hung Su, Jia-Horng Kao

Department of Internal Medicine, National Taiwan University
Hospital

Background: To evaluate the cost effectiveness of telbivudine and

entecavir with reference to lamivudine in the treatment of chronic

hepatitis B patients in Taiwan.

Methods: We performed an indirect comparison using two clinical

trials of CHB (chronic hepatitis B) patients undergoing 2-year of

telbivudine or entecavir therapy with reference to lamivudine, and

analyzing the ICER (incremental cost-effectiveness ratio). In con-

sideration of Taiwans 3-year reimbursement program and accounting

for potential drug resistance, a decision tree analysis evaluated the

cost effectiveness of 3-year entecavir or telbivudine therapy with

reference to lamivudine. Key therapeutic endpoints were HBeAg

seroconversion, HBV DNA undetectability and ALT normalization.

Results: Considering the 2-year HBeAg seroconversion rate and

2-year drug price, the ICER of telbivudine was 4 times less than

entecavir. For HBV DNA undetectability, the ICER of telbivudine

and entecavir with reference to lamivudine were the same. Consid-

ering 2-year ALT normalization rates, the ICER of telbivudine was

about 2.5 times cheaper than entecavir. For HBeAg(+) patients, the

ICER for entecavir was 4 and 7 times higher than for telbivudine in

the GLOBE trial and in Roadmap superVresponders. For HBeAg(-)

Hepatol Int (2012) 6:67–309 119

123



patients, with the endpoint of HBV DNA negativity after 3 years of

therapy, the ICER of entecavir was 2 times that of telbivudine in

either GLOBE or super-responders under the Roadmap concept.

Conclusions: Telbivudine is more cost-effective than entecavir in

HBeAg seroconversion and ALT normalization, and comparable with

entecavir in HBV DNA negativity. The decision tree analysis simu-

lates Taiwanese treatment indicates that telbivudine demonstrates

superior cost-effectiveness over entecavir.

PP09-057
Analyses of Multiple Telbivudine (LDT) Studies Show Creatine Kinase

(CK) Elevations Do Not Predict Muscle Events (ME) During Chronic

Hepatitis B (CHB) Treatment

Yuhong Dong1, Alkaz Uddin2, Simone Kraev3, Charles Koehne4, Aldo

Trylesinski5

1 Novartis Pharma AG; 2 Novartis Pharmaceuticals; 3 Novartis
Pharma AG; 4 Novartis Pharmaceuticals; 5 Novartis Pharma AG

Background: CK elevations are frequently reported among treated

CHB patients. We assessed serum CK grades (G) across LDT studies

for potential relationship with reported muscle events (MEs) includ-

ing myopathy/myositis, myalgia, muscular weakness, or discomfort.

Methods: For 1 yr assessment, four LDT studies [two phase III

(n=680, 167 respectively), two phase IV (n=2206, 59 respectively)]

were pooled. For 4 yr assessment, A2303 study was analyzed

(n=655).

Results: 1 yr CK analysis showed 4.4% (136/3108) of patients with G

3/4 CK; majority of G3/4 CK (90%) were asymptomatic. 4yr CK

analysis showed: 97.5% of G3/4 CK last 1-2 visits; 1.8% (12/655) had

C 2 consecutive visits of G3/4 CK; 93% resolved/returned to baseline

level. Median CK increased from baseline 101 IU/mL to 255 IU/mL

(peak at 112wks). 19% (20/104) of on treatment G3/4 CK had

abnormal baseline CK values. Race was not a predictor for on-

treatment G3/4 CK. 1yr analysis showed that 0.35% of patients

reported with myopathy/myositis [11/3112, myopathy (n=9)/myositis

(n=2)]. 3 presented CK G4, 7 G1/2 and 1 unknown. Most of

‘‘myopathy’’ cases reported did not meet current myopathy definition.

4yr analysis on MEs showed 0.61% (4/655) [myopathy (n=2)/ myo-

sitis (n=2)] of patients with myopathy/myositis. 40/655 (6.1%) pts

presented MEs. 22.5% pts (9/40) had G3/4 CK within ±30 days of

MEs. 88% (35/40) had normal baseline CK.

Conclusions: G3/4 CK elevation was infrequent, asymptomatic,

transient and recoverable. Myopathy/myositis was rare. Baseline or

on-treatment CK was not predictive of on treatment muscle events.

Therefore, muscle signs and symptoms should be monitored.

PP09-058
Head-to-head comparison of Viral Kinetics (VK) during 12 weeks

of Telbivudine (LDT) vs. Tenofovir (TDF) vs. combination LDT

and TDF in Chronic hepatitis B (CHB)

Nancy Leung1, Eva Herrmann2, Henry Chan3, George Lau4, Thomas So5,

Stefan Zeuzem6, Yuhong Dong7, Aldo Trylesinski8, Nikolai Naoumov9

1 Alice Ho Miu Ling Nethersole Hospital; 2 Johann Wolfgang Goethe
University Frankfurt Department of Medicine; 3 The Chinese
University of Hong Kong; 4 Humanity & Health; 5 Princess Margaret
Hospital; 6 Klinikum der Johann Wolfgang Goethe-Universitaet;
7 Novartis Pharma AG; 8 Novartis Pharma AG; 9 Novartis Pharma AG

Background: Viral Kinetics is important in understanding antiviral

potency, determining antiviral profiles and developing treatment

strategy.

Methods: This was a randomized, open-label study in HBeAg postive

patients (with baseline HBV DNAC107copies/ml and normal ALT-

B19ULN) treated for 12 weeks with LDT or TDF or LDT plus TDF.

HBV DNA was measured by COBAS Taqman (Roche). A standard

biphasic mathematical model was used to compare HBV DNA decay

parameters and maximum likelihood optimization method was used.

Results: 46 patients received LDT (n=16), TDF (n=14) or LDT+TDF

(n=16) treatment. Mean±SD baseline HBV DNA was similar in 3

groups. The mean ±SD reduction in HBV DNA levels from baseline

to Week 12 was 3.9±0.9, 4.2±0.7, and 4.4 ±1.0 log10 copies/mL in

LDT, TDF and LDT+TDF groups respectively (P[0.05). LDT+TDF

group provided 0.2*0.5 log more decline at Week 12 than the

monotherapy group. No significant differences observed among 3

groups on viral clearance rate/day (0.97, 1.2, 0.88) or infected cell

loss rate/day (0.04, 0.05, 0.05) (all P[0.05). Antiviral efficacy in

blocking viral production was similar in the monotherapy group

(median LDT 99.7%, TDF 99.4%) but was slightly better and more

homogeneous in the combination treatment group than in the mono-

therapy groups (mean±SD, 99.1%±0.8% vs. 98.8%±1.6%, Wald-

Wolfowitz test p=0.038).

Conclusions: Monotherapy with LDT or TDF showed similar activity

in HBV DNA reduction and viral kinetics of HBV DNA decay during

12 weeks treatment, in patients infected with HBV. VK was more

homogeneous and slightly improved in the combination treatment

group than the monotherapy groups.

PP09-059
Long-term clinical outcome of patients with chronic hepatitis B after with-

drawal of antiviral therapy

Dengming He, Ke Fan, Jie Wang, Xianli Chen, Guohua Yan, Yan Zhu,

Xiaohong Wang, Yuming Wang

Southwest Hospital, the Third Military Medical University

Background: By observing long-term clinical outcome of chronic

hepatitis B (CHB) patients after withdrawal of antiviral therapy, we

aimed to explore the theraputic strategies of CHB patients after

achieving ideal/satisfactory end-point by nucleoside analogues

(NUCs) or IFN-a/peg-IFN-a.

Methods: 182 patients who achieved ideal/satisfactory end-point

were involved. The mean duration of withdrawal was 96 weeks

(NUCs 85 weeks and IFN-a/peg-IFN-a 158 weeks, respectively).

After withdrawal, HBV DNA, ALT level, and HBV markers were

monitored regularly. Relapse was determined by twice continuous

elevation of HBV DNA and ALT.

Results: After drug withdrawal, relapse occurred in 39 patients

(21.4%, 15 HBeAg-positive and 24 HBeAg-negative). All 12 patients

with ideal end-point had no relapse. Among HBeAg-positive patients,

there were no significant differences in relapse rate between NUCs

and IFN-a/peg-IFN-a therapy [13/78 (16.7%) vs 2/24 (8.3%),

P[0.05]. The same result was seen in HBeAg-negative patients [23/

60 (38.3%) vs 1/7 (12.5%), P[0.05]. The mean time of relapse was 44

weeks after withdrawal. After relapse, the level of HBV DNA and

ALT were lower than baseline, 7.10±0.87 vs 5.21±1.82 (P\0.05) in

HBV DNA (log 10 copies/ml) and 262±84 vs 91±42 (P\0.01) in

ALT of HBeAg-positive, and 122±59 vs 54±15 (P\0.05) in ALT of

HBeAg-negative. Among 7 relapse HBeAg-positive patients, only 1

(14.2%) achieved satisfactory end-point within 24 weeks.

Conclusions: For HBeAg-positive patients, achieving satisfactory

end-point within 24 weeks is a predictor of sustained response.

Reoccurrence of HBV DNA replication alone does not imply relapse

of hepatitis. For CHB patients, after achieving ideal/satisfactory end-

point, withdrawal should be considered as the preferred strategy.

PP09-060
Elevated IL-17A-producing CD4+ T cells contribute to HBeAg

seroconversion in patients with chronic hepatitis B under antiviral therapy

Xuan Huang, Shi-Wu Ma, Yong-Yin Li, Li-Bo Tang, Xiao-Tao Jiang,

Jian Sun, William G.H. Abbott, Jin-Lin Hou

Southern Medical University

Background: IL-17A-producing CD4+T cells (Th17 cells) have been

demonstrated to be proinflammatory effectors. Furthermore, Th17

cells, serving as effective B-cell helpers, may trigger antibody
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production. However, its role in chronic hepatitis B (CHB) is not fully

understood.

Methods: IL-17A-producing CD4+T cells were assessed in 32

HBeAg-positive CHB patients with 30 healthy controls (HC) and 30

inactive carriers (IC) as controls. Twenty of 32 CHB patients received

52 weeks Telbivudine treatment. The expressions of IL-17A and

CXCR5 in CD4+ T cells (Flow cytometry), and serum IL-17A level

(CBA) were evaluated at baseline, W12, W24 and W52.

Results: Both CHB patients and IC showed significantly higher

proportions of Th17 cells than HC (both p \ 0.0001), but no differ-

ence was found between CHB patients and IC (p = 0.064). The

proportion of Th17 cells in patients with HBV infection (combined

both CHB and IC) was positively correlated with ALT level

(r = 0.283, p = 0.026) and HBV-DNA level (r = 0.266, p = 0.037).

In the longitudinal study, both the proportions of Th17 cells and the

proportion of CXCR5+IL-17A+ cells at baseline were significantly

higher in patients who achieved HBeAg seroconversion (CR, n = 7)

than in patients without complete response (NCR, n = 13)

(p = 0.0005, p = 0.011). The proportion of Th17 cells at baseline

could independently predict the antiviral outcome (p = 0.002).

Conclusions: Higher proportion of Th17 cells in both patients with

treatment-induced and naturally-evolved HBeAg seroconversion

suggested that Th17 cells might be not only pre- inflammatory

effectors as previous description, but also a potential B cell response

helper in chronic HBV infection.

PP09-061
Pegylated interferon is much superior in treating Chinese patients

with chronic hepatitis B to conventional interferon

Yuanping Zhou, Jian Zhang, Jinjun Chen, Bin Zhou, Yanjun Wang,

Yanan Song

Nanfang Hospital, Southern Medical University

Background: To compare the efficacy of pegylated interferon (Peg-

IFN) with conventional interferon (IFN) in treating Chinese patients

with chronic hepatitis B (CHB).

Methods: 423 Chinese CHB patients treated with Peg-IFN or IFN for

at least 24 weeks were enrolled. The undetectable rate of HBV DNA,

lose and seroconversion of hepatitis B e antigen (HBeAg) and hep-

atitis B surface antigen (HBsAg) were compared between Peg-IFN

group and IFN group.

Results: The undetectable rates of HBV DNA at week 12, 24 and 48

were higher in Peg-IFN group than that in IFN group (P \ 0.05). Of

317 HBeAg-positive patients, the undetectable rates of HBV DNA at

week 24 and 48 were higher in Peg-IFN group than in IFN group (35

vs. 23.2%, P \ 0.05 and 69.6 vs. 51.9%, P \ 0.05, respectively).

Among 106 HBeAg-negative patients, the undetectable rates of HBV

DNA, HBeAg loss and HBeAg seroconversion within the two groups

were not significantly different. Binary logistic regression demon-

strated that HBV DNA loss was more frequently observed in Peg-IFN

group than in IFN group. For over or equal to 27-years-old patients,

the undetectable rate of HBV DNA was higher in Peg-IFN group than

that in IFN group (77.7 vs. 57.4%, P \ 0.01). As to younger than

27-years-old, the rates of HBsAg loss and HBsAg seroconversion

were significantly higher in Peg-IFN group than in IFN group (16 vs.

2.3%, P \ 0.01 and 12 vs. 2.3% P \ 0.05, respectively).

Conclusions: Peg-IFN is superior to IFN in treating Chinese CHB

patients in decline of HBV DNA, clearance of HBeag and HBsAg,

particularly for younger ones.

PP09-062
A prospective and open-labeled study for the efficacy and safety of telbivu-

dine in HBeAg positive pregnant woman to prevent vertical transmission

Xin Wu1, Meiming Pan2, Xiaowen Sun3, Shun Tan4, Guohong Deng5,

Yingzi Tang6, Junnan Li7, Yuming Wang8

1 Institute for Infectious Diseases; 2 Institute for Infectious Diseases;
3 Institute for Infectious Diseases; 4 Institute for Infectious Diseases;

5 Institute for Infectious Diseases; 6 Institute for Infectious Diseases;
7 Department of Gynecology and Obstetrics; 8 Institute for Infectious
Diseases

Background: To evaluate the efficacy and safety of telbivudine

treatment in HBeAg+ve pregnant woman with high viral load to

prevent mother-to-child transmission (MTCT).

Methods: We systematically investigated the effect of telbivudine in

preventing HBV MTCT from an open-labeled RCT carried out in 3

years. 149 HBeAg+ve mothers received telbivudine 600mg per day

from week 24–32 of gestation and 114 who were not willing to use

this drug were served as untreated controls. All the infants were

vaccinated with 20gg recombinant HBV vaccine and 200 IU of HBIg

according to routine methods.

Results: Baseline demographics and clinical characteristics of

mothers and infants were listed in Table 1 and 2. The incidence of

undetectable HBV DNA level was significantly higher in the infants

born from the treated-mothers than the controls (P=2.26910-8). The

serum HBsAb+ve in infants over 6 months in the treated-mothers was

significantly higher than in the controls (P=7.405910-5). As for the

serum HBsAg+ve in infants over 6 months, the difference was

remarkable between the two groups (P=2.55910-7). The level of the

serum HBsAg and HBeAg of the mothers and the cordblood had no

difference between the treated and untreated groups (P=0.227 and

P=0.596) (data and tables were omitted here).

Conclusions: Telbivudine was effective and well-tolerated in the

HBeAg+ve pregnant women and their infants. It can safely and sig-

nificantly reduce vertical HBV transmission, when compared to the

controls.

PP09-063
Suboptimal Response to Lamivudine Therapy in Nucleos(t)ide Analog-

Naive Patients with Chronic Hepatitis B - Multicenter Analysis from Clin-

ical Practice in Poland

Beata Dobracka1, Witold Dobracki2, Ea Lakomy3, Joanna Markiewicz4,

Robert Pleśni5, Marcin Hawro6, Wies B7, Ireneusz Bańburski8

1J.Gromkowski Voivoid Specialistic Hospital, Wrocław; 2Medical
Academy of Wrocław; 3 Pomeranian Center of Infectious Diseases
and Tuberculosis, Gdańsk; 4 Pomeranian Center of Infectious
Diseases and Tuberculosis, Gdańsk; 5 Medical Center, Łańcut;
6 Medical Center, Łańcut; 7 Voivoid Specialistic Hospital, Opole;
8 Voivoid Specialistic Hospital, Opole

Background: Until 2010 lamivudine was the only available (reim-

bursed) oral drug in Poland for the therapy of NtA-naı̈ve patients with

CHB. Currently?it’s still a SOC in HBeAg-negative patients. The

aim of our study was to analyze the outcome of LAM-therapy?viral/

serological response and correlating factors in real-life setting.

Methods: Retrospective analysis of patient’s records with CHB on

LAM in four Polish clinics (Jan’2007–June’2010). Eligibility: age-

C18ys, HBV-monoinfection, NtA-naı̈ve, LAM-therapyC12 weeks. VR

at week: 24,48,72,96 according to HBeAg-status, baseline HBVDNA

[copies/mL] (low\10/4, intermediate: 10/4-10/8, high[10/8), clinical/

demographic data were calculated. Statistical tests: logistic regression/

Cochran-Artmitage-trend/chi2/Mann-Whitney/Fisher’s-exact-trend-

test.

Results: 252 patient’s records were selected: mean agers, men

74,2%), cirrhosis 18,3%), HCC, 2%), HBeAg-positive (43,7%).

Median overall BL HBVDNA[copies/mL]: 7,96x10/6, ALT[ULNR

209(83,2%). VR rate[%] at weeks 24, 48, 72, 96 for two thresholds

(HBVDNA negative and \300copies/ml) were subsequently: 30,4/

39,1/43,2/33,3 and 57,1/62,5/70,7/62,9 overall; 41,6/48,1/51,3/31,3

and 72,5/73,1/73,8/66,7 for HBe-negative pts; 16,5/28,4/30,8/36,4

and 38,1/ 48,3/66,8/57,6 for HBe-positive patients. VR was strongly

correlated with BL HBVDNA: week 249%, 24,5%, 14,3%

(p\0.0001) and week 485%, 36,6%, 19,4% (p=0.0006) for low,

intermediate and high HBVDNA respectively. There were no
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correlation between VR and diagnosis/age/gender. Cumulative rate of

HBsAg-loss%, HBeAg-loss 1%. At week 9675,3%) achieved ALT

normalization. Partial VR(overall)8%. In HBeAg-negative,1%,

HBeAg-positive2%. At week 488% developed resistance.

Conclusions: VR was suboptimal in pts treated with LAM regardless

of HBeAg-status. Efficacy depended on baseline HBVDNAavorable

VR rates were in patients with intermediate/high HBVDNA. VR was

negatively affected by high resistance rate up to week 48.

PP09-064
Viral response in patients with chronic hepatitis B treated with lamivudine

- data from clinical practice

Witold Dobracki1, Beata Dobracka2, Ewa Jarowicz3,

Kornelia Lis-Szynber4

1Medical Academy of Wrocław; 2J. Gromkowski Voivoid Specialistic
Hospital, Wrocław; 3J. Gromkowski Voivoid Specialistic Hospital,
Wrocław; 4J. Gromkowski Voivoid Specialistic Hospital, Wrocław

Background: The aim of the study was to assess the viral respon-

se(VR) and mutation development in lamivudine(LAM)-treated

patients with chronic hepatitis B(CHB).

Methods: Retrospective analysis of data of LAM-treated patients in

the Voivoid Hospital in Wrocław(Poland). Selection criteria:

[18years, LAM-therapy C12 weeks, being treated according to

national therapeutic program(2007-2011). Evaluation of VR rate and

selection of YMDD mutations at wk 24/48/72/92 in relation to HBe-

status, clinical diagnosis, history of previous LAM therapy using

Cochran – Artmitage, Mann-Whitney, Kruskall-Wallis, Fisher’s

exact, chi2 tests.

Results: Eligible 134 patients: men 101(75,4%), mean age 50,6 years,

cirrhosis 32(23,9%), previous LAM-therapy:36(26,9%)-mean period

22,4 months. HBeAg-positive 63(47%). VR(undetectable HBV DNA)

achieved 30,3/39,8/51,4/45,5% of pts at week 24/48/72/96 respec-

tively. The highest VR rate was observed at wk24 in HBe- negative

with baseline viral load\10/4 IU/ml (p=0,0113). In 43(32,1%)

YMDD- mutations were found: 3(2,3%)/26(24,1%)/5(6,9%)/

5(11,4%)/4(11,4%) at wk 24/48/72/96 respectively, regardless of

HBe-status. The most frequent mutations were at codon 180 and 204.

181-codon mutations were rare, but all developed before wk48. In

patients with history of previous LAM-therapy 14(38,9%) were

YMDD -positive. In a group with unknown viral response to previous

LAM-therapy 52,6% were YMDD-positive up to week 48. There was

no correlation found between clinical diagnosis and VR or YMDD.

Conclusions: The majority of YMDD mutations were selected before

week 48. It is recommended to change therapy to another analog in

patients without VR at week 24. In patients with a history of previous

LAM therapy with unknown viral effect the CHB management should

be started with NtA with high genetic barrier.

PP09-065
Prediction of HBeAg seroconversion to nucleos(t)ide analogues for hepa-

titis B e antigen-positive chronic hepatitis B using on-treatment hepatitis B

e antigen decline

Yingying Hao, Juan Xia, Yong Liu, Jun Zhang, Rui Huang, Chao Wu

Nanjing Drum Tower Hospital of Nanjing University Medical School

Background: To investigate the usefulness of quantitative hepatitis B

e antigen (HBeAg) for predicting HBeAg seroconversion in chronic

hepatitis B (CHB) patients treated with nucleos(t)ide analogues.

Methods: Twenty-two HBeAg-positive CHB patients underwent NUCs

antiviral therapy were enrolled and followed up for 2 years. Serum HBV-

DNA load, ALT levels, quantitative HBsAg(qHBsAg) and quantitative

HBeAg(qHBeAg) were carried out at baseline, weeks 12, 24, 48 and 96.

Results: Seven patients had HBeAg seroconversion and 15 patients

remained HBeAg positive after 2-year therapy. There were no statistical

differences between the two groups in serum HBV-DNA load, qHBsAg

or qHBeAg at baseline (P [ 0.05). During treatment, HBeAg

seroconversion patients experienced a significantly more pronounced

decline in HBV-DNA levels at week 12 and qHBeAg at week 12, 24 and

48 compared to non-HBeAg seroconversion ones(P \ 0.05). Patients

achieved HBV-DNA undetected at week 12 still had 36.4% chance of

not achieving e antigen seroconversion within 2 years. Moreover, the

area under receiver operating characteristics curve for the rate of HBV-

DNA decline at week 12, and the rate of qHBeAg decline at week 12 and

48 from baseline to predict HBeAg seroconversion at year 2 were 0.802,

0.872 and 0.910(P \ 0.05). Predictive indices revealed 56.2, 45.3 and

82.1% to be the best cutoff levels with a sensitivity of 85.7, 83.3 and

83.3%, and a specificity of 69.2, 92.3 and 100%, respectively. No such

result was found in qHBsAg.

Conclusions: The qHBeAg rapid decline from baseline during anti-

viral therapy had high value to predict HBeAg seroconversion,

especially after HBV-DNA undectable.

PP09-066
Efficacy optimization of response to therapy (EFFORT): a two-year,

randomized, open label, controlled study on telbivudine treatment

applying the roadmap concept in HBeAg positive chronic hepatitis b

(CHB) adult patients: week 76 interim analysis

Jian Sun1, Qing Xie2, Deming Tan3, Qin Ning4, Junqi Niu5, Xuefan Bai6,

Shijun Chen7, Jun Cheng8, Jidong Jia9, Jinlin Hou10

1Nanfang Hospital, Southern Medical University; 2Ruijin Hospital,
Shanghai; 3Xiangya Hospital, Changsha; 4Tongji Hospital, Wuhan;
5No. 1 Hospital affiliated to Jilin University, Changchun; 6Tangdu
Hospital, Xi’an; 7Ji’nan Infectious Diseases Hospital, Ji’nan;
8Beijing Ditan Hospital, Beijing; 9Beijing Friendship Hospital,
Beijing; 10Nanfang Hospital, Guangzhou

Background: The ROADMAP concept provides an optimized

approach to improve antiviral efficacy of nucleos(t)ide analogues for

anti-HBV treatment. EFFORT study is the first randomized controlled

study to evaluate adefovir add-on strategy in telbivudine treated

patients with detectable HBV DNA at W24 versus adefovir add-on at

viral breakthrough time.

Methods: 606 adult patients with HBV DNA.

Results: 561 patients who have completed 76-week treatment were

included in the analysis. Adefovir was added to 68.0% of patients in

Group I at W28. At W76, patients in Group I achieved significantly

higher percentage of HBV DNA \300 copies/ml (74.0% [208/281]

vs. 61.1% [171/280], p = 0.001) and lower viral breakthrough rate

(1.8% [5/281] vs. 12.9% [36/280], p \ 0.001). The HBeAg sero-

conversion and ALT normalization rates were comparable between

these two groups (21.6% [60/278] vs. 21.9% [58/265], p = 0.932;

87.5% [119/136] vs. 83.7% [108/129], p = 0.380).

Conclusions: W24 add-on ROADMAP concept was proved effective

in this randomized controlled study with W76 significantly increased

antiviral efficacy and reduced viral breakthrough rate versus standard

of care.

PP09-067
High-dose clevudine impairs mitochondrial function and glucose- stimu-

lated insulin secretion in INS-1E cells

Yoon-Ok Jang, Moon Young Kim, Soon Koo Baik, So Yeon Park, Ki Won

Jo, Sang Ok Kwon, Kyu-Sang Park

Yonsei University Wonju College of Medicine

Background: Clevudine is a nucleoside analog reverse transcrip-

tase inhibitor that exhibits potent antiviral activity against hepatitis

B virus (HBV) without serious side effects. However, mitochon-

drial myopathy has been observed in patients with chronic HBV

infection taking clevudine. Moreover, the development of diabetes

was recently reported in patients receiving long-term treatment

with clevudine. In this study, we investigated the effects of

clevudine on mitochondrial function and insulin release in a rat

clonal-cell line, INS-1E.
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Methods: The levels of mitochondrial DNA (mtDNA) and cyto-

chrome c oxidase-1 (Cox1) mRNA transcribed from mtDNA were

measured by using quantitative PCR. MTT analysis, ATP/lactate

measurements, and insulin assay were performed.

Results: Both INS-1E cells and HepG2 cells, which originated

from human hepatoma, showed dose-dependent decreases in

mtDNA copy number and Cox1 mRNA level following culture

with clevudine (10).

Conclusions: Our data suggest that high-dose treatment with clevu-

dine induces mitochondrial dysfunction caused by the depletion of

mtDNA and impairs glucose-stimulated insulin secretion in insulin-

releasing cells. These findings partly explain the development of

diabetes in patients receiving clevudine who might have a high sus-

ceptibility to mitochondrial toxicity.

PP09-068
Evaluation of antiviral effects of nucleos(t)ide analogues for hepatitis B

virus using in vitro and in vivo models

Eisuke Murakami, Masataka Tsuge, Nobuhiko Hiraga, Michio Imamura,

Shoichi Takahashi, Hidenori Ochi, C Nelson Hayes, Kazuaki Chayama

Hiroshima university

Background: The treatment for chronic hepatitis B was drastically

improved by nucleotide analogues (NAs). However, the long-term

NAs therapy increased the incidence of antiviral resistances.

Recently, the experimental in vitro and in vivo models using hepa-

toma cell line and human hepatocyte chimeric mice were established.

In this study, we evaluated the antiviral effects of NAs for developing

countermeasures against multidrug-resistant HBV.

Methods: Wild type HBV clones were generated from the sera of HBV

carriers. The wild type HBV clones were substituted in HBV RT domain

and generated drug resistant HBV clones. We evaluated the anti-viral

effects of NAs for the drug resistant clones using in vitro and in vivo models.

Results: The LMV-resistant clone contained with rtL180M plus

rtM204V substitutions obtained a strong tolerance to lamivudine

(LMV), but maintained sensitivity to adefovir dipivoxil (ADV), ent-

ecavir (ETV) and tenofovir disoproxil fumarate (TDF). The LMV plus

ADV-resistant HBV clones contained with rtA181T plus rtN236T or

rtL180M plus rtM204V plus rtN236T substitutions developed large

tolerance to LMV and ADV, but maintained sensitivity to ETV and

TDF. LMV plus ETV-resistant HBV clone contained with rtL180M

plus rtS202G plus rtM204V substitutions obtained marked tolerance

to LMV and ETV, but had sensitivity to ADV.

Conclusions: This in vivo mouse model was useful for analyzing the

antiviral effects of nucleotide analogues for chronic HBV infection. We

expected that this model would prove to be valuable applications in finding

a suitable therapy against several kinds of multi-drug resistant HBVs.

PP09-069
Renal safety of adefovir dipivoxil (ADV) for two-year treatment in Chinese

patients with chronic hepatitis B

Min Mao

Renji Hospital

Background: To investigate the renal safety of ADV in Chinese

patients with chronic hepatitis B (CHB).

Methods: 1013 patients with CHB from 2 Chinese ADV multicenter

clinical trials (ADV 30001&106632) were evaluated. All patients

were administrated with ADV 10mg daily and 104 weeks results were

analysed. Nephrotoxicity is defined by an increase C0.5 mg/dL from

baseline in serum creatinine or a serum phosphorus value of\1.5 mg/

dL on two consecutive occasions.

Results: At week 104 there was no significant median change in

serum creatinine from baseline. 3 patients were reported with grade 1

elevation of serum creatinine on two consecutive occasions, 1 at week

80, 2 at week 104. No patient experienced a C0.5 mg/dL increase

from baseline. Vast majority patients maintained normal serum

phosphorus levels during 2 years treatment. At 104 weeks there was

0.09 mg/dL decrease from baseline in median serum phosphorus.

Grade 1or grade 2 decrease in serum phosphorus levels were reported

in 16 patients, but 5 of them were at lower levels at baseline. There

were no confirmed serum phosphorous decreases to \1.5 mg/dL. No

renal serious adverse events occurred, and no dose adjustment was

required for patients.

Conclusions: The outcomes demonstrate that 2 years treatment with

ADV did not result in marked nephrotoxicity. ADV 10 mg daily is

well tolerant for Chinese patients. There are no data to indicate any

renal safety concern.

PP09-070
Health-related quality of life assessment in patients with viral hepatitis

Muzeyyen Ay1, Mustafa Kemal Celen2, Celal Ayaz3, Saim Dayan4, Insa

Gul Ekiz Iscanli5, Yusuf Celik6, Guvenc Kockaya7, Salih Hosoglu8

1Dicle University, Faculty of Medicine, Diyarbakir; 2Dicle
University, Faculty of Medicine, Diyarbakir; 3Dicle University,
Faculty of Medicine, Diyarbakir; 4Dicle University, Faculty
of Medicine, Diyarbakir; 5Dicle University, Faculty of Medicine,
Diyarbakir; 6Dicle University, Faculty of Medicine, Diyarbakir;
7Health Ministry of Turkey; 8Dicle University, Faculty of Medicine,
Diyarbakir

Background: In this study, it is aimed to assess the health related life

quality of the chronic viral hepatitis B, C and D on which antiviral

treatment is started and the patients who are carrier of such related

factors by comparing.

Methods: 50 patients with hepatitis B, C and D and 50 patients who

are only carrier are included in the study as the control group. All

those patients treatment is just started and their medical examinations

are followed in the Dicle University Medical Faculty Infection Dis-

eases and Clinical Microbiology Policlinic.

Results: While there was no recovery at the psychopathologic situ-

ation at the comparison of SCL-90 done on the second and twelfth

week of the patients who received treatment, at the comparison of the

second and twenty-fourth weeks it was seen that at the psychopath-

ologic parameters interpersonal sensibility, anxiety, paranoid thinking

are going better.

Conclusions: The assessment of the physical and psychological sit-

uation of the chronic hepatitis patients during the follow-up and

treatment, treatment of the detected psychopathologic disorders will

provide patients life quality related with health be better. It is nec-

essary to approach these patients with multidisciplinary of infection

illnesses and psychology department.

PP09-071
Dynamic changes of Th cell subsets in peripheral blood of patients with E

antigen-positive chronic hepatitis B treated with pegylated interferon

for 24 weeks

Jing Wang, Peng Hu, Hong Ren

The Second Affiliated Hospital of Chongqing Medical University

Background: To investigate the dynamic changes of Th cells and the

relationship of anti-viral therapy of patients with hepatitis B e anti-

gen-positive chronic hepatitis B treated with Pegylated interferon.

Methods: The levels of Th1,Th2,Th17,Treg cells in PBMC of

HBeAg positive chronic hepatitis B patients were measured at 0, 4, 8,

12, 24 weeks after pegylated interferon treatment by FACS.

Results: For the 24 weeks treatment of HBeAg dropped to 10 COI is

divided into Group A:\10 COI; Group B:[10 COI. In the 4th week

of treatment, Th1/Th2 level showed a fast decline, after the state was

continuing low level in both two groups. No significant difference of

Treg cells between Group A and Group B. However, there were

significant differences of Th17 and Th17/Treg between the two

groups, group B showed an upward trend in the first eight weeks,

followed by gradual decline, group A showed a gradual increase state.
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In addition, we found Th1/Th17, Th2/Th17 in first 16 weeks are all

showed a low level states, in the 24th week of Group B it remained

low, while in group A showed a significant higher level. For the

24 weeks treatment of HBV-DNA down to 10,000 copy/ml is divided

into two groups, these results of HBV DNA groups are similar with

those of HbeAg groups.

Conclusions: Th cell subsets (Th1, Th2, Th17, Treg) involved in the

whole process of antiviral therapy of pegylated interferon. Among

them, Th17 and Treg cells have the most prominent changes. Sup-

ported by NSFC (No. 30972584,81171561), NSTMPC(No. 2008ZX

10002-006).

PP09-072
Lamivudine is Able to Avoid and Suppress HBV Reactivation in HBV

carrier RA Patients Undergoing Anti-TNF-a Therapy

Sheng-Shun Yang, Der-Yuan Chen

Taichung Veterans General Hospital

Background: To investigate HBV reactivation and viral kinetics in

anti-HBc-positive RA patients undergoing anti-TNF-a therapy.

Methods: HBV reactivation in anti-HBc-positive RA patients

receiving anti-TNF-a therapy were analyzed retrospectively. HBV

serology markers were detected by EIA, and HBV DNA determined

by real-time PCR assay.

Results: A total of 88 RA patients (77 women, 11 men; 50.1 ± 12.0

y/o) with IgG anti-HBc positive, 18 (20.5%) were HBsAg (+),

12 (13.6%) HBsAg (-)/anti-HBs (-), and 58 (65.9%) HBsAg (-)/anti-

HBs (+) before starting anti-TNF-a therapy. Among HBsAg (+)

patients receiving anti-TNF-a therapy, no HBV reactivation occurred

in 10 patients who received lamivudine preemption and HBV DNA

decreased significantly (153,860 ± 80,120 IU/mL to 313 ± 235 IU/

mL at month 12, p\0.001), paralleling the decrease of ALT. In

contrast, 5 of 8 patients (62.5%) without antiviral preemption

developed HBV-hepatitis, and viral loads increased significantly after

anti-TNF-a therapy (9,375 ± 5,924 IU/mL vs. 49,710,000 ±

40,535,000 IU/mL, p\0.001), and then declined markedly after

lamivudine therapy (49,710,000 ± 40,535,000 IU/mL vs. 6,382 ±

2,424 IU/mL, p\0.001). Serum HBV DNA were detected in four of

twelve patients (33.3%) who had HBsAg (-)/anti-HBs (-) status, and

one of them developed HBV reactivation after anti-TNF-a therapy.

Conclusions: HBV reactivation can occur in both HBsAg (+) and

HBsAg (-)/anti-HBc (+)/anti-HBs (-) patients receiving anti-TNF-a
therapy. Lamivudine preemption or treatment is able to avoid &

suppress HBV reactivation in HBsAg (+) RA patients undergoing

anti- TNF-a therapy, while the efficacy of other anti-HBV agents in

this field need further evaluation.

PP09-073
Significance of undetected serum HBV DNA levels at 12 and 24 weeks

varies with baseline viral load in predicting 96-week telbivudine treatment

outcome

Wei Lu1, Haihong Yang2, Yunming Fan3, TM Li4

1Pekin Union Medical College Hospital; 2The first affiliated hospital
of Guangzhou Medical College; 3Common Hospital Centre S.
Januario, Macau SAR; 4Common Hospital Centre S. Januario,
Macau SAR

Background: To determine the antiviral potency, viral resistance

rate, and the significance of baseline characteristics and early on-

treatment response in predicting 2-year telbivudine treatment

outcome.

Methods: We studied the rates of serological, biological and viral

resistance for 161 treatment.

Results: The median age and follow-up duration were 48 years and

16.9 months. The median baseline HBV DNA and ALT levels were

7.1 log10 copies/ml and 130 U/L. The cumulative HBeAg

seroconversion rate was 16 (23.2%) during 2-year treatment. The

ALT normalization rate peaked at 76.7% at 48 weeks before

decreasing to 71% at 96 weeks. Four patients (7.5%) developed tel-

bivudine resistance at 96 weeks. Undetectable HBV DNA was

achieved by 1.8, 31.6, 60, 74.1% in HBeAg positive patients and 29.3,

60.3, 84, 84.6% in HBeAg negative patients at week 12, 24, 48 and 96

respectively. Undetectable HBV DNA rate at 12 weeks was the

strongest predictor of viral suppression at 2-year for all patients.

However undetectable HBV DNA rate at 24 weeks was a predictor of

viral suppression at 2-year only for patients with higher baseline HBV

DNA level ([7 log10 copies/ml, p \ 0.0001), but not for patients

with lower baseline HBV DNA levels (\7 log10 copies/ml,

p = 0.177).

Conclusions: Baseline HBV DNA levels should be considered when

evaluatingviral suppression at 24 weeks in predicting long-term outcome.

PP09-074
Characteristics of myelosuppression caused by pegylated interferon\or

conventional interferon\therapy in Chinese patients with chronic hepatitis

B and its influence on the effectiveness

Yuanping Zhou, Bin Zhou, Rui Zhou, Wei Li, Junjie Wang, Jian Zhang,

Hao Zhang, Shuling Yang, Ronglong Jiang

Nanfang Hospital, Southern Medical University

Background: To analyze characteristics and differences of myelo-

suppression caused by pegylated interferon (Peg-IFN) or conventional

interferon (IFN-a) therapy, to explore correlation of myelosuppres-

sion with efficacy of interferon (IFN) and to compare the oral drugs

with recombinant human granulocyte colony-stimulating factor

rhG-CSF in raising neutrophile counting in patients with chronic

hapatitis B (CHB) receiving IFNs therapy.

Methods: 252 CHB patients treated with Peg-IFN or IFN-a for

48 weeks were included. Blood routine tests were carried out to

analyze the differences of leukocyte (WBC), neutrophil (Neu) and

platelet (PLT) counting in those patients. The relationship between

myelosuppression and the efficacy of IFN was evaluated in the sub-

groups divided by the lowest blood cell counting during IFNs therapy.

Patients suffered neutropenia caused by IFNs were given oral drugs or

rhG-CSF randomly to evaluate the efficacy of the two kinds of drugs.

Results: Myelosuppression occurred more frequently in Peg-IFN

group (77.2%) than IFN-a group (59.5%), significant differences were

found in the rate of leucopenia, thrombopenia (P \ 0.05).

Conclusions: Myelosuppression occurred more frequently in CHB

patients treated with Peg-IFN than IFN-a. The moderate decline level

of leukocyte counting may be the predictor for the effectiveness of

IFNs therapy in CHB patients.
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from the National Natural Science Foundation of China (30671872).

PP09-075
A Case of HBeAg Serocoversion with Emerged Mutation of rt M 204 I/V

in the Patients with Hepatitis B and HIV

Takashi Honda, Yoshiaki Katano, Kazuhiko Hayashi, Masatoshi Ishigami,

Hidemi Goto

Nagoya University Graduate School of Medicine

Background: A 35-year-old man was admitted to our hospital

because of elevated ALT. He had a previous history of acute hepatitis

B. The patient had been found to have human immunodeficiency virus

(HIV) infection and highly active antiretroviral therapy was started.

However during follow-up viral mutations for all antiretroviral drugs

including lamivudine were emerged. All antiviral drugs were replaced

with another drug. ALT was elevated to 502 IU/L and HBVDNA was

9.1 log copies /mL, so He was referred to our group and was admitted

hospital. His laboratory data was following, ALT 613 IU/L, Platelet

counts 199000/gL, HBeAg positive, HBVDNA wild type. Liver

biopsy showed fibrosis stage F1. Antiviral therapy with lamivudine
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was restarted because there was low possibility to control by inter-

feron for high HBVDNA virus load and at that time we could not use

Adefovir and Tenofovir in Japan. After that HBVDNA was reduced

to 3.8 log copies/mL and HBeAg seroconversion was caused. Muta-

tion of rt M 204 I/V was found and ALT was rebound to 5.4 log

copies/mL. However, ALT was normalized and HBVDNA was

gradually decreased below 5 log copies/mL. We experienced the

patient who had mutation for HIV virus and additional mutant for

HBV became stable within normal ALT and below 5 log copies/mL

HBVDNA. This case suggests observation was one of the choices, not

add or switch another antiviral drug to avoid increasing number of

antiviral drug in the patient whose liver fibrosis was not advanced.

PP09-076
Therapeutic efficacy of telbivudine treatment chronic Hepatits B

and HBV-induced cirrhosis patients in a community hospital in Taiwan

Chi Chieh Yang, Yu Line Huang, Yu Tsai Liu, Ping Hung Chan,

Chich Sheng Wu, Yi Jen Fang, Chien Hua Chen, Shin Rong Su,

Tai Tien Chung, Yung Hsiang Yeh

Show Chwan Memorial Hospital

Background: Observation study for chronic Hepatitis B patients

(CHB) and HBV-induced cirrhosis patients in telbivudine treatment.

Methods: 120 CHB patients with the criteria of acute exacerbation

with decompensation, persist elevation of transaminase with viremia,

or liver cirrhosis with viremia were treated with telbivudine more than

1 year. Virology, serology, biochemistry data were analyzed since

2007–10 for therapeutic efficacy.

Results: In 41 HBeAg(+) patients, M/F ratio was 31/10 and 7.3%

were cirrhosis with 59.9 weeks mean therapeutic duration. The

baseline mean ALT was 416 IU/L, 53.9% patients had more than 5

time of ALT ULN. The baseline mean HBVDNA level was

7.1 log10 IU/ml. In 77 HBeAg(-)patients, M/F ratio was 56/21 and

27.6% were cirrhosis with 71.2 weeks mean therapeutic duration.

The baseline mean ALT was 269, 33.8% patients had more than 5

time of ALT UNL. The baseline mean HBVDNA level was 5.8

log10 IU/ml. The efficacy analysis of HBeAg(+) group in 24, 48

and 72 weeks were: 69, 91, 93% in ALT normalization ratio, 58.8,

70, 77.8% in HBVDNA \300 IU/ml, 19.5, 24.4, 34.1% in HBeAg

loss rate and 9.8, 17.1, 22% in HBeAg seroconversion rate. The

efficacy analysis of HBeAg(-) group in 24, 48, 72 weeks were: 81,

84, 86% in ALT normalization ratio and 85, 98, 92% in HBVDNA

\300 IU/ml. Only 2 patients who were HBeAg (-) had viral

resistance in 54th and 72th week in all enrolled patients. CPK

elevation rate was 7% and only one had severe muscle weakness

and need medication switch.

Conclusions: Telbivudine therapy in CHB is effective in viral sup-

pression and safe for patients.

PP09-077
Unilateral mixed hearing loss associated with pegylated interferon-a

2a treatment in a patient with hepatitis B virus infection

Fanpu Ji, Zongfang Li, Zhenghui Wang, Hong Deng

The Second Affiliated Hospital, College of Medicine, Xian Jiaotong
University

Background: Interferon alpha (IFN-a) have been used for therapy of

hepatitis B virus (HBV) and hepatitis C virus infections. The oto-

toxicity associated with IFN-a administration are very rare. We

describe a patient developed unilateral mixed hearing loss during

PEG IFN-a therapy.

Methods: A 28-year-old woman with a ten years history of HBV

infection visited our hospital for anorexia and fatigue. Laboratory

parameters showed elevated transaminase, and HBsAg, HbeAb,

HbcAb and HBVDNA were positive. She was administered PEG

IFN-\-2a subcutaneously (180 gg, weekly). Two days after the

eighth PEG-IFN injection, she suddenly developed vertigo, tinnitus

and complete hearing loss in left ear.

Results: Pure tone audiometry confirmed a mixed hearing loss (left

ear: air/bone: 90/58 dB; auditory brainstem response (ABR):

[100 dB; right ear: air/bone: 13/7 dB; ABR: 30 dB). The therapy was

discontinued immediately. Oral vancomin (0.5 mg, thrice daily) and

methylprednisolone (8 mg, thrice daily) was started in the follow

3 weeks. Four days later, the symptom of vertigo resolved. Three

weeks later, hearing loss and tinnitus symptoms and audiometry (left

ear: air/bone: 69/37 dB; ABR: 100 dB; right ear: air/bone: 10/5 dB;

ABR: 30 dB) showed a improvement. Six months after initial dis-

continuation, without further improvement can be found in

audiometry. Nevertheless, the patient did notice slight hearing

impairment at that time.

Conclusions: The patient ultimately made a partly recovery from

hearing loss. To our knowledge, the present case has been the second

case of sudden hearing loss associated with PEG-IFN therapy for

chronic HBV infection. Physicians should be aware of the possible

ototoxicity of PEG-IFN requiring appropriate surveillance.

PP09-078
Quantitative HBsAg levels in nucleoside/nucleotide analogue suppressed

HBeAg negative patients and asymptomatic HBsAg carriers

Erwin Ho, Sven Francque, Margareta Ieven, Dominique Ursi, Viviane Van

Hoof, Peter Michielsen

University Hospital of Antwerp

Background: Serology and HBV DNA quantification are used in the

assessment and follow up of the treatment of HBV, either by nucle-

os(t)ide analogues (NA) or (pegylated) interferon. However, these

tests make no distinction between asymptomatic carriers and NA-

treated HBeAg- patients who achieve successful HBV suppression. In

this study, we compared these groups using the quantification of

HBsAg (qHBsAg).

Methods: Exclusion criteria for asymptomatic carriers: HBeAg+HIV,

HCV, HDV co-infection Current treatment against HBV (antiviral

therapy, interferon). Previous treatments must have ended at least 6

months before recruitment. Liver fibrosis (Metavir [F3), cirrhosis,

HCC ALT [2N HBV DNA [2000 IU/mL We compared this group

to HBeAg- treated patients: HBeAg-, HBV DNA\2000IU/mL, ALT

\2N, treatment with NA. Recruitment occurred retrospectively (until

6/30/2011)/prospectively (7/1/2011 V9/30/2011) from samples taken

from outpatient and inpatient clinics in the University Hospital of

Antwerp. HBsAg quantification was done with the Roche Elecsys

assay. Statistical comparison was done using the Mann-Whitney U

test.

Results: In 21 months we recruited 28 asymptomatic carriers and 27

HBeAg- NA treated patients. When comparing these two groups, we

found a statistical difference in qHBsAg (means: 6043 IU/mL ± 2112

IU/mL vs. 11985 IU/mL ± 3357 IU/mL, p= 0.012) but no difference

in HBV DNA (p= 0.243) or ALT (p= 0.572). A negative correlation

(R2=0.193, Pearson coefficient= -0.439, p= 0.025) was found between

qHBsAg and the duration of (ongoing) NA therapy.

Conclusions: qHBsAg can differentiate between asymptomatic HBV

carriers and successfully suppressed HBeAg- patients.

PP09-079
Kinetics and Clinical Implication of Quantitative Hepatitis B Surface

Antigen in Chronic Hepatitis B Patients Treated with Long-term Ente-

cavir

Tsung-Hsien Hsiao, Chia-Chi Wang, Tai-Chung Tseng, Ching-Sheng Hsu,

Pin- Chao Wang, Hans Hsienhong Lin, Jia-Horng Kao
1 Department of Hepatology, Buddhist Tzu Chi General Hospital,
Taipei Branch and School of Medicine, Tzu Chi University, Hualien,
Taiwan; 2 Department of Hepatology, Buddhist Tzu Chi General
Hospital, Taipei Branch and School of Medicine, Tzu Chi University,
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Hualien, Taiwan; 3 Department of Hepatology, Buddhist Tzu Chi
General Hospital, Taipei Branch and School of Medicine, Tzu Chi
University, Hualien, Taiwan; 4 Department of Hepatology, Buddhist
Tzu Chi General Hospital, Taipei Branch and School of Medicine,
Tzu Chi University, Hualien, Taiwan; 5 Department of Hepatology,
Buddhist Tzu Chi General Hospital, Taipei Branch and School
of Medicine, Tzu Chi University, Hualien, Taiwan; 6 Department
of Hepatology, Buddhist Tzu Chi General Hospital, Taipei Branch
and School of Medicine, Tzu Chi University, Hualien, Taiwan;
7 Graduate Institute of Clinical Medicine and Hepatitis Research
Center, National Taiwan University College of Medicine
and Hospital, Taiwan

Background: The kinetics of quantitative hepatitis B surface antigen

(qHBsAg) during long-term entecavir treatment and its impact on

treatment responses remain largely unclear.

Methods: A total of 55 chronic hepatitis B (CHB) patients who

received entecavir treatment for more than 2 years were enrolled.

Serum HBsAg level was measured using the Elecsys HBsAg II quant

immunoassay (ROCHE ANALYTICS; Roche Professional Diagnos-

tics, Penzberg, Germany). The definitions of high qHBsAg level and

significant on-treatment decline were [ 4 log and 1 log reduction

from baseline, respectively.

Results: Of 55 patients (41 male (74.55%); mean age 48.3±11.4

years old), 23 were positive for hepatitis Be antigen (HBeAg). The

median treatment period was 34 months (ranged from 26 to 43

months). A total of 288 samples were analyzed for HBsAg levels.

HBsAg seroclearance was noted in one patient (1/55, 1.8%) at year 3.

Patients with high qHBsAg level were younger and had higher HBV

DNA level as well as higher prevalence of HBeAg positivity than

those without. In addition, they had a lower rate of virologic response

at year 1 and 2 (P\0.001 and 0.001). Significant on-treatment decline

of qHBsAg level at month 6 could not predict HBeAg loss in HBeAg-

positive patients or virologic response in all patients at year 2.

Conclusions: A high baseline qHBsAg level is associated with a

worse 2-year virologic response to entecavir therapy. Significant on-

treatment decline of qHBsAg level at month 6 cannot predict viro-

logic response or HBeAg loss at 2 years of therapy.

PP09-080
Risk Factors Predicting Early Mortality in Icteric Reactivation of Chronic

Hepatitis B Patients Receiving Oral Anti-HBV Agents

Sheng-Shun Yang1, An-Swen Tsai2, Shu-Chuan Chang3, Teng-Yu Lee4,

Hong-Zen Yeh5, Chi-Sen Chang6

1 Taichung Veterans General Hospital; 2 Taichung Veterans General
Hospital; 3 China Medical University; 4 Taichung Veterans General
Hospital; 5 Taichung Veterans General Hospital; 6 Taichung
Veterans General Hospital

Background: Icteric reactivation is elevation of serum total bilirubin

greater than 2.0 mg/dL in a previous stable CHB patient without

identifiable causes, we investigate the risk factors associated with

early mortality (30 days after starting treatment) in such patients

receiving oral anti-HBV agents.

Methods: Retrospectively we analyzed 186 CHB patients fulfill

aforementioned diagnosis and receiving oral anti-HBV therapy.

Baseline characteristics and multiple logistic regression analysis for

early mortality risk factors assessment were performed.

Results: Of enrolled patients, 127 treated with LMV, 16 LdT, and 43

ETV. Age, gender, HBeAg status, and serum HBV DNA level were

comparable. LMV group had significant PT prolongation (seconds,

10.35±8.41 vs. 2.34±1.81 vs. 3.35±2.60; p\0.001), and bilirubin

level (mg/dL, 8.89 ±7.71 vs. 3.91±2.84 vs. 4.64 ±3.99; p\0.001).

Serum creatinine was significantly higher in LdT-treated group (mg/dL,

0.98±0.41 vs. 2.16±3.19 vs. 1.19±1.36; p=0.001). Early mortality

occurred in 17 (13.4%) in LMV, 4 (25%) in LdT, and 2 (4.7%) in

ETV-treated groups respectively (p=0.089). Significant predictors for

early mortality were age (62.30±15.21 vs. 46.44± 16.00, ph.000), PT

prolongation (12.87 ±10.56 vs. 7.47 ±7.22, p=0.029), and total bil-

irubin level (11.49±6.99 vs. 6.96±6.87, p=0.004). By multiple

logistic regression analysis, risk predictors for early mortality were

age, PT prolongation, and LdT- treatment (small case number).

Conclusions: Early mortality rate is high in icteric reactivation of

CHB especially in aged patients with longer PT prolongation and

prominent jaundice at initial presentation.

PP09-081
Efficacy of 52 weeks treatment with entecavir vs adefovir for chronic

hepatitis B in Bangladesh

Md. Azam, Mobin Khan, Arif Uddin, Rubayat Giasuddin,

Saeed Abdullah

BIRDEM Hospital and The Liver Centre, Dhaka

Background: Entecavir is a newer antiviral agent for the treatment of

chronic hepatitis B. Adefovir is available for a longer period in

Bangladesh. Cost of adefovir is much less than that of entecavir in

this country. We compared the efficacy of entecavir (Group A,

n = 84) with adefovir (Group B, n = 89) among CHB Bangladeshi

patients in this study.

Methods: At the Liver Centre Dhaka, Bangladesh patients with

hepatitis B e antigen (HBeAg)-positive or HBeAg-negative CHB

were randomly assigned to treatment with 0.5 mg of entecavir or

10 mg of adefovir daily for 52 weeks. The endpoint of treatment was

reduction in serum HBV DNA level, HBeAg negative and alanine

aminotransferase (ALT) normalization at the end of treatment. Viral

resistance and safety were assessed.

Results: At week 52, polymerase chain reaction-negative HBV DNA

was significantly higher in group A than group B (84.5 vs. 68.5%,

P \ 0.05), HBeAg loss (14.7 vs. 16.1%, P = NS) was similar. ALT

normalization was also similar among two groups (86.6 vs. 89.2%,

P = NS). Virologic resistance and clinical adverse events were

unremarkable in the two treatment groups.

Conclusions: In Bangladeshi patients with CHB, 52 weeks entecavir

treatment provided greater antiviral efficacy than adefovir.

PP09-082
Efficacy of switching to entecavir in chronic hepatitis B patients treated

previously with lamivudine

Md. Azam1, Mobin Khan2, Arif Uddin3, Saeed Khan4, Rubayat Giasuddin5

1BIRDEM Hospital and The Liver Centre, Dhaka; 2The Liver Centre,
Dhaka

Background: Entecavir, a newer antiviral agents showed better

efficacy in chronic hepatitis B (CHB) patients in many clinical trials.

Lamivudine has several limitations especially in the development of

drug-resistance by time. The present study assessed the antiviral

efficacy and safety of entecavir switch in CHB patients who exhibited

persistent viraemia under lamivudine therapy.

Methods: A total of 204 CHB patients (both HBeAg-positive and

HBeAg-negative) with persistent viraemia [HBV DNA [4 log(10)

copies/ml] under lamivudine treatment for 24–52 weeks were ran-

domized (1:1) to continue lamivudine 100 mg/day or switch to

entecavir 1 mg/day for 1 year. Primary endpoint was the reduction in

serum HBV DNA levels from baseline at Week 24.

Results: The mean reduction in serum HBV DNA levels from

baseline with entecavir was significantly higher than lamivudine at

Week 24 (-2.9 0.13 vs. -0.8 0.27 log(10) copies/ml; P \ 0.001) and

maintained through 1 year. The rate of treatment failure was signif-

icantly lower (P \ 0.001) for patients who switched to entecavir (7%)

compared with those who continued lamivudine (29%) after 52 weeks

of treatment. Genotypic resistance rates were higher in patients

continuing lamivudine compared with those who switched to ente-

cavir. Both treatments were well tolerated with similar safety profiles.
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PP09-083
Telbivudine and entecavir for adult chronic hepatitis B patients in Ban-

gladesh: results at 1 year

Md. Azam, Mobin Khan, Saeed Abdullah, Rubayat Sheikh, Arif Uddin

BIRDEM Hospital and The Liver Centre, Dhaka

Background: Bangladesh is an intermediate prevalent zone of

chronic hepatitis B (CHB) virus infection with a carrier rate of 5–7%

among general population. All approved oral antiviral agents are now

available in Bangladesh. Efficacy of the newer agents are not well studied.

We compared the efficacy of telbivudine (group A, n = 103) with ente-

cavir (group B, n = 84) among CHB Bangladeshi patients in this study.

Methods: At the Liver Centre Dhaka, Bangladesh patients with

hepatitis B e antigen (HBeAg)-positive or HBeAg-negative CHB

were randomly assigned to treatment with 600 mg of telbivudine or

0.5 mg of entecavir daily for 52 weeks. The endpoint of treatment

was reduction in serum HBV DNA level, HBeAg negative and ala-

nine aminotransferase (ALT) normalization at the end of treatment.

Viral resistance and safety were assessed.

Results: At week 52, polymerase chain reaction-negative HBV DNA

was lower in group A than group B (77.5 vs. 84.5%, P = 0.04), HBeAg

loss (14.7 vs. 14.1%, P = NS) was similar. ALT normalization was also

similar among two groups (88.6 vs. 86.2%, P = NS). Virologic break-

through as evidenced by increase in HBV DNA during treatment after an

episode of HBV DNA negativity was higher among telbivudine group

than entecavir group (6.7 vs 2.3%, p\0.05). Clinical adverse events

were unremarkable in the two treatment groups.

Conclusions: In Bangladeshi patients with CHB, 52 weeks entecavir

treatment provided greater antiviral efficacy than telbivudine. Anti-

viral resistance is also less among entecavir group.

PP09-084
Fulminant hepatitis due to hepatitis D exacerbation in a patient

with chronic HDV and HBV co-infection following complete virological

suppression of HBV by oral antiviral agent

Chao Wei Hsu, Chau Ting Yeh

Chang Gung Memorial Hospital

Background: Hepatitis D virus is a defective RNA virus that requires

hepatitis B virus surface antigen for its replication and transmission.

Peg-IFN with or without oral Nuc was proved to be effective in

treating HBV+HDV dual infection, while minor beneficial effect was

demonstrated if only oral Nuc. Here we performed a case study for a

patient with fulminant hepatitis resulting in mortality due to HDV

superinfection following oral Nuc.

Methods: Serial stored serum samples from June 2009 to June 2011

were retrieved from the serum bank for a patient who had CLL with

concurrent HBV infection and received telbivudine monotherapy.

Liver biochemistries and seromarkers were tested. Viral levels were

assessed by real-time PCR for HBV DNA and HDV RNA. Genotypic

resistance was performed by direct sequencing. Liver biopsy was

reviewed to exclude involvement of CLL and tissue HBsAg, HBcAg

and HDV antigen were analyzed by immunohistochemistry.

Results: The tests revealed a patient with HBV co-infected with

HDV. HBeAg (-), Anti-HBe (+), and anti-HDV (+). Before tel-

bivudine treatment, HBV DNA and HDV RNA were both positive

and HBV DNA became undetectable after one year of treatment.

Fulminant hepatitis developed 16 months after telbivudine therapy

with HBV DNA increased drastically. However, no nucleotide sub-

stitution was detected in HBV polymerase gene. Serial HDV RNA

quantitative tests showed increasing levels overtime during anti-HBV

treatment.

Conclusions: Exacerbation of HDV hepatitis could occur when

coinfection with HBV, leading to fulminant hepatitis, even after

complete virological suppression of HBV DNA by oral anti-HBV

agent.

PP09-085
Investigation on the adherence of Chinese chronic hepatitis B patients

on nucleos(t)ide analogues

Ke Fan, Yingzi Tang, Yuming Wang

Institute for Infectious Diseases of PLA, Southwest Hospital, the Third
Military Medical University

Background: Patients’ adherence to nucleos(t)ide analogues (NUCs)

is essential for avoiding antiviral drug resistance, and therefore sat-

isfactory efficacy. Aims: This study was to investigate the adherence

of patients with chronic hepatitis B (CHB) in during NUCs treatment

and to explore the possible factors associated with poor adherence.

Methods: This interview-based descriptive and analytical study was

carried out in a general hospital where 1,108 patients with CHB who

received NUCs were interviewed with pre-structured questionnaires,

which covered various important adherent-related information.

Results: The results showed that 30.1% of the patients had a non-

adherent history. No significant differences in gender, age and base-

line HBV DNA level were found with respect to medication

adherence (P [ 0.05). The non-adherent rate of patients with LAM,

ADV, LdT, ETV, LAM+ADV and LdT+ADV were 31.5, 35.6, 26.3,

25 and 28.9% respectively. Common reasons for missing doses were

as follows: (1) ran out of pills (37.7%); (2) failed to afford the cost of

drugs (23.3%); (3) absence of symptoms or lack of conviction

regarding the effectiveness of treatment (2.1%); (4) according to the

advice of other people (including specialist, general practitioner, other

patients, network information, etc.) (4.8%); (5) too busy to take the

drugs (16.4%); (6) other reasons (15.8%).

Conclusions: A significant number of respondents were not fully

adherence with the NUCs regimen. NUC with better efficacy and high

genetic barrier is recommended for patients so as.

PP09-086
Early Virologic Response and Viral Kinetic in HBeAg-Positive Chronic

Hepatitis B (CHB) Patients: Comparison among Lamivudine (LAM),

Entecavir (ETV) and Telbivudine (LDT)

Hong Ren1, Qing-Hua Meng2, Ding-Kun Li3, Mo-Bin Wan4, Jin-Song

Huang5, You-Yi Zhang6, Qi Chen7, Qin Zhang8, Hong Tang9, Yan-Yan

Ji10

1 The Second Affiliated Hospital of Chongqing Medical University;
2 Beijing You-An Hospital, Capital Medical University; 3 The Second
Peoples Hospital of Nanjing; 4 Shanghai Changhai Hospital Affiliated
to the Second Military Medical University; 5 Hangzhou Sixth
Hospital, Zhejiang Chinese Medical University; 6 The Third Peoples
Hospital of Nantong; 7 Yancheng City No. 1 Peoples Hospital;
8 Shanghai Public Health Clinical Center; 9 State Key Laboratory
of Biotherapy(Sichuan University), West China Hospital, Sichuan
University; 10 Jingan District Center Hospital of Shanghai

Background: According to the roadmap model of antiviral treatment

for CHB, early virologic response (VR) to nucleos(t)ide analogues

(NAs) is considered essential to predict long-term outcome. Only

limited information is available from premarketing trials regarding

early VR of NAs. Furthermore, comparison among LAM, ETV and

LDT for CHB naive patients in daily clinical practice setting has not

been performed in head to head study.

Methods: In this multi-center trial, 300 NAs-naı̈ve CHB patients with

baseline HBV DNA C105 copies/ml were randomized 1:1:1 to open-

label treatment with LAM 100mg/day, ETV 0.5mg/day or LDT

600mg/day for 24 weeks. Of these, 29 patients (LAM 8, ETV 11,

LDT 10) with a baseline viral load[107 copies/ml were included in

the analysis of viral kinetics over the first 12 weeks of therapy.

Results: Baseline HBV DNA was comparable in LAM, ETV and

LDT groups (mean log 8.21 .06, 8.05 .14 and 8.42 .09 copies/ml

respectively, p=0.09). At week 24, similar proportions achieved HBV

DNA \300 copies/ml (LAM 20.29%, ETV 33.96%, LDT33.96%,
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P=0.07) and similar proportions remained HBV DNA[1,000 copies/

ml (66.67 %, 50.94%, and 47.06%, p=0.08). In the viral kinetic

assessment, there were not significant differences in efficacy of viral

production inhibition, virus clearance rate and half-life of free virus

among three groups.

Conclusions: Suboptimal response rate is high in patients treated with

NAs. More than 60 percent of patients remained HBV DNA detect-

able after 24 weeks of treatment even with the new generation

nucleoside analogue as ETV. On-treatment modification is recom-

mended in those suboptimal responders.

PP09-087
Serum HBeAg level is predictive of virologic response to interferon

in HBeAg-positive chronic hepatitis B patients.

Qian Fangxing, Liu Yanhong

Shanghai Changning Hospital

Background: To assess HBeAg kinetics in patients treated with

interferon/lamifudine for 2 years, and predicting sustained virologic

response (SR) at 1 year. As well as their relationship with virologic

and biochemical characteristics in 60 hepatitis B e antigen-positive

patients who maintained undetectable serum hepatitis B virus (HBV)

DNA long-term.

Methods: Serum HBV DNA/HBsAg HBeAg and HBV DNA levels

were assessed from 30 HBeAg+ patients treated with interferon

5millon U three times a week, another 30 cases with lamivudine

100 mg/day for 104 weeks, at baseline, weeks 24, 52 and 104, as well

as during off-treatment follow-up.

Results: HBeAg levels \1 log(10) Cos/ml at treatment week 104

were highly predictive of SR (i.e., HBV DNA \500 copies/ml) at 2

years on-treatment and 1year follow-up, positive predictive value,

91%; negative predictive value, 97%) In this patient population,

HBsAg loss was observed in five (16.6%) of 30 patients who treated

with interferon through 3 years, but that was 1 (3.3%) of 30 patients

who treated with lamivudine; HBsAg loss rate was 31.6% (6/19) in

cases who got HBeAg lever decline. HBeAg decline rate was a better

predictor of serum response (SR) than HBV DNA decline rate.

Conclusions: Serum HBeAg levels\1 log(10) Cos/ml at treatment are

highly predictive of SR to interferon/lamivudine at 2 years treatment.

HBeAg decline rate at on-treatment weeks 24 and 52 from baseline

were also more predictive of SR than HBV DNA decline rate. A rapid

decline in serum HBeAg levels during the first year may identify those

with a greater likelihood of achieving HBsAg clearance.

PP09-088
Development and international validation of criteria for treating hepatitis

B based on the risk of hepatocarcinogenesis

Masayuki Kurosaki, Man-Fung Yuen, Takashi Kumada, Wai-Kay Seto,

Hiroyuki Nakanishi, Kaoru Tsuchiya, Jun Itakura, Yuka Takahashi,

Yasuhiro Asahina, Namiki Izumi

Musashino Red Cross Hospital

Background: The assessment of hepatocellular carcinoma (HCC)

risk among patients with chronic hepatitis B is essential for formu-

lating plans of surveillance or antiviral treatment. We aimed to build a

predictive model for identifying high-risk patients.

Methods: Models to predict HCC development within 5 years were

constructed by data mining analysis using 437 untreated chronic

hepatitis B patients followed at a single hospital in Japan. These

models were externally validated using independent cohorts in other

medical institutions in Japan (n = 576) and Hong Kong (n = 525).

The accuracy for identifying HCC risk was compared between these

models, the current treatment guidelines, and the combination thereof.

The effect of nucleotide/side therapy on risk reduction was also

analyzed among 151 treated patients.

Results: HCC risk prediction models that account for age, platelet

count, HBV DNA, and core promoter mutations identified patients

with a 5-year risk of developing HCC ranging from 0 to 29.6% with

excellent reproducibility (r2 = 0.90–0.95). The sensitivity of the

current guidelines for identifying high risk patients was 34.4–82.8%,

but improved to 85.9–100% when combined with the prediction

models. Stratified analysis showed that nucleotide/side analogue

therapy significantly reduced HCC rates in high-risk patients (relative

risk = 0.59–0.62).

Conclusions: HCC risk prediction models could improve the sensi-

tivity of the current treatment guidelines for identifying patients at

high risk of developing HCC, thereby allowing physicians to for-

mulate personalized plans of surveillance or antiviral treatment. In

support of a treatment recommendation, HCC rates can be reduced by

nucleotide/side analogue therapy in high-risk patients.

PP09-089
Therapeutic effects of telbivudine in hepatitis b virus-related liver

cirrhosis

Cheng Kun Liu, Rong Nan Chien, Chih Lang Lin

Chang-Gung Memorial Hospital, Keelung

Background: To evaluate the therapeutic effects of telbivudine in

HBV (hepatitis B virus)-related cirrhosis patients.

Methods: 58 patients with HBV-related liver cirrhosis were enrolled

in an open-label, single- arm observational prospective study. Patients

received telbivudine (Ldt) 600 mg once daily and serum ALT and

HBV DNA levels were evaluated over 3 years.

Results: 55 subjects who had undergone more than one year of Ldt

treatment were analyzed. They were predominantly male with an

average age of 55 years. 67% were infected by genotype B, and 28%

by genotype C HBV. ALT normalization rate was 65, 76, and 82 at 1, 2

and 3 years respectively. The serum HBV DNA undetectable rate was

85%, 73%, and 70% at 1, 2 and 3 years respectively. Two patients

developed hepatocellular carcinoma (HCC) at 13-month and 15-month

respectively and no patient succumbed to hepatic decompensation.

18% patients encountered virological breakthrough in 4, 9 and 45% at

1, 2 and 3 years respectively, and genotyping showed all YIDD (6/6)

mutation. Half of patients demonstrated HBsAg quantification

(qHBsAg) decline from baseline to 6 months, but the change in

qHBsAg did not correspond to the virological response at year 1 and 2.

Conclusions: Ldt is effective in treating HBV-related liver cirrhosis

in biochemical and virological response. The 2 year cumulative

incidence of virological breakthrough is 13%. No patient developed

HCC after two years treatment. No correlation of qHBsAg and

undetectable serum HBV DNA at any time period. A larger scale

study with longer treatment period is awaited.

PP09-090
Evaluation of long-term prognosis after treatment of patients with chronic

active hepatitis B

Osman Ertem, Ilhan Ozgunes, Saygin Nayman Alpat, Nurettin Erben,

Gaye Usluer

Eskisehir Osmangazi University Faculty of Medicine, Department
of Clinical Microbiology and Infectious Diseases, Eskisehir-Turkey

Background: Chronic Hepatitis B virus is a health problem con-

cerning the whole world. The aim of this study is to evaluate the long-

term prognosis after treatment of patients with chronic active hepatitis

who were monitored in the Infectious Diseases Clinic of Eskisehir

Osmangazi University and to assess the efficacy of treatments and

cost effectiveness.

Methods: The study was carried out between 30.06.2009–

31.12.2010. Data taken from the files of 60 patients with HBeAg

negative chronic hepatitis B. Statistical analysis of the study was done

through SPSS v 15.0 program.

Results: Of the patients, 41 (68.3%) were male, 19 (31.7%) were

female. The average age of the patients were 43.33 ± 9.98 and varied

between 22 and 68 year-olds. 5%of the patients whose treatment
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began with standard INF, PEG-INF a2a or PEG-INF a2b showed

HBsAg seroconversion and 1 patient showed long term sustained

virologic response. When the group receiving standard interferon

treatment and combination of standard interferon-lamivudine treat-

ment was compared with the group receiving pegylated interferon

treatment, meaningful difference was only found in virologic

response rate (p\0.05). The monthly treatment cost of the patients

using interferon in any stage of their treatments as monotherapy or as

combined therapy was calculated as 1095 Turkish Liras. The monthly

treatment cost of the patients who began their treatments with

nucleos(t)ide analogues, did not receive any interferon treatment

during their treatments, are currently continuing to be treated with

nucleos(t)ide analogues or are not receiving any treatment now was

calculated as 745 Turkish Liras.

Conclusions: It is considered more appropriate that only the selected

patient groups are treated with interferon.

PP09-091
Economic burden of chronic hepatitis B virus infection in Bangladesh

Mamun Mahtab1, Fazle Akbar2, Muntasir Chowdhury3, Salimur

Rahman4

1Bangabandhu Sheikh Mujib Medical University; 2Toshiba General
Hospital; 3East West University; 4Bangabandhu Sheikh Mujib
Medical University

Background: Economic burden on HBV on Bangladesh economy is

yet to be addressed.

Methods: 200 patients with CHB (age 25–65 years; M:F = 126:74)

were enrolled. They were incidentally detected and underwent stan-

dard evaluation. Patients were prescribed pegylated interferon

(Roche, Switzerland or Beacon Pharmaceuticals, Bangladesh), ten-

ofovir, talbivudine, entecavir, adefovir or lamivudine. A questionnaire

was used.

Results: Direct cost for anti-virals in Bangladesh is much less as we

have local generics of most anti-HBV drugs, including pegylated

interferon. Patients spent US$ 100–185 for initial evaluation and US$

95–265 for annual follow-ups. HBeAg positive patients receiving

pegylated interferon spent US$ 3,245–6,490 for Swiss and local injec-

tions. For HBeAg negative patients, this was US$ 6,490–12,980.

Patients receiving oral anti-virals spent US$ 370, US$ 985, US$ 220,

US$ 170 and US$ 120 per year for taking tenofovir, talbivudine, ente-

cavir, adefovir or lamivudine. Indirect economic impact was assumed

20% of direct cost. It was US$ 63–2,690 per-patient per-year.

Conclusions: Per-capita income of Bangladesh is only US$ 1,700

per-year. Prevalence of HBV is 5.8% and there is no re-imbursement,

Government drug supply or health insurance. If we consider that 1%

of our HBV infected population receives treatment, it translates to

US$ 16–1,440 million per-annum. This is probably the main reason

for non- compliance of patients, which will contribute to huge burden

of resistant HBV infection in the future. It is therefore important to

develop our own strategies and guideline for managing CHB in

Bangladesh.

PP09-092
Long-term antiviral effect of entecavir in nucleos(t)ide analogues: expe-

rienced chronic hepatitis B patients with detectable HBV DNA at week 24

of therapy

Chien-Hung Chen, Jing-Houng Wang, Sheng-Nan Lu, Tsung-Hui Hu,

Chao- Hung Hung, Chuan-Mo Lee

Kaohsiung Chang Gung Memorial Hospital

Background: The aim of this study was to investigate the long-term

efficacy of entecavir (ETV) in nucleos(t)ide analogues (NA)-experi-

enced chronic hepatitis B patients with detectable HBV DNA ([300

copies/mL) after 24 weeks of therapy.

Methods: We investigated 144 NA-experienced patients treated with

ETV monotherapy for at least 12 months. Partial and inadequate

virological response (PVR and IVR) were defined as HBV DNA

300-104 and

Results: Of the 82 lamivudine (LAM)- or adefovir (ADV)-expe-

rienced patients without LAM-resistance, 26 had a detectable HBV

DNA (21 PVR, 5 IVR) at week 24 of therapy. Of 21 patients with

PVR, 20 reached virological response (VR \300 copies/mL) during

prolonged therapy, and one who achieved VR developed ETV-

resistance. Of the 15 patients with IVR, 2 reached VR during

prolonged therapy, and none of them developed ETV-resistance. Of

the 62 patients with LAM-resistance with (26) or without (36)

resistance at baseline, 40 had a detectable HBV DNA (21 PVR, 19

IVR) at week 24 of therapy. Of 21 patients with PVR, 15 reached

VR during prolonged therapy, and 7 (3 achieved VR) developed

ETV-resistance. Of the 19 patients with IVR, one reached VR

during prolonged therapy, and 8 (no VR) developed ETV-

resistance.

Conclusions: In NA-experienced patients without LAM-resistance,

long-term ETV leads to a high rate of VR and a low rate of ETV

resistance in those with PVR. In patients with LAM-resistance, long-

term ETV leads to a high rate of VR but a high rate of ETV- resis-

tance in those with PVR.

PP09-093
Telbivudine inhibits reactivation of chronic hepatitis B virus induced

by chemotherapy in cancer patients

Jing Liu, Xue-Jun Li, Ying Yan, Zhe-Bin Wu, Zhi-Shuo Mo, Zhi-Liang

Gao

The Third Affiliated Hospital of Sun Yat-sen University

Background: How to prevent hepatitis B virus (HBV) reactivation

is a crucial factor for cancer patients who receive chemotherapy.

We aim to evaluate the use of Telbivudine as the primary pro-

phylaxis for HBV reactivation in cancer patients with

chemotherapy.

Methods: 256 patients with cancer who treated in The Third Affili-

ated Hospital of Sun Yat-sen University from January, 2007 to

December, 2010 were enrolled. Among these patients, 150 patients

were non-HBV carriers who were treated with chemotherapy

according to the standard international guidelines (group 1), while

106 patients were HBV carriers, including 76 patients treated with

chemotherapy plus Telbivudine (group 2) and 30 patients with che-

motherapy alone (group 3). ALT, AST, total bilirubin, albumin and

HBV DNA levels were detected before and after chemotherapy, and

short term curative effect and safety were evaluated.

Results: There were no significant differences in ALT, AST, total

bilirubin and albumin levels in group 1 and 2 patients before and after

chemotherapy (all P [ 0.05). However, compared with the levels

before chemotherapy, ALT, AST and HBV DNA levels were sig-

nificantly increased (t = 4.106, 3.356 and 3.879, all P \ 0.05), while

total bilirubin and albumin did not altered (all P [ 0.05) in group 3

after chemotherapy. Among these three groups, there were no sig-

nificant differences in short term curative effect and side effects

before and after chemotherapy (all P [ 0.05).

Conclusions: Telbivudine could inhibit reactivation of chronic hep-

atitis B virus induced by chemotherapy in cancer patients with well

tolerance and without decrease of curative effect.

PP09-094
Short-time Enticavir Antivirus Therapy Has Inconsistent Effect on Hep-

atitis B Surface Antigen and HBV DNA Load in Patients with Chronic

Hepatitis B

Jing Liu, Yuan-Kai Wu, Guo-Li Lin, Zhen Xu, Wei-Min Ke, Zhi-Liang

Gao

The Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the dynamic change of hepatitis B sur-

face antigen (HBsAg) level in patients with chronic hepatitis B (CHB)
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on different time, and analysis correlation among HBsAg, HBV DNA

level and Model for end-stage liver disease (MELD) score.

Methods: 35 patients with CHB were divided into Group A (n=19,

with Enticavir antivirus therapy) and Group B(n=16, without any

antivirus therapy). MELD scores were calculated and HBsAg levels,

HBV DNA loads were detected right after admission, at worst-con-

dition stage and before discharge. To compare HBsAg levels, HBV

DNA loads and MELD scores on different time between these two

groups, respectively. To analysis correlation among these three items

on different time.

Results: HBV DNA loads at worst-condition stage and before dis-

charge in group A were lower than that in group B(t= 2.119*3.317,

P=0.002*0.044). There were no statistic differences of HBsAg

levels and MELD scores on different time between group A and B

(P[0.05). MELD scores were relevant to HBV DNA loads baseline

and at worst- condition stage (r= -0.528 and -0.342, P=0.001 and

0.044), but not relevant to HBV DNA loads before discharge

(P[0.05). HBsAg levels were not relevant to MELD scores and HBV

DNA loads on different time (P[0.05).

Conclusions: There is no change of HBsAg level in CHB patients

whether given short-time antivirus therapy or not. HBsAg level is not

relevant to pathogenetic condition or HBV DNA load.

PP09-095
Efficacy of telbivudine in Taiwanese patients with chronic hepatitis B:

Correlation between HBV DNA reduction levels at Week 24 and treatment

outcome at Year 4

Chao Wei Hsu, YiChen Chen, You Chen Chao, ChuanMo Lee, TingTsung

Chang, Yun Fan Liaw

Chang Gung Memorial Hospital

Background: The roadmap concept assesses antiviral efficacy at

Week 24 to make treatment adjustments based on the decline in HBV

DNA levels. However, basline HBV DNA varies among patients. We

conducted this analysis to characterize HBV DNA reduction kinetics

of patients under treatment of telbivudine to predict efficacy end-

points in year 1, 2, 3 and 4.

Methods: Taiwanese patients with compensated CHB from the

GLOBE study (16 HBeAg- positive and 25 HBeAg-negative) were

treated for additional 2 years with telbivudine. We characterized

efficacy endpoints of HBV DNA levels, alanine aminotransferase

(ALT) normalization, and HBeAg seroconversion rate. Serum HBV

DNA reduction at the treatment Week 24 were categorized into

groups: (i)

Results: The average baseline of HBV DNA of 34 HBeAg-positive

tebivudine treated patients was *9.6 log10 copies/mL. Significant

correlations were observed between HBV DNA reductions of [ 5

log10 copies/mL and maintained PCR negativity and lack of resis-

tance in year 2, 3 and 4. However, the correlation was not observed in

HBV DNA reductions of [ 6 and 7 log10 copies/mL.

Conclusions: HBV DNA reductions of [ 5 log10 copies/mL in 24

weeks is the specific cut-point for predicting the PCR negativity and

resistance rate. This approach may be widely used roadmap concept

in the long-term management of CHB patients, particularly patients

with high baseline levels of HBV DNA (C9 log10 copies/mL).

PP09-096
Efficacy of telbivudine and entecavir in chronic hepatitis B patients

with severe acute exacerbation

Yi-Cheng Chen, Chao-Wei Hsu, Ming-Yang Chang, Chau-Ting Yeh

Chang Gung Memorial Hospital

Background: Severe acute exacerbation (SAE) of chronic hepatitis B

virus (HBV) infection is characterized by jaundice and hepatic

decompensation and associated with high mortality. We conducted

this prospective observational study to assess the efficacy of tel-

bivudine (LdT) and entecavir (ETV) in these patients.

Methods: Twenty-one patients with spontaneous SAE [alanine ami-

notransferase (ALT) [5 times upper limit of normal (ULN, 36 U/L),

total bilirubin [2 mg/dL and prothrombin time international nor-

malized ratio (INR) [1.3 were consecutively treated with LdT and

ETV (9 and 12 patients, respectively). The clinical outcomes and on-

treatment parameters were compared.

Results: After median follow-up period of 16.3 months, 2 patients died in

each treatment group (22.2 and 16.7% in LdT and ETV group, respec-

tively, p = 1.000). The baseline clinical characteristics were similar. The

ALT and HBV DNA levels decreased significantly from baseline to week

2 in both treatment groups (p = 0.011 and p = 0.002; p = 0.018 and

p = 0.005, in LdT and ETV group, respectively). The creatinine and

eGFR at baseline and week 2 were not significantly different (0.72 vs.

0.95 mg/dL, p = 0.093 and 113.5 vs. 83 mL/min/1.73 m2, p = 0.08,

respectively) in LdT group, whereas there was significant increase in

creatinine (0.785 vs. 1.13 mg/dL, p = 0.019) and decrease in eGFR (106

vs. 6 /min/1.73 m2, p = 0.017) in ETV group.

Conclusions: LdT and ETV had comparable efficacy in ALT and

HBV DNA decline and similar mortality rate and tolerability in SAE

of those with chronic HBV infection. LdT may maintain the renal

perfusion without significant increase in creatinine or decrease in

eGFR in early stage of SAE.

PP09-097
Comparison of long-term efficacy of entecavir therapy in treatment- naı̈ve

and lamivudine-experienced patients with chronic hepatitis B

Byung Seok Kim, Kyung Ho Ha, Ki Yong Kim, Kyu Hwan Bae, Myung

Hwan Kim, Keun Woo Park, Ji Suk Kim, Chang Hyeong Lee

Catholic University of Daegu School of Medicine

Background: Although the long-term efficacy of entecavir (ETV) in

treatment-naı̈ve CHB patients is well established, there are few data

regarding its long-term efficacy in lamivudine-experienced CHB

patients without resistant mutants. The aim of this study was to assess

the long-term efficacy of ETV in treatment-naı̈ve and lamivudine-

experienced CHB patients.

Methods: A total of 227 CHB patients, who were treated with ETV 0.5

mg daily for at least 1 year, were included in this study. Patients were

classified into two groups: treatment- naı̈ve (group 1, n=137) and lami-

vudine-experienced (inadequate virologic response without resistant

mutants at the start of ETV therapy, group 2, n=90). There were significant

differences between the two groups in pretreatment AST, ALT, HBV

DNA level, and HBeAg positivity. The parameters including normali-

zation of ALT, HBeAg loss, HBeAg seroconversion, undetectable HBV

DNA, virologic breakthrough, and genotypic resistance were assessed.

Results: Mean age was 46.7 years and 146 (64.3%) patients were men.

HBeAg was positive in 144 (63.4%) patients. After 1 year of ETV

treatment, serum HBV DNA became undetectable (\400 IU/ml) in 121

(88.3%) and 83 (92.2%) patients of group 1 and 2, respectively, and

HBeAg seroconversion occurred in 14 (15.2%) and 7 (13.5%) patients

of group 1 and 2, respectively. There was no significant difference in

resistance rate between group 1 and 2 (0.7% vs. 2.2%, P=0.252).

Conclusions: There was no significant difference in efficacy of ETV

therapy between treatment-naı̈ve and lamivudine-experienced CHB

patients. Switch to ETV therapy is recommended in CHB patients

with inadequate virologic response to lamivudine therapy.

PP09-098
Impact on Adherence, Persistence, Inpatient Admissions, and Health Care

Costs associated with Initiation of Chronic Hepatitis B Treatment

with Oral Antivirals Recommended by Current AASLD Treatment

Guidelines

Timothy Juday1, Steven-Huy Han2, Wuhua Jing3, Edward Mena4,

Michael Li5, Brett Pinsky6, Hong Tang7, Tony Hebden8

1 Bristol-Myers Squibb; 2 Internal Medicine; 3 Internal Medicine;
4 UCLA Medical Center; 5 Internal Medicine; 6 Innovus;
7 Bristol-Myers Squibb; 8 Bristol-Myers Squibb
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Background: This study compared adherence, persistence, inpatient

admissions and health care costs for chronic hepatitis B (CHB)

patients initiated on oral antivirals recommended by current American

Association for the Study of Liver Diseases (AASLD) treatment

guidelines versus oral antivirals not recommended.

Methods: Retrospective cohort study using a large US commercial

health insurance claims database. Subjects included all persons aged

C18 years with CHB claims who initiated an oral antiviral mono-

therapy for first-line treatment of CHB between July 1, 2005, and

January 31, 2010. Subjects were continuously enrolled for at least 6

months prior and 90 days following antiviral initiation (median fol-

low-up=490 days). Subjects were assigned to: currently recommended

therapy (RT: entecavir or tenofovir) or therapy not currently recom-

mended (NRT: lamivudine, telbivudine or adefovir). Multivariate

analyses were conducted to compare adherence, persistence, inpatient

admissions, and health care costs for the two groups.

Results: Study sample included 1,741 CHB patients (RT=825,

NRT=916). In multivariate analyses, RT patients were twice as likely

to be adherent (odds ratio [OR]=2.09; p\0.01) and were more per-

sistent (63 more days; p\0.01) than NRT patients (mean persistence:

RT=361 days, NRT=298 days). RT patients were half as likely to

have an inpatient stay (OR=0.527; p\0.01) than NRT patients. Health

care costs were lower for RT patients than NRT patients ($1214 per

patient per month [PPPM] versus $1332 PPPM), but the difference

was not statistically significant.

Conclusions: Treatment initiation with a guideline-recommended

oral antiviral was associated with better adherence, longer persis-

tence, and lower likelihood of inpatient admission.

PP09-099
Impact on Adherence, Persistence, Inpatient Admissions, and Health Care

Costs associated with Initiation of Chronic Hepatitis B Treatment

with Entecavir versus Tenofovir

Timothy Juday1, Wuhua Jing2, Edward Mena3, Michael Li4, Steven-Huy

Han5, Brett Pinsky6, Hong Tang7, Tony Hebden8

1 Bristol-Myers Squibb; 2 Internal Medicine; 3 Internal Medicine;
4 Internal Medicine; 5 UCLA Medical Center; 6 Innovus;
7 Bristol-Myers Squibb; 8 Bristol-Myers Squibb

Background: This study compared adherence, persistence, inpatient

admissions and health care costs for chronic hepatitis B (CHB)

patients initiated on entecavir versus tenofovir.

Methods: Retrospective cohort study using a large US commercial

health insurance claims database. Subjects included all persons aged

C18 years with CHB claims who initiated entecavir or tenofovir

monotherapy for first-line treatment of CHB between July 1, 2005,

and January 31, 2010. Subjects were continuously enrolled for at least

6 months prior and 90 days following antiviral initiation (median

follow-up=490 days). Subjects were excluded if they had HIV, HCV,

HDV, or initiated on combination oral antiviral therapy. Subjects

were assigned to one of two cohorts: ETV or TDF. Multivariate

analyses were conducted to compare adherence, persistence, inpatient

admissions, and health care costs for the two groups.

Results: The study sample included 825 CHB patients (ETV=609,

TDF=216). Baseline characteristics were similar between the two

groups. In multivariate analyses, ETV patients had lower health care

costs than TDF patients ($1151 per patient per month [PPPM] versus

$1213 PPPM) and longer persistence than TDF patients (356 days

versus 303 days). TDF patients had higher risk of inpatient admission

than ETV patients (Odds ratio [OR]=1.12) and higher likelihood of at

least 80% adherence than ETV patients (OR=1.23). Differences were

not statistically significant.

Conclusions: This study found that entecavir and tenofovir were

comparable with respect to adherence, persistence, inpatient admis-

sions, and costs. Further research should assess longer-term outcomes

for these two therapies.

PP09-100
Cost-effectiveness of entecavir versus adefovir for the treatment of chronic

hepatitis B in patients with decompensated cirrhosis in the United States

Timothy Juday1, Naoky Tsai2, Lennox Jeffers3, Hong Tang4, Lael Cragin5,

Sonja Sorensen6, Wayne Su7, Lisa C. Rosenblatt8, Tony Hebden9

1 Bristol-Myers Squibb; 2 John A. Burns School of Medicine,
University of Hawaii at Manoa; 3 Miami VA Medical Center;
4 Bristol-Myers Squibb; 5 United BioSource; 6 United BioSource;
7 United BioSource; 8 Bristol-Myers Squibb; 9 Bristol-Myers Squibb

Background: This study evaluated the cost-effectiveness of ETV

versus ADV in relation to survival outcomes in chronic hepatitis B

(CHB) patients with decompensated cirrhosis in the US.

Methods: We assessed cost-effectiveness over three-years from a US

payer perspective using ahealth-state transition model with 4-week

cycles. The model looked at a hypothetical patient population similar

to those meeting inclusion criteria for ETV-048: adult, CHB with

hepatic decompensation (Child-Pugh score[= 7), HBeAg positive or

negative, treatment naı̈ve or previously lamivudine treated, and no

history of liver transplant. ETV-048 subjects were predominantly

male (74%) and Asian (54%) with mean age of 52 years. The model

contained four health-states defined by key survival-related events—

hepatocellular carcinoma (HCC)-free survival, post-liver transplant,

HCC, death. Model inputs were based on cumulative safety results for

ETV-048 and the published literature.

Results: For 1000 patients over three-years, average overall survival

was 2.34 years for ETV patients and 2.28 years for ADV patients

(0.06 more years for ETV); HCC-free survival was 2.10 years for

ETV patients and 2.01 years for ADV patients (0.09 more years for

ETV). Total average health care costs were $91,041 for ETV patients

and $91,933 for ADV patients ($892 lower costs for ETV). For both

incremental cost per life year gained and incremental cost per HCC-

free year gained, ETV was dominant (less costly and more effective

than ADV).

Conclusions: This analysis indicates that entecavir reduces progres-

sion to HCC, improves survival outcomes, and is cost-effective

compared with adefovir in patients with hepatic decompensation.

PP09-101
Completeness of the First Treatment Course in Chronic Hepatitis B

in Taiwan- Drugs and Cost Analysis

Yun-Ting Lin1, Li-Chia Chen2, Yaw-Bin Huang3, Jee-Fu Huang4,

Wan-Long Chuang5

1 Kaohsiung Medical University; 2 University of Nottingham;
3 Kaohsiung Medical University; 4 Kaohsiung Medical University
Hospital; 5 Kaohsiung Medical University Hospital

Background: To control the high-prevalent chronic hepatitis B

(CHB), the National Health Insurance (NHI) in Taiwan has com-

menced a CHB treatment scheme covering various medicines since

2003. This study aimed to explore drugs utilization and costs for NHI

in initiating CHB treatment.

Methods: A retrospective study was conducted using a nationwide

sampled NHI reimbursement dataset which contains longitudinal

data of a million beneficiaries randomly sampled in 2005. Adult

CHB patients who initiated interferon or oral antivirals for the first

time during study period were included. Included patients were

stratified by whether they have completed the first treatment course

by the cumulative continuous prescription days (48 days for

interferon alpha-2a and interferon alpha-2b, 24 days for peginter-

feron alpha-2a and 365 days for oral antivirals drugs). The

definition of completed course was based on APASL (Asian Pacific

Association for the Study of the Liver) 2008 CHB treatment

guideline and drug prescribed days. The completeness rate, total

medical cost and drug cost were calculated and presented in

descriptive statistics.
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Results: Of the 412 included patients (304 males, mean age

38.6±12.5 years), only 238 (57.8%) subjects completed the first

treatment course. Of those completed the first treatment course,

90.3% patients received lamivudine. They have the lowest mean

medical cost (59929.6 ±17233.5 units) and drug cost (46032.5

±6440.3units) as compared with other drugs. For the 174 patients

who did not complete the first treatment course, 89.1% had no more

treatment record.

Conclusions: This short-term observation revealed a relatively low

completeness rate of first treatment course in Taiwan.

PP09-102
Kinetics of expression of CD62L and CXCR3 on CD8+ T cells dur-

ing treatment with interferon-alpha in patients with chronic hepatitis B

Yanjun Wang, Qinghua Meng, Peiling Dong, Huiguo Ding, Daojie Liu, Li

Yan, Bin Sun, Dexi Chen

Beijing You An Hospital, Capital Medical University

Background: To investigate the association of Kinetics in expression

of CD62L and CXCR3(CD183) on CD8+ T cells with antiviral

response during treatment with interferon-alpha (IFN-a) in CHB

patients.

Methods: To address this issue, the dynamics of T cell subsets was

monitored in 57 patients with chronic hepatitis B (CHB) during

treatment with pegylated IFN-a through testing the phenotypes of

memory T cells with flow cytometry.

Results: There were clear differences in the phenotypes of these cells

during treatment with IFN-a. Patients who presented a response

showed significantly higher percentages of CD8+ CD62L–CD183+ T

cells at 0 and 24 weeks (both P \ 0.05), and lower frequency of

CD8+ CD62LhiCD183-CM than nonresponders at 0 and 24 weeks

(both P \ 0.05). Moreover, the average dosage of IFN-a applied to

patients with viral response to treatment was 1.43 1 0.18 mg/kg,

significantly higher than 1.31 1 0.25 mg/kg in nonresponders

(P \ 0.01).

Conclusions: The quantity and quality of memory T cell subsets

fluctuates during treatment with IFN-a. High frequency of CD8+

CD62L–CD183+ T cell subsets may be associated with response to

treatment with IFN-a. A better knowledge of mechanisms underlying

the response to therapy may be important for development of new

immunotherapeutic strategies to increase CD8 T-cell effectiveness in

CHB infection.

PP09-103
The clinical study of chronic hepatitis B(1ULN BALTB2ULN) treated

by integrating traditional Chinese medicine and western medicine

Man Li1, Yue-Qiu Gao2

1 Laboratory of cellular immunity, Shanghai Key Laboratory
of Traditional Chinese Clinical Medicine, Shuguang Hospital,
Affiliated to Shanghai University of Traditional Chinese Medicine,
Shanghai, PR China; 2 Department of Hepatopathy, Shuguang
Hospital, Affiliated to Shanghai University of Traditional Chinese
Medicine,Shanghai, PR China

Background: To study the clinical effects of chronic hepatitis

B(1ULNBALTB2ULN) treated by integrating traditional chinese and

western medicine.

Methods: 265 chronic hepatitis B patients (1ULNBALTB2ULN) were

enrolled in this study. All patients were randomized into control group

(133 patients) and treatment group (132 patients). Patients in control

group were treated with entecavir and placebo for 12 months, and

patients in treatment group were treated with entecavir combined with

Traditional Chinese medicine formula for 12 months. The peripheral

blood was collected before treatment and at 3 month, 6 month, 9 month,

and 12 month after treatment for detecting the expressions of HBV

DNA, HBV markers, ALT, AST and so on. Liver biopsy was done

before treatment in order to deplete patients with hepatic cirrhosis.

Results: In the end of study, there are 7 withdrawal patients in

treatment group. The expression level of serum HBV DNA in treat-

ment group was significantly lower than that in control group at 9

months after treatment (P\0.05), but there was no difference in

HBVDNA negative conversion rate between two groups (P[0.05).

The HBeAg negative conversion rate in treatment group was signif-

icantly higher than that in control group at 6months after treatment

(P\0.05), but there was no difference in eAg/anti-eAb serum con-

version rate between two groups (P[0.05).There was no difference in

serum HBsAg level between two groups (P[0.05).

Conclusions: The treatment of integrating traditional chinese

medicine and western medicine have an advantage in promoting

HBeAg negative conversion in Chronic hepatitis B patients(1ULN

BALTB2ULN.)

PP09-104
Correlation of HBsAg and HBV DNA Levels in Patients with HBeAg(-)

CHB During 4 Years of Adefovir Dipivoxil (ADV) Treatment

Yi-Min Mao1, Qing Xie2, Cheng-Wei Chen3, Hong Ren4, Dao-Zhen Xu5,

Jun Li6, Yan-Yan Ji7, Wu Ni8, Jun-Qi Niu9, Ji-Dong Jia10

1 Renji Hospital, Shanghai Jiao Tong University School of Medicine;
2 Ruijin Hospital, Shanghai Jiao Tong University School of Medicine;
3 Shanghai Liver Disease Research Centre of Nanjing Military Area;
4 The Second Affiliated Hospital of Chongqing Medical University;
5 Beijing Ditan Hospital; 6 The Peoples’ Hospital of Jiangsu
province; 7 Jing’ an District Centre Hospital; 8 Shanghai Changzheng
Hospital, No.2 Military Medical University; 9 The First Affiliated
Hospital of Jilin University; 10 Beijing Friendship Hospital, Capital
Medical University

Background: This study evaluates serum HBsAg and its correlation

with HBV DNA in CHB patients during ADV treatment.

Methods: A total of 150 China HBeAg-negative patients who com-

pleted a 2- year ADV (10 mg/d) phase IV trial (ADF 106632) entered

a 2 -year extended study. Of the patients, 54 with all serum available

for HBsAg detection at each time point (baseline, week 26, 39, 52,

104, 156 and 208) were analyzed. Serum HBsAg and HBV DNA

levels were quantified by Architect (Abbott) and PCR (Roche)

respectively.

Results: At week 208, virologic response (VR, \300copies/ml) was

achieved in 85.19% (46/54) patients. Overall, HBsAg decreased

significantly from 3.22 (baseline) to 2.86 log10 IU/mL at week 208

(P\0.001). When HBsAg was evaluated according to the VR status,

no significant difference was observed at baseline or week 208

between VR group and non-VR group (P[0.05). HBsAg levels

declined from 3.21 to 2.80 log10 IU/mL in the VR group and from

3.37 to 3.22 log10 IU/mL in the non-VR group, the reduction between

the two groups was not significant (P[0.05, Fig. 1). In additional, no

obvious correlation was detected between HBsAg reduction and HBV

DNA reduction at every time points from baseline (Tab. 1).

Conclusions: In HBeAg(-) CHB patients, the HBsAg reduction

between the VR group and non-VR group was not significant dif-

ferent, no obvious correlation was observed between HBsAg

reduction and HBV DNA reduction. Discloser: This work was sup-

ported by GSK pharmaceutical.

PP09-105
Clinical characterization of peripheral neuropathy associated with enteca-

vir in patients with HBV-induced cirrhosis

Yuan Kai Wu, Xiao Hong Zhang, Zhe bin Wu, Yu Sheng Jie,

Wei Min Ke

The Third Affiliated Hospital of Sun Yat-Sen University
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Background: Entecavir was proved to be a potent and safe inhibitor

of HBV. There was no reports about peripheral neuropathy caused by

entecavir. But two cases of peripheral neuropathy associated with

entecavir was in our center. The clinical characterization, treatments

and prognosis of them were reported here.

Methods: 397 chronic hepatitis B patients treated with entecavir in

the third affiliated hospital of Sun Yat-Sen University from Jun 1,

2008 to Oct 12, 2011 were included. The clinical data of two patients

who developmented peripheral neuropathy were reviewed.

Results: Both patients (male, aged 47 and 45 years) were diag-

nosed as compensated cirrhosis (MELD sore 8 and 7). In 4 and

27 months after initiation of entecavir monotherapy, both patients

complained of muscle weakness, numbness and myalgia of both

lower extremities (especially musculus gastrocnemius), or even

difficulties in walking. Electromyogram showed peripheral nerves

injury of lower limbs (motor and sensory nerves both involved).

Serum alanine aminotransferase, creatine kinase were normal, and

serum HBV DNA were undetectable in both patients. Patients

showed no signs of acute infection or pre-existing diseases, and

was diagnosed as peripheral neuritis or chronic inflammatory

demyelinating polyneuropathy. After discontinuation of entecavir,

switch to adefovir dipivoxil or tenofovir, and administration of

neurotrophic drugs and high dosage of intravenous immunoglob-

ulin, those symptoms relieved in 1–2 weeks and totally disappeared

in 4–12 weeks.

Conclusions: The patients with HBV-induced cirrhosis may com-

plicated with peripheral neuropathy during entecavir treatment.

Prognosis of this complication was usually good when diagnosed on

time and switched to another nucleot(s)ide analogue.

PP09-106
Risk of hepatocellular carcinoma in HBV-related liver cirrhosis patients

treated with nucleos(t)ide analogues

Yang Liuqing, Lin Guoli, Wu Yuankai, Li Xiangyong, Gao Zhiliang,

Chong Yutian

The Third Affiliated Hospital Of Sun Yet-Sen University

Background: This study sought to survey the incidence of hepato-

cellular carcinoma (HCC) in HBV-related cirrhosis treated with

nucleos(t)ide analogues, to identify independent risk factors involved

in development of HCC in those patients and guide to early diagnose

HBV-related HCC.

Methods: Patients from the follow-up clinic of the third affiliated

hospital of Sun yat-sen university were retrospectively investigated

for a risk assessment of hepatocellular carcinoma by clinical param-

eters including virological and biochemical response. Univariable

Cox proportional hazards regression models were used to estimate the

effect of various variables on the hazard of HCC occurrence. Multi-

variable Cox proportional hazards regression analysis included all

variables used in the univariable analyses.

Results: 141 patients with HBV-related cirrhosis treated with nu-

cleos(t)ide analogues after a median follow-up time of 32.5 months.

There were 15 incident cases of hepatocellular carcinoma. Univari-

able Cox proportional hazards regression mentioned that the HCC

incidence was higher in HBeAg positive cirrhosis than those negative

A and in those with family liver cancer history than those without.

Multivariable Cox proportional hazards regression analysis men-

tioned that both baseline HBeAg positive status and family liver

cancer history were independent risk factors of HCC. The HCC

incidence was not found to be significant.

Conclusions: Nucleos(t)ide analogues cannot eliminate the risk of

HCC in HBV-related cirrhosis patients. Both HBeAg positive status

at baseline and family liver cancer history were independent risk

factors of HCC in HBV-related cirrhosis patients treated with nu-

cleos(t)ide analogues.

PP09-108
Higher HBV DNA load elevation during therapy predicts occurrence

of HBV reactivation better than baseline viral load in HBV carriers

treated with Cytotoxic Drugs and/or Immunodepressants

Yuan kai WU, Guo li LIN, Xiang yong LI, Yu sheng JIE, Xiang XU, Yu

tian CHONG, Zhi liang GAO

The Third Affiliated Hospital of Sun Yat-Sen University

Background: This study aimed to explore the relationship between

HBV DNA load and HBV reactivation, and risk factors of HBV

reactivation in HBV carrier treated with cytotoxic drugs and/or

immunodepressants.

Methods: 82 patients were retrospectively studied, who were all

HBsAg positive and ever treated or treating with cytotoxic drugs and/

or immunodepressants because of pre-existing malignant diseases,

renal diseases or connective tissue diseases. Patients were divided into

preemptive anti-HBV Group (A, n=24), rescue anti-HBV Group (B,

n=39), and non-antiviral Group (C, n=19).

Results: 48 patients occured HBV reactivation and 11 died of liver

failure. HBV DNA levels elevated at 178.96±245.26 days and HBV

reactivation occured at 201.72±278.11 days after cytotoxic and/or

immunodepressive therapy, with a linear relationship between them

(r=0.783, p=0.000). The incidence of severe hepatitis in Group B

was higher than that of Group A (v2=6.458, p=0.040), although

incidence of HBV reactivation and hepatitis-related mortality were

comparable in three Groups. 40/58 cases with serum HBV DNA

load elevation C2 log10copies/ml than baseline occurred HBV

reactivation, which was higher than those HBV DNA elevated

\2log10copies/ml (8/24) (v2=8.880, p=0.003). Logistic regression

analysis showed that high HBV DNA elevation (C2log10copies/ml)

was the only risk factor for HBV reactivation, rather than age, sex,

baseline ALT or bilirubin levels, HBeAg positivity, baseline HBV

DNA level, HBV DNA peak level after immunodepressants, or anti-

HBV regimens.

Conclusions: In HBV carriers treated with cytotoxic drugs and/or

immunodepressants, Serum HBV DNA load elevation[/=2 log10cop-

ies/ml than baseline may be a better predictor than baseline viral load for

HBV reactivation.

PP09-109
Predictive factors for mortality in patients with severe acute exacerbation

of chronic hepatitis B

Yao-Chun Hsu1, Chun-Ying Wu2, Chi-Yang Chang3, Lein-Ray Mo4, Jawo-

Town Lin5

1E-Da Hospital/I-Shou University; 2National Yang-Ming University;
3E-Da Hospital/I-Shou University; 5National Taiwan University
Hospital

Background: Severe acute exacerbation (SAE) of chronic hepatitis B

(CHB) may progress to liver failure that is associated with high risk of

mortality. Outcome determinants in patients receiving antiviral ther-

apy have not been fully elucidated.

Methods: This retrospective cohort study investigated consecutive

treatment-na.

Results: A total of 66 patients were enrolled and followed up for a

median of 23 months (range 0.1–75). Twenty (30.3%) of them died

during the study period, mostly succumbing within 6 months

(n = 18, 90%). All of the deaths occurred in the 35 (53%) patients

who developed acute on chronic liver failure. Pretreatment predictors

independently associated with mortality were age, international nor-

malized ratio (INR) of prothrombin time, baseline viral load, and

platelet count.

Conclusions: Despite antiviral therapy, fatality rate remains high in

CHB patients with SAE. Pretreatment factors associated with mor-

tality are age, INR, viral load, and platelet count.
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PP09-110
HIV and acute HBV infection: first case report from Kocaeli, Turkey

Sila Akhan1, Murat Sayan2

1Infectious Diseases and Clinical Microbiology; 2Kocaeli University
Medical Faculty

Background: There is no conclusive evidence that coinfection with

HBV adversely affects the outcome of HIV treatment. But where

antiretroviral treatment has succeeded in reducing mortality from

acquired immune deficiency syndrome (AIDS) and its associated

opportunistic infections, the proportion of mortality due to hepatic

disease has increased. As we know there is no much patients coin-

fection of HBV and HIV.

Methods: Case report: A 20-year-old man was admitted to our hos-

pital malaise, vomiting, nausea and abdominal pain with initial

laboratory values showing high transaminase levels. The clinical

picture was initially suggestive of acute viral hepatitis, which on

further testing revealed acute hepatitis B and HIV coinfection. Ini-

tially HIV RNA: 2,70,600 IU/mL and HBV DNA 30,600 IU/mL.

HIV genotype: HIV1 (P17P24P31P39P41P51P55P66GP41GP120GP

160), according to the protease region CRF02_AG and reverse

transcriptase region B; HBV genotype D1, there is no resistance to the

antivirals (LAM, CLE, EMTR, ADV, LdT, ETV, TDF), no S gen

mutation. We start antiretroviral therapy, including tenofovir lami-

vudin, efavirenz for HBV infection.

Results: At 2-month followup HBeAg seroconversion developed and

liver function tests were normal with undetectable viral loads. At the

6th month control we found antiHBs positive.

Conclusions: The early treatment of acute HIV/HBV coinfections

likely contributed to eventual seroconversion with immunity to HBV

in a severely immunocompromised host. To the best of our knowl-

edge, this is the first case report of acute Hepatitis B and acute HIV

coinfection and its management. In conclusion, early treatment of

acute hepatitis B in immunocompromised patients may be beneficial.

PP09-111
Entecavir plus adefovir in lamivudine-resistant chronic hepatitis B

patients who fail lamivudine plus adefovir

Young-Suk Lim, Ji-Young Lee, Danbi Lee, Ju Hyun Shim, Han Chu Lee,

Yung Sang Lee, Yung Sang Suh

Asan Medical Center, University of Ulsan College of Medicine

Background: A substantial proportion of patients with lamivudine-

resistant hepatitis B virus (HBV) show suboptimal virologic response

during combination treatment with lamivudine plus adefovir. Ente-

cavir and adefovir has antiviral efficacy to lamivudine-resistant HBV

and complementary resistance profiles.

Methods: In this randomized active-control trial, 90 patients with

serum HBV DNA [2,000 IU/mL after at least 24 weeks of lamivu-

dine plus adefovir therapy for lamivudine-resistant HBV were

randomly assigned to receive entecavir plus adefovir (ETV + ADV,

n = 45) or lamivudine plus adefovir (LAM + ADV, n = 45) for

52 weeks.

Results: At baseline, patients mean serum HBV DNA was 4.6 log

10 IU/mL, and 21% of patients had adefovir-resistance mutations in

addition to lamivudine-resistance mutations. At week 52, the number

of patients with serum HBV DNA less than 60 IU/mL was signifi-

cantly greater in the ETV + ADV group compared with the

LAM+ADV group (n = 13, 29% vs. n = 2, 4%; P \ 0.01). The

mean reduction in serum HBV DNA was greater in the ETV + ADV

group than in the LAM+ADV group (2.2 log 10 IU/mL vs. 0.6 log

10 IU/mL, P \ 0.01). At week 52, additional resistance mutations to

adefovir or entecavir emerged in none in the ETV + ADV group, but

in 15% (5/33) of patients in the LAM + ADV group (P = 0.02), and

the proportion of patients with resistance mutations to adefovir or

entecavir was significantly different between the two groups (7 vs.

33%; P \ 0.01). Safety and adverse event profiles were similar

between the two groups.

Conclusions: Entecavir plus adefovir provides superior virologic

response and favorable resistance profiles in patients with lamivudine-

resistant HBV who fail lamivudine plus adefovir compared with

continuing lamivudine plus adefovir.

PP09-112
Present status and future perspectives of treatment of chronic hepatitis B

in Nepal

Naohiko Masaki1, Pradeep Shrestha2, Sou Nishimura3, Kiyoaki Itoh4,

Masashi Mizokami5

1 National Center for Global Health and Medicine; 2 Teaching
Hospital, Tribhuvan University; 3 Kohnodai Hospital, National
Center for Global Health and Medicine; 4 National Center for Global
Health and Medicine; 5 National Center for Global Health
and Medicine

Background: Generics of nucleoside analogs (NA) such as lami-

vudine (LMV), adefovir (ADF) or tenofovir (TDF) have been

recently introduced at cheaper prices in Nepal, where determinations

of HBV viral load, HBV genotype and NA-resitant HBV are still

unavailable.

Methods: Forty-four patients (M/F=30/14; 33±14 y.o. [mean±SD])

with chronic HBV infection have been consecutively registered since

2007 at out-patient clinic of Teaching Hospital, Kathmandu. Twenty-

seven out of them have received NA on the decision of the local

hepatologist. Demographic features and clinical courses were retro-

spectively analyzed. Virological determinations were carried out in

Japan.

Results: 1) Initial laboratory data: �ALT(IU/L) 36±33 [2-176];

`HBeAg/ HBeAb status: [+/-]/[+/+]/[-/-]/[-/+]=21/1/1/19; ´HBV

DNA viral load status: low [*3.9 logcopy/mL]/middle [4.0*6.9]/

high [7.0*]=18/11/15; ˆHBV genotype: Aa(A)/C/D=9/13/17; 2)

Treatment on NA: �LMV alone/ADF alone/LMV +ADF/TDF=15/2/

5/5; `Comparisons between NA-treated and NA-untreated patients:

gender (M/F)=14/13 (NA-treated) vs 16/1 (NA-untreated), p=0.003

(Fisher’s exact test); age (y.o.)=30±13 (NA-treated) vs 40±15

(NA-untreated), p=0.043 (Mann-Whitney U); ´Follow-up of 27

NA-treated patients: The local hepatologist was instructed to collect

serial serum samples every 6 months. However, the numbers of the

patients on regular checkups significantly decreased: first/second/

third/fourth visit= 27/14/9/1. Only 2 patients were found to develop

LMV-resistant HBV: the one was 32 y.o. female with M204V and

L180M emergence and viral breakthrough after 27 months, while the

other was 28 y.o. female with transient emergence of M204I after 6

months. Five patients on TDF could achieve excellent response.

Conclusions: In Nepal, younger patients of reproductive age might

use NA without prescriptions or regular checkups after the first visit.

Unless the alternative monitoring systems of HBV markers and

proper education of patients could be urgently introduced in devel-

oping countries, future burst of NA-resistant HBV infection may

cause serious health problems in the world.

PP09-113
Predictors of response in adefovir combination to lamivudine for lamivu-

dine resistant HBeAg positive and negative chronic hepatitis B

Yi-Wen Huang1, Jui-Ting Hu2, Han-Yu Chang3, Jia-Min Wu4, Ding-Shinn

Chen5, Jia-Horng Kao6, Sien-Sing Yang7

1 Liver Center, Cathay General Hospital Medical Center, Taipei,
Taiwan; 2 Cathay General Hospital Medical Center; 3 Cathay
General Hospital Medical Center; 4 Cathay General Hospital
Medical Center; 5 National Taiwan University College of Medicine
and Hospital; 6 National Taiwan University College of Medicine
and Hospital; 7 Cathay General Hospital Medical Center
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Background: Combination of adefovir to lamivudine is an estab-

lished and widely used treatment for lamivudine resistant chronic

hepatitis B (CHB). However, the predictors of response for this

combination therapy remain unclear.

Methods: A total of 69 consecutive CHB patients were treated with

adefovir add-on lamivudine for mean 25 (4.8 V 68) months due to

lamivudine resistance.

Results: Before combination therapy, the mean ALT was 194 (16 V

1720) IU/L, mean serum HBV DNA was 7.9 (2.7 V 9.1) log10 copies/

mL, and HBeAg was positive in 29%. The detection limit of serum

HBV DNA was 2.6 log10 copies/mL. Undetectable HBV DNA was

observed in 51%, 75%, and 85% of patients at 12, 24, and 36 months

of combination therapy, respectively. Multivariate analysis showed

the predictors of virological response were low serum HBV DNA

before combination therapy (p=0.008) and shorter duration of com-

bination treatment to HBV DNA negativity (p=0.008). Smoothing

plot for the predictors of undetectable HBV DNA at the end of fol-

low-up revealed the cut-off level for pre-combination HBV DNA is

less than 5.9 log10 copies/mL and cut-off level for the duration of

combination therapy is within 15 months. Multivariate analysis

(n=56) of time to undetectable HBV DNA after combination therapy

revealed pre-combination HBeAg negativity as independent predictor

(p\0.001). Among 20 HBeAg positive patients before combination

therapy, HBeAg loss was observed in 4 (20%) and HBeAg serocon-

version in 2 (10%).

Conclusions: HBeAg positive and negative lamivudine resistant

CHB patients response well to combination of lamivudine and ade-

fovir. Pre-combination HBV DNA of less than 5.9 log10 copies/mL

and duration of combination therapy to HBV DNA negativity of less

than 15 months may be used as predictors virological response.

PP09-114
The impact of early rapid virological response on the outcomes of hepatitis

B associated acute on chronic liver failure during antiviral treatment

Chen Li, Zheng Cai-Xia, Lin Ming-Hua, Gan Qiao-Rong, Lin Rong-Sheng,

Gao Hai-bin, Pan Chen

Infectious Disease Hospital, Fujian Medical University

Background: To investigate the impact of early rapid virological

response on the outcomes of hepatitis B associated acute on chronic

liver failure during antiviral treatment.

Methods: 106 acute on chronic liver failure patients from January

2008 to July 2010 were enrolled retrospectively. Besides internal

medicine therapy, all patients were received lamivudine or entecavir

treatment. The profile of liver biochemistryBprothrombin time

activity and viral load were detected at baseline and week 4,

respectively. The patients were divided into HBVDNA negative

group and positive group according to the viral load at week 4. The

clinical features and treatment outcomes were compared between

groups.

Results: At the week 4, the TBil and PTA of HBVDNA positive

group {(261.6±205.6) umol/L and 44.7%±19.7%, respectively}were

significantly different from those of HBVDNA negative group

{(160.1±173.4) umol/L and 56.8%±23.1%, respectively} (t=2.190

and -2.077, respectively, P\0.05). The noneffective rate of HBVDNA

positive group (50.0%, 9/18) was significantly higher than that of

HBVDNA negative group (14.7%, 13/88) (x2=9.235, p\0.01).Using

stepwise multivariate logistic regression analysis, the disease stage

and HBVDNA undetectable at week 4 were the independent factor.

The OR value of disease stage and HBVDNA undetectable was 6.559

and 0.209, respectively, and 95% CI was (2.316*18.576)and

(0.058*0.747), respectively.

Conclusions: The rapid suppression of nucleotide analogue to viral

load may improve the efficacy of hepatitis B associated acute on

chronic liver failure treatment. The early rapid virological response

within first 4 weeks may contribute to predict the treatment outcomes.

PP09-115
Nucleoside analogues may have an impact on quality of life in patients

with chronic Hepatitis B

Guoli Lin, Qianhua Zhang, Yuankai Wu, Xiangyong Li, Hong Shi,

Xiujuan Zhang, Yutian Chong, Zhiliang Gao

3rd affiliated hospital of Sun Yat-sen University

Background: To investigate and compare the quality of life (QoL) in

different clinical types of patients with Hepatitis B who are treated

with different kinds of nucleos(t)ide analogues. Few studies have

shown that QoL in the patients with chronic hepatitis B would be

different in different stages.

Methods: 237 cases with chronic Hepatitis B (acute on Chronic liver

failure, cirrhosis and chronic hepatitis) were enrolled and divided into

two groups: antiviral group treated with nucleoside analogues

(n = 171) and non-antiviral group (n = 66). The antiviral group was

subdivided into enecavir (ETV), lamivudine (LAM), adefovir dipivoxil

(ADV), telbivudine (LDT), lamivudine and adefovir (LAM + ADV)

Combination groups. All patients were tested by the CLDQ prior to the

treatment, 3, 6 and 12 months post treatment.

Results: There is no significant difference in QOL score between antiviral

group and non-antiviral group 3 months post the treatment. The antiviral

group had higher score than non-antiviral group 6 and 12 months post

treatment (p\ 0.05). In antiviral group, the OoL in patient with chronic

hepatitis, cirrhosis and acute on chronic liver failure were higher after

3 months, 3 and 6 months, and 6 months post treatment (P \0.05). In the

non-antiviral group, patients with chronic hepatitis had higher QoL after 3

and 6 months of treatment; patients with acute on chronic liver failure and

liver cirrhosis had no improvement after 3, 6, 12 months treatment

(P[0.05). All therapeutic schedules (LAM, ETV, ADV, LDT,

LAM + ADV) had the same impact on abdominal symptoms (AS), fati-

gue (FA), System Status (SS) and activity (AC) (P[0.05).

Conclusions: Antiviral drugs could improve the QoL in patients with

Hepatisis B.

PP09-116
Prediction value of model for end-stage liver disease scoring system

on prognosis in lamivudine treatment for patients with HBeAg- negative

acute-on-chronic liver failure

Jing LAI, Jie LUO, Huan-Wen CHEN, Wei-qiang GAN, Hong SHI, Wei-

min KE

The Third Affiliated Hospital, Sun Yat-Sen University

Background: To investigate the pretreatment model for end-stage

liver diseaes (MELD) score in predicting the 3-month prognosis in

lamivudine treatment for patients with HBeAg- negative acute-on-

chronic liver failure (ACLF).

Methods: A total of 71 patients with HBeAg-negative ACLF were

treated with lamivudine (100 mg/day) and followed up for 3 months.

Their serum HBV DNA levels were detected by Realtime-PCR

meanwhile MELD scores were calculated at pretreatment and post-

treatment. And the survival rates at different MELD scores ranges

were compared.

Results: 25 patients had pretreatment MELD scores above 31, their

MELD scores of pretreatment and post-treatment were 33.97±

3.59, 38.89±9.29 respectively meanwhile HBV-DNA levels were

5.58±1.86 and 3.56±1.05 log10 copies/ml in sequence. For 27

patients with pretreatment MELD scores ranged from 23 to 31,

their MELD scores increased from 25.45±2.63 to 29.65±9.90 but

HBV-DNA levels decreased from 5.53±1.83 to 3.23±1.07 log10

copies/ml after treatment. 19 patients had pretreatment MELD

scores below 23, whose scores decreased from 19.54±1.96 to

15.66±7.98 and HBV-DNA levels decreased from 6.34±1.63 to

3.11±0.97 log10 copies/ml. There was no significant difference in

HBV DNA levels among three groups including pretreatment

and post-treatment (p[0.05). However, the survival rates were

8% (2/25), 55.56% (15/27) and 84.20% (16/19) respectively and
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the significant differences were found among three groups

(p\0.05).

Conclusions: When HBV DNA level is similar, pretreatment

MELD score significantly affects the 3-month survival rate of

patients with HBeAg-negative ACLF after lamivudine. A lower

pretreatment MELD score is the good predictor for the outcome of

the treatment.

PP09-117
Mechanism underlying insignificant therapeutic effect of combination

of antiviral and vaccine therapy in patients with chronic hepatitis B: need

of induction and maintenance of hepatitis B core antigen-specific immune

responses

Sheikh Mohammad Fazle Akbar1, Shiyi Chen2, Mamun Al-Mahtab3,

Yoichi Hiasa4, Morikazu Onji5

1Toshiba General Hospital; 2Ehime University Graduate School
of Medicine; 3Bangabandhu Sheikh Mujib Medical University;
4Ehime University Graduate School of Medicine; 5Ehime University
Graduate School of Medicine

Background: Background/Aims: Combination therapy with anti-

viral drug and hepatitis B surface antigen (HBsAg)-based vaccine

therapy has been applied for treating patients with chronic hep-

atitis B (CHB), but therapeutic outcome of combination therapy is

either inconclusive or unsatisfactory. This study analyzed factors

related to insignificant effect of present regimens of combination

therapy in CHB and focused on next generation combination

therapy.

Methods: Activation of antigen-presenting dendritic cells (DC) and

kinetics of hepatitis B virus (HBV)-related cellular immune responses

were checked in 10 patients with CHB that received lamivudine (100

mg, daily for 48 weeks) for 48 weeks. All patients also received

(HBsAg)-based vaccine intradermally an interval of 2 weeks for 12

times; the first dose of vaccine was given 12 weeks after starting

lamivudine therapy.

Results: The expression of HLA DR and CD86 on DC and produc-

tion of interleukin (IL)-12, IL-6, IFN-^, and TNF-\ by DC were

significantly higher due to combination of lamivudine and vaccine

therapy compared to before therapy (p \ 0.05). Also, significant

higher levels of HBsAg-specific T cell were detected due to combi-

nation therapy (p \ 0.05), although these were not detected in CHB

patients before therapy commencement. However, significant levels

of proliferation of HBcAg-specific T cells could not be documented

due to combination therapy (p [ 0.05).

Conclusions: It seems that therapy-induced increased proinflamma-

tory cytokines, restoration of DC function and HBsAg-specific

immune responses are not enough for therapeutic effect in CHB

patients. Rather, HBcAg-specific immunity seems to be an integral

determinant of therapeutic effect in CHB. This is supported by the

observation that HBV-infected subjects that control HBV replication

and contain liver damages express high levels of HBcAg-specific

cytotoxic T cells. We propose that immune therapy or combination

therapy should be aimed at induction and maintenance of HBcAg-

specific immunity in CHB patients.

PP09-118
Lamivudine plus adefovir or telbivudine plus adefovir for chronic

hepatitis B patients with suboptimal response to adefovir

En-Qiang Chen, Hong Tang, Tao-You Zhou, Lang Bai, Jing-Rong Bai,

Li-Bo Yan, Ling-Bo Liang

West China Hospital of Sichuan University

Background: There is no standard management of chronic hepatitis

B (CHB) patients with suboptimal response to nucleos(t)ide ana-

logues (NAs). This study aimed to evaluate two different NAs

combination therapies in patient with suboptimal response to adefovir

(ADV).

Methods: This is a prospective controlled study, and 72 CHB patients

with suboptimal response to ADV were assessed. Of these, 37 were

treated with a combination of lamivudine plus ADV (LAM + ADV,

group A) and 35 were treated with telbivudine plus ADV

(LDT + ADV, group B).

Results: There were no significant.

Conclusions: Both two combination therapies led to significant

decreases in serum HBV-DNA. However, serological outcomes were

higher in LDT + ADV combination therapy. Further studies are

needed to obtain long-term results.

PP10-001
N-glycosylation mutations within HBsAg major hydrophilic region

contribute mostly to hepatitis B virus immune escape mutant through

enhancing viral fitness

Demin Yu, Xinhua Li, Vannary Mom, Xiangwei Liao, Yue Han, Qiming

Gong, Donghua Zhang, Paul Deny, Fabien Zoulim, Xinxin Zhang

Ruijin Hospital, Shanghai Jiaotong University School of Medicine

Background: Hepatitis B virus immune escape gives a challenge to

prevention, diagnoses and treatment to hepatitis B. The aim of this

study was to explore characteristics and its molecular mechanism of

HBV immune escape in HBV endemic area.

Methods: HBV isolates from 210 patients with coexistence of

HBsAg/HBsAb were sequenced for HBsAg major hydrophilic region

(MHR) analysis. In vitro biological functional analysis including

antigenicity and secretion ability was conducted to study influence of

N-glycosylation mutations on viral fitness after identification of

N-glycosylation conformation.

Results: Forty-three percent (89 out of 210) of patients was infected

with HBV immune escape mutants among whom 47% (42 out of 89)

were found with additional N-glycosylation mutations (Asn-X-Ser/

Thr). 8 N-glycosylation mutation sites identified in our study were

mostly located in the first loop of the a determinant. N-glycosylation

formation was confirmed at the most frequent sites 129 and 131

together with inserted mutations. Comparing with wild type HBsAg,

recombinant HBsAg variants expressed by plasmids in transfected

Huh7 cells reacted weakly with anti-HBs using chemiluminescent

microparticle enzyme immunoassay. Native gel analysis of secreted

virion in supernatant of transfected Huh7 cells indicated that virion

enveloping and secretion of these mutants was higher than that of

wild type HBV.

Conclusions: N-glycosylation mutations within HBsAg MHR con-

tribute mostly to immune escape mutants through enhancing viral

fitness in HBV endemic area.

PP10-002
Different cellular miRNAs can repress HBV protein and RNA synthesis

in hepatoma cells via distinct mechanisms

Jyun-Yuan Huang

Academia Sinica

Background: Recently, the interactions between cellular microRNAs

(miRNAs) and pathogenic viruses have become an active research

area in virology. These miRNAs can regulate their target mRNAs in a

sequence specific manner. In general, direct targeting at the 3 UTR of

mRNA by miRNA can result in mRNA degradation and/or transla-

tional suppression. Accumulating evidence suggests that miRNAs can

often interfere or participate in the replication of both RNA and DNA

viruses. Unlike many other viruses, to date, miRNAs with a speci-

ficity to target HBV has been elusive.

Methods: Here, we used the deep-sequencing approach to analyze the

miRNA profiles in two different HBV-producing cell lines. In com-

bination with the approaches by miRNA microarray, real-time PCR

array, and computational prediction.

Results: we searched for miRNAs which can significantly reduce

HBV DNA synthesis. We identified three cellular miRNAs which
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displayed significant effects on HBV DNA replication, RNA steady

state level, and protein production, yet without any apparent effect on

host cell viability by MTT assay. Using a 3UTR reporter assay, we

demonstrated that one of the three miRNAs can target the HBV

genome specifically. Another miRNA candidate had the ability to

influence HBV transcription in Huh7 cells.

Conclusions: In summary, we have identified three cellular miRNAs

which can influence HBV life cycle with different mechanisms. The

therapeutic application of these anti-HBV miRNAs can be further

developed in the future.

PP10-003
Host factors and intracellular trafficking of human hepatitis B virus

capsids

Er-Yi Huang, Hung-Cheng Li, Ching-Chun Yang, Pei-Yi Su, Chiaho Shih

Postdoctoral research

Background: Hepatitis B virus (HBV) core protein (HBc) contains

an arginine-rich domain (ARD) at the carboxyl terminus of HBc147-

183. Previously, we demonstrated that ARD is associated with traf-

ficking signals, including nuclear localization signals (NLS) (ARD-I

and-III) and nuclear export signals (NES) (ARD-II and-IV). Nuclear

export of HBc is dependent on a host factor TAP (Li et al., PLoS

Pathogens, 2010). In previous literature, serine phosphorylation at

S155, S162 and S170 are known to be important for the intracellular

trafficking of HBc. However, it remains unclear how serine phos-

phorylation or dephosphorylation of HBc could influence its

intracellular trafficking. For example, when nuclear accumulation of

HBc was observed, is it due to enhanced nuclear import, or due to

reduced nuclear export of HBc? Is it due to inactivation of NES, or

activation of NLS, by HBc (de)-phosphorylation at a specific posi-

tion? Here, we addressed these issues using several different

approaches.

Methods: We examined the potential physical interactions between

HBc and host factors TAP or importin by co-immunoprecipitation

assay and GST-pulldown assay.

Results: We dissected the roles of phosphorylation of HBc in the

intracellular trafficking by using different phosphorylation or de-

phosphorylation mimic HBc mutants. In addition to TAP and im-

portin, we identified several new host factors which are involved in

the regulation of HBc trafficking.

Conclusions: Further studies of these host factors will contribute to

our understanding in HBV biology and pathogenesis. Based on these

studies, we suggest that different phosphorylation status at different

serine phosphorylation sites of HBc might have different effects on

NLS and NES of HBc.

PP10-004
Identification of common host factors utilized by two distinct hepatotropic

viruses

Shu-Fan Chou, Min-Ling Tsai, Jyun-Yuan Huang, Chiaho Shih

Academia Sinica

Background: Hepatitis B virus (HBV) and hepatitis C virus (HCV)

are major pathogens that cause liver diseases worldwide. Despite their

liver diseases in common, these two hepatotropic viruses (DNA virus

vs. RNA virus) are very different in their replication and many other

steps in their life cycles. Previously we reported that vacuolar protein

sorting 4 (Vps4), a member of AAA-ATPase, is involved in HBV

replication and secretion. Aim of the study is to identify new host

factors that are important for both HBV and HCV pathogenesis.

Methods: With an siRNA knock-down approach, host factors that

appeared to be involved in HBV genome replication were selected.

Furthermore, the potential contribution of these factors to HCV rep-

lication as well as to HCV virion release was examined using replicon

system and HCVcc infectious clone system.

Results: Here we identified several new host factors that appeared to

be involved in HBV genome replication and virion release. Surpris-

ingly, we found at least one host factor that was able to significantly

suppress replications of both HBV and HCV. The expression of viral

proteins was also reduced by treatment of siRNA specific for that host

factor.

Conclusions: Despite the fact that HBV and HCV are very different

viruses, it is very surprising that a common host factor could be

involved in the life cycles of both viruses. Further studies will be

needed to address more detailed mechanism for HBV and HCV

replication and pathogenesis.

PP10-005
An increase of activated Regulatory T cells is associated with liver injury

in patients with chronic hepatitis B virus infection

Hu Ching-Chih1, Fang Jian-He2, Lai Hsin-Yi3, Chien Rong-Nan4, Sheen

I-shyan5, Lin Chun-Yen6

1Chang Gung Memorial Hospital; 2Chang Gung Memorial Hospital,
Linkou Medical Center; 3Chang Gung Memorial Hospital, Linkou
Medical Center; 4Chang Gung Memorial Hospital, Keelung; 5Chang
Gung Memorial Hospital, Linkou Medical Center; 6Chang Gung
Memorial Hospital, Linkou Medical Center

Background: Recent studies have shown that regulatory T (Treg)

cells could down-regulate hepatitis B virus (HBV)-specific immune

responses and is contribute to the chronicity of HBV infection but

with some controversies.

Aims To evaluate the phenotypes of Tregs on different stages of

patients with chronic HBV infection.

Methods: Peripheral blood mononuclear cells of 92 treatment-na.

Results: The frequency of Tregs was similar between HBV patients

and normal individuals (6.0 vs. 5.4%; p = 0.156). There was an

increased frequency of Treg cells in HBV patients with ALT[ 29

ULN (ALT[X vs. ALT\2X: 6.85% vs. 5.74%; p=0.017). We further

sub-grouped these cells into na.

Conclusions: Treg cells rather than inhibiting the development of

HBV specific T cell responses in the immune tolerance phase pro-

vided a protection from further liver injury in HBV patients.

PP10-007
An increase of CD38+HLA-DR+ CD8+ T cells is associated with elevated

serum ALT levels in patients with chronic hepatitis B virus infection

Hu Ching-Chih1, Fang Jian-He2, Lai Hsin-Yi3, Chien Rong-Nan4, Sheen

I-shyan5, Lin Chun-Yen6

1Chang Gung Memorial Hospital; 2Chang Gung Memorial Hospital,
Linkou Medical Center; 3Chang Gung Memorial Hospital, Linkou
Medical Center; 4Chang Gung Memorial Hospital, Keelung; 5Chang
Gung Memorial Hospital, Linkou Medical Center; 6Chang Gung
Memorial Hospital, Linkou Medical Center

Background: HLA-DR and CD38 are differentiation markers that are

expressed by activated T cells. A substantial expansion of activated

CD38+HLA-DR+ CD8+ T cells was associated with acute phase of

viral infection.

Aims To evaluate the HLA-DR and CD38 expression on CD8+ T

cells of patients with chronic HBV infection.

Methods: We enrolled 65 treatment-na.

Results: There are 7.3% of peripheral CD8+ T cells of HBV patients

coexpress CD38 and HLA-DR, whereas only 3.3% of the healthy

individuals have coexpression of the two markers (p = 0.001).

The frequency of activated CD38+ HLA-DR+ CD8+ T cells are

similar between HBeAg positive and HBeAg negative HBV patients

(8.6% vs. 7.2%; p = 0.542). Patients with higher serum ALT had

higher amount of CD38+HLA-DR+ CD8+ T cells than those with

normal serum ALT levels (ALT[36 ULN vs. ALT\36 ULN: 7.91%

vs. 5.97%; p = 0.08). The activated CD8+ T cells have lower CCR7,

CD62L and CD127 expression than those CD8+ T cell without CD38
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and HLA-DR (CCR7, 8.86% vs. 42.33%; p = 0.0003, CD62L, 8.11%

vs. 35.01%; p = 0.0006 and CD127, 9.09% vs. 45.84%; p = 0.0079).

Conclusions: The frequency of CD38+HLA-DR+ CD8+ T cells was

increased in patients with chronic HBV infection than normal vol-

unteers. These cells was found to have a positive correlation with

serum ALT levels, which implied that it may relate to liver injury in

patients with chronic hepatitis B.

PP10-008
Sero prevalence of HbsAg in blood donors

Dipendra Pandeya1, 2

1Chitwan School of Medical Sciences; 2 Chonbuk National University

Background: Hepatitis B is one of the transmissible disease which

has significant health problems that might involve the late sequel of

liver cirrhosis and hepatocellular carcinoma. The prevalence of this

infection varies across the different geographies. A high prevalence of

hepatitis B virus (HBV) in blood donors poses an increased risk of

window period transmission through blood transfusion. Thus by

studying the incidence and its relation to blood groups helps in

planning strategies to prevent its further transmission. This study was

Aims to determine the frequency of the abo & rhesus blood group

among potential male blood donors belonging to Kathmandu, Nepal.

Methods: All donors are pre screened by questionnaire provided the

institution & passed the physical examinations conducted by the

physician in charge. Blood donors data results of HbsAg were

obtained using the blood banks records of donors & also collected

blood groups of all the donors. These results then distributed in dif-

ferent age groups, blood groups & Rh factors were calculated.

Results: In our study the HbsAg occur in the age range was between

20 and 29 about 159(54.26%) & least between 40 and 49 about

31(10%) and high prevalence of HbsAg was found in O group about

111(37.88%) & least blood group AB about 26 (08.87%). Prevalence

of Rh positive factors was 283(96.58%) & negative factors were

10(3.42%).

Conclusions: In Conclusion, the study showed that no particular

blood group type could be linked to the occurrence of HbsAg

infections and it also emphasised the necessary to screen HbsAg

among all blood donors.

PP10-009
hepatitis virus strain 3-induced hepatic injury through a TNF-\dependent

pathway in mice

Yulei Lu, Xiaojing Wang, Weiming Yan, Ming Wang, Di Wu, Qin Ning

Tongji Hospital

Background: The mechanisms of each subset of T cells contributing

to the pathogenesis of viral hepatitis remain incompletely understood.

In this study, we examined the role of liver CD4-CD8- (double

negative (DN)) T cells during murine hepatitis virus strain 3 (MHV-

3)-induced hepatitis in C3H/HeJ mice.

Methods: We demonstrated that the predominant population of DN T

cells in liver from either healthy or MHV-3 infected mice was

TCR^_+DN T cells. The proportion of TCR^_+DN T cells in the liver

CD3+T cells was markedly increased post MHV-3 infection. These cells

expressed a rapid and dramatic hyperactivated state post MHV-3 infec-

tion, and produced cytokines including TNF-\, IFN-^, IL-2, and IL-17A.

Results: Highly activated liver TCR^_+DN T cells were cytotoxic to

MHV-3-infected hepatocytes in vitro A and this effect does not

require cell-cell contact. Moreover, the cytotoxic effect by liver

TCR^_+DN T cells against hepatocytes is through TNF-\ pathway,

but not by IL-17A and IFN-^. Furthermore, adoptive transfer of

TCR^_+DN T cells led to dramatically decreased survival in MHV-3

infected mice accompanied by deterioration in histopathology and

elevated ALT and AST levels.

Conclusions: These results indicate that liver TCR^_+DN T cells are

critical in the disease progression of MHV-3 induced hepatitis via

expressing inflammatory, Th1 and Th17 cytokines, in which TNF-\

pathway contribute to the liver TCR^_+DN T cell- mediated hepa-

tocyte injury.

PP10-010
No infectivity of HBV DNA and HBsAb double-positive sera in uPA/SCID

chimeric mouse

Masaya Sugiyama, Miki Yoshida, Yuji Hoshi, Yasumi Furui, Shigeharu

Uchida, Masashi Mizokami

National Center for Global Health and Medicine

Background: Every donated blood is screened to avoid severe

infectious disease by blood bank in Japan. HBsAb positive donated

bloods with HBsAg, HBcAb, and/or HBV DNA positivity are found

in the process. In the present study, the infection risk of these bloods

was assessed using compromised mouse model.

Methods: One positive control serum with approximately 7 log

copies/mL HBV DNA, and four sample sera (range 2–3 log copies /

mL) were inoculated into chimeric mouse with human hepatocytes

(n = 3 each) by 100 gL sera. One sample serum and the positive

control serum are HBsAg/HBsAb double positive. The others are

samples from vaccinated donor with HBsAg negative despite HBV

DNA positive. HBV DNA levels, body weight, and serum albumin

were monitored weekly. Covalently closed circular DNA (cccDNA)

was detected by specific primer using extracted DNA from mouse

liver tissue.

Results: One mouse of group A which were infected with HBsAg/

HBsAb double-positive serum (inoculum titer, 170 copies/body)

showed HBV viremia postinoculation in addition to positive control.

The other groups did not show HBV viremia in mice sera during

follow up period. To confirm HBV infection, cccDNA was detected in

mice liver tissue. Interestingly, cccDNA positivity was observed in

two mice of group A, suggesting that infection and the low level

replication could be retained in mice liver. In spite of HBV DNA

positive samples, inoculums from vaccinated donors showed no

infectivity in this study.

Conclusions: No infection was observed in chimeric mouse inocu-

lated with HBsAb/HBV DNA double positive and HBsAg negative

serum.

PP10-011
Molecular characterization of hepatitis B virus in children of African

descent living in Australia

Elizabeth Bannister1, Lilly Yuen2, Margaret Littlejohn3, Ros Edwards4,

Stephen Locarnini5, Winita Hardikar6, Peter Revill7

1Victorian Infectious Diseases Reference Laboratory; 2Victorian
Infectious Diseases Reference Laboratory; 3Victorian Infectious
Diseases Reference Laboratory; 4Victorian Infectious Diseases
Reference Laboratory; 5Victorian Infectious Diseases Reference
Laboratory; 6Royal Children’s Hospital Melbourne; 7Victorian
Infectious Diseases Reference Laboratory

Background: Migration from Africa, where HBV is hyperendemic, is

contributing to a rising incidence of chronic hepatitis B (CHB)

infection in Australia. African CHB is typically associated with

unique genotypes such as A1 and E. The A1 subgenotype is strongly

associated with early-onset hepatocellular carcinoma. Little is known

about the natural history of African CHB in Australia, particularly in

children. We aimed to delineate the molecular virology of CHB

infection in African children in Australia.

Methods: Children of African origin with CHB were recruited at the

Royal Childrens Hospital Melbourne. Demographic, clinical, bio-

chemical, and serologic details were recorded. Either the complete

genome, or the polymerase gene/basal core promotor (BCP)/Precore

(PC) region were sequenced to identify the HBV genotype/subgeno-

type and any mutations that may be associated with clinical features

and phase of infection.
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Results: Serum from 63 treatment-naive African children with CHB

was analysed. African countries represented included Sudan, Liberia,

Ethiopia, Sierra Leone, Kenya, Egypt, Somalia, Tanzania and Guinea.

Median age was 12.5 years (range 2.8–17.9 years). Genotype E pre-

dominated (43/63, 68.3%); and genotype D (17/63, 26.7%) with

subgenotype assignment of D7 (70.6%), D3 (11.8%), D2 (17.6%), and

subgenotype A1 (3/63, 4.7%) were also identified. 36/63 (57.1%)

patients were HBeAg negative, the majority associated with canonical

BCP/PC mutations.

Conclusions: HBV genotypes in African children with CHB living in

Australia reflected their country of origin. The emergence of these

genotypes in Australia, particularly the E and A1 (sub)genotypes, has

important ramifications for patient monitoring and treatment guide-

lines in our region.

PP10-012
Molecular and phylogenetic analysis of a unique HBV detected in Indig-

enous Australian populations

Stephen Locarnini1, Margaret Littlejohn2, Ros Edwards3, Tina Sozzi4,

Peter Revill5, Scott Bowden6, Benjamin Cowie7, Jane Davies8, Steven

Tong9, Josh Davis10

1Victorian Infectious Diseases Reference Laboratory; 2Victorian
Infectious Diseases Reference Laboratory; 3Victorian Infectious
Diseases Reference Laboratory; 4Victorian Infectious Diseases
Reference Laboratory; 5Victorian Infectious Diseases Reference
Laboratory; 6Victorian Infectious Diseases Reference Laboratory;
7Royal Melbourne Hospital; 8Charles Darwin University; 9Charles
Darwin University; 10Royal Darwin Hospital

Background: There has been little research carried out into the dis-

tinctive strain of HBV found among Indigenous Australians, who

experience a significant health burden from chronic hepatitis B

infection. The aim of this study was to characterise full length

genomic sequences of the HBV isolated from chronically infected

Indigenous people from Australia’s Northern Territory.

Methods: 28/37 serum samples obtained from HBsAg-positive

Indigenous Australians in the Northern Territory were HBV DNA

positive by PCR and sub-genotyped as C4, serotype ayw3. Nine full

genome sequences (FGS) were generated and compared to 114 human,

primate and non-primate sequences by phylogenetic and recombina-

tion analysis, using programs including neighbour-joining, maximum

likelihood, Simmonics and Recombination Detection Program (RDP).

Results: Phylogenetic analysis of the nine FGS mapped to their own

distinct branch of the genotype C clade, whereas the pre-core/core gene

mapped more closely to genotype J than genotype C. The basal core

promoter, pre-core and the S promoter regions were typically genotype

C pattern, whilst the S open reading frame exhibited the ayw3 serotype

shared with genotype D, J, chimpanzee and Gibbon HBV sequences,

indicating possible previous recombination events. Pairwise comparison

within the 9 FGS revealed little divergence (2.6–4.6%).

Conclusions: The data obtained from the distinctive strain of HBV

detected in this study population will allow a comparison of Indige-

nous Australian HBV strains with those found in other parts of

Australia, the Asian-Pacific region, and other regions of the world

providing potential insight into human migration patterns and viral

transmission patterns.

PP10-013
HBV genotype specific down-regulation of IL-1b–mediated innate immu-

nity by the hepatitis B e antigen

Peter Revill1, Rachel Wilson2, Kathleen Ryan3, Nadia Warner4, Ashley

Mansell5, Kumar Visvanathan6, Stephen Locarnini7

1 Victorian Infectious Diseases Reference Laboratory, North
Melbourne, Victoria, Australia; 2 Victorian Infectious Diseases
Reference Laboratory, North Melbourne, Victoria, Australia;
3 Victorian Infectious Diseases Reference Laboratory, North
Melbourne, Victoria, Australia; 4 Victorian Infectious Diseases

Reference Laboratory, North Melbourne, Victoria, Australia;
5 Centre for Innate Immunity and Infectious Diseases Monash
Institute of Medical Research, Victoria, Australia; 6 Monash Medical
Centre, Centre for Inflammatory Diseases, Monash University;
7 Victorian Infectious Diseases Reference Laboratory, North
Melbourne, Victoria, Australia

Background: Hepatitis B virus (HBV) infection is influenced by

genotype, with genotypes B and C generally associated with higher

levels of chronicity and more severe liver disease compared to

genotypes A and D. The hepatitis B e antigen (HBeAg) is a powerful

suppressor of TIR-mediated innate immune responses. We have

previously shown that a cytosolic form of the HBeAg (p22) inhibits

IL-1b-mediated NF-eB activation in hepatocytes, yet the related HBV

core protein (p21) had no effect. Since regulation of host innate

immune responses is important for establishment of chronic infection,

we were interested to determine whether HBeAg-mediated suppres-

sion of TIR-mediated immune responses differed for HBV genotypes.

Methods: The p22 gene of HBV genotypes A, B,C and D was cloned

into a mammalian expression vector and transfected into PH5CH8

hepatocytes. A plasmid expressing the p21 protein was also trans-

fected. Protein expression was confirmed by western blotting and

ELISA. Following stimulation with the TIR ligand IL-1b, NF-eB

promoter activity was measured using luciferase reporter assays.

Results: The HBV p22 protein down-regulated IL-1b-mediated NF-

eB promoter activity in a genotype-specific manner, with highest

down-regulation observed for genotypes B and C, compared to

genotypes A and D. The related core protein (p21) had no effect on

NF-eB promoter activity.

Conclusions: This is the first study to identify a role for HBV

genotype in down-regulation of innate immune responses. Highest

suppression was observed for Asian genotypes B and C, providing

one possible explanation for the increased chronicity observed in Asia

compared to the western world.

PP10-014
Hepatic pathological changes of chronic asymptomatic HBV carriers

with normal serum ALT and the analysis of correlation factor

Jianguo Yu, Dengming He, Yong An, Wei Bai, Wei Zhang, Wen Yang,

Mimi Sun, Jie Li

The 88th Hospital of Chinese PLA

Background: To explore the hepatic pathological change of chronic

asymptomatic HBV carriers with normal ALT and the analysis of

correlation factors.

Methods: This study includes 162 chronic asymptomatic HBV carriers

(group A) and 132 chronic hepatitis B patients (group B). To obtain the

liver tissue by percutaneous liver biopsies and standard pathology

diagnosis and the analysis of correlation factor had been given.

Results: Pathological change: group A, minimal changes (G0-1S0) 98

(8.64%), typical changes (G2-3S1-3) 41 (25.3%), liver cirrhosis (G3-

4S4) 23 (14.2%); group B, minimal changes (G0-1S0) 19 (8.64%),

typical changes (G2-3S1-3) 78 (25.3%), liver cirrhosis (G3-4S4) 35

(14.2%), P \ 0.01. The analysis of correlation disclosed the age

([45 year) is the main correlation factor and the load of HBV DNA,

HBeAg positive has less dependability.

Conclusions: Liver biopsy is significant on the diagnosis of chronic

asymptomatic HBV carriers.

PP10-015
The predominant IL28B genotype in Indonesia is C/C (rs12979860)

Cosmas Lesmana1, Sara Lacey2, Jacinta Holmes3, Alexander Thompson4,

Laurentius A Lesmana5, Scott Bowden6

1Cipto Mangunkusumo Hospital; 2Victorian Infectious Disease
Reference Laboratory; 3Victorian Infectious Disease Reference
Laboratory; 4Victorian Infectious Disease Reference Laboratory;
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5Cipto Mangunkusumo Hospital, University of Indonesia; 6Victorian
Infectious Disease Reference Laboratory

Background: Recently, genome-wide association studies identified

a single nucleotide polymorphism (rs12979860) upstream from the

interleukin (IL) 28B gene as a major predictor of treatment response

in patients infected with hepatitis C virus (HCV) genotype 1.

Patients with a C/C genotype responded better to pegylated inter-

feron and ribavirin treatment than patients with a T/T genotype or

the heterozygous C/T genotype. Some preliminary data also sug-

gests that the C/C genotype may be a predictor of HBeAg loss in

patients infected with hepatitis B virus (HBV) and treated with

pegylated interferon. Geographically, the C/C genotype has a high

frequency in Southeast Asia but studies of the Indonesian population

have been lacking.

Methods: Consent was obtained from 77 of 99 patients who were

undergoing liver biopsy as part of the pre-treatment work-up for

chronic hepatitis B. DNA was extracted from liver tissue samples and

tested in an allelic discrimination assay using selective TaqMan

probes. Thirty nine patients received telbivudine therapy, of which

20/39 patients were HBeAg positive.

Results: Results showed that 73 of 77 samples (95%) harbored the

C/C genotype with the four remaining samples having the heterozy-

gous C/T genotype. HBeAg seroconversion was observed in 5/20

(25%) patients within 1 year of therapy.

Conclusions: Consistent with the findings of the high frequency of

the rs12979860 C in Southeast Asia, Indonesian patients have a

predominant C/C genotype. This high degree of homogeneity

implies that IL28B testing may not play an important role in

clinical management of Indonesian patients infected with HCV

or HBV.

PP10-016
The evolutions of the cevadine resistant HBV during the rescue therapy:

rtM204I, a die hard mutant

Eileen Yoon, Hyung Joon Yim, Ji Won Hwang, Sun Jae Lee, Ji Hoon Kim,

Yeon Seok Seo, Jong Eun Yeon, Soon Ho Um, Kwan Soo Byun,

Ho Sang Ryu

Korea University Medical Center

Background: rtM204I mutation is associated with resistance to

cevadine. We aimed to investigate the evolutional pattern of the

cevadine-resistant mutants under different rescue therapies and their

impact on treatment outcome.

Methods: Five types of different rescue therapies were assigned to 5

patients who had been found to have rtM204I mutation during cevadine

therapy. Clonal analyses of the baseline and the serial sera from each

patient were performed during the rescue therapies.

Results: Patient-1 stopped all the antiviral agents. rtM204I were

gradually replaced by wild type, but still detected in 10 out of 16

clones after 12 months of follow-up with high HBV DNA levels.

Patient-2 switched to adefovir. After 9 months, only 1 out of 15

clones of rtM204I remained detectable. HBV DNA level decreased

from 8.8 to 6.28 log copies/mL. In patient-3, entecavir was added

after 2 months of adefovir monotherapy. While rtM204I mutant

persisted in all clones, HBV DNA level decreased from 5.87 to

2.16 log copies/mL during 12 months of therapy. Patient-4 received

adefovir/cevadine combination therapy, and showed rtM204I from 22

clones after 24 month of treatment while HBV DNA decreased from

7.41 to 4.76 log copies/mL. In patient-5, HBV DNA titer was not

suppressed even after 12 months of treatment with cevadine/adefovir

combination therapy, retaining rtM204I, rtL80I, or rtL180M mutation

in all clones. HBV DNA decreased from 5.45 to 3.30 log copies/mL.

Conclusions: rtM204I persisted despite current rescue therapies.

More potent antiviral agents do not have cross resistance to rtM204I

mutation are urgently needed.

PP10-017
Core promoter mutations specific for hepatitis B virus genotype D1

regulating viral replication

Masaya Sugiyama, Sachiko Sato, Yasuhito Tanaka, Kiyoaki Ito,

Kazumoto Murata, Naohiko Masaki, Makoto Nakanishi, Masashi

Mizokami

National Center for Global Health and Medicine

Background: Previous studies reveal that a distinct Hepatitis B virus

(HBV) genotype/subgenotype shows unique clinical outcomes and

contains its specific substitution. Previous studies identified some

specific mutations of D1, i.e. G1757A plus G1764T/C1766G. In this

study, replication constructs were assayed to investigate virological

influences of the specific mutations.

Methods: G1757A, A1762T/G1764A, and/or G1764T/C1766G

mutations are introduced into the HBV/D1 clone and transfected into

HuH7 or HepG2 cells. Expression vectors of HBX with specific

mutations, controlled by CMV promoter were constructed. Reporter

plasmids with core promoter harboring these mutations are con-

structed and co-transfected with HNF-1, 3, or 4 expression vectors for

luciferase assay.

Results: As reported previously, viral replication was accelerated by

1762T/1764A mutation. 1764T/1766G mutation also showed strong

replication efficiency equal to 1762T/1764A. Triple mutations of

1757A/1762T/1764A abolished the enhancement of the viral repli-

cation. However, 1764T/1766G replication was strongly enhanced by

1757A mutation. To investigate core promoter activity and identify

transcriptional factor related with these mutation, reporter assay and

EMSA were performed using HNF-1, 3, or 4 and nuclear extract.

HNF-1 was bound to 1762T/1764A mutation and enhanced tran-

scriptional activity, while 1757A and 1762T/1764A mutation

abolished the HNF-1 binding and the activity. HNF-3 binding was

enhanced by 1764T/1766G mutation and 1764T/1766G with 1757A

along with viral replication efficiency. The trans-complementation

effect of HBX with HBV/D1 specific mutations were not observed on

viral replication, suggesting that HBV/D1 specific mutations mainly

contributed to the binding of host transcription factors related to core

promoter activity.

Conclusions: 1757A and 1764T/1766G mutations enhanced viral

replication in vitro.

PP10-018
Regulation of TLR2, TLR4 and PD-1/ PD-L1 expression and cytokines

secretion on mononuclear cells by HBeAg

Jun Li, Longfeng Jiang, Yaping Han

The First Affiliated Hospital with Nanjing Medical University

Background: The aim of this study was to examine the regulation on

expression of TLR2/TLR4 and PD-1/PD-L1 on mononuclear cells in

response to hepatitis-B-virus-E-antigen in vitro. At the same time we

examined cytokines secretion.

Methods: HBeAg was generated by transfecting 293T cells; Flow-

cytometry was used for expression of TLR2/TLR4 and PD-1/PD-L1

on monocytes; Cytokines secretion were detected by Cytometric Bead

Array (CBA); RT-PCR examined TLR2, TLR4mRNA on peripheral

blood mononuclear cells (PBMCs) in response to hepatitis B virus E

antigen.

Results: TLR2 on CD14+ monocyte was significantly reduced in

HBeAg-group compared to control group. TLR4 expression on CD3+

cells in HBeAg group was significantly decreased in compared with

controls, but expressions of PD-1 and PD-L1 were significantly up-

regulation; However, when HBeAg was blocked by Anti-HBe, the

expressions of TLR4, PD-1, PD-L1 on CD14+ cells and CD3+ cells

were improved to some extent. At the same time, HBeAg was able to

significantly down-regulate IL-2, IL-17 and IFN-^, but up-regulate

IL-10. And HBeAg was able to significantly down- regulate TLR2
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mRNA on PBMCs, while HBeAg was blocked with anti-HBe, the

expression TLR2 mRNA was improved.

Conclusions: HBeAg was able to significantly suppress TLR2 and

TLR4 expression and mRNA on CD14+ PBMCs, yet HBeAg blocked

with anti-HBe could improve the expression of mRNA. HBeAg was

able to significantly down-regulate proinflammatory cytokines, but

up-regulate anti-inflammatory. These results promoted that HBeAg

may be through the way suppressed expression of inflammatory

factors genes induced by TLRs signal pathway and regulated secre-

tion of cytokines to establish persistent infection in chronic hepatitis

B patients.

PP10-019
Imbalance of TH1/TH2 cytokines induced by HBeAg in patients

with chronic hepatitis B

Yaping Han, Jun Li, Longfeng Jiang

The First Affiliated Hospital with Nanjing Medical University

Background: To study the immunoregulating effect of HBeAg on

peripheral blood monocytes (PBMCs) from patients with chronic

hepatitis B (CHB).

Methods: After incubated with recombinant HBeAgA the B7-H1/PD-

1 expression on PBMCs from CHB patients and healthy controls was

measured by

Results: Th1-type cytokines (IFN-^) of supernatant was reduced A

whereas Th2-type cytokines (IL-6, IL-10) of supernatant and the

expression of B7-H1 on PBMCs was increased after PBMCs stimu-

lated with HBeAg (P \ 0.05); The production of IFN-^in CD3+

CD4+ T cells was significantly lower in HBeAg-positive CHB

patients in comparison with HBeAg-negative CHB patients

(P \ 0.01), on the contrary, IL-4 in HBeAg-positive CHB patients

was increased (P \ 0.05). Meanwhile, B7-H1 expression on PBMCs

from HBeAg-positive CHB patients was markedly higher (P \ 0.05).

Conclusions: HBeAg was able to down-regulate the production of

Th1-type cytokines (IFN-^) A and up-regulate the secretion of Th2-

type cytokines (IL-6, IL-10) and the expression of B7-H1 on mono-

cytes. These changes are conducive to the formation of immune

tolerance to HBV. Therefore, HBeAg may play an important role in

immune tolerance to chronic HBV infection.

PP10-020
Explore of relationship between hepatocyte HBV cccDNABHBV tDNA

load and hepatocellular carcinoma related HBV infection

Jianning Jiang, Wen-wen Guo, Yan-xiu Liang, Minhua Su, Zhi-hong Liu,

Xiao-hong Huang, Rong Xie, Li-xia He, Wu-dao Fu, Shao-hua Zhong
1 The First Affiliated Hospital of Guangxi Medical University;
2 Wuzhou Guidong Hospital; 3 Minzu Hospital of Guangxi Zhuang
Nationality Autonomous Region; 4 The First Affiliated Hospital
of Guangxi Medical University; 5 The First Affiliated Hospital
of Guangxi Medical University; 6 The Fourth hospital of Nanning;
7 The First Affiliated Hospital of Guangxi Medical University; 8 The
First Affiliated Hospital of Guangxi Medical University; 9 The First
Affiliated Hospital of Guangxi Medical University; 10 The First
Affiliated Hospital of Guangxi Medical University

Background: To explore relationship between hepatocyte HBV

cccDNA, HBV tDNA load and hepatocellular carcinoma(HCC)

related HBV infection, and proble theory for prevention and treatment

of HCC.

Methods: Hepatocyte HBV cccDNA and HBV tDNA of cancer and

cancer-adjacent tissues from 60 HCC cases related to HBV infection

(sera HBVDNA(+)15 casesAsera HBVDNA(-)45cases) were detected

using fluorescence quantitative PCR method; Compared with the load

of hepatocytes HBV cccDNA,HBV tDNA and ration of cccDNA/

HBV tDNA between cancer and cancer-adjacent tissues respectively.

Results: (1)hepatocytes HBV cccDNA, HBV tDNA and the ration of

HBV cccDNA/HBV tDNA in cancer tissue were higher than cancer-

adjacent tissues(1.192±0.737 vs 0.56±0.729 t=4.24 P=0.000;

1.924±0.835 vs 1.601±0.76 t=2.052 r=0.042; 0.631±0.802 vs

0.426±0.323 t=2.274 P=0.025 respectively); (2)Hepatocyte HBV

cccDNA, HBV tDNA were discovered in cancer tissues and cancer

adjacent tissues from 4 cases with sera HBV DNA, HBsAg negative

and HBcAb positive, the ration of HBVcccDNA/HBV tDNA in

cancer tisue were higher, maximum reached 0.973.

Conclusions: High level of HBV cccDNA may be related to HCC;

HBV cccDNA can remain in high level in cancer hepatocytes

although transcription of HBVcccDNA to rc DNA was slowly or

stopped, even serum HBsAg and HBV DNA undetectable, It is

indicated that HBV induce hepatocarcinogenesis may have contrib-

uted to HBVcccDNA rather than rcDNA.

PP10-021
BCP mutations/deletions of hepatitis B virus associated with vaccine

failure in infants and mothers: case-control study in Thailand

Pattaratida Sa-nguanmoo1, Pisit Tangkijvanich2, Piyanit

Tharmaphornpilas3, Aim- orn Rasdjarmrearnsook4, Saowanee

Plianpanich5, Nutchanart Thawornsuk6, Apiradee Theamboonlers7,

Yong Poovorawan8

1Center of Excellence in Clinical Virology; 2Faculty of Medicine,
Chulalongkorn University; 3Immunization Program, Bureau
of General Communicable Diseases, Ministry of, Public Health;
4Immunization Program, Bureau of General Communicable Diseases,
Ministry of, Public Health; 5Chiangrai Provincial Health Office;
6Center of Excellence in Clinical Virology, Chulalongkorn
University; 7Center of Excellence in Clinical Virology,
Chulalongkorn University; 8Center of Excellence in Clinical
Virology, Chulalongkorn University

Background: Despite adequate passive and active immunization,

infants may still infected with the HBV that might be attribute to

several factors. The aim of this study was to investigate the genetic

heterogeneity with regard to HBV genotypes and mutations in

chronically infected mothers influences the efficiency of vaccination

strategies in preventing perinatal transmission.

Methods: Sera of 14 infected infants (13 HBeAg-positive and 1

HBeAg-negative) with vaccine failure and their mothers (group M1)

were quantitatively evaluated for HBV DNA by real-time PCR, HBV

markers were tested by CMIA, genotypes and mutations were char-

acterized by direct sequencing. Sera collected from 15 HBeAg-

positive (group M2) and 15 HBeAg-negative (group M3) mothers

whose infants had successfully been vaccinated served as controls.

Results: Group M1 and group M2 mothers had equal amounts of HBV

DNA but higher amounts than group M3. All infected infants and their

mothers had the same HBeAg status and HBV genotypes. DNA analysis

in a pair of HBeAg-negative infant and mother revealed that both were

infected with G1896A mutant. Escape mutants in the determinant region

were detected in 2 (14%) infected infants. Prevalence of BCP mutations/

deletions in groups M2 and M3 was significantly higher than in group

M1 (P = 0.022 and P \0.001, respectively).

Conclusions: A high amount of HBV DNA in mothers was the major

contributor to vertical transmission of HBV. Escape mutants might be

associated with vaccine failure in some infants. BCP mutations/

deletions in mothers might contribute to the prevention of mother-to-

infant transmission of HBV.

PP10-022
Analysis of the reverse transcripatase domain of HBV polymerase

in Transient virological breakthrough patients with chronic hepatitis B

receiving Nucleos(t)ide analogues in clinical practice

zhang xiujuan, Guo-li LIN, Yuan-kai Wu, Liu-qing Yang, Yu-tian Chong

The Third Affiliated Hospital of SUN Yat-Sen University
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Background: This study was to determine the relationship between

the phenomenon of transient virological breakthrough (defined as the

patient had VBT after complete virological response, and then con-

tinued on the same treatment the patients can consistently undetctable

HBV DNA after virological breakthrough.) and the nucleotide sub-

stitution sites of the reverse transcriptase domain of HBV polymerase

in patients with Chronic Hepatitis B(CHB) who were receiving

Nucleos(t)ide Analogues (NUCs) in clinical practice.

Methods: HBV DNA from serum samples of 16 patients with t-VBT

were amplified the reverse transcriptase region of HBV genome by

nested-PCR and sequenced. The difference of nucleotide and ami-

noacid of reverse transciptase region were alighned with Seqman

software (DNASTAR inc., Madison WI).

Results: In all this 16 patients of transient virological breakthrough,

Mutation of 17 nucleotide substitution sites were found by sequenc-

ing,and the primary mutations and frequence are rtI/F122L(56.3%),

rtS135Y(56.3%), rtI264T(62.5%), rtL265S(62.5%), rtA295V(68.8%),

rtL299H(43.8%), and rtI/F275 turn to UAG as termination codon(50%).

And there were no evidence of common NUCs drug resistance muta-

tions (rtI169T, rtV173L, rtL180M, rtA181V/T, rtT184G, rtA194T,

rtS202I/G, rtM204I/V, rtI233V, rtN236T, rtM250V/L).

Conclusions: In patients with transient virological breakthrough

during NUCs therapy, mutation of nucleotide substitution sites were

found in the reverse transcriptase domain of HBV polymerase,but

they were not related to antiviral drug resistance.

PP10-023
Distinct quasispecies characteristics and positive selection within precore/

core gene in hepatitis B virus-associated acute-on-chronic liver failure

Chen Li, Zheng Cai-Xia, Lin Ming-Hua, Pan Chen

Infectious Disease Hospital, Fujian Medical University

Background: The cause of HBV-associated acute-on-chronic liver

failure (ACLF) remains unclear. Quasispecies variation can contrib-

ute to virus persistence and pathogenesis. We therefore used a

bioinformatics-based molecular evolution approach to compare

quasispecies characteristics and positive selection sites within HBV

precore/core gene between ACLF and chronic hepatitis B (CHB)

patients.

Methods: HBV precore/core gene were amplified from eleven

ACLF and ten CHB patients harboring HBV genotype B; following

DNA sequencing (n = 528) quasispecies complexity, diversity,

and positive selection sites within the precore/core gene were deter-

mined by bioinformatics analysis and compared between the patient

groups.

Results: Both quasispecies complexity (P = 0.008) and diversity

(P \ 0.05) were found to be significantly greater in ACLF than in

CHB. The frequency of G1896/A mutation in ACLF (175/298 clones,

58.7%) was also significantly higher than in CHB (100/230 clones,

43.5%) (P = 0.0005). Moreover, analysis of positive selection

revealed that significantly more such sites were present in ACLF than

in CHB (8/11 vs. 2/10, P = 0.03); the majority of these positive

selection sites lay within HLA-restricted epitopes.

Conclusions: The finding that positive selection sites within HLA-

restricted epitopes are over- represented in ACLF suggests that epi-

topes mutation, potentially in combination with G1896A mutation,

could lead to liver failure by increasing escape from immunity and

subsequent virus replication, or alternatively by generating new epi-

topes that trigger a pathological immune reaction. We conclude that

increased HBV quasispecies complexity and diversity in ACLF

patients, together with a distinct set of positive selection sites, is likely

to underlie the development of ACLF.

PP10-024
Analysis of the relationship between Hepatitis B virus precore and basal

core promoter mutations and acute-on-chronic liver failure

Yan Ma1, Tao Han2, Yanzhen Pei3, Zhengang Zhao4, Yingtang Gao5,

Ying Li6, Li Jing7

1the Third Central Clinical College of Tianjin Medical University,
Tianjin; 2Tianjin Third Central Hospital, Tianjin Institute
of Hepatobiliary Disease, Tianjin Key, Laboratory of Artificial Cells;
3the Third Central Clinical College of Tianjin Medical University,
Tianjin; 4Tianjin Third Central Hospital; 5Tianjin Institute
of Hepatobiliary Disease, Tianjin Key Laboratory of Artificial Cells;
6Tianjin Third Central Hospital; 7Tianjin Institute of Hepatobiliary
Disease, Tianjin Key Laboratory of Artificial Cells

Background: To analyze the relationship between Hepatitis B virus

precore (PC) and basal core promoter (BCP) mutations and HBV-

related acute-on-chronic liver failure (HB-ACLF).

Methods: 44 patients with HB-ACLF and 28 patients with chronic

hepatitis B (CHB) were enrolled in this study. HBV DNA, ALT, TBil,

albumin in the serum were examined. The PC and BCP gene frag-

ments were amplified by nested PCR. HBV genotype and BCP/PC

mutations were determined by direct sequencing and analyzed by

BioEdit (7.0.9.0). HBV DNA in serum was measured by a real-time

PCR assay.

Results: All of 44 HB-ACLF patients were genotype C. In CHB

cohort, genotype B was only found in 2 cases, and others were

genotype C. Single mutations including A1762T, G1764A, T1753V,

G1896A and G1899A and combined mutations A1762T+G1764A,

G1896A+G1899A, T1753V+A1762T+G1764A, G1896A+G1899A+

A1762T+G1764A and A1762T+G1764A+G1896A were more fre-

quently detected in patients with HB-ACLF than in patients with

CHB (P \ 0.05). A significantly higher ratio of PC/BCP wild-type

sequences was found in patients with CHB than in patients with HB-

ACLF (17.86 vs. 2.27%) (x2 = 5.440, P = 0.020). The ratio of both

PC and BCP mutations in HB-ACLF was significantly higher than

CHB (79.55 vs. 39.29%) (x2 = 12.021, P = 0.001). The ratio of only

BCP mutation occurrence was 42.86% in CHB patients in contrast to

20.45% in HB-ACLF patients (x2 = 4.157, P = 0.041). Only PC

mutation occurrence was not found both in CHB and HB-ACLF

cohort.

Conclusions: The Hepatitis B virus PC and BCP mutation occurrence

was significantly higher in HB-ACLF patients than in CHB patients,

and there was statistically significant difference. Moreover, the

combined mutations and PC mutation were more common in HB-

ACLF.

PP10-025
Genotypic resistance analysis in Chronic Hepatitis B (CHB) patients

treated over 1 and 2 years with Telbivudine (LDT), using baseline

characteristics and on-treatment monitoring as predictor for favourable

outcome

Fabian Zoulim1, Stefan Zeuzem2, Teerha Piratvisuth3, Henry Chan4,

Jinlin Hou5, Jidong Jia6, Sophie Bossett7, Alkaz Uddin8, Yuhong Dong9,

Aldo Trylesinski10

1Lyon University, Institut Universitaire de; 2Johann Wolfgang Goethe
University Frankfurt Department of Medicine; 3NKC Institute
of Gastroenterology and Hepatology Songklanagarind Hospital,
Prince of Songkla University; 4The Chinese University of Hong Kong;
5Nanfang Hospital, Southern Medical University; 6Beijing Friendship
Hospital; 7Novartis Pharma AG; 8Novartis Pharmaceuticals;
9 Novartis Pharma AG, 10 Novartis Pharma AG
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Background: Baseline HBV DNA, ALT levels and early HBV DNA

levels predict resistance during CHB treatment.

Methods: In LDT treated GLOBE trial patients, resistance rates were

assessed at 1 and 2-years in patients with defined baseline charac-

teristics and undetectable week 24 HBV DNA.

Results: At year 1, 96.5% of 57 HBeAg-positive patients (baseline

HBV DNA \9 log10 copies/ml, baseline ALT.

Conclusions: In patients with defined baseline characteristics and

undetectable week 24 HBV DNA, no resistance to LDT treatment

after 1 year was reported. 2-year cumulative resistance rate under

LDT treatment is very low. The favorable efficacy and resistance

results confirm the Roadmap concept in the management of LDT

treatment.

PP10-026
Genotype dependent mutations in the major hydrophilic region of HBV

surface gene in chronic hepatitis B patients

Guotao Lv, Bin Zhou, Jian Sun, Huike Zheng, Meisan Liu, Zhanhui Wang,

Jinlin Hou

Southern Medical University

Background: The L-nucleoside analogues (L-NAs), including lami-

vudine and telbivudine, are associated with frequent YMDD

mutations. As the polymerase gene overlaps with HBV surface ORFs,

antiviral resistance mutations can lead to corresponding surface gene

mutations resulting in the change of antigenicity of HBsAg. The

present study was to assess the characteristics of MHR changes in

patients with L-NAs resistance.

Methods: A total of 215 patients were enrolled, including 119 L-NAs

treated patients with YMDD mutations and 96 treatment na.

Results: MHR mutation rate was much higher in L-NAs resistant

group than in treatment naive group (0.94 vs. 0.44 per 100 amino

acids, P \ 0.001). The difference was much more evident in genotype

C patients compared with genotype B patients (genotype C, 0.91 vs.

0.29 per 100 amino acid, P \ 0.001; genotype B, 0.98 vs. 0.64 per

100 amino acid, P = 0.133). S gene stop mutations including sC61*,

sC69*, sY100*, sL104*, sW196* and sW182*, were identified in 10

patients with genotype C (6 in L-NAs resistant group and 4 in naive

group), not in patients with genotype B. Further analysis showed that

antiviral resistance-associated S gene mutants including rtM204V/

sI195M, rtM204I/sW196L, rtM204I/sW196S, rtM204V/sW196*,

rtV173L/sE164D, and rtT184S/sL175F, were only detected in L-NAs

resistant patients.

Conclusions: Compared with.

PP10-027
The variation of HBsAg titre in patients with chronic hepatitis B, HBV-

related liver cirrhosis and hepatocellular carcinoma

Zhen Pei1, Tao Han2, Xiao Yan Ma3

Third Central Hospital of Tianjin

Background: To investigate the discrepancy of HBsAg titre and

correlation of HBV DNA levels among patients with chronic hepatitis

B (CHB), HBV-related liver cirrhosis (LC) and hepatocellular car-

cinoma (HCC).

Methods: HBsAg titre and HBV DNA in serum samples were

measured among 47 CHB, 72 LC and 54 HCC cases using Abbott

chemiluminescence and fluorescence quantitative PCR, respectively.

Statistical analyses among multiple groups, between two groups and

about the correlation were performed using Kruskal–Wallis test,

Mann–Whitney U test and Spearman test, respectively.

Results: The median HBsAg titre level in serum samples decreased

from 2,361.10 IU/mL in CHB cohort to 1,001.64 IU/mL in LC cohort

and 594.35 IU/mL in HCC cohort, suggesting a statistically signifi-

cant difference (q2 = 24.394A P \ 0.05). HBsAg titre in CHB group

was significantly higher than that in LC group (Z = -3.754A

P \ 0.05) and HCC cases (Z = -4.630A P \ 0.05^. However, there

was no statistically significant difference in HBsAg titre between LC

and HCC. Among HBeAg positive patients, HBsAg titre decreased

from 3,259.83 IU/mL in CHB group to 1,077.30 IU/mL in LC group

and 789.72 IU/mL in HCC group, indicating a significant difference

(q2 = 15.643A P \ 0.01). Among HBeAg negative patients, HBsAg

titre declined from 1,669.00 IU/mL in CHB group to 1,001.64 IU/mL

in LC group and 582.05 IU/mL in HCC group, suggestive of a sig-

nificant difference (q2 = 6.423A P \ 0.05). Correlation between

HBsAg titre and HBV DNA was found in CHB (r = 0.297,

P \ 0.05), LC (r = 0.346, P\0.05) and HCC (r = 0.452A P \ 0.05),

respectively.

Conclusions: HBsAg titre level in serum decreased progressively

from CHB to LC and HCC group. There were positive correlations

between HBsAg titre and HBV DNA level in CHB, LC and HCC.

PP10-028
Defects of cytochrome c oxidase in hepatitis B virus related liver cirrhosis

Wey-Ran Lin1, Chau-Ting Yeh2, Cheng-Tang Chiu3

Linkuo Chang Gung Memorial Hospital, Chang Gung University
College of Medicine

Background: Defects of the respiratory chain, a typical feature of

mitochondrial diseases, are caused by a loss of enzyme protein

involving both nuclearly and mitochondrially coded subunits. It has

been demonstrated that randomly distributed defects of complex IV

(cytochrome c oxidase: COX) of the respiratory chain are expressed

in human liver cirrhosis, however, the role of COX defects remains

unclear. We aim to evaluate the effects of COX defects in hepatitis B

virus (HBV) related liver cirrhosis.

Methods: Seventy-four HBV related cirrhotic liver tissues were

collected. The Ishak necro-inflammatory score, Ishak fibrosis score,

Metavir fibrosis score and the hepatitis B core antigen (HBcAg)

expression in nucleus and cytoplasm were scored by experienced

pathologists. The serum levels of AFP, AST and ALT were measured.

Patients were divided into 4 groups based on the expression of

immunohistochemical staining of COX subunit-I.

Results: Normal COX expression were showed in 17 (22.97%) tis-

sues. Weak, moderate and severe degrees of COX defects were

presented in 22 (29.73%), 22 (29.73%) and 13 (17.57%) tissues

respectively. There were no differences in clinical presentations

including age, gender and serum levels of AFP, AST and ALT. While

a significant increase of nuclear HBcAg in groups with COX defects

(p = 0.038) was showed, no statistic differences were found in

pathological scoring and HBcAg cytoplasmic staining.

Conclusions: COX defects exist in most of the HBV related cirrhotic

liver tissues. The increased HBcAg nuclear expression in the COX

defect tissues suggests a potential role of the respiratory chain activity

in HBV replication.

PP10-029
Human DNA methyltransferase Dnmt2 gene is downregulated in chronic

hepatitis B virus infection—a mode of viral persistence

Padaki Rao1, Gelli Veena shravanthi2, Aparna Jakkampudi3, Panyala

balkumar Reddy4, Rathindramohan Mukherjee5, Rajesh Gupta6,

D. Nageshwar Reddy7

1Asian Institute of gastroenterology; 2Asian Health care foundation;
3Asian Health care Foundation; 4Asian Healthcare Foundation;
5Asian healthcare Foundation; 6Asian Institute of Gastroenterology;
7Asian Institute of Gastroenterology

Background: Cytosine DNA methyltransferases (Dnmts) play a

pivotal role in host defense and genome stability. Methylation of viral

DNA has been identified as a novel antiviral mechanism leading to

downregulation of Hepatitis B virus (HBV) gene expression. While

Dnmt1, 3a and 3b genes are upregulated in HBV induced hepato-

cellular carcinoma (HCC), there is no data regarding the expression of
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RNA methylating Dnmt2 in HBV infection. The present study has

been undertaken to assess the mRNA expression of Dnmts in

peripheral blood mononuclear cells (PBMCs) of HBV infected

patients in relation to disease severity.

Methods: PBMCs from 109 HBsAg positive subjects (M:F 90:19)

and 41 voluntary blood donors as controls (M:F 23:18) were isolated.

RNA was extracted and amplified through generation of cDNA.

Amplicons were resolved through agarose gel electrophoresis and

semi-quantified by densitometry. Patients are categorized into 5

groups i.e. Acute Hepatitis B (AHB, n = 33), Inactive carriers (IC,

n = 25), chronic hepatitis B (CHB, n = 27), cirrhosis (n = 11) and

hepatocellular carcinoma (HCC, n = 13) for comparison. Viral load

was estimated by a commercial real time PCR assay.

Results: The mean viral load observed in patient group was 5.21 log

copies/ml. The mean expression values (ng/gl) of Dnmt 1, 2, 3a, and

3b were 300,82, 238 and 195 in patients compared to 307, 235, 275

and 235 in controls respectively. Dnmt2 expression was significantly

reduced (p \ 0.001) in patients in comparison to controls. An inverse

correlation was evident between the elevated viral load and reduced

Dnmt2 expression.

Conclusions: Dnmt2 gene is downregulated in CHB infection. This

might have implications favouring viral persistence since Dnmt2 is

known to induce other antiviral genes and formation of stress

granules.

PP10-030
The association of intrahepatic HBcAg staining with liver histology

and viral replication in HBeAg positive chronic hepatitis B

PIn-Nan Cheng1, Hung-Wen Tsai2, Yen-Cheng Chiu3, I-Chin Wu4,

Ting-Tsung Chang5

1National Cheng Kung University Hospital; 2National Cheng Kung
University Hospital; 3National Cheng Kung University Hospital;
4National Cheng Kung University Hospital; 5Medical College,
National Cheng Kung University

Background: Intrahepatic HBcAg staining was associated with viral

replication. This study aimed to investigate the relationship between

intrahepatic HBcAg staining and viral/host factors.

Methods: Totally 193 HBeAg-positive na.

Results: Of the 193 patients, there were 67 females, genotype C in 72

patients (37.3%). Cytoplasmic HBcAg staining in scale 2 (11–25%)

was associated with greater severity of liver necroinflammation

(P = 0.004) and fibrosis (P = 0.006) than other scales, meanwhile,

scale 2 cytoplasmic HBcAg staining also accompanied with signifi-

cant lower levels of serum HBV DNA (P \ 0.001) and HBsAg

(P \ 0.001). Absence of nuclear staining (scale 0) was associated

with greater severity of liver necroinflammation (P \ 0.001) and

fibrosis (P \ 0.001), and with lower levels of serum HBV DNA

(P \ 0.001) and HBsAg (P \ 0.001).

Conclusions: Modest cytoplasmic HBcAg staining and absence of

nuclear HBcAg staining of hepatocyte may be related more severe

liver histology and lower ability of HBV replication in patients with

HBeAg positive chronic hepatitis B.

PP10-031
Effect of Keratin 8 on the replication of Hepatitis B virus in vitro

Qing Zhong, Peng Hu, Wen Liang, Shi-Wen Tong, Huai-Dong Hu,

Hong Ren

The Second Affiliated Hospital of Chongqing Medical University

Background: To investigate hepatitis B virus replication-related host

proteins and the effect of candidate protein on HBV replication.

Methods: We used iTRAQ method to investigate HBV replication-

related proteins by HepG2 cells and HepG2.2.15 cells. Candidate

protein was validated by western blot and RT-PCR. We constructed

siRNA to silence candidate gene expression and plasmid vector to up

regulate candidate gene expression in HepG2.2.15 cells respectively.

Then, HBV DNA was detected. Also, Lamivudine was selected to

inhibit HBV DNA replication and RT-PCR was chosed to detect the

level of candidate gene expression.

Results: A total of more than 200 proteins were differentially

expressed between the HepG2.2.15 cells and HepG2 cells. Keratin 8

(KRT8) was verified to be significant differentially expressed host

protein in HepG2.2.15 cells by Western blot and PT-PCR. KRT8

mRNA expression level was increased in HepG2.2.15 cells, 5.2-fold

compared with HepG2 cells (p \ 0.01). When KRT8 mRNA was

suppressed, the HBV DNA level was decreased in RNA interference

group, 30% declined compared with control group (p \ 0.05). When

KRT8 mRNA was over expressed, the HBV DNA level was

increased in vector group, 28 times of control group (p \ 0.01).

When HBV DNA replication was inhibited, no significant difference

was found in the expression of KRT8 between lamivudine group

and control group.

Conclusions: The host protein KRT8 can enhance the replication of

HBV DNA in HepG2.2.15 cells. It is showed that KRT8 is involved

with the replication of HBV DNA. Supported by NSFC (No.

30972584 and 81171561), National Science and Technology Major

Project of China (No. 2008ZX10002-006).

PP10-032
Novel evidence of HBV recombination in family cluster infections

in western China

Bin Zhou, Zhanhui Wang, Jie Yang, Jian Sun, Hua Li, Yasuhito Tanaka,

Masashi Mizokami, Jinlin Hou

Southern Medical University

Background: Two hepatitis B virus (HBV) C/D recombinants were

isolated from western China. No direct evidence indicates that these

new viruses arose as a result of recombination between genotype C

and D or a result of convergence. In this study, we search for evidence

of intra-individual recombination in the family cluster cases with co-

circulation of genotype C, D and C/D recombinants.

Methods: We studied 68 individuals from 15 families with HBV

infections in 2006, identified individuals with mixed HBV genotype

co-infections by restriction fragment length polymorphism and pro-

ceeded with cloning and DNA sequencing. Recombination signals

were detected by RDP3 software and confirmed by split phylogenetic

trees. Families with mixed HBV genotype co-infections were

resampled in 2007.

Results: Three of 15 families had individuals with different HBV

genotype co-infections in 2006. One individual (Y2) had a triple

infection of HBV genotype C, D and C/D recombinant in 2006, but

only genotype D in 2007. Further clonal analysis of this patient

indicated that the C/D recombinant was not identical to previously

isolated CD1 or CD2, but many novel recombinants with C2, D1 and

CD1 were simultaneously found. All parental strains could recombine

with each other to form new recombinant in this patient.

Conclusions: This result indicates that the detectable mixed infection

and recombination have a limited time window. Also, as the recom-

binant nature of HBV precludes the possibility of a simple

phylogenetic taxonomy, a new standard may be required for classi-

fying HBV sequences.

PP10-033
Comparison of hepatitis B virus subgenotypes between patients with acute

and chronic hepatitis B

Kumi Kojima1, Kazuhiko Hayashi2, Masanori Kuroiwa3, Takao Hayashi4,

Yuko Shimizu5, Tetsuo Matsuura6, Hiroyuki Takenaka7, Hiromitsu Asai8,

Eri Ishikawa9, Hidemi Goto10

1Tosei General Hospital; 2Nagoya University School of Medicine, 10
Nagoya University School of Medicine

Background: Hepatitis B virus (HBV) has been classified into eight

genotypes and can be further divided into several subgenotypes that
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have different geographic distributions. Because of increased human

migration, the prevalence of rare subgenotypes is likely increasing in

Japanese patients with acute hepatitis B. The aim of this study was to

investigate the distribution of HBV subgenotypes in patients in Japan

with acute hepatitis B.

Methods: Twenty-seven patients with acute hepatitis B and 29 with

chronic hepatitis B were studied. HBV subgenotypes were determined

by direct sequencing of the preS and polymerase region, respectively.

Results: HBV subgenotypes Ae (n = 11), Ba (n = 2), Bj (n = 1), Cs

(n = 2), Ce (n = 9) and C6 (n = 1) were detected in patients with

acute hepatitis. In patients with chronic hepatitis, HBV subgenotypes

Bj (n = 2) and Ce (n = 27) were found. Non-common Japanese

subgenotypes, i.e., non-Bj and non-Ce, were detected more frequently

in patients with acute hepatitis than in patients with chronic hepatitis.

Conclusions: The prevalence of non-common Japanese HBV sub-

genotypes is expected to increase.

PP10-034
Prevalence and genotype distribution of dual or triple infection of hepatitis

B, C, and D viruses among patients with chronic liver diseases of Mongolia

Oidov Baatarkhuu1, Bira Tsatsralt-Od2, Chuluunbaatar Bolormaa3,

Geleg Tsetsegmaa4, Bat-Ulzii Saruul5, Tooloi Alimaa6, Jadambaa

Bayarsaikhan7, Osorjin Buyankhuu8, Manaljav Shagdarsuren9,

Yagaanbuyant Dagvadorj10

1Health Sciences University of Mongolia, Mongolian Association
for the Study of Liver Diseases (MASLD); 2National Centre
for Communicable Diseases; 3National Centre for Communicable
Diseases; 4National Centre for Communicable Diseases; 5National
Centre for Communicable Diseases; 6SOS Medica Mongolia;
7National Centre for Communicable Diseases; 8Hasaadai hospital,
Mongolia; 9Shagdarsuren hospital; 10Health Sciences University
of Mongolia

Background: Mongolia is known for its high endemicity for HBV,

HCV, and HDV infections among apparently healthy populations.

However there are little or no data on the prevalence and genotype

distribution of HBV, HCV and HDV among patients with chronic

liver diseases in Mongolia.

Methods: Serum samples obtained in 2009 from 207 patients (51.0

ÿ3´_w €€1.9 years) including those chronic hepatitis (n = 90), liver

cirrhosis (n = 41), and HCC (n = 76) were tested for serological and

molecular markers of HBV, HCV, and HDV infections.

Results: Of the 207 patients, 144 (69.6%), 106 (51.2%), and 117

(56.5%) tested positive for HBsAg and HBV DNA, HCV RNA, and

HDV RNA, respectively. Collectively, 172 patients (83.1%) were

viremic for one or more of these viruses, including dual viremia of

HBV/HDV (26.6%) or HBV/HCV (7.7%) and triple HBV/HCV/HDV

viremia (30.0%). Of note, triple ongoing infection was significantly

more frequent among patients with HCC than among those with

chronic hepatitis (63.2%) versus 14.4%.

Conclusions: The present study revealed that ongoing dual or triple

infection of HBV, HCV and HDV is highly prevalent among patients

with chronic liver diseases of Mongolia.

PP10-035
Effect of adefovir add-on therapy in chronic hepatitis B patients

with antiviral resistance to lamivudine/entecavir sequential therapy

Yu-ri Choi, Chon Kyon Lee, Jong Won Choi, Sun Young Won, Jeong Hun

Seo, Byung Kyu Park, June Sung Lee

Ilsan Hospital

Background: The efficacy of adefovir add-on therapy in treatment-

experienced patients with chronic hepatitis B (CHB) is debatable.

This study was aimed to evaluate the efficacy of adefovir add-on

therapy in CHB patients with antiviral resistance to lamivudine/ent-

ecavir sequential therapy.

Methods: CHB patients who exhibited documented resistance to

lamivudine and switched to entecavir 1.0 mg monotherapy were

evaluated, and 16 patients of them showed active viral replication

(HBV DNA levels).

Results: In the 16 CHB patients, the median age was 53 years.

Eight patients was HBeAg positive, 7 was liver cirrhosis, and 9

was liver enzyme elevation. The mean HBV DNA level and ALT

at baseline were 6.25 .96 log10 copies/mL, 53 5 IU/mL. At 12, 24,

and 48 weeks, the median reduction of the serum HBV DNA level

was 1.26 .11, 2.19 .34, and 3.33 .41 log10copies/mL. At 24 and

48 weeks, virologic response (HBV DNA \300 copies) was

achieved in 18.8 % (3/16) and 37.5% (6/16). At 24 and 48 weeks,

biochemical response (ALT\40 IU/mL) was achived in 55.6% (5/

9) and 66.7% (6/9). Until 48 weeks, viral breakthrough was not

detected in 16 patients.

Conclusions: The adefovir add-on therapy was not efficacious for

CHB patients with antiviral resistance to lamivudine/entecavir

sequential therapy. However, viral breakthrough was not seen during

the 48 weeks add on therapy.

PP10-036
Viral and host factors affecting HBsAg seroclearance in chronic hepatitis

B patients

Huei ru Cheng, Jia-Horng Kao, Chun-Jen Liu

No

Background: Clearance of hepatitis B surface antigen (HBsAg)

usually indicates a remission of hepatitis activity and a favorable

outcome in chronic hepatitis B patients. However, whether host

genetic factors affect spontaneous HBsAg seroclearance remains

unclear.

Methods: We collected 18 chronic hepatitis B patients who loss

HBsAg spontaneously (case group) and 36 sex- and age-matched

patients with persistent HBsAg positivity (control group). Baseline

viral factors including viral load, HBsAg level, ALT and host factors

including two SNPs among rs3077 for HLA-DPA1 and re9277535 for

HLA-DPB1 regions were determined.

Results: In the case group, mean serum HBsAg level at baseline was

16.1 IU/mL (range is 0.05–136.0 IU/mL), which was significantly

lower than that in the control group (2.7 9 104 IU/mL, range

74.3–3.3 9 104 IU/mL) (P \ .001). Mean logarithmic value of

serum HBV DNA level at baseline were also significantly different

between two groups (2.7 vs. 5.3 log IU/mL) (P \ .001). We con-

structed haplotypes with two SNPs at HLA-DP region for the

association analysis correlating with HBsAg seroclearance. The dis-

tribution of rs3077 genotype and rs9277535 genotype was similar

between case and control group (P = 0.54 and P = 0.70).

Conclusions: Lower baseline serum HBsAg level and/or in combi-

nation with lower serum HBV-DNA level are association with a

higher likelihood of spontaneous HBsAg seroclearance in chronic

hepatitis B patients.

PP10-037
Combining HBsAg decline and HBV DNA levels predict HBV reactivation

and advanced liver diseases after spontaneous HBeAg seroconversion

Shih-Cheng Yang

The Gastroenterological Society of Taiwan

Background: To investigate whether the quantitation of hepatitis B

surface antigen (HBsAg) and hepatitis B virus (HBV) DNA levels can

predict HBV reactivation and advanced liver disease after spontane-

ous hepatitis B e antigen (HBeAg) seroconversion.

Methods: A total of 135 patients who experienced spontaneous

HBeAg seroconversion were included in this longitudinal study. A

serial of HBsAg and HBV DNA levels was measured before and after

HBeAg seroconversion.
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Results: Of the 135 patients, 45 experienced HBV reactivation and 6

achieved HBsAg loss after HBeAg seroconversion during the follow-

up period. The HBsAg reduction levels were higher among patients

without HBV reactivation than those with HBV reactivation after

HBeAg seroconversion (P = 0.002). Patients who achieved HBsAg

reduction [0.5 log IU/mL and HBV DNA \10,000 copies/mL at

month 12 after HBeAg seroconversion had a lower rate of HBeAg-

negative hepatitis (P = 0.02, 0.001, respectively), cirrhosis

(P = 0.005, 0.001, respectively) and HCC (P = 0.24, 0.007, respec-

tively) after HBeAg seroconversion. The risk of HBeAg-negative

hepatitis, cirrhosis and HCC was substantially increased in patients

who had a combination of both the HBsAg reduction.

Conclusions: Combining HBsAg reduction and HBV DNA levels at

month 12 after HBeAg seroconversion was a useful marker to predict

clinical outcome in spontaneous HBeAg seroconverters. An HBsAg

level \1,000 IU/mL at month 12 after HBeAg seroconversion could

predict HBsAg loss after HBeAg seroconversion.

PP10-038
Third month HBV-DNA level is an important marker for treatment

success in HBEAG (-) chronic hepatitis B infection

Oguz Karabay, Ertugrul Guclu, Nazan Tuna, Mehmet Yahyaoglu, Oguz

Karabay

Sakarya E

Background: Hepatitis B is a common infectious disease. In this

study, factors affecting pegIFN-a therapy in HBeAg (-) CHB were

investigated.

Methods: A total of 20 HBeAg (-) CHB patients who received

pegIFN-a were enrolled in this study. The patients information was

obtained retrospectively. Patients who have Hepatitis C virus, HIV,

and Hepatitis D Virus co-infections were excluded. Hepatitis B virus

(HBV) DNA levels less than 300 IU was considered as virologic

response (VR), at the end of therapy and sustained virologic response

(SVR), 6 months after completion of treatment.

Results: Out of 20 patient; nine of them achieved VR at the end of the

therapy and SVR was seen in seven of them. All of the patients who

have SVR, and 9/13 of patients who do not have VR, have less than

2,000 IU HBV DNA in the sixth month of treatment (p = 0.58). Also

all of the patients who have SVR and 3 of 13 patient who do not have

VR, have HBV DNA \300 IU in the twelfth month of treatment

(p = 0.01). Responder patients HBVDNA decrease were significantly

different after third months of the treatment.

Conclusions: Gender, age, hepatic activity index, fibrosis, and basal

HBV DNA, ALT, AST and GGT levels do not affect the success of

interferon treatment (p [ 0.05). HBV DNA levels below 2,000 IU at

sixth month of the treatment should not be the indicator of treatment

success (p = 0.58). But, patients who have HBV DNA \300 IU in

the twelfth month of treatment, have increased chance of SVR

(p = 0.01).

PP10-039
Characters analysis of gene mutations prestored on P region of hepatitis B

virus DNA

Jie Xu1, Ying Wang2

Shanghai NO. 3 People’s Hospital affiliated to Shanghai JiaoTong
University

Background: To analyze characters and clinical significance of gene

mutations prestore on P region of hepatitis B virus DNA.

Methods: We gathered 170 serum samples of na.

Results: HBVDNA mutants were found in 44 samples (44/170,

25.9%). There were no differences for mutations distribution on

genotype, age and sex. We found no significantly differences on

HBeAg positive ratio, ALT level and HBVDNA load on baseline

between the mutation arm and wild arm (P [ 0.5). Among 170

patients, HBVDNA levels of HBeAg positive patients were higher

than HBeAg negative (P = 0.02 \ 0.05), and the same result could

be seen in mutation arm (P = 0.016 \ 0.05). But we can not find

similar outcome in wild arm.

Conclusions: Our study shows a proportion of prestored mutations on

HBVDNA P region in na.

PP10-041
Role of quantitative hepatitis B surface antigen (qHBsAg) in prediction

of tenofovir (TDF) treatment response in chronic hepatitis B (CHB)

patients

Saoraya Lueangarun1, Tassanee Sriprayoon2, Gaidganok Sornsamdang3,

Vanwisa Pongpun4, Rabil Rattanapanee5, Pittayapoom Pattaranutaporn6,

Chirayu Auewarakul7, Tawesak Tanwandee8

1Chulaborn Hospital; 2Chulaborn Hospital; 3Chulaborn Hospital;
4Chulaborn Hospital; 5Chulaborn Hospital; 6Chulaborn Hospital;
7Chulaborn Hospital; 8Division of Gastroenterology, Department
of Medicine, Faculty of Medicine Siriraj, Hospital, Mahidol
University

Background: qHBsAg reflects intrahepatic covalently closed circular

DNA (cccDNA), which is the viral template for HBV replication in

the maintenance of chronic infection. It also predicted the virological

response (VR) to pegylated interferon therapy. However, the role of

qHBsAg for predicting response to TDF has not been established. We

aim determine the association between qHBsAg and TDF treatment

response in CHB patients.

Methods: A total of 150 CHB patients treated with TDF for 24 weeks

were enrolled.

Results: Of all CHB patients, 76 (50.7%) were male, mean age (SD)

40.6 (11.9) years. There were 74 (49.3%) with HBeAg positive. Base-

line mean (SD) HBV DNA, qHBsAg, and ALT was 6.03 (1.7) log IU/

ml, 3.56 (0.8) log IU/ml, and 75.1 (85.9) IU/L, respectively. After the

24 weeks of TDF treatment, undetectable HBV DNA (\20 IU/ml) was

found in 60% of the cases. Mean (SD) decreased HBV DNA and

qHBsAg was 4.44(1.6) and 0.14(0.5) log IU/ml, respectively. HBV

DNA and qHBsAg were correlated with weak significance at baseline

(r = 0.486, P \ 0.001) and after the 24 weeks of TNF treatment

(r = 0.342, p \ 0.001). Multivariate analysis showed that baseline

HBV DNA\4log IU/ml (OR 24.53, 95%CI 3.10–194.20) and qHBsAg

\4log IU/ml (OR 4.27, 95%CI 1.88–9.66) were significantly associated

with HBV DNA undetectable at 24 weeks.

Conclusions: After the 24-week TDF treatment, baseline qHBsAg

and HBV DNA significant associated with undetectable HBV DNA.

However, their correlation was weak significant. Hence, the dynamic

interplay between qHBsAg and HBV DNA during antiviral therapy

should be further evaluated.

PP10-042
Identification of hepatitis B virus rtS117F substitution as a compensatory

mutation for rtM204I during lamivudine therapy

Lin Chih-Lang1, Chien Rong-Nan2, Hu Ching-Chih3, Lai Ming-Wei4,

Yeh Chau- Ting5

1Chang Gung Memorial Hospital and Chang Gung University
College of Medicine, Keelung, Taiwan; 5Chang Gung Memorial
Hospital and Chang Gung University College of Medicine, Taipei,
Taiwan

Background: Replication defect of hepatitis B virus (HBV) lami-

vudine resistance (LAM-R) mutants can be restored by development

of compensatory mutations. Such mutations have long been recog-

nized for the rtM204V mutant, while little is known about any

compensatory mutation specific to the rtM204I mutant. The aim of

this study was to search for previously unrecognized compensatory

mutations following development of LAM-R mutants.

Methods: Of 83 LAM-R patients, 49 and 34 patients harbored the

rtM204I and rtM204V mutations, respectively. Serial serum samples

obtained during the therapeutic course were submitted for sequences
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analysis. Site-directed mutagenesis experiments were performed to

examine the function of the identified associated mutations.

Results: Of the 49 patients carrying the rtM204I mutation, 5 subse-

quently developed an rtS117F substitution during the follow-ups,

whereas 4 harbored an rtN124D substitution prior to the development

of the rtM204I mutation. Emergence of the rtS117F mutation was

associated with increase of hepatitis activities, whereas prior- exis-

tence of the rtN124D mutation was associated with decompensated

liver function upon development of the rtM204I mutation.

Site-directed mutagenesis experiment showed that the rtS117F

mutation by itself did not confer LAM-R but it compensated for

replication deficiency of the rtM204I mutant in HepG2 and Mahlavu

cells. Additionally, virion and HBsAg secretion of the rtS117F mutant

was significantly impaired.

Conclusions: The rtS117F substitution served as a compensatory

mutation for rtM204I. Emergence of the rtS117F mutation in LAM-R

patients carrying rtM204I was associated with increased hepatitis

activities. Prior-existence of the rtN124D substitution was associated

with liver decompensation upon development of the rtM204I mutation.

PP10-043
K18 interaction with ASPP2 contributes to regulation of hepatocytes

apoptosis

Shi Ying1, Dexi Chen2, Ning Li3, Kai Liu4, Li Li5, Xiuhong Liu6

1Beijing You An Hospital, Capital Medical University; 2Beijing
Institute of Liver Disease; 3Beijing Institute of Liver Disease; 4Beijing
Institute of Liver Disease; 5Beijing Institute of Liver Disease; 6Beijing
Institute of Liver Disease

Background: The identified facts suggest that chronic hepatitis, cir-

rhosis occurs in HBV hepatitis patients is due to the continuous

hepatocyte apoptosis, but the mechanisms are complex and unclear.

Previous reports showed that human mutations in K18 or K8 pose a

high risk for development of end-stage liver diseases including HBV

hepatitis. In addition, there are a number of reports which identified

p53 and, in particular, apoptosis-stimulating protein of p53 (ASPP2)

to play an important role in the pathogenesis of HBV infection.

Methods: We investigated the molecular interactions between ASPP2

and K18 using a yeast two-hybrid assay and Co-IP. Liver tissues from

patients with chronic hepatitis B and HepG2 cells were used to

analyze the interplay between K18/ASPP2/p53 and hepatocytes

apoptosis.

Results: We identified Keratin 18 as an ASPP2 interaction protein

using a yeast two-hybrid assay. In vitro study had shown that the core

domain of ASPP2 binding to K18 is in the N-terminus. We found that

phosphorylation of keratin 18 in different progressions of HBV

infected liver disease is associated with K18 interaction with ASPP2.

The result from clinical samples showed that K18 binding to ASPP2

was reduced in active hepatitis with HBV infection.

Conclusions: K18 binds to N-terminus of ASPP2 by a phosphory-

lation dependant manner, and following ASPP2 stimulation of P53

transactivation of Bax, K18 is cleaved in a feedback loop to release

additional ASPP2 to enhance the apoptotic process. This work is

supported by: National Natural Science Foundation of China

30910103915, 30870853, 81100288.

PP10-044
Association between HBV DNA level and cirrhosis development in Thai

chronic hepatitis B infected patients

Saoraya Lueangarun1, Charlie Laohapand2, Tassanee Sriprayoon3,

Kasiruck Wittayasak4, Pittayapoom Pattaranutaporn5, Chirayu

Auewarakul6, Tawesak Tanwandee7

1Chulaborn Hospital; 2Chulaborn Hospital; 3Chulaborn Hospital;
4Chulaborn Hospital; 5Chulaborn Hospital; 6Chulaborn Hospital;
7Division of Gastroenterology, Department of Medicine, Faculty
of Medicine Siriraj, Hospital, Mahidol University

Background: There is a relationship between HBV DNA level and

CHB-associated complications, especially cirrhosis. We aim to

determine the pattern of HBV DNA and its impact on cirrhosis in

Thai CHB patients.

Methods: A cross-sectional study was conducted in CHB patients.

Results: A total of 2,293 CHB patients (1,086 males) with the mean

age (SD) of 41.25 (10.95) years were enrolled. HBeAg seropositivity

and HBV DNA [2,000 IU/ml was present in 17.2 and 47.71% of

CHB cases. Liver cirrhosis, determined by US, was found in 180

(7.9%) cases. The prevalence of HBV DNA (IU/ml) were 20.96%

(\60), 8.21% (60–199), 23.74% (200–1,999), 19.64% (2,000–

19,999), 9.53% (20,000–199,999), 5.21% (200,000–1,999,999),

5.96% (2,000,000–19,999,999), and 6.75% ([20 millions). The

highest prevalence of HBV DNA [2,000 IU/ml was at age

30–39 years (29.34%) with a declining trend and frequently found in

male gender, HBeAg-seropositivity and cirrhosis.

The high prevalence of cirrhosis were found in 18.33 and 18.89% of

HBV DNA level 2–3 log 10 IU/ml and 5–6 log 10 IU/ml, respectively

(p \ 0.001). HBV DNA of 200,000–1,999,999 IU/ml was associated

with cirrhosis (OR 5.84, 95%CI 3.42–9.95). Multivariate analysis

showed factors related to cirrhosis, including male gender (OR 1.41,

95%CI 1.02–1.94), age [50 years (OR 2.14, 95%CI 1.51–3.01) and

HBV DNA [2,000 IU/ml (OR 1.57, 95%CI 1.11–2.22).

Conclusions: Increasing HBV DNA and higher CHB-related com-

plications were present in almost half of Thai CHB patients. Hence,

the national policy should be implemented, especially for those with

high HBV DNA to provide effective management and prevent further

complications.

PP10-045
Lack of correlation between HBsAg load and extent of liver damage

in Bangladeshi patients with chronic hepatitis B

Mamun Mahtab1, Michel Bazinet2, Andrew Vaillant3, Fazle Akbar4

1Bangabandhu Sheikh Mujib Medical University; 2REPLICor Inc.;
3REPLICor Inc.; 4Toshiba General Hospital; 5Bangabandhu Sheikh
Mujib Medical University

Background: Quest for markers influencing progression of liver

damage and fibrosis in patients with CHB continues. The emphasis

has been on HBeAg, HBV DNA and HBV genotype, however con-

flicting data about their implications has been reported. Recently,

attention has been focused on quantification of HBsAg following

commercial availability of HBsAg quantification assay.

Methods: 12 patients with CHB (age 22–38 years) expressing

HBsAg and HBeAg in the sera were enrolled. HBV DNA before

therapy ranged from 1.

Results: Patients were divided into three categories based on their

HBsAg load. Those with \1,000 IU/ml were included in Group-I

(n = 2), between 1,000 and 10,000 IU/ml (n = 4) in Group-II and

those with [10,000 IU/ml (n = 6) were categorized in Group-III.

Significant hepatic necro-inflammation was considered if HAI-NI.

Conclusions: The study indicates that a low pre-treatment baseline

HBsAg load may correlate with a more rapid progression of hepatic

histomorphologic changes in CHB, however, multiple assessments of

HBsAg and larger cohort studies would be required to develop proper

insights in this regard.

PP10-046
Genetic characterization of hepatitis B virus in Thais with occult infection

Suda Louisirirotchanakul1, Nuanphan Chamni2, Soisaang Phikulsod3,

Sineenart Oota4, Pilaipan Putthawathana5, Tawesak Tanwandee6,

Chantapong Wasi7

1Mahidol University; 2Mahidol University; 3The Thai Red Cross

Society; 4The Thai Red Cross Society; 5Mahidol University; 6Mah-

idol University; 7Mahidol University
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Background: According to our experience of 1-year study in Thai

donors at the National Blood Center, the Thai Red Cross in 2009, an

emerging of occult HBV with the presence of HBV DNA but HBsAg

seronegative has been found in 1:2,800. To investigate the genetic

characterization at surface (S) and core (C) regions in the occult HBV

infected donors.

Methods: HBV DNA genome was amplified by nested PCR at S

regions (using HBPr134 / HBPr135 primers for the first round; and

HBPr7/HBsAg-R1 primers for the second round) and at C regions

(using P1/P2 primers for the first round and P3/P4 primers for the

second round). Sequencing was performed on an ABI Prism

Results: Direct sequencing at both regions in 58 available occult

HBV samples indicated that several recognition mutations at the S

region with a HBsAg diagnostic problem were found at I110L

(48.9%), T114S (47.8%), T126I (44.6%) and S113T (39.1%) whereas

mutations at the C region were within basal core promoter region

(A1762T/G1764A) (5.4%) and precore region (G1896A) (1.1%).

Conclusions: Besides low viral load in this occult HBV infection, the

variation of HBV genome at S region concerns at a determinant and at

C region including basal core promoter and precore areas, may impair

its viral replication and HBsAg production. These mutations might be

the possible mechanisms that may be involved in the occurrence of

occult HBV.

PP10-047
Myeloid-derived suppressor cells, a critical regulator of intrahepatic

immunity in chronic HBV infection

Sheikh Mohammad Fazle Akbar1, Shiyi Chen2, Masanori Abe3,

Yoichi Hiasa4, Morikazu Onji5

1Toshiba General Hospital; 2Ehime University Graduate School
of Medicine; 3Ehime University Graduate School of Medicine;
4Ehime University Graduate School of Medicine; 5Ehime University
Graduate School of Medicine

Background: Distorted functions of T cells, B cells, natural killer

cells and dendritic cells have been documented in chronic hepatitis B

virus (HBV) infection, but, little has been explored about myeloid/

macrophage cells in HBV infection.

Methods: HBV transgenic mice (HBV TM) that expressed HBV

DNA and HBsAg in the sera and liver were used as an animal model

of chronic HBV carrier state. Myeloid-derived suppressor cells

(MDSC) were localized in the liver of HBV TM by immunohisto-

chemistry. Highly purified populations of MDSC, non MDSC

myeloid cells, T cells and dendritic cells (DC) were isolated by cell

sorting. The functional capacities of hepatic MDSC were assessed in

allogenic mixed leukocyte reaction (AMLR) and hepatitis B surface

antigen (HBsAg)-specific T cell proliferative assays. The mechanisms

underlying MDSC functions were evaluated from the expression of

immunogenic and inhibitory antigens on T cells and cytokine

inducing capacity of MDSC.

Results: The frequencies of hepatic MDSC were significantly higher

in HBV TM compared to that of normal mice (p \ 0.05%). Liver

MDSC from HBV TM, but not other myeloid cells, suppressed T cell

proliferation in allogenic MLR in a dose-dependent manner

(p \ 0.05). In addition, liver MDSC, but not other myeloid cells, from

HBV TM suppressed proliferation of HBsAg-specific T cells

(p \ 0.05). MDSC from HBV TM down regulated expressions of

immune stimulatory antigens (CD40L and CD62L) and upregulated

those of inhibitory antigens (PD-1 and CTLA-4) (p \ 0.05). Addition

of MDSC in T cell cultures induced significantly lower intracellular

interferon-gamma in T cells (p \ 0.05).

Conclusions: The immune suppressive capacities of liver MDSC from

HBV TM imply that these cells may have a role in antigen-specific

immune incompetence of HBV TM. Depletion of MDSC may have

therapeutic implication in chronic HBV infected subjects and thus

MDSC become a target of immune therapy in chronic HBV infection.

PP11-001
An Egyptian multicenter validation of a novel screening device (C-FAST)

for hepatitis C virus

Gamal Shiha, Waleed Samir, Ayman Yousry, Yehia Elshazly, Waheed

Doss, Ahmed Amien, Hamdy Bader, Taher Abdallah

Background: We developed a novel, rapid, non-invasive screening

device C-FAST (trade mark), which is patented Bio-sensor slash

spectroscopy based technology for the detection of hepatitis C virus.

(Journal of Hepatology supplement NX1 vol 54; S468, 2011). Vali-

dation of C-FAST device in an Egyptian multicenter study for

diagnosis of HCV.

Methods: The study included 603 cases from five centers with one

protocol under supervision of the national committee for viral hepa-

titis which represents the ministry of health. HCV RNA was detected

for all cases using RT-PCR. C-FAST device was applied for all cases

to detect the infected patients with HCV. Sensitivity, specificity, and

predictive values were determined for comparison between the two

methods.

Results: 603 cases were included in the study. 252 cases were

positive and 351 cases were negative for HCV-RNA using RT-PCR.

The results of C-FAST showed that 267 cases were infected with

HCV while 336 cases were not infected with HCV. The efficacy of

C-FAST was 96.2 %, sensitivity 98.5 %, specificity 94.6 %, PPV 92.9

% and NPV 98.8 %.

Conclusions: C-FAST is rapid, non-invasive, accurate, simple, highly

sensitive and specific tool for screening of hepatitis C virus genotype

4. and may has many potential applications in rapid diagnosis and

screening of HCV patients.

PP11-002
The morphological features of chronic viral hepatitis C

Dana Damian-Buda

The Regional Institute of Gastroenterology and Hepatology

Background: Evaluating the prevalence of the morphological fea-

tures of chronic hepatitis C: hepatic steatosis, lymphoid aggregates,

the bile duct lesions, the Iron hepatic overloading.

Methods: We studied 242 na.

Results: The presence of hepatic steatosis was found in 70.25% of the

patients, the most frequent being the mild lesions, followed by the

moderate, severe and very severe. The lymphoid aggregates were

identified in 68.2% of the patients; usually in less than 1/3 of the

portal spaces (51.7%) and less often in more portal spaces, in a

proportion of 1/3–2/3 (14.9%) respectively in over 2/3 of the total

(1.7%). The involvement of the bile ducts was identified in 69.8% of

the total patients, especially as contour lesions (42.1%) and less as

necrosis (11.2%) or proliferation (16.5%).

The presence of stainable iron was observed in 50% of the tested

patients and correlated with the stage of fibrosis. The iron loading was

identified mostly at the sinusoid cells and the hepatocyte and less in

the portal spaces, usually as a pale staining or of small, non merging

granules.

Conclusions: The presence of the morphological features of chronic

hepatitis C was found in more than 50% of patients.

As far as the lesions severity is concerned, the most frequent were the

mild lesions followed by the moderate, severe and very severe.

PP11-003
Correlation of serum alanine transaminase with levels of viremia

in Chronic hepatitis C patients

Huma Zafar, Masood Ahmad, Muhammad Umar, Saima Ambreen, Uzair

Ismail Paracha, Zahid Mahmood Minhas, Zamir Butt, Hamama-tul-

Bushra Khaar, Sana Virk

Rawalpindi Medical College

Background: Hepatitis C virus is a major cause of chronic liver

disease, frequently progressing to cirrhosis and hepatocellular
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carcinoma. Pakistan carries one of the worlds highest burdens of

chronic hepatitis C, prevalence 6% in healthy adults. Chronic hepa-

titis C is often silent discovered by elevated serum ALT and

multiplying HCV in serum. The liver biopsy is gold standard for

detecting degree of liver inflammation and stage of fibrosis. If sig-

nificant correlation found between serum ALT and viral load it can be

used to detect degree of liver damage instead of interventional liver

biopsy.

Methods: 101 patients were included in the study who fulfilled the

criteria of diagnosis of chronic hepatitis C (raised serum ALT and

positive PCR quantitative for HCV RNA). A cross sectional study

conducted at Gastroentrology and Hepatology Division, Holy family

Hospital Rawalpindi for the period of 6 months.

Results: Out of 101 patients enrolled in the study 49 (45.8%) were

males and 51 (51.5%) were females. The mean age was 37.1

9.03 years. The mean serum ALT level was found to be 73.2 46.7 and

level of viremia found to be 2.4127 1.21024. The correlation coeffi-

cient r2serum ALT and level of viremia found to be 0.26 (0.51)2. The

t value for level of viremia found to be 1.99 and for serum ALT found

to be 15.5 greater than predicted 0.61.

Conclusions: Significant correlation exist between serum ALT and

level of viremia. Hence, it can be used to predict severity of chronic

hepatitis C.

PP11-004
Serum MicroRNA-122 level correlates with virologic responses to combi-

nation therapy in chronic hepatitis C patients

Tung-Hung Su1, Chen-Hua Liu2, Chun-Jen Liu3, Te-Tien Ting4,

Tai-Chung Tseng5, Chi-Ling Chen Chen6, Pei-Jer Chen7, Ding-Shinn

Chen8, Jia-Horng Kao9

1National Taiwan University Hospital; 2National Taiwan University
Hospital; 3National Taiwan University Hospital; 4National Taiwan
University College of Public Health,

5Buddhist Tzu Chi General
Hospital Taipei Branch; 6National Taiwan University College
of Medicine; 7National Taiwan University Hospital; 8National
Taiwan University Hospital; 9National Taiwan University Hospital

Background: Micro RNA-122 (miR-122) facilitates hepatitis C virus

(HCV) replication in vitro and a low pre-treatment intrahepatic miR-

122 level predicts non-response (NR) to pegylated-interferon plus

ribavirin (PegIFN/RBV) therapy. Serum miR-122 has been implicated

as a biomarker; however, its role in chronic hepatitis C (CHC)

remains unclear. We aimed to investigate the clinical implications of

serum miR-122 in CHC.

Methods: A total of 126 CHC patients who completed PegIFN/RBV

therapy were enrolled and their pre-treatment demographic, bio-

chemical, virologic profiles and treatment responses were collected.

Serum miR-122 was quantified before and during treatment.

Results: Serum miR-122 was found to be a surrogate biomarker for

hepatic miR-122 and positively correlated with hepatic necro-inflam-

mation. Patients who achieved complete early virologic response and

sustained virologic response (SVR) to PegIFN/RBV therapy had sig-

nificantly higher pre-treatment serum miR-122 levels than those NR

(P = .001 and P = .008, respectively), especially in subgroups of

HCV genotype 2 (P = .006 and P = .006) and IL-28B rs8099917 TT

genotype (P = .004 and P = .030). Patients with IL-28B TT genotype

had a significantly better treatment responses and a higher pre-treat-

ment serum miR-122 level than those with GT/GG genotypes (P for

trend: .014). Univariate analysis showed pre-treatment body mass

index, gamma-glutamyl transpeptidase, triglyceride, IL-28B TT

genotype and serum miR-122 are predictors for SVR. Multivariate

analysis specifically in IL-28B TT genotype demonstrated that pre-

treatment serum miR-122 independently predicted SVR.

Conclusions: Serum miR-122 may serve as a surrogate marker of hepatic

miR-122, and a higher pre-treatment serum miR-122 level can help pre-

dict virologic responses to pegylated- interferon plus ribavirin therapy.

PP11-005
INTERLEUKIN-28B Polymorphism Is Not Associated With The

Advanced Liver Fibrosis In Patients With Either Genotype1 or Gentoype

2 chronic hepatitis C

Chun-Yen Lin, I-Shyan Sheen, Wen-Juei Jeng, Chien-Hao Huang, Chang-

Wen Huang

Chang-Gung Memorial Hospital, Linkou Medical Center

Background: SNP of IL28B had high impact on the treatment of GT1

but not GT2 HCV infection. However, their impact on the disease

severity in different genotypes of HCV had not been investigated before.

AIM To assess the impact of SNP of IL28B on the severity of liver

fibrosis in patients with either GT-1 or GT2 chronic hepatitis C

(CHC).

Methods: This is a retrospective analysis of our CHC prospective

cohort. The SNP of IL28B, rs12979860 were genotyped in all these

patients. Advanced fibrosis was defined as F3 and F4 by Metavir

scoring system.

Results: There were 355 GT1 and 256 GT2 CHC patients. The fre-

quency of CC allele of rs12979860 and percentage of advanced liver

fibrosis were similar between GT1 and GT2 CHC patients. There were

no differences in terms of advanced liver fibrosis between patients

with CC allele and CT/TT allele either in total CHC patients (CC vs.

CT/TT: 47.3 vs. 42.6%, p [ 0.05), GT1 CHC patients (CC vs. CT/TT:

48.7 vs. 37.8%, p = 0.170) or GT2 CHC patients (CC vs. CT/TT: 45.5

vs. 52.2%, p = 0.540). By multivariate logistic regression analyses to

predict advanced liver fibrosis, age, steatosis, HbA1c and ALP were

the predictors for patients with CHC. As for different genotypes of

HCV, age, steatosis and ALP were the predictors for GT1 CHC and

age, BMI and ALP were the predictors for GT2 CHC patients.

Conclusions: The SNP of IL28B had no impact on the risk of

developing advanced liver fibrosis in either GT1 or GT2 CHC

patients.

PP11-006
Liver stiffness measurement can predict overall survival in patients

with chronic hepatitis C

Ryosuke Tateishi, Ryota Masuzaki, Kenichiro Enooku, Yuji Kondo,

Tadashi Goto, Hitoshi Ikeda, Shuichiro Shiina, Masao Omata, Haruhiko

Yoshida, Kazuhiko Koike

The University of Tokyo, Graduate School of Medicine

Background: We previously reported the liver stiffness measurement

(LSM) as a predictor of hepatocellular carcinoma (HCC) among

patients with chronic hepatitis C. The aim of this study was to

investigate whether LSM can predict overall survival in the same

cohort.

Methods: We enrolled 866 patients with chronic hepatitis C (age

62.2, M/F 398/468) in whom LSM was performed successfully with

informed consent between December 2004 and June 2005. Patients

were followed-up until December 2010. The primary endpoint was

overall survival and secondary endpoints were HCC development and

cause of death.

Results: During the follow-up period, HCC developed in 126

patients. Cumulative rates of HCC development at 5 years estimated

by Kaplan-Meier method were 0, 4.9, 4.4, 7.7, and 27.3%, in LSM

B10 kPa, 10.1–15 kPa, 15.1–20 kPa, 20.1–25 kPa, and [25 kPa,

respectively (P \ 0.001 by log-rank test). During the mean follow-up

period of 5.1 years, 43 patients died. Five-year survival rates

according to LSM were 100, 95.1, 95.6, 92.3, and 78.6%, in LSM

B10 kPa, 10.1–15 kPa, 15.1–20 kPa, 20.1–25 kPa, and [25 kPa,

respectively (P \ 0.001). Cause of death was HCC progression in 19,

liver failure in 10, and liver-unrelated in 14. LSM was still a signif-

icant predictor of overall survival after adjusted by multivariate Cox

hazard model using age, gender, alcohol consumption, platelet count,

albumin, total bilirubin, and ALT.
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Conclusions: LSM can predict not only HCC development but also

overall survival in patients with chronic hepatitis C.

PP11-007
Hepatitis C virus (HCV) screening using HCV core antigen in hemodialysis

patients

Maryam Moini1, Mazyar Ziyaeyan2, Shapoor Aghaei3, Mohammad Mahdi

Sagheb4, Seyed Alireza Taghavi5, Mahsa Moeini6, Marzieh Jamalidoust7,

Hamidpour Laleh8

1Gastroenterohepatology Research Center, Shiraz University
of Medical Sciences; 2Professor Alborzi Clinical Microbiology
Research Center, Shiraz University of, Medical Sciences; 3Yasooj
University of Medical Sciences; 4Department of Internal Medicine,
Shiraz University of Medical Sciences; 5Gastroenterohepatology
Research Center, Shiraz University of Medical Sciences; 6Professor
Alborzi Clinical Microbiology Research Center, Shiraz University of,
Medical Sciences; 7Professor Alborzi Clinical Microbiology
Research Center, Shiraz University of Medical Sciences;
8Gastroenterohepatology Research Center, Shiraz University
of Medical Sciences

Background: Screening for hepatitis C infection is recommended for

patients on chronic hemodialysis in order to decrease disease trans-

mission and to identify patients who may need further evaluation and

management. Anti-HCV antibody testing may not reliably detect all

cases of HCV infection in patients with end-stage renal disease due to

a blunted antibody response as a result of a depressed immune

response. Therefore there is a role for the development of a more

reliable, cost-effective and non-complex test to be used for screening

for HCV.

Methods: One hundred eighty one hemodialysis patients from one

hemodialysis center with negative anti-HCV antibody were screened

by total HCV core antigen using an ELISA kit. The presence and the

level of HCV RNA in all samples was determined using real-time

PCR with detection limit of 30 IU/ml.

Results: Of all 181 anti-HCV antibody negative patients, 13 (7.2%)

were positive for HCV core antigen and HCV RNA was detectable in

11 (6%) with a range of 40-336,543 IU/ml. The measured agreement

for the 2 tests was high (Kappa = 0.82, P \ 0.001). Three patients

were positive for HCV core antigen but negative for HCV RNA. HCV

core antigen assay yielded a sensitivity of 90.9% and specificity of

98.2%, considering the real-time PCR for HCV RNA as the gold

standard for HCV infection in this patient population.

Conclusions: HCV core antigen testing is a reliable method for

screening for HCV infection in hemodialysis anti-HCV antibody nega-

tive patients, and likely can be used for screening for HCV in all patients.

PP11-008
A higher correlation of HCV core antigen with CD4+ T cell counts

compared with HCV RNA in HCV/HIV coinfected patients

Tao Shen1, Xiangmei Chen2, Weidong Zhang3, Yuanlin Xi4, Guanghua

Cao5, Yuhong Zhi6, Shuiwang Wang7, Lai Wei8, Hui Zhuang9,

Fengmin Lu10

1Peking University Health Science Center; 2Peking University Health
Science Center; 3College of Public Health, Zhengzhou University;
4College of Public Health, Zhengzhou University; 5Shangcai County
People’s Hospital; 6Shangcai Center for Disease Control
and Prevention; 7Shangcai Center for Disease Control
and Prevention; 8Peking University People’s Hospital; 9Peking
University Health Science Center; 10Peking University Health
Science Center

Background: Development of HCV infection is typically followed

by chronic hepatitis C (CHC) in most patients, while spontaneous

HCV viral clearance (SVC) occurs in only a minority of subjects.

Compared with the widespread application of HCV RNA test by

quantitative RT-PCR technique, HCV core antigen detection may be

an alternative indicator in the diagnosis of hepatitis C virus infections

and in monitoring the status of infectious individuals. However, the

correlation and differences between these two indicators in HCV

infection need more investigation, especially in patients coinfected by

HIV.

Methods: A total of 354 anti-HCV and/or anti-HIV serum positive

residents from a village of central China were enrolled. Besides HCV-

related hepatopathic variables including clinical status, ALT, AST,

anti-HCV Abs, as well as the altered CD4+/CD8+ T cell counts, HCV

core antigen and HCV viral load were quantitated using Abbott 6L47

ARCHITECT HCV Ag Reagent Kit (a commercial chemiluminescent

microparticle immunoassay) and Abbott RealTime HCV Amplifica-

tion Kit separately.

Results: The concentration of serum HCV core antigen was highly

correlated with level of HCV RNA in CHC patients with or without

HIV coinfection. Of note, HCV core antigen concentration was

negatively correlated with CD4+ T cell count, while no correlation

was found between HCV RNA level and CD4+ T cell count.

Conclusions: Our findings suggested that quantitative detection of

plasma HCV core antigen may be a better alternative than HCV RNA

qPCR assay when evaluating the association between HCV replica-

tion and host immune status in HCV/HIV coinfected patients.

PP11-009
Fibrosing cholestatic hepatitis C in kidney transplant recipients

Zaigham Abbas, Adeel Urrehman, Nasir Hassan Luck, Syed Mujahid

Hassan, Mohammad Mubarak, Tahir Aziz

Sindh Institute of Urology and Transplantation

Background: Fibrosing cholestatic hepatitis C (FCH-C) is a rare

entity which occurs in immune- compromised patients ultimately

leading to a fatal outcome. We describe here our experience of FCH-

C.

Methods: Eight renal transplant recipients were diagnosed to have

FCH-C based on the presence of HCV RNA, characteristic liver

biopsy findings and no evidence of any other cause of cholestasis or

biliary obstruction.

Results: All patients were male and of age 40, 25, 27,20, 35, 35, 22,

and 22 years from case 1 to case 8 respectively. Duration of transplant

was 18, 120, 24, 19, 12, 6, 20 & 50 months respectively. Pre-trans-

plant screening for HCV antibody, HCV RNA and HBsAg was

negative in all. All were infected with genotype 1, while two had co-

infection with type 3. Case 1 and 2 were treated with Interferon and

ribavirin and showed improvement in cholestasis but could not

achieve rapid virological response. Case 1 developed graft dysfunc-

tion secondary to acute cellular rejection at 4th month of initiation of

interferon treatment which was treated with pulse steroids. Interferon

based therapy was stopped prematurely in both cases due to pancy-

topenia. Case 3 was managed conservatively by decreasing

immunosuppression. Remaining five cases expired with different

infection. They were on azathioprine and two of them showed

improvement of LFTs after holding azathioprine.

Conclusions: FCH-C is difficult to treat with high morbidity and

mortality. Treatment is associated with a risk of graft rejection.

Potential risk factors are male gender, azathioprine immunosuppres-

sion, HCV genotype 1 and post transplant exposure to HCV infection.

PP11-010
Serum and Liver Tissue adenosine deaminase activities in patients

with chronic hepatitis C

Orhan Y, K, Bilgehan Aygen, Selma G

Medical School of Erciyes University

Background: The aim of this study was to explore the association of

serum ADA levels with the risk of clinical, biochemical, virological
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and histopathological disease progression in patients with chronic

hepatitis C (CHC).

Methods: A total of 15 patients with CHC and 15 healthy volunteers

were included in the study. HCV viral load, AST, ALT and ADA

activities in serum and liver tissues were measured in CHC patients.

Liver function tests and serum ADA activity were also measured in

control group.

Results: It is obtained that average serum ADA activity was higher in

CHC group (41.9 ±19.3 U/L) when compared with control group

(10.94±7.79 U/L, p\0.001). In CHC group, average liver ADA

activity was 11.19± 4.6 U/mg protein. There was no correlation

between serum and liver ADA activity (p=0.420, r=0.225). The

negative correlation between serum HCV RNA level and ADA

activity was determined (p=0.017, r= - 0.606). A positive correlation

was identified between ALT and serum ADA activity (p=0.04,

r=0.695). Serum ADA levels were

Conclusions: In CHC patients, serum ADA activities are as sensitive

parameters as biochemical, virologic indicators which show the

activity of the illness. The accordance of low HCV viral load and high

ADA activity in CHC patients were showed. It is thought that due to

raised cytotoxic T cells activity, which pressure the HCV viremia, the

ADA levels increase.

PP11-011
The effect of adipokines and cytokines on hepatic steatosis and fibrosis

in patients with chronic hepatitis C

Hasan Aksu1, Behice Kurtaran2, Yusuf Onlen3, Mustafa Namiduru4,

Ahmet Cagkan Inkaya5, Ozlem Kandemir6, Omer Evirgen7, Fatih

Ozdener8, Seda Erdogan, on behalf of Hepatitis C Insulin Resistance Study

Group*9

1 Cukurova University School of Medicine; 2 Cukurova University
School of Medicine, Adana; 3 Mustafa Kemal University School
of Medicine, Hatay; 4 Gaziantep University School of Medicine,
Gaziantep; 5 Adana State Hospital, Adana; 6 Mersin University
School of Medicine, Mersin; 7 Mustafa Kemal University School
of Medicine, Hatay; 8 Roche Pharmaceuticals, Istanbul; 9 Roche
Pharmaceuticals, Istanbul

Background: Hepatitis C virus (HCV) infection is a major global

health problem which can lead to chronic hepatitis, cirrhosis or

eventually hepatocellular carcinoma. This study was designed to

evaluate the effect of adipokines and cytokines on hepatic steatosis

and fibrosis in chronic hepatitis (CHC) patients.

Methods: In this non-interventional, open-label, observational, mul-

ticenter study conducted at 11 infectious diseases clinics in Turkey,

103 patients [58.3% females; mean (standard deviation; SD) age: 50.2

(11.0) years; body mass index: 26.8 (4.4) kg/m2] were included. Data

on liver fibrosis, hepatic steatosis, interleukin (IL) 1, IL6, IL12,

tumour necrosing factor (TNF) -alpha, adiponectin and leptin levels

were collected.

Results: Mean(SD) Knodell score was 8.1 (3.6). The degree of

fibrosis wasC2 (mean(SD) score: 9.8 (1.6) in 51 patients. Steatosis

was grade I (\33% of hepatocytes) in 44.7% of patients. Mean (SD)

levels of cytokines, adiponectin (6.6 (3.7) lg/mL) and leptin (16.2

(16.4)) ng/mL) were not altered with respect to Knodell HAI, while

leptin but not adiponectin levels were significanlty different with

respect to the degree of liver fibrosis (0-1 vs. C2; p=0.014). Higher

leptin levels were found in patients with higher degree of fibrosis

(20.4 (17.7) vs. 12.2 (14.0). HOMA IR was significantly correlated to

leptin (r=0.393; p\0,001) but not to cytokine or adiponectin

(r=-0,195; p=0.051) levels’’; while hepatic steatosis was negatively

correlated with adiponectin levels (r=-0.320; p=0.001) while posi-

tively correlated to leptin levels (r=0.368; p\0.001).

Conclusions: Our findings indicate the relation of adiponectin and

leptin levels but not inflammatory cytokines with hepatic steatosis in

Turkish CHC patients.

PP11-012
The relation between viral load, insulin resistance and hepatic steatosis

in patients with chronic hepatitis C

Hasan Aksu1, Behice Kurtaran2, Yusuf Onlen3, Mustafa Namiduru4,

Ahmet Cagkan Inkaya5, Ozlem Kandemir6, Omer Evirgen7, Fatih

Ozdener8, Seda Erdogan, on behalf of Hepatitis C Insulin Resistance Study

Group*9

1 Cukurova University School of Medicine; 2 Cukurova University
School of Medicine, Adana; 3 Mustafa Kemal University School
of Medicine, Hatay; 4 Gaziantep University School of Medicine,
Gaziantep; 5 Adana State Hospital, Adana; 6 Mersin University
School of Medicine, Mersin; 7 Mustafa Kemal University School
of Medicine, Hatay; 8 Roche Pharmaceuticals, Istanbul; 9 Roche
Pharmaceuticals, Istanbul

Background: Leading to chronic hepatitis, cirrhosis or eventually

hepatocellular carcinoma, hepatitis C virus infection has an estimated

worldwide prevalence of 2.2%. This study was designed to evaluate

the relation between viral load, insulin resistance and hepatic steatosis

in chronic hepatitis C (CHC) patients.

Methods: A total of 103 patients [58.3% females; mean (standard

deviation; SD) age: 50.2 (11.0) years] were included in this non-

interventional, open-label, observational, multicenter study. Data on

liver fibrosis, hepatic steatosis, insulin resistance, HCV-RNA and

HCV-RNA genotyping were collected.

Results: Mean(SD) Knodell score (n=90) was 8.1 (3.6). The degree of

fibrosis wasC2 (mean score: 9.8 (1.6)) in 51 patients. Steatosis was

grade I (\ 33% of hepatocytes) in 44.7% of patients. Insulin resis-

tance (HOMA index C2.5) was identified in 54.9% of the patients.

HCV-RNA was \400000 in 70.6% of the patients. Lacking any

correlation to HOMA-IR index, HCV viral load was positively cor-

related with plasma glucose (r=0.293; p=0.003). HOMA IR index was

positively correlated to fibrosis (r=0.242; p=0.022), intralobular

degeneration (r=0.256; p=0.015) and hepatic steatosis (r=0.445;

p\0.001) but not to HCV genotype and HAI. Type 1 HCV genotype

was negatively correlated with fibrosis (r=-0.222; p=0.037) but not

with steatosis (r=-0.113; p=0.257), HAI (r=-0.103; p=0.337) and

HOMA-IR index (r=-0.163; p=0.104). Plasma glucose levels were

positively correlated with intralobular degeneration (r=0.219;

p=0.039), portal inflammation (r=0.211; p=0.048) and hepatic stea-

tosis (r=0.375; p\0.001).

Conclusions: Our findings indicate lack of a relation between insulin

resistance and viral load, and a significant interaction between insulin

resistance and hepatic steatosis in Turkish CHC patients.

PP11-013
The relation of ferritin to histology and biomarkers in chronic hepatitis C

Chien-Hua Chen, Chi-Chieh Yang, Yung-Hsiang Yeh

Show-Chwan memorial Hospital

Background: The relation of ferritin to histology and biomarkers in

chronic hepatitis C remains undetermined. The study was to assess the

role of elevated ferritin in predicting the severity of histopathology

and the abnormality of biomarkers in na.

Methods: The retrospective study enrolled 71 consecutive subjects

with HCV infection confirmed by serum HCV polymerase chain

reaction (PCR) test. All the medical records and the liver biopsies

were reviewed.

Results: Elevated ferritin level was related to steatosis grade

Conclusions: Increased ferritin level should remind us the possibility

of hepatic steatosis and HCV viral loads
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PP11-014
Elecsys� Anti-HCV II: a sensitive and specific assay for diagnosing

hepatitis C virus (HCV) infection

Juan Esteban1, Josef van Helden2, Flora Alborino3, Cristina Cellerai4,

Adolfo Eiras5, Valeria Ghisetti6, Roland Imdahl7, Olaf Wetlitzky8, Manuel

Segovia9, Annelies M10

1 Hospital Universitari Vall dHebron; 2 MVZ Stein und Partner;
3 Ospedaliero di Dolo; 4 Département de Pathologie et de Médecine
de Laboratoire, Service d0Immunologie et Allergie, CHUV; 5 Centro
de Transfusion de Galicia; 6 Ospedale Amedeo di Savoia; 7 Labor
Schottdorf MVZ GmbH; 8 MVZ Labor München Zentrum; 9 Hospital
Virgen de la Arrixaca; 10 University Clinics Innsbruck

Background/Aims: We aimed to evaluate the performance of the

Elecsys� Anti-HCV II assay, and assess its suitability for routine

diagnostic testing.

Methods: The performance of the Elecsys� Anti-HCV II assay was

compared with the following comparator assays: Elecsys� Anti-HCV,

ARCHITECT� Anti-HCV, AxSYM� HCV 3.0, PRISM� HCV, Vi-

tros� ECi Anti-HCV, and ADVIA Centaur� HCV. Commercially

available seroconversion panels were used to determine how early the

assays could detect infection and sensitivity assessed using samples

from patients known to be HCV positive and infected with HCV

genotypes 1 to 6. Assay specificity was determined using samples

from blood donors, hospitalized patients, and patients with potential

cross-reacting factors or from high-risk groups.

Results: The Elecsys� Anti-HCV II assay detected more positive bleeds

than comparator assays and detected seroconversion on average 3.8 days

earlier than the Elecsys� Anti-HCV assay. The Elecsys� Anti-HCV II

assay correctly identified all known HCV positive samples (n=765),

regardless of genotype. Overall specificity of the Elecsys� Anti-HCV II

assay using blood donor samples was 99.84% (n=6,850) and a good

discrimination between negative and positive samples was observed. The

overall specificity of the assay in samples from hospitalized patients was

99.66% (n=3,922), and in samples from patients with potentially cross-

reacting factors or from high-risk groups was 99.66% (n=2,397). In

summary, the specificity of the Elecsys� Anti-HCV II assay was superior

or equal to the comparator assays at every testing site.

Conclusions: The Elecsys� Anti-HCV II assay is a sensitive and

specific assay suitable for routine use in the reliable detection of anti-

HCV antibodies.

PP11-015
Confirmation of the specificity of the Elecsys� Anti-HCV II assay

for diagnosing hepatitis C virus (HCV) infection

Tijen1, Alper Tunger2, Roland Imdahl3, Michael Gleich4, Annelies M5,

Harald Schennach6

1 Ege University Hospital; 2 Ege University Hospital; 3 Labor
Schottdorf MVZ GmbH; 4 Labor Schottdorf MVZ GmbH; 5 University
Clinics Innsbruck; 6 University Clinics Innsbruck

Background: The Elecsys� Anti-HCV II assay is a new, qualitative

third generation immunoassay. The CE performance evaluation study

found the Elecsys� Anti-HCV II assay to have improved specificity in

samples from blood donors, improved seroconversion sensitivity, and

enhanced convenience compared with the previous version; in addition

it compared well with other commercially available hepatitis C virus

(HCV) assays. The aim of this additional study was to verify the initial

finding of improved specificity of the Elecsys� Anti-HCV II assay.

Methods: The specificity of the Elecsys� Anti-HCV II assay was

compared with the ARCHITECT� Anti-HCV, Elecsys� Anti-HCV,

or Ortho Anti-HCV 3.0 SAVe assays using hospital samples and

samples from blood donors. The study was performed at three inde-

pendent centers in Izmir (Turkey), Augsburg (Germany), and

Innsbruck (Austria).

Results: Using hospital samples, the specificity of the Elecsys� Anti-

HCV II assay was determined by the group in Izmir to be 99.49%

compared with 98.97% for the ARCHITECT� Anti-HCV assay

(n=806). Similarly, the group in Augsburg found the specificity of the

Elecsys� Anti-HCV II assay using hospital samples was 99.49%

compared with 99.18% for the Elecsys� Anti-HCV assay (n=1,000).

The specificity of the Elecsys� Anti-HCV II assay using blood donor

samples was assessed by the Innsbruck group and found to be 99.90%

compared with 99.80% for the Ortho Anti-HCV 3.0 SAVe assay

(n=1,000).

Conclusions: This study confirms the improved specificity of the

Elecsys� Anti-HCV II assay compared with the previous version. In

addition, it shows that the assay compared favorably with the com-

petitor assays.

PP11-016
Extrahepatic presence of antigenic protein of HCV in gastric mucosa

Ji Won An, Dae Young Cheung, Se Hyun Cho, Joon-Yeol Han

St. Mary’s Hospital

Background: As a preliminary study to test the possibility of oral

transmission of hepatitis C virus (HCV), many investigations in order

to detect the extrahepatic localization of HCV have been performed.

In this study, we examined the presence of HCV viral proteins in

gastric mucosa

Methods: Immunohistochemical staining to NS 3 protein were done

to detect the HCV in gastric mucosa. The results were compared with

NS5a protein staining to confirm the NS3 protein staining.

Results: Total of 164 patients were included. 58 patients with anti-

HCV (+) were designated to case group and 70 with anti-HCV (-) to

control group. 36 were excluded in this study due to concomitant

illness. Anti-HCV (+) group showed 50.0% (58/29) of positivity to

NS3 protein staining and anti-HCV (-) group showed 12.6% (9/70)

of positivity (p \ 0.001). Immunohistochemical staining to NS5a

protein were done to validate the result of NS3 (+) staining in the anti-

HCV (+) group (n = 58). NS5a (+) staining were observed in 58.6%

(34/58). The results of NS5a staining were consistent with that of NS3

in 70.7%. The reliability coefficients by Chronbachs Alpha for NS3

and NS5a stain test was 0.59.

Conclusions: HCV can exist in gastric mucosal cell as an extrahe-

patic presence. In the future, this study may provide some

fundamental data for the research of possible oral transmission route

of HCV.

PP11-017
Insufficient liver biopsy material related with experience: 4 year experi-

ence

Oguz Karabay, Nazan Tuna, Mehmet Yahyaoglu, Gokcen Ozturk, Aziz

Ogutlu, Aylin, Yusuf Durmaz, Tahsin Gozdas, Ertugrul Guclu, Oguz

Karabay

Sakarya E

Background: Liver biopsy is an important diagnostic method in

diagnosis and treatment of chronic viral hepatitis. In this study we

aimed to determine the frequency of liver biopsy complications. Also,

insufficient biopsy materials ratio were determined according to

experience years.

Methods: Biopsies that done by tru-cut biopsy method in Sakarya

University, Faculty of Medicine Research and educational hospital

between years 2008 and 2011 were evaluated.

We retrospectively analyzed our patients liver biopsy data.

Results: Total complication ratio due to biopsy was 3.1%. Serious

complication ratio was 0.3%. Receiving insufficient material rate

were 25, 17, 8, and 5.4% in 2008, 2009, 2010, and 2011, respectively.

Insufficient material ratio was decreased with experience year by

year. Out of the patients given a biopsy appointment, 33 of them

refused the biopsy (Table 1).

Conclusions: As a result, complication ratio of liver biopsy was

extremely low, and it should be applied for chronic hepatitis patients.
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PP12-001
The risk factors of viral C hepatitis and the fibrosis progression rate

Dana Damian-Buda

The Regional Institute of Gastroenterology and Hepatology

Background: Finding the profile of the risk factors of hepatitis C.

Methods: We studied 242 patients with chronic viral hepatitis C

questioned regarding the possible risk factors. The presumptive

moment if VHC infection was analyzed on the supplying data regarding

the first blood transfusion. The evaluation of the fibrosis progression

rate was performed on a 55 patient group with a previous history of

transfusions and was calculated through the ratio between the fibrosis

stage and the estimated infection duration, expressed in years.

Results: The risk factors of the VHC infection were identified in

61.57 % of the subjects. The profile was dominated by the surgical

procedures (51.24%) and the blood transfusions (22.73%). The

transfusions have been significantly associated with the feminine

gender, most of them being given before 1995, the donor testing was

available.

The mean age of patients in the moment of transfusion was 31 (2–61)

years. The mean fibrosis progression rate of 0.23 3´_w €€ 0.34 units/

year according to the Metavir system, and 0.32 3´_w €€ 0.51 units/

year—Ishak system. The age at the time of infection and its estimated

duration correlate with the Metavir fibrosis progression rate

(p = 0.000, respectively p = 0.001).

Conclusions: The most frequent risk factors were surgical procedures

and blood transfusions. The patients, mostly with the feminine gen-

der, who have been infected before the age of 40 and those with a

duration of infection of less than 20 years have a significantly lower

mean fibrosis progression rate.

PP12-002
Emerging mixed genotype infection of chronic hepatitis C

in a hyper- endemic area in southern Taiwan

Jyh-Jou Chen, Pei-Lun Lee, Hung-Da Tung, Chun-Ta Cheng, Kuo-Chang

Huang, Tang-Wei Chuang, Szu-Jen Wang

Chi-Mei Hospital, Liouying

Background: In the hyper-endemic region in southern Taiwan the

prevalence of anti-HCV positive is as high as 10–20%. The pre-

dominant HCV genotype in southern Taiwan was 1b, followed by 2a/

2c and 2b. Mixed genotype infection was reported in various rates

from 3.6 to 13.6% in Taiwan. In the northern part of Tainan City,

Taiwan is a hyper-endemic area of chronic hepatitis C. Our hospital is

a regional refer hospital in this area. The prevalence of mixed

genotype infection of chronic hepatitis C was found to increase in

recent 5 years.

Methods: From July 2004 to Oct. 2011, 982 patients were treated for

anti-virus therapy, 884 patients who had checked genotypes before

treatment were included in this study. The age of patients and resi-

dence area were analyzed. The genotypes were check with melt curve

analysis and direct sequence when necessary.

Results: No mixed genotype infection was found before 2007. Mixed

infection of genotype 1+2 appeared in 2007. The prevalence of mixed

genotype infection progress increased from 2.8 to 18.0% since 2007

to 2011 (2.8, 6.9, 12.4, 18.5, and 18.0% respectively from 2007 to

2011). The prevalence rate of genotype 2 was decreased from 57.4 to

32.7% during the same period (58.5, 34.3, 34.3, 35.5, and 32.7%

respectively from 2007 to 2011). No age distribution and residence

area difference was found between various genotype infections.

Conclusions: Emerging of mixed genotype infection in the hyper-

endemic area in southern Taiwan was found in recent 5 years.

Increasing of mixed genotype infection was compensated with

decreasing of mono-infection with genotype 2.

PP12-003
Different ages had various impact on the sustained virological response

in patients with Genotype-1 chronic hepatitis C

Hsiao Che

Attending Physician

Background: Age is one of the consistent predictors for sustained

virological response (SVR) when treating genotype-1 (GT1) chronic

hepatitis C (CHC) patients with pegylated interferon/ribavirin (PR).

However, the relationship between age and SVR had not been ana-

lyzed in details.

Aim To assess the impact of different ages on the SVR rates in

patients with GT1 CHC.

Methods: We studied our prospective cohort of 339 consecutive GT1-

CHC patients with PR treatment into four age groups. Clinical parameters

and genotype of single nucleotide polymorphisms (SNPs) of interleukin-

28B (IL28B) were analyzed. Propensity score matching (PSM) analysis

was used to balance the covariates in these different age groups.

Results: SVR rate was significantly higher in patient younger than

45 years. After PSM, the difference was still significant (73.3 vs.

52.2%, p = 0.043). For patients older than 45, the SVR rates were

similar in different age groups with or without PSM analysis (age

45–55 vs. 55–65 vs.[65 y/o: 50.0 vs. 50.0% vs. 56.7%, p = 0.837 by

PSM analysis). Furthermore, the predictors for SVR were different in

different age groups. The significant predictors were baseline viral

load and HbA1c for younger patients, and advanced fibrosis for older

patients. Tolerability was a significant predictor only for patients

older than 45 years old. Genotype of rs12979860 showed its signifi-

cance only for patients between 45 and 65 years old.

Conclusions: SVR rate is significantly higher in GT1 CHC patients

younger than 45 and similar in those older than 45. Different age

groups had their own predictors for SVR.

PP12-004
Hepatitis C virus infection in voluntary blood donors: challenges in man-

agement, in the developing countries.

Datta Dharmadhikari1, Lin Lin2

1National Blood transfusion Services, 2Provincial Tumor Hospital
Fuzhou China

Background: In the developing countries in Africa Hepatitis C virus

infection is a major challenge in healthy voluntary blood donors. The

incidence varies from 0.5 to 1.5% chronic hepatitis C infection has

complications such as liver cirrhosis and hepatocellular carcinoma.

High cost towards accurate and reliable diagnosis and high cost of

treatment are limitations in implementing the preventive measures.

This paper appeals for the joint efforts of National Blood Transfusion

Services and International voluntary agencies like WHO and Red

Cross to implement measures to prevent complications of Hepatitis C

virus infection in voluntary blood donors in the developing countries

in Africa.

Methods: Data is collected about the:

1. Voluntary blood donors positive for Hepatitis C virus infection.

2. The various testing measures and treatment options currently

available.

Results: The incidence of Hepatits C virus in the developing coun-

tries in Africa range between 0.5 and 1.5% The facilities for advanced

testing and the treatment options are limited to few centers.

Conclusions: The cost of advanced testing and treatment options

limits the preventive measures for the complications of Hepatitis C

virus in voluntary blood donors in developing countries in Africa. The

joint efforts of National Blood Transfusion Services and International

voluntary agencies like WHO and Red Cross are needed.
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PP12-005
Hepatitis C infection between injection drug used persons with

and without human immunodeficiency virus infection in Taiwan

Meng-Hsuan Hsieh1, Jeng-Tzong Chen2, Chih Wen Wang3, Ming-Lun

Yeh4, Nei- Jen Hou5, Jee-Fu Huang6, Chia-Yen Dai7, Wan-Long Chuang8,

Jih-Jin Tsai9, Ming-Lung YU10

1Kaohsiung Medical University Chung-ho Memorial Hospital,
2Kaohsiung Kai-Shan Psychiatric Hospital, 3Cishan Hospital,
Department of Health, Executive Yuan, R.O.C., 4 Kaohsiung Medical
University Hospital, Kaohsiung, Taiwan, 5Kaohsiung Municipal
Hsiao-Kang Hospital, 6Kaohsiung Municipal Hsiao-Kang Hospital,
7Kaohsiung Medical University Hospital, 8Kaohsiung Medical
University Hospital, 9Kaohsiung Medical University Hospital,
10Kaohsiung Medical University Hospital

Background: In Taiwan, injection drug use have become the main

route of transmission of human immunodeficiency virus (HIV) since

2005, and hepatitis VC virus (HCV) and HIV share common trans-

mission route. The aim of this study is to explore the conditions of

HCV infections between injection drug users (IDUs) with and without

HIV infection in Southern Taiwan.

Methods: In this study, we enrolled 562 IDUs, inclusion 265 anti-

HIV-negative and 297 anti-HIV-positive subjects, and analyzed

clinical data including liver function tests and HCV RNA levels. For

anti-HIV positive patients, the CD4 cell counts and HIV RNA levels

were measured.

Results: The prevalence of anti-HCV antibody is 91.2% (513/562) in

IDUs. IDUs with HIV infection have significantly higher prevalence

of anti-HCV (p \ 0.001), frequency of males (p \ 0.001), AST

(p = 0.005) and ALT (p \ 0.001) levels than IUDs without HIV

infection. For 513 anti-HCV-positive IDUs, subjects with HIV

infection have significantly higher frequency of males (p \ 0.001),

AST (p = 0.03) and ALT (p \ 0.001) levels than IUDs without HIV

infection. The CD4 level was not related to HCV RNA viral load.

Conclusions: In Taiwan, the prevalence of HCV infection among

IDUs is very high, particularly with HIV infection and male gender is

predominant in this subject group.

PP12-006
The association of hepatitis C patients and the incidence of stroke:

a population-based study

Szu-Chia Liao1, Ya-Wen Chuang2, Pei-Chun Cheng3, Hong-Zen Yeh4,

Sheng- Shun Yang5, Chi-Sen Chang6, Fung-Chang Sung7

1Taichung Veterans General Hospital, 2Taichung Veterans General
Hospital, 3China Medical University, 4Taichung Veterans General
Hospital, 5Taichung Veterans General Hospital, 6Taichung Veterans
General Hospital, 7China Medical University

Background: Many studies suggested hepatitis C had an association

with the occurrence of stroke via the immune reaction and lifestyle

characters of HCV patients. One recent study in Taiwan also found

HCV was the risk factor of the leading death of stroke. However,

there was still controversy and no population-based study for the

occurrence of stroke among HCV patients.

Methods: In this population-based study, we enrolled the hepatitis C

patients from the Taiwan Bureau of National Health Insurance

Research from 2000 to 2009. A reference cohort of non-HCV

individuals matched for age and sex was used. Stroke associated

factors were recorded. Stroke during the follow-up period was

ascertained by the ICD-9-CM code of hospitalization. Multivariate-

adjusted hazard ratio with 95% CI was estimated for each risk

predictor.

Results: Adjusted hazard ratio (HRs) was 1.04 (95% CI 1.20) for all

stroke, 1.22 (95% CI 0.91–1.64) for hemorrhagic stroke and 1.00

(95% CI 0.85–1.17) for ischemic stroke.

Conclusions: According to our study, there is no association between

hepatitis C and the occurrence of stroke.

PP12-007
Hepatitis C infection in a rural population in southern Iran: a report

from Kavar Cohort Study

Maryam Ardebili1, Mohammad Reza Fattahi2, Farnaz

Khademolhosseini3, Zohreh Habibzadeh Shirazi4, Faezeh Mohammad

Doust5

1Gastroenterohepatology Research Center, Shiraz university
of medical Sciences, 2Gastroenterohepatology Research Center,
Shiraz University of Medical Sciences, Shiraz, Iran,
3Gastroenterohepatology Research Center, Shiraz University
of Medical Sciences, Shiraz, Iran, 4Gastroenterohepatology Research
Center, Shiraz University of Medical Sciences, Shiraz, Iran,
5Gastroenterohepatology Research Center, Shiraz University
of Medical Sciences, Shiraz, Iran

Background: About 3% of the world population is infected with

hepatitis C virus (HCV); which is spontaneously cleared only in a

small group. This population-based study was carried out to deter-

mine the rate of spontaneous clearance of hepatitis C.

Methods: A total of 6,095 cases from the general population of two

villages in southern Iran were tested for anti hepatitis C virus antibody

by a fourth generation enzyme-linked immunosorbent assay (ELISA)

in 2011. The samples had been drawn in 2007 and stored in biore-

pository of Kavar Cohort Study. All subjects with positive anti-HCV

antibody were invited for fresh blood sampling. New samples were

evaluated for HCV-RNA by RT-PCR and also for anti-HCV antibody

by ELISA.

Results: Among the subjects (2,218 males and 3,877 females) age

range 7–95 years (mean 34.58 7.29 years). Anti-HCV antibody was

detected in 15 serum samples from 2007 (prevalence 0.24%). When

new blood samples of these 15 subjects were evaluated in 2011, 13

subjects tested positive for anti-HCV antibody and HCV-RNA, while

two subjects showed spontaneous clearance through ELISA and PCR.

Considering that none of the anti-HCV positive subjects had under-

gone treatment, it appears that hepatitis C virus spontaneously cleared

from blood in 13.3% of the patients.

Conclusions: The seroprevalence of hepatitis C virus infection in a

rural population in southern Iran was 0.24%. Serologic testing and

PCR analysis among the seropositive subjects showed that the rate of

spontaneous clearance was 13.3%.

PP12-008
Regional genotype distribution among HCV patients in a referral center

in southern Iran

Maryam Ardebili1, Mohammad Reza Fattahi2, Seyed kazem Saraj Zadeh

Fard3, Zahra Mansourabadi4

Gastroenterohepatology Research Center, Shiraz university
of medical Sciences, 2Gastroenterohepatology research Center,
Shiraz University of Medical Sciences, Shiraz, Iran,
3Gastroenterohepatology research Center, Shiraz University
of Medical Sciences, Shiraz, Iran, 4Gastroenterohepatology research
Center, Shiraz University of Medical Sciences, Shiraz, Iran

Background: Hepatitis C virus infection is the major cause of liver

related morbidity and mortality worldwide. Six genotypes and a

number of subtypes have been discovered for HCV so far which are

differently distributed worldwide. Genotype one is difficult to treat,

while genotypes 2 and 3 are easy to treat. Identification of genotypes

can be used to make predictions with regard to resistance subtypes for

choosing the accurate treatment and follow up modalities and there-

fore improving prognosis.

Methods: In this study; viral genomic materials of 509 patients sera

was detected by nested-RT PCR. Based on genomic differences

among different genotypes, the PCR products were digested with

proper enzymes and studied by RFLP. The patients were enrolled the

study during 2004–2010 and data were collected via a questionnaire

including demographic data and risk factors.
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Results The results of PCR-RFLP were as follows: 107(21%) 1a,

157(16.9) 3a, 36(3.9%) 1b, 1 21(4.1%) 1a & 1b and 113(22.2%) no

typed. Except for 9 samples (1.8%) all of the results were confirmed

by PCR-RFLP. Thalassemia HCV infected patients were 92 (10%),

and genotype distribution among them was as follows: 14 (17.5%) 1a,

14 (17.5%) 3a, 5 (0.3%) 1b, 43 (53.8%) undefined type. Hemophilia

HCV infected patients were 176 (20.1%), and genotype distribution

was: 36 (26.5%) 1a, 26 (19.1%) 3a, 11 (8.1%) 1b, 47 (34.6%)

undefined type.

Conclusions: The most common genotype in patients was appeared

to be 1a; followed by 3a and 1b. Although the study showed a similar

genotype distribution pattern in thalassemia and hemophilia patients,

but it also revealed some differences.

PP12-009
Spectrum of HCV disease in Singapore tertiary liver referral centre

Lim Seng Gee, Aung Myat Oo, Soon Charlene, Lim Kieron, Low How

Cheng, Thwin Maung Aye, Tan Poh Seng, Lee Yinmei, Lee Guan Huei,

Dan Yock Young

National University Health System

Background: There has been little recent information on the preva-

lence of hepatitis C (HCV) genotypes and spectrum of HCV liver

disease in Singapore.

Methods: HCV patients attending a tertiary liver referral centre were

reviewed in an observational study design from 2001 to 2010. All

patients identified as HCV positive and data on presence of cirrhosis,

Hepatocellular carcinoma and genotype were extracted from the

hospital Computerized Patient Support System. Statistical analysis

was performed using SPSSv18.

Results: There were 571 HCV patients seen over a 10 years period.

The mean (95%CI) age of study population is 45.9 (43.3–48.6) years,

69.1% of them were male. The proportion of patients with genotype 1,

2, 3, 4 and 6 were 49.7, 10.0, 35.7, 2.6, & 1.9% respectively. 36.3%

of genotype 1 and 26.0% of genotype 3 patients had cirrhosis

(P = 0.018). HCC was seen in 8.5 & 4.9% of patients with geno-

type 1 & 3 respectively (P = 0.151). Gender (P \ 0.001), race

(P = 0.007), baseline HCV RNA level (P = 0.027) and bilirubin

(P = 0.049) were significantly different between genotype 1 and 3.

There was no significant difference between genotype 1 & 3

regarding prevalence of cirrhosis with multivariate analysis after

adjusting for differences in baseline parameters (P = 0.575). Preva-

lence of HCC between genotype 1 & 3 was also not significantly

different after adjusting for differences in baseline parameters with

multiple logistic regression (P = 0.300).

Conclusions: Genotype 1 and 3 were the most common HCV

genotypes seen in Singapore and there were significantly more cir-

rhotics with genotype 1 than 3 but after adjusting for baseline

variables, this difference was lost.

PP12-010
Association between serum adiponectin level and the prognosis in chronic

hepatitis C patients

Toru Arano, Hayato Nakagawa, Ryosuke Tateishi, Masaya Sato,

Yuji Kondo, Tadashi Goto, Shuichiro Shiina, Masao Omata, Haruhiko

Yoshida, Kazuhiko Koike

The University of Tokyo

Background: Hypoadiponectinemia has been recognized to play a

key role in the development of metabolic syndrome and non-alcoholic

steatohepatitis. We unexpectedly found that chronic hepatitis C

(CHC) patients with high serum adiponectin levels had a higher risk

of liver cancer development. To investigate the association between

adiponectin and prognosis, we conducted this retrospective cohort

study.

Methods: We enrolled 325 patients (146 men, 179 women; mean age

58.0) whose serum samples were collected between January 1994 and

December 2002. Patients were divided into two groups according to

serum adiponectin levels. We evaluated the association between

serum adiponectin levels and the prognosis. Because average serum

adiponectin level is higher in women than in men, data was analyzed

in each gender separately.

Results: The mean follow-up period was 14 years. Subjects were

divided into two groups based on serum adiponectin levels, with the

median value as the cutoff (10.5).

Conclusions: Serum adiponectin levels showed no significant corre-

lation with prognosis in CHC patients. In male patients, higher serum

adiponectin level was tended to be associated with poorer prognosis

but did not reach to significant level.

PP12-011
The association between KIF1B polymorphism and the development

of hepatocellular carcinoma in patients with chronic hepatitis C

Shingo Nakamoto, Fumio Imazeki, Tatsuo Kanda, Shuang Wu, Tatsuo

Miyamura, Akinobu Tawada, Makoto Arai, Keiichi Fujiwara, Hiroshi

Shirasawa, Osamu Yokosuka

Graduate School of Medicine, Chiba University

Background: To determine whether the kinesin family member 1B

(KIF1B) gene polymorphism, which has been reported to be associ-

ated with hepatocellular carcinoma (HCC) in chronic hepatitis B

carriers, is also associated with HCC in hepatitis C virus (HCV)

infected patients.

Methods: A follow-up study was performed on 361 patients (median

duration 121 months) infected with HCV genotype 1. All patients had

no HCCs at entry. IFN monotherapy was administered to 275 (76%)

patients [sustained virological response (SVR) rate, 27%].

Results: Genotyping of KIF1B rs17401966 was determined in 341

patients (AA/AG/GG, 223/71/47). Patients with the KIF1B GG

genotype achieved SVR slightly higher than those with non-GG

genotypes (39 vs. 25%, p = 0.055). During follow-up, 54 (24%)

patients with AA genotype, 14 (20%) with AG, and 7 (15%) with GG

developed HCC (p = 0.33). Cumulative HCC incidence with AA

genotype tended to be higher than with non-AA genotypes without

significance (25 vs. 15% at 10 years, respectively; p = 0.1). In

patients aged 40–60 years, cumulative HCC incidence with AA

genotype was higher than with non-AA genotypes (28 vs. 13% at

10 years; p = 0.05). After adjusting for age, gender, fibrosis stage,

platelet count, viral load, and treatment outcome, KIF1B genotype

showed marginal significance as a predictor of HCC (Hazard ratio,

2.0; p = 0.07).

Conclusions: In all, KIF1B genotype does not seem to predict HCC

development in Japanese patients with hepatitis C genotype 1.

However, subgroup analysis indicates that KIF1B genotype may be

involved in the pathogenesis of HCV-related HCC.

PP12-012
Hepatitis C virus genotypes distribution in injection drug user

with chronic hepatitis C with and without human immunodeficiency virus

infection in Taiwan

Chun-Yi Huang, Meng-Hsuan Hsieh, Ming-Lun Yeh, Ming-Yen Hsieh,

Chung-Feng Huang, Jee-Fu Huang, Chia-Yen Dai, Wan-Long

Chuang, Jih-Jin Tsai, Ming-Lung Yu

Kaohsiung Medical University Hospital

Background: The hepatitis C virus (HCV) genotype 1 and 2 are the

most prevalent genotypes in Taiwanese chronic hepatitis C (CHC)

patients. HCV and human immunodeficiency virus (HIV) have sim-

ilar transmission route particularly for the injection drug users (IDUs).

We investigated the HCV genotypes distribution and clinical
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characteristics among HCV infections between IDU with and without

HIV infection in Southern Taiwan.

Methods: We enrolled 195 Taiwanese IDUs in southern Taiwan

in the study (50 anti-HIV-negative and 145 anti-HIV-positive, 156

males). All subjects were tested for liver enzymes, HCV geno-

types, HCV RNA level and HIV RNA level in patients with HIV

infection.

Results: Genotype 6 (41.0%) was most prevalent among overall

IDUs. For IDUs without HIV infection, both genotype 1 (34.7%) and

6 (34.7%) were most prevalent, and for IDUs with HIV infection,

genotype 6 (43.4%) was most prevalent. Sub-genotypes 6a/6b was the

most prevalent sub-genotypes. Among IDUs with CHC, genotype 6

infected patients have significantly lower AST (p = 0.01) and ALT

(p = 0.02) levels than patients with non-genotype 6. In 50 patients

without HIV infection, genotype 6 infected patients have significantly

higher HCV RNA viral load (p = 0.02), and in 145 patients with HIV

infection, genotype 6 infected patients have significantly lower AST

(p = 0.04) levels and similar HIV RNA level compared to patients

with non-genotype 6.

Conclusions: For IDUs with HCV infection, HCV sub-genotype 6a/

6b was most prevalent. HCV RNA viral load was different between

genotype 6 and non genotype 6 in patients without HIV infection.

PP12-013
Genotypic distribution of hepatitis C virus in Thailand

Srunthron Akkarathamrongsin1, Srunthron Akkarathamrongsin2,

Pitchaya Hacharoen3, Apiradee Theamboonlers4, Chutima Suya5,

Phrutsada Chulothok6, Kasemporn Chaiear7, Pairaya Rujirojindakul8,

Pisit Tangkijvanich9, Yong Poovorawan10

1Molecular biology, 2Center of Excellence in Clinical Virology,
Faculty of Medicine, Chulalongkorn, University. Bangkok, 3Faculty
of Medicine, Chulalongkorn University. Bangkok, 4Faculty
of Medicine, Chulalongkorn University. Bangkok, 5Chiangrai
Prachanukroh Hospital, Chiang Rai, 6Chiangrai Prachanukroh
Hospital, Chiang Rai, 7 Udon Thani Hospital, Udon Thani, 8Faculty
of Medicine, Prince of Songkla University, Songkhla, 9Faculty
of Medicine, Chulalongkorn University Bangkok, 10Faculty
of Medicine, Chulalongkorn University. Bangkok

Background: The distribution of HCV genotypes depends upon

geographic areas and is associated with treatment protocols. The

epidemiological data of HCV genotypes in rural areas of Thailand are

limited. Thus, this study was aimed to determine the HCV genotypes

in Thai people residing in the rural area in comparison to those in

people residing in Bangkok.

Methods: The anti-HCV positive sera from Thai blood donors were

obtained from Chiangrai Prachanukroh, Udonthani, Chumpae,

Songklanagarind and Chulalongkorn Hospital. RNA extraction and

RT-PCR were performed to amplify the HCV-5UTR. The Core and

NS5B regions from PCR positive samples were further amplified,

direct sequenced and determined the genotypes using phylogenetic

analysis.

Results: The results showed that, of the 950 samples, 574 (62.7%)

samples yielded positive results by RT-PCR. HCV-3a accounted for

the highest prevalence in this group (36.4%) whereas the HCV-6 had

the highest diversity [6e: 1 (0.2%), 6f: 48 (8.4%), 6i: 22 (3.8%), 6j: 7

(1.2%), 6m: 3 (0.5%), 6n: 42 (7.3%), 6u: 1 (0.2%), 6v: 1 (0.2%)]. In

addition, subtype 6v and 6u were isolated in this study suggesting that

this genotype may have been accumulating and subsequently under-

gone variations. Other genotypes are 1a: 114 (19.9%), 1b: 79 (13.8%),

2a: 2 (0.3%) and 3b: 45 (7.8%).

Conclusions: This study demonstrates HCV genotype distribution

which may be useful for treatment recommendations; surveil-

lance and monitoring the incidence of HCV related diseases in

Thailand.

PP12-014
Secular trend of the viral genotype distribution in patients with chronic

hepatitis C virus infection in Taiwan

Yone-Han Mah1, Ping-Yeh Wu2, Chen-Hua Liu3, Chun-Jen Liu4, Ding-

Shinn Chen5, Jia-Horng Kao6

1National Taiwan University Hospital and National Taiwan
University College of Medicine/Lotung St. Mary\’s Hospital,
2National Taiwan University Hospital and National Taiwan
University College of Medicine, 3National Taiwan University
Hospital and National Taiwan University College of Medicine,
4National Taiwan University Hospital and National Taiwan
University College of Medicine, 5National Taiwan University
Hospital and National Taiwan University College of Medicine,
6National Taiwan University Hospital and National Taiwan
University College of Medicine

Background: Whether the implementation of the public health edu-

cation program and screening of donor blood have affected the

secular trend of the HCV genotype distribution and its impact on

clinical outcome in Taiwan remains largely unknown.

Methods: In this retrospective case-control study, a total of 410

consecutive patients with chronic HCV infection were enrolled. The

clinical data, HCV genotype and HCV-RNA level were analyzed.

HCV genotype and HCV RNA level were determined by molecular

methods.

Results: Of 410 chronic hepatitis C patients, 127 were younger than

50 years and 283 above 50. Regarding HCV genotype distribution,

52% of them were HCV 1b, 20.2% were 2a, 18.5% had mixed

infections, and 8% were 2b. Younger patients (less than 50 years of

age) had relatively higher genotype 2b and mixed infections (12.6 and

18.9%). Among 118 patients with history of blood transfusion, 54%

were 1b, 20.3% were 2a and 20.3% had mixed infections. HCV

genotype 1 patients had a higher mean viral load. In multivariate

analysis, the independent risk factors older age and viral load higher

than 105 copies/ml are associated with the development of cirrhosis

and HCC.

Conclusions: The HCV genotype 1b is still predominant in Tai-

wanese patients but the incidence is decreasing compare with

15 years ago, i.e. 71.4%. Patients aged less than 50 years has an

increasing prevalence of HCV genotype 2b and mixed infections.

Clinically, HCV genotype 1 patients have higher serum HCV RNA

levels. Old age and high viral load are risk factors associated with the

development of cirrhosis and HCC.

PP12-015
Seroprevalance of hepatitis C in diabetic patients

K, G, Y Ulu, Pelin Adar, G Ersan

Tepecik Education and Research Hospital

Background: Diabetes is a metabolic disease characterized by hy-

perglisemia that affects people all over the world. Hepatitis c

infection increases insulin resistance by inducing hepatosteatosis and

releasing tumor necrosing factor alfa and causes type 2 diabetes.

Methods: 141 patients hospitalized in clinic of internal medicine in

Izmir Tepecik Education and Research Hospital were included in this

study. For each patient, duration of the disease, medication, the

chronic complications of diabetes, history of surgery, history of blood

transfusion, parenteral use of drugs, family history of hepatitis c were

questioned. Anti HCV was tested by using the method ELISA.

Results: 78 of the patients were female and 137 (97.1) of 141 patients

was type 2 diabetes and 4 (%2.9) was type 1 diabetes. 73(%51,7) were

using antidiabetic drugs and 68 (%48.3) were using insulin. The mean

of age was 58. Anti HCV was detected positive in one of the 141

patients who were included in the study.
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Conclusions: Although the tendency of developing diabetes in

patients who have hepatitis c infection is not clear yet, the relation

between hepatitis c and diabetes may become an important health

problem. So we need more expanded studies to detect the relation

between two diseases and we need more studies to prevent and treat

them.

PP12-016
The changing prevalence of anti-HCV seropositivity in a hyperendemic

area in Taiwan

Chia-Hua Rebecca Chang1, Jee-Fu Huang2, Ming-Lung Yu3, Chia-Yen

Dai4, Wan- Long Chuang5

1Kaohsiung Medical University, 2Kaohsiung Medical University,
3Kaohsiung Municipal Ta-Tung Hospital, 4Kaohsiung Medical
University Hospital, 5Kaohsiung Medical University Hospital

Background: The maritime part of Tzukuan Township is a docu-

mented HCV hyperendemic countryside in Taiwan with an extremely

high prevalence rate of 41.6% among adults. The study aimed to

assess the secular trend of HCV epidemics in this area after a decade

of public health intervention.

Methods: A consecutive 3-year of screening program has been

launched. The prevalence of anti-HCV seropositivity was evaluated in

an annual manner.

Results: There were 283, 767, and 932 residents participating this

screening program in 2008, 2009, and 2010 respectively. There was a

significant decreasing trend of prevalence, ranging from 38.5% (109/

283) in 2008, 24.6% (189/767) in 2009, and 20.3% (189/932) in 2010,

respectively. The decline of prevalence was observed more signifi-

cantly in age group of 20–40 years (24.5% in 2009 vs 15.3% in 2010)

in the analysis of age-specific prevalence.

Conclusions: There was a decreasing trend of anti-HCV seroposi-

tivity in this hyperendemic area, particularly among young adults.

PP12-017
The changing pattern of clinical epidemiology on hepatitis C virus

infection in Southwest China

Zehui Yan, Yuming Wang, Ke Fan, Yi Fan, Zhaoxia Tan, Guohong Deng

Third Military Medical University, Chinese people’s Liberation Army

Background: To explore the HCV genotypes distribution among

different exposure categories and their association with certain

potential risk factors among patients in Southwest China.

Methods: A retrospective analysis was carried out in all subjects with

chronic hepatitis C registered at Southwest Hospital.

Results: Total 1,208 subjects were analyzed. With respect to HCV

subtypes, 1b was the most prevalent subtype and was found in 398

patients (32.9%), 3b was observed in 228 patients (18.9%), and 6a, 3a,

2a was detected in 218 (18.0%), 155 (12.8%) 126 (10.4%) subjects,

respectively, while 1a and 6k accounted for HCV infection only in 9

and 3 individuals. individuals older than 40 years were mainly

infected with 1b and 2a whereas the younger patients were predom-

inantly infected with genotypes 3 and 6. 1b and 2a were found more

frequently among 55.3 and 53.2% patients with a history of blood

transfusion, while subtype 3a (33.5%), 3b (44.3%), and 6a (56.4%)

constituted the majority of HCV infections in injecting drug users

(33.5, 44.3 and 56.4%, respectively).

Conclusions: In this investigation, the most common genotype were

still 1b, but have declined significantly among young patients,

manifested by the significant increase of genotypes 3 and 6 in the

latter. The distribution of genotyping was also variable according to

gender and age. This shift in distribution was associated with

changes in the modes of HCV transmission. The changing pattern of

clinic epidemiology on HCV infection raises an alarming signal on

the major steps to be taken to reduce such infection in these area of

China.

PP12-018
Hepatitis C in Asia: prevalence and complications

Erika Tanaka1, Bruce Crawford2, Chi-Kit Yeung3, Steve Hwang4, Claudia

Leteneux5, Matthias Kraemer6, Lillian YJ Wang7, Chalakorn

Chanatitarat8

1Mapi Values, 2Mapi Values, 3Mapi Values, 4Mapi Values,
5Novartis, 6 Novartis, 7Novartis, 8Novartis

Background: We reported the prevalence and complications of

Hepatitis C in China, Taiwan, Thailand, South Korea and India.

Methods: A systematic review of literature published between Jan-

uary 2000 and March 2011 was undertaken across bibliographic

databases in the following languages: English, Mandarin, Taiwanese

Mandarin and Korean.

Results: The national prevalence of HCV (Hepatitis C Virus) infec-

tion reported in Taiwan (4.4%) was higher than in other Asian

countries (1–2.8%). Hyperendemic regions were identified in South-

ern Taiwan. Geographic variation in HCV prevalence was found

within each country: prevalence was 0.23–11.82% within China and

0.9–69.5% within Taiwan. HCV genotypic variance was also

observed. HCV-1 was most prevalent in China, South Korea and

Taiwan, whereas HCV-3 was most prevalent in India and Thailand.

HCV genotype was associated with the risk of developing compli-

cations in Taiwan and the frequency of complications in Thailand.

The most commonly reported HCV-related complications were

necroinflammation, fibrosis, cirrhosis, steatosis/steatohepatitis, insulin

resistance, diabetes and HCC (hepatocellular carcinoma). HCV

infection was found to be a risk factor for developing HCC in China

and a risk factor for mortality attributable to both diabetes and HCC in

Taiwan.

Conclusions: The availability of high quality data on the epidemi-

ology of hepatitis C in Asia is limited. Findings generally come from

small and non-representative groups such as blood donors. Few

nationwide population-based studies were identified. The quality of

articles varies across countries although recent publications generally

have better quality. There is a need for large-scale population-based

studies in order to fully understand the epidemiology of hepatitis C in

Asia.

PP12-019
Study of 10 families with more than one patient with chronic hepatitis C

Xiaohong Zhang, Zhen Xu, Qingxian Cai, Chunxia Hong, Zhixin Zhao,

Chaoshuang Lin

The Third Affiliated Hospital of Sun Yat-Sen University

Background: Data on hepatitis C virus (HCV) transmission by sexual

or non-sexual intrafamilial contact are conflicting. The aim of this

study was to investigate whether intrafamilial transmission is the

main cause of HCV infection in the family members.

Methods: The core, NS5B sequences from 21 cases of chronic

hepatitis C (CHC) patients in 10 families were amplified, followed by

DNA sequencing and phylogenetic analysis. The association between

HCV genotype and potential routes of transmission in family mem-

bers were analyzed.

Results: In 10 families, there were 5 couples, 2 pairs of siblings, and

3 pairs of parent-child both infected with HCV. The transmission

routes in 11 patients from 5 families were unknown. In the other 5

families, there were 6 patients transmitted by blood or blood products

transfusion, 1 patient transmitted by intravenous drug abuse, and the

transmission routes in the other 3 patients were unknown. There were

2 couples and 2 pairs of fathers and sons infected HCV with the same

genotype, for the remaining 6 families, there was quite different of

genotype of HCV infection in the members from a family, the same

HCV genotype ratio between family members was 40% (4/10).

Conclusions: HCV infection may spread within the family. But the

intrafamilial transmission is not the main cause of HCV infection in

family members.
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PP12-020
Prevalence and distribution of HCV genotype determined by genetic

analysis of viral sequences from Chronic HCV-infected patients in

Guangdong, South of China

Xiaohong Zhang, Qingxian Cai, Zhen Xu, Zhixin Zhao, Zhiliang Gao

The Third Affiliated Hospital of Sun Yat-Sen University

Background: To investigate the prevalence and distribution of hep-

atitis C virus (HCV) genotypes in Guangdong, South of China.

Methods: The core, NS5B sequences from 196 cases of chronic

hepatitis C (CHC) patients were ampli.

Results: (1) 196 cases were genotyped into five subtypes 1b, 2a, 3a,

3b, 6a, at frequencies 55.6% (109), 11.2% (22), 3.6 % (7), 2.0% (4),

27.6% (54), respectively. (2) Blood transfusion (BT) was the most

important risk factor for genotype 1b (65/109, 59.6%) and 2a (14/22,

63.6%) infection, and intravenous drug abuse (IDU) was associated

with genotype 3 (4/11, 36.4 %) and 6a (16/54, 39.6%) infection. (3)

The main genotype of HCV infected before the year 1999 was 1b

(59%). Genotype 6a (23.7%) was the secondary. And then after the

year 2000, proportion of type 1b was decreased (47.4%) with that of

type 6a increased (36.8%) slightly, though both of these subtypes

were.

Conclusions: (1) In GuangdongASouth of China, 5 types of HCV

genotypes were detected. The main genotypes were 1b and 6a,

genotype 2a, 3a, 3b were minor. (2) BT was the main risk factor for

infection genotype 1b and 2a, IDU was the main risk factor for

infection genotype 3 and 6a. (3) After 2000, genotype 1b infection

was decreased, accompanied with genotype 6a was increased.

PP12-021
Interfamilial spread and related risk factors of hepatitis C virus (HCV)

infection among HCV patients in Fars province

Maryam Ardebili1, Kamran Bagheri Lankarani2, Seyed kazem Saraj

Zadeh Fard3

1Gastroenterohepatology Research Center, Shiraz University
of Medical Sciences, 2Health Policy Research Center, Shiraz
University of Medical Sciences, 3Gastroenterohepatology Research
Center, Shiraz University of Medical Sciences

Background: Several studies have reported nonsexual intrafamilial

hepatitis C virus (HCV) transmission. However, actual routes and

their relative efficiency have been controversial.

Aims To determine the prevalence of intrahousehold spread of HCV

infection in patients families, who were registered in our Hepatitis

Registry.

Methods: Serum samples were collected from 921 HCV patients

from 2004 to 2010. A questionnaire regarding demographic variables

(age, education, relationship to index patient) and probable risk fac-

tors were completed.

Results: Among 921 cases, 72 (7.82%) patients [63 (87.5%) males

and 9 (12.5%) females] had a positive family history: 7 (9.7%)

fathers, 4 (5.6%) mothers, 4 (5.6%) sisters, 38 (52.8%) brothers, 10

(13.9%) partners and 9 (12.5%) others. The HCV seroprevalence

among relatives was significantly higher in males (P = 0.005), his-

tory of blood transfusion (P = .035), or alcohol consumption

(P = .047). However; it was lower in hemophilic patient’s family

(P = 1.35 9 10-4). Multilevel logistic regression analysis showed

significant relation with male gender OR 2.68, CI 95% (1.33–5.40)

alcohol consumption OR 3.07, CI 95% (1.12–8.4) and hemophilia OR

0.087, CI 95% (0.025–0.30) blood transfusion OR 2.75, CI 95%

(1.23–6.14).

Conclusions: Our study revealed the importance of intrahousehold

spread of HCV, contributed strongly to male gender. Therefore, more

studies seem reasonable to investigate any possible role of shared

razors, shaving machines or other shared instruments. Also, alcohol

consumption and history of blood transfusion increased interfamilial

spread of HCV; while it was lowered in Hemophilia patients families

which could be due to probable improved family education or safety

of their transfused products.

PP12-022
Frequency of IL28B genotype (rs12979860) in Vietnamese chronic

hepatitis C patients at Medic Medical Center

Nguyen Toan, Vu Duc Anh, Ho Tan Dat, Pham Thi Thu Thuy, Nguyen

Thanh Tong

DR

Background: Genetic variation in the IL28B (interleukin-28B) gene

region on chromosome 19 in human was recently identified for pre-

dicting response of patients chronically infected with HCV when

treatment PEG/RBV. Frequency of IL 28B is different around the

world and there are no published data in our country so far.

Methods: We used whole blood in EDTA tubes was collected from

these patients for IL 28B analysis. LightMix kit IL28B (Tibmobiol)

running LightCycler 2.0 (Roche) PCR Realtime with melting curve to

identified genotype IL28B. Data was analyzed by MedCal Version

12.0.

Results: We studied 239 cases from 28/09/2011 to 22/10/2011: 117

females (48.95%); 122 males (51.05%). Mean of ages: 48.77 3´_w €€
12.08. We found that genotype C/C was more common 77% (184

cases), C/T was 22.2% (53 cases) and then T/T was 0.8% (02 cases)

of these patients. With 156 cases had both HCV genotypes and IL

28B, we found differences were statistically significant between of

genotype C/C, C/T in HCV genotype 1, 2 and genotype 6. But with

viral load, we found no correlation between IL28B and viral load.

Conclusions: Frequency C/C is 77%, highest in Vietnamese HCV

patients. There’s a difference statistically significant groups of C/C,

C/T in HCV Genotype groups 1, 2, 6. Realtime PCR Melting curve

analysis was used effectively to determine the genotype IL28B. We

need make further study to clear the role of IL28B in Vietnamese

HCV treatment with PEG / RB in near future.

PP12-023
Interleukin 28B gene polymorphism in hepatitis C patients in Latvia

Raimonds Simanis1, Jazeps Keiss2, Baiba Rozentale3, Ieva Tolmane4

1Riga Stradins University, 2Infectology Center of Latvia, 3Infectology
Center of Latvia, 4Infectology Center of Latvia

Background: With the standard treatment of chronic hepatitis C

sustained virological response (SVR) can be achieved only in half of

all patients. Interleukin-28B appears to be involved in the control of

HCV infection, and the genetic polymorphism of the encoding

IL-28B gene may determine the efficacy of clearance of HCV.

The aim of this study was to detect IL28B gene polymorphism in

Latvia. This is the first study on IL28B gene polymorphism in Latvia.

Methods: There were 159 chronic viral hepatitis C patients included

in the study. In order to detect IL28B gene polymorphism we used

molecular biology techniques and methods: classical DNA separation,

amplification by PCR, and standard sequencing. Genotype was

defined as CC, CT, TC or TT type.

Results: There were 53 patients (33%) with CC genotype, 84 patients

(53%) with CT/TC genotype and 22 patients (14%) with TT geno-

type. 34 patients (74%) in CC genotype subgroup achieved SVR

versus 50 patients (52%) in non-CC subgroups. There were 4 patients

(8.7%) non-responders in CC subgroup versus 35 patients (36.5%) in

non-CC subgroups, p = 0.002.

Conclusions: The most common genotype of IL28B in Latvia is CT/

TC. Patients with CC genotype achieved SVR more often than those

in other subgroups. IL28B gene polymorphism therefore is a strong

predictor of treatment result.
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PP12-024
Distributions of Hepatitis C Virus Subtypes in Taiwan: A Community-

Based Cross-Sectional Study

Bo-Yu Hsiao1, Mei-Hsuan Lee2, Hwai-I Yang3, Sheng-Nan Lu4, Chin-Lan

Jen5, San-Lin You6, Li-Yu Wang7, Yong Yuan8, Gilbert LItalien9, Chien-

Jen Chen10

1 Genomics Research Center, Academia Sinica, Taipei, Taiwan;
2 Genomics Research Center, Academia Sinica, Taipei, Taiwan;
3 Molecular and Genomic Epidemiology Center, China Medical
University Hospital, Taichung, Taiwan; 4 Department
of Gastroenterology, Kaohsiung Chang-Gung Memorial Hospital,
Kaohsiung, Taiwan; 5 Genomics Research Center, Academia Sinica,
Taipei, Taiwan; 6 Genomics Research Center, Academia Sinica,
Taipei, Taiwan; 7 MacKay College of Medicine, Taipei, Taiwan;
8 Global Health Economics and Outcomes Research, Bristol Meyer
Squibb, Princeton, NJ, USA; 9 Global Health Economics
and Outcomes Research, Bristol Meyer Squibb, Princeton, NJ, USA;
10 Genomics Research Center, Academia Sinica, Taipei, Taiwan

Background: Hepatitis C virus (HCV) displayed a great genetic

variability. The study aimed to examine the distribution of HCV

subtypes in Taiwan.

Methods: We enrolled 23,820 adult participants who were living in

seven townships in Taiwan during 1991–1992. All participants were

tested for antibodies against HCV (anti-HCV) via enzyme immuno-

assay. Participants who were anti-HCV seropositive were tested for

their serum HCV RNA levels by COBAS TaqMan HCV test. Those

who had serum HCV RNA higher than or equal to 1000 IU/mL could

be further distinguished their HCV subtypes by direct sequencing

method. The distributions of HCV subtypes by associated factors

were tested by Chi-squared tests.

Results: There were 1313 participants anti-HCV seropositive, giving

a seroprevalence of HCV infection of 5.5%. Among 1195 anti-HCV

seropositives with adequate sample of HCV RNA testing, 789

(68.1%) were positive for HCV RNA. The prevalence for HCV

subtypes were 5.7% (32/562) for 1a, 54.8% (308/562) for 1b, 28.5%

(160/562) for 2a, and 11.0% (62/562) for 2b, in correspondingly.

However, participants who were infected with HCV subtype 1b

appeared to have an elevated serum HCV RNA levels. By catego-

rizing serum HCV RNA levels with quartiles, there were 35.0% of

anti-HCV seropositives with 2a had serum HCV RNA levels higher

than the 75% quartile ([1.99105 IU/mL), compared to 9.4% for 1a,

29.9% for 1b, 6.5% for 2b (p\0.001).

Conclusions: The most prevalent HCV subtypes in Taiwan were 1b

and 2a. The pathogenecity of HCV subtypes on liver cirrhosis,

hepatocellular carcinoma, and liver-related deaths need to be further

evaluated by follow-up studies.

PP12-025
HCV Viral and host genotypes distribution among Han Ethnic Chinese

in China

Hong Li, Huiying Rao, Lai Wei, JC Lopez-Talavera, Shang Jia, Yontao

Sun, Hong You, Zuojiong Gong, Hong Chen, Lunli Zhang

Bristol Myers Squibb Company

Background: Hepatitis C virus (HCV) infection is a public burden in

China, with a reported prevalence of 3.2%. This study reports key

findings of an epidemiology study of HCV viral genotypes, RNA, and

host genotypes in China.

Methods: A cross-sectional study design was employed for

HCV-treatment-na.

Results: A total of 1,012 patients were recruited; 997 (98.5%) qual-

ified for the final analysis. Average age was 45.3 years old; males

were 54.8%. Most patients (83.4%) were diagnosed less than 5 years

before this study; however, 152 (15.2%) presented with complications

including splenomegaly (without cirrhosis), cirrhosis, and HCC.

Diabetes, pre-diabetes, and insulin resistance were 8.3%. More than

80% of these patients had RNA level of equal to or greater than

105 IU/mL. HCV viral genotype 1b was found among 56.5% of the

patients. Distributions of 13 single nucleotide polymorphism (SNP) in

and or near IL28B were also examined and the C/C genotype of

rs12979860 was 84%.

Conclusions: Early treatment of HCV may delay or prevent future

complications. Genotype plays an important role in response to

treatment and requires further study.

PP12-026
Disease progression in chronic hepatitis C virus infected patients

with normal serum alanine aminotransferase levels

Woo Ik Chang, Dong Hyun Sinn, Geum-Youn Gwak, Kwang Min Kim,

Yong- Han Paik, Moon Seok Choi, Joon Hyeok Lee, Kwang Cheol Koh,

Seung Woon Paik, Byung Chul Yoo

Samsung Medical Center, Sungkyunkwan University School
of Medicine

Background: Recent studies have suggested that the currently

accepted normal threshold of serum alanine aminotransferase (ALT)

should be lowered. Here, we investigated whether the development of

advanced cirrhotic complications for patients with chronic hepatitis C

virus (HCV) infection differs between patients with high normal ALT

and patients with low normal ALT.

Methods: A total of 232 patients with normal ALT (\40 IU/L) were

retrospectively reviewed to determine the incidence of disease pro-

gression, as defined by the occurrence of an increase of C 2 points in

the Child-Pugh score, spontaneous bacterial peritonitis, bleeding

gastric or esophageal varices, hepatic encephalopathy, development

of hepatocellular carcinoma, or death related to liver disease.

Results: Serum ALT levels were associated with disease progression

for both genders. The best predictive cutoff level was 26 IU/L in

males and 23 IU/L in females. The mean annual incidence rate of

disease progression was 1.2% and 3.9% with a hazard ratio of 5.35

(95% CI: 1.05–27.3) for male patients with ALT B 25 IU/L and[26

IU/L, respectively (p = 0.043), and 1.4% and 4.8% with a hazard ratio

of 4.40 (95% CI: 1.22-15.8) for female patients with ALT B 22 IU/L

and [ 23 IU/L, respectively (p = 0.023).

Conclusions: Patients with high normal ALT had a significantly

higher risk for disease progression than patients with low normal

ALT. The ULN of ALT levels of patients with chronic HCV infection

should be lowered than commonly used ALT thresholds, to better

identify patients who are at increased risk for disease progression.

PP12-027
Prevalence of HCV genotypes in Vietnamese patients at Medic Medical

Center, Viet Nam

Tan Dat Ho, Anh Vu Duc, Toan Nguyen Bao, Thu Thuy Pham Thi

Medic Medical Center

Background: The aim of this study was to identify the HCV geno-

types in Vietnamese patients at MEDIC medical center, Ho Chi Minh

City.

Methods: A total of 3,686 HCVRNA positive patients with chronic

hepatitis C were enrolled (male 48.86%, female 51.14% with mean

age of patients 49.20 3´_w €€11.48 years) from January 2007 to

August 2011. We have performed the sequencing of the 5’ non-

coding of the hepatitis C virus genome collected from sera with

HCVRNA positive. To carry out the sequencing, first the sera must be

extracted to collect the total RNA, and then the RNA must be reverse

transcripted into cDNA by Random primers. The PCR using specific

primers targeted the 5’ non-coding region will amplify the specific

fragment 244 bp from the cDNA. Finally, the PCR product will enter

the sequencing process using the Trugene sequencer of Siemens.

Results: Genotypes 1 and 6 were the commonest genotypes, followed

by genotype 2 and genotype 3 was rarely found. Genotype 1 was seen
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in 59.98% (type 1: 9.39%; type 1a: 12.96%; type 1b: 37.63%) while

genotype 6 in 24.15% (type 6: 1.28%, type 6a: 22.68%, type 6b:

0.19%), genotype 2 in 15.82% (type 2: 0.3%%; type 2a: 13.67%, type

2b: 0.52%, type 2c: 1.19%, type 2d: 0.14%) and genotype 3 was

0.05% (type 3a: 0.025%; type 3b: 0.025%).

Conclusions: Our study indicated that HCV genotypes 1 and 6 are

common in Vietnamese patients. Subtype 1b is the most common one.

Only 0.05% of patients carried genotype 3.

PP12-028
Insulin resistance in patients with chronic hepatitis C

Abdul Dokmeci1, Yucel Ustundag2, Saadettin Hulagu3, Ilyas Tuncer4,

Meral Akdogan5, Huseyin Demirsoy6, Seyfettin Koklu7, Oya Ovunc

Kurdas8, Fatih Ozdener9, Seda Erdogan10

1 Ankara University Faculty of Medicine; 2 Zonguldak Karaelmas
University Faculty of Medicine, Zonguldak; 3 Kocaeli University
Faculty of Medicine, Kocaeli; 4 Göztepe Training and Research
Hospital, Istanbul; 5Ankara Yüksek _Ihtisas Training and Research
Hospital, Ankara; 6 Sakarya Korucuk Training and Research
Hospital, Adapazari; 7 Ankara Training and Research Hospital,
Ankara; 8 Haydarpasa Numune Training and Research Hospital,
Istanbul; 9 Roche Pharmaceuticals, Istanbul; 10 Roche
Pharmaceuticals, Istanbul

Background: Chronic hepatitis C can induce insulin resistance (IR)

in a genotype-dependent manner and contributes to steatosis and

progression of fibrosis. This non- interventional study was designed to

evaluate the role of insulin resistance in the clinical course of chronic

hepatitis C infection.

Methods: A total of 105 patients diagnosed with chronic hepatitis C

and underwent liver biopsy in 10 centers were included. Data on

Homa IR values were available for 89 patients who were divided into

two groups including Homa IR \2.5 (Group1, n=57) and Homa IR

2.5C (Group 2 n=32) and evaluated in terms of fibrosis, hepatic

activity index (HAI), hepatic steatosis and biochemical parameters.

Metavir fibrozis scoring of stage 0-1 was considered as mild fibrosis

while stage 2-4 as advanced fibrosis.

Results: Patients in Group 1 and 2 were determined to be similar in

terms of age, gender, BMI, logarithmic values for HCVRNA load as

well as albumin, ALT, AST, GGT and ALP levels. Advanced fibrosis

was more common in Group 2 (62.5%) when compared to Group 1

(62.5 vs. 38.6%, respectively; p=0.030). Albeit a tendency towards

higher values in Group 2, there was no statistical difference between

two groups in terms of Metavir HAI values (3.2/32.3/51.6/12.9% vs.

13.5/40.4/42.3/3.8%, respectively; p=0.170). Mean (SD) percent of

hepatic steatosis was significantly lower in Group 1 when compared

to Group 2 (8.46(17.69) vs. 18.60(25.47); p=0.027).

Conclusions: In conclusion, our findings confirm the significant

relation of insulin resistance both to hepatic steatosis and hepatic

fibrosis among chronic hepatitis C patients.

PP12-029
Estimating the incidence and prevalence of Hepatitis C infection in Taiwan

using backprojection techniques

Phil McEwan1, Chien-Jen Chen2, Hwai-I Yang3, Mei-Hsuan Lee4, W. Ray

Kim5, Gilbert L’Italien6, Yong Yuan7

1Swansea University, 2Academia Sinica, 3China Medical University
Hospital, Taichung, 4Academia Sinica, 5Mayo Clinic College
of Medicine, 6Bristol-Meyers Squibb, 7Bristol-Meyers Squibb

Background: Estimating the future burden of Hepatitis C Virus

(HCV) related complications requires estimates of historic levels of

HCV infections. This study aimed to utilise a natural history HCV

disease model to describing the time from infection to HCC in order

to estimate the past HCV infection curve in Taiwan.

Methods: Backprojection methodology was applied to annual hepa-

tocellular carcinoma (HCC) event rates in Taiwan using the National

Cancer Registration Database from 1979 to 2008. Analysis assumed

10% (Lower); 20% (Base case) and 30% (Upper) of HCC cases were

HCV related. The MONARCH HCV model was used to estimate

rates of disease progression. In addition to the infection curve, the

numbers of individuals progressing through fibrosis stages F1 to F4

were also estimated.

Results: The cumulative incidence of HCV infections to 2008 was

estimated at 630,717 representing a total prevalence of 2.7%

[lower = 315,358 (1.36%), upper = 946,076 (4.08%)]; the majority

of infections were predicted to have occurred during the 1970s and

1980s. The model predicts that 81% of those alive in 2011

(n = 393,836) are in fibrosis stages F2 or F3 (lower = 196,952,

upper = 590,752). Incident cases of annual HCC are predicted to

peak in 2016 at 2,410 (lower = 1,204, upper = 3,614).

Conclusions: Backprojection methodology enables the estimation of

fibrosis stage-specific incidence and prevalence of HCV. From a

public health perspective this facilitates the assessment of optimal

treatment strategies for existing and emerging therapeutic options;

particularly within the context of fibrosis stage-specific treatment

response and response-guided therapy.

PP12-030
Roles of glucagon-like peptide-1 and dipeptidyl peptidase-4 in HCV-

related insulin resistance and human hepatocytes

Takumi Kawaguchi, Minoru Itou, Masahiro Sakata, Eitaro Taniguchi,

Mitsuhiko Abe, Hironori Koga, Tetsuharu Oriishi, Takuji Torimura,

Michio Sata

Kurume University School of Medicine

Background: Although glucagon-like peptide-1 (GLP-1) and dipep-

tidyl peptidase-4 (DPP-4) regulate insulin resistance, roles of GLP-1

and DPP-4 in HCV-associated insulin resistance remain unclear. We

aimed to investigate changes in GLP-1 and DPP-4 expressions in

patients with HCV infection, and direct effects of GLP-1 on glucose

uptake and insulin signaling molecules in human hepatocytes.

Methods: Serum or tissue GLP-1 and DPP-4 expression levels were

evaluated in patients with HCV- or HBV- related liver disease, and

healthy subjects (n = 94, 37, and 44). A human hepatocyte cell line

(OUMS-29) was treated by 1 mM GLP-1. Twelve hours after the

treatment, medium glucose levels were measured and phosphoryla-

tion of AMPK, ACC, and GSK3 were evaluated.

Results: Although no significant difference was seen in ileum GLP-1

expression among the groups, serum GLP-1 levels were significantly

decreased in HCV compared to control and HBV (5.0 3.4 vs. 7.0 4.0

vs. 7.2 3.3 ng/mL; P \ 0.05). DPP-4 expression was significantly

increased in HCV compared to control in the serum, the ileum, and

the liver. By GLP-1 treatment, medium glucose level was signifi-

cantly decreased compared to control (108.8 18.1 vs. 143.0 15.1 mg/

dL, P \ 0.01). GLP-1 treatment significantly phosphorylated AMPK

and ACC, and dephosphorylated pGSK3 compared to control.

Conclusions: We demonstrated that decreased serum GLP-1 levels

and increased DPP-4 expression were seen in patients with HCV

infection. We also showed that GLP-1 activated AMPK-ACC/-GSK3

signaling and subsequently increased glucose uptake in human

hepatocytes. Thus, HCV-related insulin resistance may be caused by

attenuation of hepatic insulin signaling through degradation of GLP-1

by DPP-4.

PP12-031
HCV genotypes distribution among chronic HCV infected patients

in China Mainland

Jun Cheng, Wei Ju, Song Yang, Qi Wang, Huichun Xing, Wen Xie, Yao

Xie

Beijing Ditan Hospital Capital Medical University

Background: Determination of HCV genotype is significant for the

prediction of response to anti- viral therapy and duration of treatment.
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The object of this study is to identify HCV genotypes and subtypes

distribution in China mainland.

Methods: A total of 853 HCV RNA positive serum samples were

collected from chronic HCV infected patients from 23 administrative

units in China mainland during 2009.10–2011.6. The serum samples

were subjected to RT-PCR followed by direct DNA sequencing and

phylogenetic analysis of NS5B and/or CORE-E1 regions.

Results: HCV genotypes were available in 811 samples [95.1% (811/

853)]. Phylogenetic analysis revealed that genotype 1, 2, 3 and 6 were

detected. No genotype 4 and 5 strains were found. The distribution of

HCV subtypes was 1b, 2a, 3a, 6a, 3b, 6n, and 1a at frequencies of

73.1, 18.5, 3.2, 2.5, 1.8, 0.5, and 0.4%, respectively. HCV subtype 1b

was the most frequent in China mainland followed by 2a. The HCV

genotyping distribution varied in different geographic areas. Patients

infected with HCV subtype 1b and 2a were found statistically older

than those infected with 3a, 3b, 6a and 6n, respectively.

Conclusions: This study is the largest report of HCV genotypes

distribution in China mainland and demonstrates a genetic heteroge-

neity of HCV infection, with at least four HCV genotypes and seven

subtypes. Clinical trials of direct anti-HCV agents (DAA) should

consider this genetic heterogeneity.

PP13-001
A deep sequencing project management tool for monitoring antiviral

resistance

C. Nelson Hayes, Nobuhiko Hiraga, Michio Imamura, Hiromi Abe,

Kazuaki Chayama

Hiroshima University

Background: Telaprevir triple therapy was recently approved for

treatment of chronic hepatitis C. However, strong selection pressure

against the NS3 protease required for viral replication results in rapid

emergence of resistant variants and viral breakthrough in some

patients. Use of antiviral drugs requires careful monitoring to prevent

development of resistance, but detection and quantification of low

frequency variants requires sensitive methods such as ultra-deep

sequencing, and specialized tools are needed to manage the large

volume and complexity of the data.

Methods: A flexible open source tool was developed using BWA, the

R statistical framework, and other open source software to detect and

track hepatitis C virus variants across multiple sequencing runs on the

Illumina platform. Changes in nucleotide, codon, and amino acid

frequencies can be visualized over time across multiple samples and

target regions.

Results: We used this tool to analyze ultra-deep sequencing data in an

experiment involving human hepatocyte chimeric mice infected with

genetically engineered HCV strains. We were able to show that

telaprevir monotherapy resulted in rapid emergence of NS3 V36A

mutants 2 weeks after the start of therapy and demonstrated that

resistance mutants may arise de novo during treatment. We also

showed that in the absence of telaprevir the resistant strain had

reduced fitness relative to the wild type strain.

Conclusions: Using open source tools we developed a simple and

flexible deep sequencing analysis tool to analyze changes in antiviral

resistance variants over time.

PP13-002
Promoter methylation of SOCS-1 predicts treatment response in chronic

hepatitis C patients receiving pegylated-interferon plus ribavirin

Michael W.Y. Chan1, Jian-Liang Chou2, Kuo-Chih Tseng3

1National Chung Cheng University, 2National Chung Cheng
University, 3Buddhist Dalin Tzu Chi General Hospital and Tzuchi
University

Background: Suppressor of cytokine signaling-1 (SOCS-1) is a

negative regulator of Janus kinase and signal transducer and activa-

tion of transcription pathway. The study was to investigate the

relationship between methylation of SOCS-1 and sustained virologic

response (SVR) in chronic hepatitis C (CHC) patients receiving

combination therapy with pegylated interferon (PEG-IFN)-alfa and

ribavirin (RBV).

Methods: A total of 106 CHC patients (51 with genotype 1 and 56

with genotype non 1) treated with PEG-IFN-alfa and RBV were

enrolled into this study. Serum samples at baseline (P), end of

treatment (EOT) and 6 months post treatment (F6) were obtained for

analysis. Methylation status of the promoter region of SOCS-1 was

examined by quantitative methylation specific PCR (qMSP).

Results: The mean methylation level of SOCS-1 was 0.113

(0.04–1.83)/ml at baseline, then increased to 3.691 (1.69–9.38)/ml at

EOT but returned to 0.271 (0.05–2.25)/ml at F6. The overall SVR rate

was 75.5%. Univariate analysis indicated that SVR rate was signifi-

cantly associated with genotype, baseline HCV RNA, body mass

index (BMI) and higher EOT SOCS-1 level. Multivariate analysis

also showed SVR rate was significantly associated with genotype (OR

13.40, 95%CI 1.73–103.58, P 0.013), baseline HCV RNA (OR 0.19,

95%CI 0.06–0.59, P 0.004), BMI (OR 0.73, 95%CI 0.56–0.96,

P 0.022) and higher EOT SOCS-1 level (OR 1.71, 95%CI 1.11–2.62,

P 0.014).

Conclusions: CHC patients with significantly higher SOCS-1 meth-

ylation at the end of treatment demonstrated better virologic response

of combination therapy with PEG-IFN-alfa plus RBV. The role of

SOCS-1 methylation in affecting treatment response deserves further

investigation.

PP13-003
Daclatasvir (BMS-790052), an NS5A Replication Complex Inhibitor,

in Combination with Peginterferon Alpha-2b and Ribavirin in Japanese

Treatment-Naı̈ve and Nonresponder Patients with Chronic HCV Geno-

type 1 Infection

Fumitaka Suzuki1, Kazuaki Chayama2, Yoshiiku Kawakami3, Joji

Toyota4, Yoshiyasu Karino5, Satoshi Mochida6, Sumiko Nagoshi7, Norio

Hayashi8, Tetsuo Takehara9, Hiromitsu Kumada10

1Toranomon Hospital, Tokyo, Japan; 2 Hiroshima University,
Hiroshima, Japan; 3 Hiroshima University, Hiroshima, Japan;
4 Sapporo-Kousei General Hospital, Sapporo, Japan;
5 Sapporo-Kousei General Hospital, Sapporo, Japan; 6 Saitama
Medical University, Saitama, Japan; 7 Saitama Medical University,
Saitama, Japan; 8 Kansai-Rousai Hospital, Amagasaki, Japan;
9 Osaka University, Osaka, Japan

Background: Daclatasvir is a first-in-class NS5A replication com-

plex inhibitor with picomolar potency and broad genotypic coverage

in vitro. Daclatasvir + peginterferon-alfa-2b (alfa2b/RBV) is being

evaluated in Japanese treatment-naı̈ve and nonresponder patients with

HCV G1.

Methods: 27 treatment-naı̈ve patients received alfa2b/RBV + pla-

cebo, daclatasvir 10mg or daclatasvir 60mg QD; 18 patients with

prior nonresponse to alfa/RBV (9 null, 9 partial responders) received

alfa2b/RBV + daclatasvir 10mg or 60mg QD. Daclatasvir recipients

with HCV RNA \LLOQ (15 IU/mL) at Week 4 and undetectable at

Week 12 (protocol-defined response; PDR) were treated 24 weeks.

Patients without PDR and placebo recipients were treated 48 weeks.

Results: In naı̈ve patients, eRVR rates were higher with daclatasvir

10mg (67%, 6/9 patients) or 60mg (80%, 8/10) vs placebo (0%). 78%

(7/9), 100%, or 0%, respectively, achieved PDR. 88% (15/17) of

patients with PDR achieved SVR24 after 24 weeks’ treatment. Four

naı̈ve daclatasvir recipients had virologic failure or relapse. 56% (5/9)

or 22% (2/9) of nonresponders receiving 10mg or 60mg, respectively,

achieved eRVR; 56% (5/9) and 33% (3/9) achieved PDR; 4 patients

in each arm had breakthrough. Adverse events were comparable

across groups. Grade 3/4 adverse events were typical of alfa/RBV.

Conclusions: Similar to a parallel study of daclatasvir combined with

peginterferon alfa2a/RBV, daclatasvir + alfa2b/RBV therapy
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achieved rapid viral suppression and high rates of SVR24 in treat-

ment-naı̈ve early responder patients after 24 weeks of treatment.

Response rates were lower in nonresponders, as expected for this

difficult-to-treat population. Adverse event profiles with alfa2b/RBV

+ daclatasvir and alfa2b/RBV alone were similar.

PP13-004
Combination Therapy of Treatment-Naı̈ve and Nonresponder Patients

with HCV Genotype 1 Infection with Daclatasvir (BMS-790052), an NS5A

Replication Complex Inhibitor, in Combination with Peginterferon Alfa-

2a and Ribavirin

Namiki Izumi1, Yasuhiro Asahina2, Osamu Yokosuka3, Fumio Imazaki4,

Norifumi Kawada5, Akihiro Tamori6, Yukio Osaki7, Toru Kimura8,

Kazuhide Yamamoto9, Michio Sata10

1 Musashino Red Cross Hospital, Tokyo, Japan; 2 Musashino Red
Cross Hospital, Tokyo, Japan; 3 Chiba University, Chiba, Japan;
4 Chiba University, Chiba, Japan; 5 Osaka City University, Osaka,
Japan; 6 Osaka City University, Osaka, Japan; 7 Osaka Red Cross
Hospital, Osaka, Japan; 8 Osaka Red Cross Hospital, Osaka, Japan;
9 Okayama University, Okayama, Japan; 10 Kurume University,
Kurume, Japan

Background: Daclatasvir is a first-in-class NS5A replication com-

plex inhibitor with picomolar potency and broad genotypic coverage

in vitro. This ongoing study evaluates daclatasvir + peginterferon

alfa-2a (peg-alfa-2a)/RBV in Japanese treatment-naı̈ve and nonre-

sponder patients.

Methods: 25 naı̈ve patients received peg-alfa-2a/RBV + either pla-

cebo, daclatasvir 10mg or 60mg QD; 17 patients with prior

nonresponse to peg-alfa/RBV (12 nulls, 5 partials) received peg-alfa-

2a/RBV + daclatasvir 10mg or 60mg QD. Daclatasvir recipients with

HCV RNA\LLOQ (15 IU/mL) at Week 4 and undetectable at Week

12 (protocol-defined response; PDR) were treated 24 weeks. Patients

without PDR and placebo recipients were treated 48 weeks.

Results: In naı̈ve patients, eRVR rates were higher with daclatasvir

10mg (67%, 6/9 patients) or 60mg (63%, 5/8) vs placebo (13%, 1/8).

78% (7/9), 100% (8/8), or 13% (1/8) of patients, respectively,

achieved PDR. After 24 weeks’ treatment and 24 weeks’ follow-up,

100% (15/15) of naı̈ve daclatasvir recipients with PDR achieved

SVR24. One naı̈ve daclatasvir recipient had viral breakthrough. 63%

(5/8) and 78% (7/9) of nonresponders receiving 10mg or 60mg da-

clatasvir, respectively, achieved eRVR; 88% (7/8) and 78% (7/9)

achieved PDR. One patient in each arm had viral breakthrough. Grade

3/4 adverse events were typical of peg-alfa/RBV.

Conclusions: Similar to a parallel study of daclatasvir + peginter-

feron alfa-2b/RBV, treatment with daclatasvir + peg-alfa-2a/RBV

achieved rapid viral suppression and high SVR24 rates in treatment-

naı̈ve patients with early virologic response. Initial responses were

similar in nonresponders but several patients relapsed posttreatment.

Adverse event profiles with peg-alfa-2a/RBV + daclatasvir and peg-

alfa-2a/RBV alone were similar.

PP13-005
Response-guided danoprevir (DNV; RG7227) plus Peg-IFNa-2a and riba-

virin (RBV) in ATLAS: High sustained virological response (SVR24) rates

in treatment-naive hepatitis C virus (HCV) genotype 1 (G1) patients

Patrick Marcellin1, Norah Terrault2, Michael Brunda3, Ellen S. Yetzer4,

on behalf of the ATLAS study group
1 Hôpital Beaujon, Clichy, France; 2 University of California, San
Francisco, CA, USA; 3 Roche, Nutley, NJ, USA; 4 Genentech, South
San Francisco, CA, USA

Background: Danoprevir is a potent macrocylic inhibitor of the HCV

protease. We report final efficacy and safety of response-guided

DNV+Peg-IFNa-2a/RBV in HCV G1-infected patients.

Methods: Treatment-naive, non-cirrhotic (F0V2) patients were ran-

domised to 12week of DNV (300mg q8h, 600mg q12h or 900mg

q12h) or placebo+Peg-IFNa-2a/RBV, followed by 12week Peg-IFNa-

2a/RBV. Patients achieving an extended RVR (eRVR; undetectable

HCV RNA [\15 IU/mL] throughout weeks 4V20) stopped treatment

at 24week. Patients not achieving eRVR received an additional

24week of Peg-IFNa- 2a/RBV (total 48weeks).

Results: Of 225 patients who received study drug, 65% were HCV

G1a, and 67% non-CC IL28B genotype (n=170 tested). Reversible

Grade-4 ALT elevations ([10xULN) observed in 3 patients resulted

in early discontinuation of the DNV 900mg arm (8/50 patients

completed 12week DNV treatment). SVR24 rates were significantly

higher in patients receiving DNV (68V85%) versus placebo+Peg-

IFNa-2a/RBV (42%). Among 113/194 (58%) DNV-treated patients

achieving eRVR, SVR24 rates were 87%, 96% and 89% (300mg,

600mg and 900mg DNV arms, respectively). Resistance-related

treatment failure occurred in *4% of patients (10 G1a) completing

12week DNV and 9 G1a relapsers. Serious adverse events were

reported in 7V8% of patients in DNV arms; 19% in placebo+Peg-

IFNa-2a/RBV. Rates of rash, neutropenia and anaemia were similar

between DNV and placebo+Peg-IFNa-2a/RBV arms.

Conclusions: Response-guided DNV+Peg-IFNa-2a/RBV treatment

demonstrated high SVR24 rates. DNV was well tolerated except for

exposure-related, reversible ALT elevations, predominantly in the

900mg group. Studies are ongoing with lower doses of DNV (50–200

mg bid) boosted with ritonavir to reduce overall DNV exposure, but

maintain potent antiviral activity.

PP13-006
Effect of baseline viral load (VL) on response to boceprevir (BOC) plus

peg-interferon alpha-2B/ribavirin (PR) in patients in with hepatitis C

virus-genotype 1 (HCV-G1)

Stuart Gordon1, Rajender Reddy2, Jonathan McCone3, Ira Jacobson4,

Lisa Pedicone5, Junwu Shen6, Margaret Burroughs7, Clifford Brass8,

J Albrecht9, Eric Lawitz10

1Henry Ford Hospital, 2University of Pennsylvania,
3Gastroenterology-Hepatology-Certified Endoscopy Centers, 4Weill
Cornell Medical College, 5Merck Sharp & Dohme Corp, 6Merck
Sharp & Dohme Corp, 7Merck Sharp & Dohme Corp, 10Alamo
Medical Research

Background: BOC plus PR is effective against HCV-GI infection.

Over 85% of patients in Phase III studies of BOC/PR had baseline VL

[800,000 IU/mL. We stratified patients in a high VL cohort to

investigate impact of higher baseline VL on treatment response.

Methods: 1,500 patients (1,097 treatment na.

Results: Higher baseline VL associated with lower sustained viro-

logic response (SVR) and end of treatment (EOT) response. Patients

in PR arm with VL[10 M had relapse rates of 40 and 29% versus 10

and 12% in BOC arms.

Conclusions: Addition of BOC to PR versus PR alone benefited all

patients, regardless of baseline VL. With either regimen, SVR rates

were higher in patients with baseline VL\10 (to power 6) versus[10

(to power 6) but difference smaller with BOC regimens. Among

treatment na.

PP13-007
Long-term prognosis of patients eliminated hepatitis C virus by interferon

based treatment

Akio Miyasaka, Yoshinori Tatemichi, Kei Sawara, Yukiho Kasai, Kanta

Oikawa, Ryujin Endo, Yasuhiro Takikawa, Kazuyuki Suzuki

Iwate Medical University

Background: The short-term benefit of a sustained virological

response (SVR) after interferon (IFN) treatment to patients with

chronic hepatitis C infection is well-established. However, there is no

evidence about follow-up period after achieving of SVR. Therefore,

we assess the long-term prognosis in patients eliminated hepatitis C

virus (HCV) by IFN based treatment.
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Methods: A total of 130 patients (mean age 53 years, 77 males and

53 females) with a SVR after IFN based treatment were included in

this study. We analyzed clinical, biochemical and virological long-

term outcome of those patients.

Results: Sixty patients had HCV genotype1, 67 patients had HCV

genotype2 and 3 patients did not undergo genotype testing. Based on

clinical, laboratory and histological findings, 5 (3.9%) and 125 patients

showed liver cirrhosis and chronic hepatitis respectively, before treat-

ment. Alanine aminotransferase (ALT) levels elevated in 99 patients

(76.2%) before treatment. The mean duration of follow-up was

51 months (range 2 vs. 235 months) after achieving SVR. ALT levels

were improved in almost all patients at the end of follow-up. Three

patients (2.3%) developed hepatocellular carcinoma (HCC) after

achieving SVR. The rate of HCC occurrence was estimated at 0.55% per

person-year. There was no death and no other tumor except for one case

of acute myeloid leukemia developed during follow-up period.

Conclusions: The long-term prognosis of patients with SVR to IFN

based treatment was good. However, three patients developed HCC

after achieving of SVR. Therefore, we need to follow up the patients

with SVR carefully.

PP13-008
Efficacy of peginterferon alfa-2b plus weight-based ribavirin for genotype

2 chronic hepatitis C patients in Taiwan: The real world data

Hsiao-yun Tsai, Tsung-Hsing Hung, Chun-Chi Lin, Chi-Jen Chu, Chiao-

Yu Chang, Pei-Ling Yang, Chen-Yin Lee, Han-Chieh Lin, Fa-Yauh Lee,

Shou- Dong Lee

GEST, DEST

Background: Currently the standard therapy for chronic hepatitis C

(CHC) is pegylated interferon combined with ribavirin and viral

genotype is the most important determinant of treatment response.

However, data regarding the efficacy of peginterferon alfa-2b plus

ribavirin for genotype 2 CHC in real world of practice in Chinese, is

limited.

Methods: 139 patients who fulfilled the selection criterias were

enrolled. All were treated with peginterferon alfa-2b 1.5 mcg/kg/week

plus weight-based ribavirin (800–1,200 mg/day) for 24 weeks and

followed-up for another 24 weeks. HCV RNA level and genotypes

were detected by PCR and line-probe assay.

Results: The mean age of enrolled patients was 53 years and 76

patients were male. The mean pretreatment HCV RNA level was

5.36 ± 0.98 log10 IU/ml and subtype 2a/2b ratio was 74/26%. 11%

patients had histological evidence of cirrhosis. 99.1% patients

achieved undetectable serum HCV RNA by week 12 of therapy and

the end-of-treatment virological response was 99.3%. After follow-

up, the sustained virological response (SVR) was 95.0% and multi-

variate analysis showed baseline viral level [106 IU/ml (odds ratio

8.01, 95% confidence interval 1.42–45.20, P = 0.018), and platelet

count ´_w €€50,000/cumm (odds ratio 6.09, 95% confidence interval

1.08–34.56, P = 0.041) were the independent factors associated with

treatment failure. Three relapsed patients were retreatment by

48 weeks of therapy and all achieved SVR.

Conclusions: For genotype 2 CHC Chinese patients, therapy with

peginterferon alfa-2b plus weight-based ribavirin can achieve high rate

of SVR in real world of practice. The efficacy of extended treatment

duration for difficult-to-treat patients needs further evaluation.

PP13-009
Interferon-associated hepatic steatosis is related to discrepancy in bio-

chemical and virological responses of chronic hepatitis C to IFN- based

therapy

chun-hao chen1, Jee-Fu Huang2, Wan-Long Chuang3, Chia-Yen Dai4,

Ming-Lung Yu5

1 Digestive division,Dept. internal medicine, Kaohsiung Municipal
Hospital, Kaohsiung, Taiwan; 2 Department of Internal Medicine,

Kaohsiung Municipal Hsiao-Kang Hospital, Kaohsiung, Taiwan; 3

Hepatobiliary Division, Department of Internal Medicine, Kaohsiung
Medical University Hospital, Kaohsiung, Taiwan; 4 Hepatobiliary
Division, Department of Internal Medicine, Kaohsiung Medical
University Hospital, Kaohsiung, Taiwan; 5 Hepatobiliary Division,
Department of Internal Medicine, Kaohsiung Medical University
Hospital, Kaohsiung, Taiwan

Background: Discrepancies in virological and biochemical responses

may occur throughout interferon-based therapy for hepatitis C virus

(HCV). We explored the risk, associated factors, potential patho-

genesis, and effect on treatment outcomes.

Methods: Consecutive, chronic HCV-infected patients receiving

interferon/ribavirin or peginterferon/ribavirin treatment for 24 weeks

(with a 24-week follow-up period) were enrolled. The sample com-

prised 496 patients; 46 of 433 patients who received pretreatment

liver biopsy also received serial liver biopsies at end-of-treatment and

end-of-follow-up, to investigate changes in liver histopathology. Vi-

rological/biochemical discrepancy was defined as a persistently

elevated alanine aminotransferase level throughout treatment, despite

patients testing seronegative for HCV RNA by end of treatment.

Sustained virological response (SVR) was defined as patients

remaining seronegative for HCV RNA six months post-treatment.

Results: Virological/biochemical discrepancy was observed in 28.7%

of patients (137/478). SVR rate was comparable between patients

who showed (75.2%, 103/137) or did not show (81.2%, 277/341) a

discrepancy (p = .14). 78 patients (75.7%) showing both a discrep-

ancy and SVR had alanine aminotransferase levels that subsequently

normalized. Hepatic steatosis, advanced fibrosis, obesity, older age,

peginterferon preparation, and low viral load emerged as independent

predictors of virological/biochemical discrepancy. Serial liver his-

tology showed significant transient aggravation of hepatic steatosis

during interferon-based therapy among patients with virological/bio-

chemical discrepancy (difference, 0.64±0.93, p = .022), but not

among those without discrepancy (difference, 0.09±0.69, p = .447).

Conclusions: Virological/biochemical discrepancy ceased after end

of treatment for most patients, and had little impact on HCV treatment

outcome. Treatment-related hepatic steatosis might be important in

discrepancy pathogenesis.

PP13-010
Genotype change after anti-viral treatment in chronic hepatitis C

Jyh-Jou Chen, Pei-Lun Lee

Chi-Mei Hospital Liouying

Background: Genotype affected the treatment response of chronic

hepatitis C (CHC). The prevalence of mixed genotype infection of

CHC may underestimate because of the sensitivity of detection

method. Genotype change after environment stress by anti- viral

therapy is one way to verify the hypothesis.

Methods: Thirty-nine patients (21 F + 18 M) with mean age 58.3 +

10 years, who were treatment failure of CHC were enrolled. Sixteen

patients treated with interferon combined with ribavirin for 24 weeks,

and 8 treated with 48 weeks. Two patients were null response to

therapy and the therapy terminated at 14 and 15 weeks respectively.

Twenty-four patients with genotype 1 (1a=2 and 1b=22), 12 with

genotype 2 (2a=11 and 2b=1), and 3 with mixed genotype 1+2

infection were found before therapy.

Results: After therapy, 92.5% (25/27) with genotype 1 stay with type

1 (including mixed infection) and 58.3 % genotype 2 change to

genotype 1 (p\ 0.05). In patients the baseline with genotype 1

infection, one patient change to genotype 2, one change to genotype

6, and one became mixed genotype 1+2 infection. In the baseline with

genotype 2 infection, 5 patients change to genotype 1, one change to

genotype 6, and one became mixed genotype 1+2 infection.

Conclusions: Base on the genotype 1 is more resisted to anti-viral

therapy and more than half of genotype 2 infections changed to
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genotype 1 infections after environment stress indicated some mono-

genotype 2 infection patients had mixed infection with genotype 1

virus before treatment that cannot detect by less sensitive method.

PP13-011
Alisporivir (ALV) plus PegIFN/RBV (PR) has 100% SVR in IL28B

rs12979860 CC allele and superior efficacy in chronic hepatitis C genotype

(G) 1 treatment na

Robert Flisiak1, Stefan Zeuzem2, Jean-Michel Pawlotsky3, Petre Iacob

Calistru4, M Jablkowski5, Dieter Ha6, G Mazzella7, Gregoire Vuagniaux8,

Raf Crabbe9, Claudio Avila10

Medical University of Bialystok; 2 J.W. Goethe University Hospital,
Frankfurt/Main; 3 Universite Paris XII; 4 Centrul de Diagnostic si
Tratament, Buccharest; 5 University of Lodz; 6 University of
Dusseldorf; 7 Universit; 8 Debiopharm, Laussane; 9 Debiopharm,
Laussane; 10 Novartis Pharma, Basel

Background: ALV is the leading cyclophilin inhibitor in develop-

ment, with novel pangenotypic host-targeting mode of action.

Multinational, double-blind, randomized, placebo- controlled trial

evaluating efficacy and safety in HCV G1 patients

Methods: 288 patients (ITT) randomized: 48wks ALV+PR (ALV48);

response-guided treatment ALV+PR (ALV-RGT), RVR: 24wks, non-

RVR: 48wks; 24wks ALV+PR (ALV24), or 48wks ALVplacebo+PR

(PR48). ALV dosed 600mgBID on first week, then ALV 600mgQD. The

primary endpoint was sustained virological response at 24 weeks (SVR).

This analysis reports on IL28B rs12979860 alleles as efficacy predictor

Results: Baseline viral load, BMI, age, sex and race were well bal-

anced. SVR was 76% (ALV48) vs 55% (PR48) (p=0.008) despite

lower IL28B CC genotype prevalence in ALV48 (19% vs. 33%).

ALV24 and PR48 had similar SVR. 100% CC genotype patients in

ALV48 and ALV-RGT had undetectable HCV RNA from Wk12 to

SVR24 (vs 73% PR48). RVR was 100% predictive of SVR24 in

ALV48 and ALV-RGT and higher RVR regardless of IL28B geno-

type (CC:67%; CT:11%; TT:11%) vs PR (CC:27%; CT:0%, TT:0%).

68% SVR in TT patients (ALV48, ALV-RGT) vs 17% PR48

(P=0.0158). ALV had low viral breakthrough (2.8%) without any

consistently observed viral mutations. ALV therapy was well toler-

ated. Transient and reversible hyperbilirubinaemia without increase of

ALT/GGT was associated with first week loading

Conclusions: Alisporivir has superior efficacy and high barrier to

resistance vs PegIFN/RBV regardless of IL28B genotype, with

greatest effect on SVR for IL28B CC and TT genotype patients. ALV

associated hyperbilirubinaemia was transient, reversible and not

associated with hepatotoxicity

PP13-012
Boceprevir (BOC) Plus Peginterferon alfa-2b/ribavirin (PR) in the treat-

ment of chronic hepatitis C virus genotype-1 (HCV-G1) infected asian

patients in the SPRINT-1, SPRINT-2 and RESPOND-2 trials

Ke Qin Hu1, Fernando Alvarez Bognar2, Seth Thompson3, Lisa Pedicone4,

Janice Wahl5, SG Lim6

1University of California, Irvine Medical Center, 2Merck Sharp &
Dohme Asia Limited, 3Merck Sharp & Dohme Corp., 4Merck Sharp &
Dohme Corp., 5Merck Sharp & Dohme Corp, 6National University
Hospital

Background: SPRINT-1, SPRINT-2, and RESPOND-2 studies

showed improved sustained virological response (SVR) when BOC was

added to PR regimen in patients with HCV-G1 infection. We reviewed

efficacy and safety data for Asian patients included in these trials.

Methods: In phase 3 studies, 1,500 patients (1,097 treatment-na).

Results: Of 36 Asian patients, 12 received PR (all treatment-na).

Conclusions: Adding BOC to PR regimen appears to increase both

TW8 VR and SVR in Asian patients with HCV-G1 infection,

although the number of patients treated is limited. These results are

encouraging and warrant further study in the Asian population.

PP13-013
Genotypic and phenotypic correlates of resistance in hepatitis C virus

(HCV) genotype 1a and 1b treated with boceprevir (BOC) plus peg-

interferon alpha/ribavirin (PR)

Robert Ogert, Patricia Mcmonagle, Stuart Black, Stephanie Curry,

Zhuyan Guo, Charles Lesburg, Richard Barnard, John Howe, Daria

Hazuda, Anita Howe

Merck Sharp & Dohme Corp

Background: BOC resistance-associated variants (RAVs) were

assessed in all HCV-genotype 1 (G1) infected patients enrolled in

SPRINT-2 and RESPOND-2 Phase 3 BOC trials. In subjects failing

BOC/PR, distinct HCV-G1 subtype-specific RAVs were observed.

Methods: 1,500 patients enrolled in the combined studies. Samples

were analyzed for RAVs by population sequencing. RAVs detected in

[10% of G1a and G1b infected patients not achieving sustained viral

response (SVR) were characterized in both G1a and G1b replicon,

enzyme, and cell-based protease assays.

Results: SVR was higher in patients with G1b (66–73%) versus G1a

(53–64%) in BOC arms. Most common RAVs in G1a patients were

V36M, T54S, and R155K; in G1b patients T54A/S, V55A, A156S, and

I/V170A. T54S was detected in both HCV G1 subtypes producing

similar fold-shifts in BOC resistance in G1a and G1b NS3 protease

assays. V55A, A156S, and I/V170A were predominant in G1b patients

producing greater fold-shifts in BOC resistance in G1b than G1a. V55A

produced greatest fold-shift difference between subtypes. V36M and

R155K are specific for G1a, with similar fold shift in both G1 subtypes.

Conclusions: Different BOC RAVs were observed in HCV G1a and

G1b subtypes. G1a specific RAVs produced similar fold-shifts in

BOC resistance in both G1 subtype based in vitro assays. Most G1b

associated RAVs produced a larger fold-shift in BOC resistance in

G1b over G1a. BOC/PR resulted in higher SVR rates in HCV G1

patients compared to PR and SVR rates were slightly higher in

patients infected with G1b than G1a.

PP13-014
Anemia during peg-interferon alpha-2B/ribavirin (PR) with/without

boceprevir (BOC) elicits higher sustained virologic response (SVR):

previously untreated versus treatment failures

Rajender Reddy1, Mark Sulkowski2, Fred Poordad3, Michael Manns4,

Jean-Pierre Bronowicki5, Stephen Harrison6, Nezam Afdhal7, Navdeep

Boparai8, Margaret Burroughs9, Ira Jacobson10

1University of Pennsylvania, 2Johns Hopkins University, 3Cedars-
Sinai Medical Center, 4Medical School of Hannover, 5University
Henri Poincare of Nancy, 6Brooke Army Medical Center, 7Harvard
Medical School, 8Merck Sharp & Dohme Corp, 9Merck Sharp &
Dohme Corp, 10Weill Cornell Medical College

Background: Anemia during PR is associated with higher SVR rates.

Addition of BOC to P/R causes further anemia, but relationship with

SVR unknown.

Methods: Retrospective analysis of 1,097 treatment-na.

Results: In treatment-na.

Conclusions: Higher SVR rates observed among previously untreated

and treatment failure patients who developed anemia during BOC or

control PR therapy.

PP13-015
Neutropenia in pivotal studies of boceprevir (BOC) plus peg- interferon

alpha-2B/ribavirin (PR)

Rajender Reddy1, FREDERICK Nunes2, Luis Balart3, Robert Sjogren4,

Lisa Pedicone5, Margaret Burroughs6, Clifford Brass7, J Albrecht8, Mark

Sulkowski9

1University of Pennsylvania, 2P H G I Associates Limited, 3Tulane
University Health Sciences Center, 4Kaiser Permanente, Falls
Church, 5Merck Sharp & Dohme Corp, 6Merck Sharp & Dohme
Corp, 9Johns Hopkins University
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Background: SPRINT-1, SPRINT-2, and RESPOND-2 studies

showed improved sustained virologic response (SVR) when BOC was

added to PR in patients with hepatitis C virus-genotype 1 (HCV-G1).

PR reduces neutrophil counts during treatment. Safety profiles of

BOC/PR versus PR alone similar, with most frequent hematologic

effects anemia, neutropenia and thrombocytopenia.

Methods: In two Phase 3 studies, 1,500 patients (1,097 treatment-na).

Results: Neutropenia was reported in 18% (PR) and 23% (BOC/PR).

Incremental effect of BOC on neutrophils resulted in increased grade

3/4 neutropenia rates versus PR control. While 42 patients reported

infections temporally related to neutropenia, 3 (BOC/PR) had severe

infections within 2 weeks of grades 3/4 neutropenia. All events

resolved with appropriate intervention. Neutropenia managed pri-

marily with P dose reduction (8% PR vs. 13% BOC/PR) and 6% PR

and 9% BOC/PR patients received granulocyte-colony stimulating

factor (G-CSF). 1% of BOC/PR recipients discontinued all therapy

for neutropenia. Two cases Grade 4 neutropenia reported in patients

treated with BOC/PR resolved with antibiotics and/or BOC/PR

cessation.

Conclusions: PR leads to decreased neutrophil counts that further

decrease with addition of BOC. Accompanying neutropenia was

effectively managed in both treatment regimens and returned to

baseline levels when treatment discontinued.

PP13-016
Inosine triphosphatase (ITPA) deficiency associated with lower anemia

rates and epoetin alfa (EPO) use in patients treated with boceprevir (BOC)

plus peg-interferon/ribavirin (PR)

Rajender Reddy1, Mark Sulkowski2, Lisa Pedicone3, Junwu Shen4,

Margaret Burroughs5, Clifford Brass6, J Albrecht7, Michael Manns8

1University of Pennsylvania, 2Johns Hopkins University, 3Merck
Sharp & Dohme Corp., 4Merck Sharp & Dohme Corp., 5Merck Sharp
& Dohme Corp, 8Medical School of Hannover

Background: BOC/PR causes higher rates sustained virological

response (SVR) and anemia in hepatitis C virus-1 (HCV-1) infected

patients.

Methods: Analysis in SPRINT-2 and RESPOND-2 patients to

examine relationship of ITPA and outcomes including anemia ([3 g/

dL decline in hemoglobin (Hb) during first 4 weeks PR therapy; or Hb

level \10 g/dL any time), EPO use, and SVR. ITPA status deter-

mined by haplotypes for ITPA locus: combination of alleles present 2

functional markers (rs1127354 and rs7270101); rs6051702 used to

resolve indeterminate marker types when rs1127354 and rs7270101

heterozygous.

Results: ITPA status determined for 908/1,440 (63%) patients

receiving

Conclusions: ITPA status strong predictor of Hb decline during

4 week PR lead-in. Low ITPA associated with less ribavirin dose

reduction and EPO use in BOC/PR recipients. Anemic patients with

normal and low ITPA had higher SVR rates, suggesting higher

ribavirin drives SVR.

PP13-017
Boceprevir (BOC) plus standard of care (SOC) enhanced sustained

virologic response (SVR) in patients with hepatitis C virus-genotype 1

(HCV-G1) with advanced fibrosis/cirrhosis: subgroup analysis of SPRINT-

2 and RESPOND-2 studies

Patrick Marcellin1, Savino Bruno2, John Vierling3, Rafael Esteban4, J

Albrecht5, Clifford Brass6, Navdeep Boparai7, Margaret Burroughs8

1 7-Hospital Beaujon; 2 A O Fatebenefratelli e Oftalmico; 3 Baylor
College of Medicine; 4 Vall d’Hebron Hospital; 5Merck, Whitehouse
Station; 6Merck, Whitehouse Station; 7 Merck Sharp & Dohme Corp;
8Merck, Whitehouse Station

Background: Treatment-naı̈ve and treatment failure patients with

advanced fibrosis/cirrhosis due to HCV-G1 infection have low SVR

rates with SOC. We assessed efficacy of adding BOC to SOC in both

groups.

Methods: SPRINT-2 (treatment-naı̈ve) and RESPOND-2 (treatment-

failure) trials randomized 100 and 78 patients with advanced fibrosis/

cirrhosis (Metavir F3/4), respectively. Patients were randomized to a

4-week lead-in (LI) of P (1.5 lg/kg subcutaneous weekly) plus oral

ribavirin (600-1400 mg/day, followed by: (1) PR plus placebo for 44

weeks (SOC, 48 P/R), (2) PR plus response-guided BOC therapy (800

mg po tid, BOC RGT) SPRINT 2: for 24 weeks, with additional 20

weeks PR if detectable HCV-RNA during weeks 8-24; RESPOND-2:

for 32 weeks, with additional 12 weeks PR if detectable HCV-RNA at

week 8, or (3) PR/BOC for 44 weeks (BOC/PR48). The primary

endpoint: SVR 24 weeks post-therapy.

Results: SVR was higher in BOC vs SOC arms, including patients

with \ 1-log10 HCV-RNA decline at treatment week 4 (TW 4).

Combined SVRs in patients with \ 1-log10 decline after 4-week LI

were 0% (0/8) in SOC, 13% (3/23) in BOC/PR48, and 22% (5/23) in

BOC RGT.

Conclusions: In treatment-naı̈ve or treatment failure patients with

HCV-G1 infection and advanced fibrosis/cirrhosis, addition of BOC

to SOC in 48-week treatment arms was associated with enhanced

SVR.

PP13-018
Effect of lower limit quantitation (LLQ) vs lower limit detection (LLD)

for defining undetectable hepatitis C virus (HCV) RNA: RESPOND-2

and SPRINT-2 study data

Patrick Marcellin1, Eric Lawitz2, Fred Poordad3, Jean-Pierre

Bronowicki4, SAYA Victor Feinman5, Paul Kwo6, Dominique Guyader7,

Lisa Pedicone8, Weiping Deng9, Stefan Zeuzem10

1Hospital Beaujon, 2Alamo Medical Research, 3Cedars-Sinai Medical
Center, 4Universite Henri Poincare-Nancy, 5Mount Sinai Hospital, 6
Indiana University, 7C.H.R.U. de Rennes, Hospital de Pontchaillou, 8
Merck Sharp & Dohme Corp, 9Merck Sharp & Dohme Corp, 10J W
Goethe University Hospital

Background: Boceprevir (BOC) plus peg-interferon/ribavirin (PR) is

effective for HCV infection. In Phase III BOC trials, plasma HCV

RNA had LLD and LLQ of 9.3 and 25 IU/mL, respectively. We

assessed using LLQ for undetectable HCV RNA definition.

Methods: 1,500 patients (1,097 treatment na.

Results: Using LLQ as cutoff, an additional 14–17% of patients

would be classified as early responders [undetectable HCV RNA at

treatment week 8 (TW8)], resulting in early response rate of 68–72%.

An additional 7–10% would be classified as undetectable at TW12.

There was minimal impact on TW24 response and rates of sustained

virologic response (SVR) for LLQ versus LLD.

Conclusions: Use of HCV-RNA threshold below LLQ results in more

patients classified as early responders (and thus qualifying for shorter

duration of therapy with the RGT paradigm) and may provide similar

precision in predicting SVR versus LLD.

PP13-019
Stopping rules for boceprevir (BOC) plus peg-interferon/ribavirin (PR):

SPRINT-2 and RESPOND-2 analyses

Patrick Marcellin1, Fred Poordad2, Stefan Zeuzem3, Mark Sulkowski4,

Rafael Esteban5, Lisa Pedicone6, Navdeep Boparai7, Margaret

Burroughs8, Jean-Piere Bronowicki9, Ira Jacobson10

1Hospital Beaujon, 2Cedar-Sinai Medical Center, 3JW Goethe
University Hospital, 4Johns Hopkins University, 5Hospital General
Universitario Vall d\\\’ Hebron, 6Merck Sharp & Dohme Corp, 7
Merck Sharp & Dohme Corp, 8Merck Sharp & Dohme Corp,
9Universite Henri Poincare-Nancy, 10Weill Cornell Medical College

Background: BOC/PR is effective for hepatitis C virus-1 (HCV)-1

treatment. Stopping rules used in HCV PR therapy include\2 log viral

load decline at treatment week (TW)12 and/or detectable HCV RNA at
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TW24. Early cessation helps avoid therapy/toxicity in patients unlikely

to achieve sustained virologic response (SVR) and minimizes devel-

opment of protease inhibitor resistance-associated variants (RAVs).

Methods: Analysis of SPRINT-2 (treatment-na

Results: For SPRINT-2 BOC arms, earliest 100% negative predictive

time for SVR while sparing largest number patients from continued

failing therapy was HCV RNA.

Conclusions: In treatment-na.

PP13-020
High correlation between weeks 4 and 12 as definition for null response

to peg-interferon alfa/ribavirin (PR) therapy: IDEAL trial results

Fred Poordad1, Mark Sulkowski2, Bruce Bacon3, John Vierling4, S

Noviello5, Navdeep Boparai6, Lisa Pedicone7, Jihad Albrecht8, Clifford

Brass9

1 Cedars-Sinai Medical Centre; 2 Johns Hopkins University; 3 Saint
Louis University; 4 Baylor College of Medicine; 5 Merck Sharp &
Dohme Corp; 6 Merck Sharp & Dohme Corp; 7 Merck Sharp &
Dohme Corp; 8 Merck Sharp & Dohme Corp; 9 Merck Sharp &
Dohme Corp

Background: This retrospective analysis investigated correlation

between hepatitis C virus (HCV) viral load decline at treatment weeks

(TW) 4 and 12 in IDEAL study cohort to define TW4 null response.

Methods: 3070 treatment naive, HCV-genotype 1 (HCV-G1) patients

were treated for up to 48 weeks with ribavirin 800V1400 mg/day plus

P2b 1.5 or 1 mcg/kg/week, or P2a 180 mcg/week plus ribavirin

1000V1200 mg/day. Concordance in patients with data at both TWs 4

and 12 assessed using a definition for null response of\1 log decline

at TW4 versus\2 log at TW12. Interleukin28B (IL28B) testing done

in 1604 patients.

Results: High positive correlation seen between HCV viral load

decline at TWs 4 and 12 for patients receiving P2b 1.5/R (r = 0.76),

P2a/R (r = 0.73), or P2b 1.0/R (r = 0.78) (P \ 0.001 for each). Null

response (TW12\2 log decline) corresponds to *0.7–1.1 log decline

at TW4 for P2b 1.5/R. Concordance of null or ‘‘non-null’’ response

high for each treatment arms regardless of IL28B genotype: CC allele

98% (466/474), and CT/TT alleles 83% (785/943). Most patients

meeting TW4 or TW12 null response definition had CT or TT alleles.

Conclusions: TW4 viral load decline of\1 log approximates\2 logs

at TW12 and is an earlier predictor of null response, potentially aiding

early treatment decisions.

PP13-021
Sustained virologic response (SVR) in prior null responders to peginter-

feron/ribavirin (PR) after retreatment with boceprevir/PR (B/PR):

the PROVIDE study

Fred Poordad1, John Vierling2, Steven Flamm3, Stuart Gordon4, Eric

Lawitz5, Jean-Pierre Bronowicki6, Lisa Pedicone7, Weiping Deng8,

Michelle Treitel9, Ira Jacobson10

1Cedars-Sinai Medical Centre, 2Baylor College of Medicine,
3Northwestern Memorial hospital, 4Henry Ford Hospital, 5 Alamo
Medical Research, 6University Henri Poincare of Nancy, 7Merck
Sharp & Dohme Corp, 8Merck Sharp & Dohme Corp, 9Merck Sharp
& Dohme Corp, 10Weill Cornell Medical College

Background: BOC/PR vs PR alone was studied in previously

untreated (SPRINT-2) or PR failure (RESPOND-2) adults chronically

infected with hepatitis C virus (HCV) genotype 1. Patients in PR

control arms who did not achieve SVR were eligible to enroll in the

PROVIDE study and receive BOC/PR. We examined the efficacy of

BOC/PR in subset of patients in PROVIDE who were PR null

responders in the previous study (\2 log10 decline in HCV RNA at

treatment week 12).

Methods: BOC (800 mg TID with food) given with P 1.5 lg/kg/week

subcutaneously and weight-based R (600–1,400 mg/day) BID for up to

44 weeks. If[2 weeks elapsed since end of treatment, PR was given for

4 weeks before starting BOC/PR. Undetectable HCV RNA defined as

below the limit of detection (LLD 9.3 IU/mL; Roche TaqMan).

Results: 48 prior null responders enrolled in the PROVIDE study:

65% male, 69% white, mean age 51 years, mean body mass index

26.8 kg/m2, baseline viral load was [800,000 IU/mL in 88% (mean

log10 baseline viral load of 6.5), Metavir fibrosis scores F3/4 in 8%,

65% had subtype 1a and 35% subtype 1b. 45/48 initiated BOC

treatment and 42 completed follow-up. Following a null response to

prior PR therapy, 38% (16/42) achieved SVR (27% of black patients,

42% of non-black patients and 41% genotype 1a) with BOC/PR.

Conclusions: When retreated with BOC/PR 38% of prior PR null

responders achieved SVR, which compares to SVR rate (33%)

observed in poorly IFN responsive patients treated in the SPRINT-2

and RESPOND-2 studies.

PP13-022
Predictors of sustained virological response (SVR) among poor interferon

(INF) responders when boceprevir (BOC) added to peg- interferon alfa-2b/

ribavirin (PR)

Fred Poordad1, Savino Bruno2, Steven Flamm3, Lisa Pedicone4, W Deng5,

Margaret Burroughs6, Clifford Brass7, Jihad Albrecht8, Bruce Bacon9

1 Cedars-Sinai Medical Centre; 2 A O Fatebenefratelli e Oftalmico;
3 Northwestern Memorial hospital; 4 Merck Sharp & Dohme Corp;
5 Merck Sharp & Dohme Corp; 6 Merck Sharp & Dohme Corp;
7 Merck Sharp & Dohme Corp; 8 Merck Sharp & Dohme Corp;
9 Saint Louis University

Background: Response to 4-week PR lead-in (LI) was strongest SVR

predictor in 2 Phase 3 studies of BOC/PR (SPRINT-2 in treatment

naı̈ve and RESPOND-2 in treatment failure patients). Poor IFN

response (\1 log decline after LI) occurred in 20-25% SPRINT-2 and

15-28% RESPOND-2 patients. We aimed to identify SVR predictors

in subgroup of poor interferon responders receiving BOC/PR.

Methods: Both study cohorts received 4 wks PR, followed by (1) PR

+ placebo 44 wks (PR48), (2) PR + response-guided therapy (BOC

RGT) treatment-naı̈ve: 24 wks, with additional 20 wks PR if detect-

able HCV-RNA during wks 8-24; previous-treatment-failure: 32 wks,

additional 12 wks PR if detectable HCV-RNA at wk 8, or (3) PR +

BOC 44 weeks (BOC/PR48). Primary endpoint was SVR 24 weeks

post-therapy (Roche TaqMan LLD = 9.3 IU/mL). Baseline charac-

teristics and viral load decline 4 wks after addition of BOC (TW8)

were summarized and compared using descriptive statistics in poor

IFN responders who achieved SVR vs those who did not.

Results: Baseline factors associated with SVR were HCV 1 subtype

1b versus 1a for both studies and liver fibrosis F0/1/2 vs F3/4 for

SPRINT-2. HCV RNA decline 4 wks following addition of BOC

(TW8) was highly predictive of SVR; no patient in either study with

\3 log10 decline achieved SVR.

Conclusions: HCV Subtype and fibrosis level may differentiate

between responders and non- responders in poorly IFN responsive

patients. Viral load decline at TW8 is also predictive of response in

this population.

PP13-023
Promoter methylation of SOCS-1 predicts treatment response in chronic

hepatitis C patients receiving pegylated-interferon plus ribavirin

Michael W.Y. Chan1, Jian-Liang Chou2, Kuo-Chih Tseng3

National Chung Cheng University, 3Buddhist Dalin Tzu Chi General
Hospital

Background: Suppressor of cytokine signaling-1 (SOCS-1) is a

negative regulator of Janus kinase and signal transducer and activa-

tion of transcription pathway. The study was to investigate the

relationship between methylation of SOCS-1 and sustained virologic

response (SVR) in chronic hepatitis C (CHC) patients receiving

combination therapy with pegylated interferon (PEG-IFN)-alfa and

ribavirin (RBV).
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Methods: A total of 106 CHC patients (51 with genotype 1 and 56

with genotype non 1) treated with PEG-IFN-alfa and RBV were

enrolled into this study. Serum samples at baseline (P), end of

treatment (EOT) and 6 months post treatment (F6) were obtained for

analysis. Methylation status of the promoter region of SOCS-1 was

examined by quantitative methylation specific PCR (qMSP).

Results: The mean methylation level of SOCS-1 was 0.113 (0.04–1.83)/

ml at baseline, then increased to 3.691 (1.69–9.38)/ml at EOT but returned

to 0.271 (0.05–2.25)/ml at F6. The overall SVR rate was 75.5%. Uni-

variate analysis indicated that SVR rate was significantly associated with

genotype, baseline HCV RNA, body mass index (BMI) and higher EOT

SOCS-1 level. Multivariate analysis also showed SVR rate was signifi-

cantly associated with genotype (OR 13.40, 95%CI 1.73–103.58,

P 0.013), baseline HCV RNA (OR 0.19, 95%CI 0.06–0.59, P 0.004), BMI

(OR 0.73, 95%CI 0.56–0.96, P 0.022) and higher EOT SOCS-1 level (OR

1.71, 95%CI 1.11–2.62, P 0.014).

Conclusions: CHC patients with significantly higher SOCS-1 meth-

ylation at the end of treatment demonstrated better virologic response

of combination therapy with PEG-IFN-alfa plus RBV. The role of

SOCS-1 methylation in affecting treatment response deserves further

investigation.

PP13-024
Predictors of treatment success in hepatitis C patients in a tertiary hospital

in Singapore

Yip Benjamin, Aung Myat Oo, Lee Yin Mei, Dan Yock Young, Low How

Cheng, Lee Guan Huei, Lim Kieron, Thwin Maung Aye, Tan Poh Seng,

Lim Seng Gee

National University Health System

Background: Chronic hepatitis C (HCV) treatment outcomes are not

well documented in Asia other than Taiwan. Sustained virologial

response (SVR) in Asians with genotype 1 treated with pegylated

interferon and ribavirin has been high but it is not certain this is

uniform in Asia. Our study aim was to determine the SVR of HCV

patients and factors that determine treatment success.

Methods: The study design was an observational study of patients

treated at the National University Health System from 2001 to 2010.

Inclusion criteria: patients who completed therapy, those with SVR

data available. Exclusion criteria: co-infection with human immuno-

deficiency virus (HIV)/chronic hepatitis B (HBV), renal impairment,

transplant patients (renal and liver). Multivariate analysis was used to

define variables that determine treatment success.

Results: Out of 252 patients, there were 125 genotype 1 (n = 79), 2

(n = 19) and 3 (n = 27) patients that fulfilled inclusion and exclusion

criteria. SVR rates were 64.6, 94.7 and 55.6% respectively. After

multivariate analysis, only early virological response (EVR) [odds

ratio (OR) 16.9 (3.2–90.9)] and higher albumin [OR 1.2 (1.04–1.25)]

were significant.

Conclusions: Predictors of treatment success in our patients were

EVR and higher albumin level. The low SVR in our genotype 3

patients was surprising and warrants further study.

PP13-025
Daclatasvir (BMS-790052), A NS5A Replication Complex Inhibitor,

Combined with Peginterferon-Alfa-2a and Ribavirin in Treatment- Naive

HCV Genotype 1 or 4 Subjects: Phase 2b AI444010 Study Interim Week

24 Results

Christophe Hezode1, GM Hirschfield2, W Ghesquiere3, W Sievert4, M

Rodriguez- Torres5, S Shafran6, PJ Thuluvath7, P Yin8, U Diva9, S

Schnittman10

1 CHU HENRI MONDOR, Creteil, France; 2 Toronto Western
Hospital; 3 Percuro Clinical Research Ltd; 4 Monash Medical
Center; 5 Fundacion De Investigacion De Diego; 6 University Of
Alberta Hospital; 7 Mercy Medical Center; 8 Bristol-Myers Squibb;
9 Bristol-Myers Squibb; 10 Bristol-Myers Squibb

Background: Daclatasvir is a first-in-class, highly selective NS5A

replication complex inhibitor with picomolar potency and broad

genotypic coverage in vitro.

Methods: AI444010 is a randomized, double-blind study in which

treatment-naive patients with chronic HCV genotype 1 (n=365) or

genotype 4 (n=30) infection receive placebo, 20mg, or 60mg daclatasvir

+ peginterferon alfa-2a/ribavirin (peg-alfa/RBV) for 24 or 48 weeks.

Daclatasvir recipients with HCV-RNA\LLOQ (25 IU/mL) at Week 4

and undetectable at Week 10 [Roche COBAS TaqMan High Pure v2.0]

will receive 24 weeks’ triple therapy or 12 weeks’ triple therapy followed

by 12 weeks’ peg-alfa/RBV. Week 24 interim results are reported.

Results: For genotype 1, HCV-RNA was undetectable at Weeks 4 and

12 (eRVR) in 54%, 54% and 14% of daclatasvir 20mg, 60mg and

placebo recipients, respectively. HCV- RNA was undetectable at Weeks

12 (cEVR) in 78%, 75% and 42% of these arms, respectively. cEVR

was achieved in all (12/12) genotype 4 daclatasvir 60mg recipients and

7/12 recipients receiving 20 mg, compared with 3/6 receiving placebo.

Rates of serious AEs (6-8%) and discontinuations due to AEs (4-5% for

daclatasvir arms; 8% for placebo) were consistent across the 20mg,

60mg, and placebo groups. One death occurred (unrelated per investi-

gator; cause unknown) in the daclatasvir 20mg arm. AEs were those

commonly reported for peg-alfa/RBV.

Conclusions: Once-daily daclatasvir + peg-alfa/RBV resulted in

higher rates of early virologic suppression compared with placebo +

peg-alfa/RBV in patients with HCV genotype 1 or 4 infection. The

AE profiles of daclatasvir + peg-alfa/RBV and placebo + peg- alfa/

RBV were comparable.

PP13-026
Alisporivir, a host-targeting antiviral, in combination with Peg- IFN\2a

and ribavirin results in superior SVR and no viral breakthrough in HCV

genotype 1 treatment-na

Bin Li1, Joke Snoeck2, Yanhua Tang3, Christopher Jones4, Weibin Bao5,

Jing Yu6, Yali Li7, Anne-Mieke Vandamme8, Gregoire Vuagniaux9, Kai

Lin10

1Novartis Institutes for BioMedical Research, 2Rega Institute and KU
Leuven, Leuven, 3Novartis Institutes for BioMedical Research, Inc,
Cambridge MA, 4Novartis Institutes for BioMedical Research, Inc,
Cambridge, MA, 5Novartis Pharmaceuticals, East Hanover, NJ,
6Novartis Institutes for BioMedical Research, Inc, Cambridge, MA,
7Novartis Institutes for BioMedical Research, Inc, Cambridge, MA,
8Rega Institute and KU Leuven, Leuven, 9Debiopharm SA, Lausanne,
10Novartis Institutes for BioMedical Research, Inc, Cambridge, MA

Background: Alisporivir (ALV) is an oral pan-genotypic, host-tar-

geting antiviral in phIII development. In the phase IIb ESSENTIAL

study, ALV in combination with Peg-IFN\2a/ribavirin (ALV/P/R)

achieved 100% SVR in HCV genotype (GT) 1 treatment- na.

Methods: HCV sequencing was performed with population sequenc-

ing, confirmed by clonal sequencing. Phenotypic analysis of NS5A

clinical isolates was performed using GT1b replicon shuttle vector.

Results: In this study, ALV/P/R improved SVR in GT1 treatment-

naive patients of all IL28B genotypes, with 100% SVR in the RGT

and ALV/48 weeks arms in CC patients, most frequently seen in

Asian population. 67% of CC patients qualified for shortened treat-

ment. Among ALV-treated CC patients, no VB occurred (0/42).

Overall, 6/215 (2.8%) ALV-treated patients experienced VB; the

majority were associated with P/R dose adjustment/stoppage and/or

suboptimal ALV exposure. D320E in NS5A domain II was seen in

three patients. However, phenotypic assays demonstrated only

*threefold decrease in susceptibility to ALV, suggesting emergence

of D320E or viral resistance is not the primary cause of VB. Patients

carrying resistance mutations to direct-acting antivirals at baseline

responded well and mostly achieved SVR.

Conclusions: In the ESSENTIAL study, ALV/P/R resulted in 100%

SVR and no VB in GT1 treatment-naive patients of CC genotype,

Hepatol Int (2012) 6:67–309 167

123



with nearly 70% of them eligible for shortened therapy. ALV has the

potential to be an essential component of HCV treatment, especially

in the Asian population.

PP13-027
Dual Oral Therapy with the NS5A Inhibitor Daclatasvir (BMS- 790052)

and the NS3 Protease Inhibitor Asunaprevir (BMS-650032) in HCV

Genotype 1b-Infected Null Responders or Ineligible/Intolerant to Pegin-

terferon/Ribavirin

Yoshiyasu Karino1, Joji Toyota2, Takumi Ohmura3, Kenji Ikeda4,

Yoshiyuki Suzuki5, Kazuaki Chayama6, Shoichi Takahashi7, Yoshiiku

Kawakami8, Hiromitsu Kumada9

1Sapporo Kosei General Hospital, Sapporo, Japan; 2Sapporo Kosei
General Hospital, Sapporo, Japan; 3Sapporo Kosei General Hospital,
Sapporo, Japan; 4Toranomon Hospital, Tokyo, Japan; 5Toranomon
Hospital, Tokyo, Japan; 6 Hiroshima University, Hiroshima, Japan;
7 Hiroshima University, Hiroshima, Japan; 8 Hiroshima University,
Hiroshima, Japan; 9Toranomon Hospital, Tokyo, Japan

Background: This ongoing study evaluates daclatasvir, a highly selec-

tive NS5A replication complex inhibitor, combined with asunaprevir, a

potent, selective inhibitor of HCV NS3 protease, in null responder patients

and those ineligible/intolerant to interferon- containing therapy.

Methods: This study enrolled 21 patients with prior null response to

peginterferon alfa (alfa) + RBV (\2 log10 reduction of HCV RNA at

12 weeks; group A) and 22 patients who were ineligible for inter-

feron-containing therapy for medical reasons or who discontinued

alfa/RBV after\12 weeks for intolerance (group B). Patients received

daclatasvir 60mg QD and asunaprevir 200mg BID (initially 600mg

BID in 10/21 subjects in group A) for 24 weeks. Addition of alfa/

RBV was permitted for Group A patients with virologic failure. On-

treatment outcomes through week 12 are reported.

Results: All 43 enrolled patients were Japanese with HCV genotype

1b. HCV RNA was undetectable at Week 12 (cEVR) in approxi-

mately 90% of patients in both Group A (19/21 patients) and Group B

(20/22). The RVR rate was 86.4% in Group B and 52.4% in group A.

Three group A patients discontinued prematurely, 2 for adverse

events and 1 for lack of efficacy requiring addition of peg-alfa/RBV;

1 group B patient discontinued at patient request. One patient had

viral breakthrough before week 12; HCV variants associated with

asunaprevir and daclatasvir resistance were identified. Serious

adverse events included 1 patient with hyperbilirubinemia and gas-

troenteritis, 3 with pyrexia and 1 hypochondriasis.

Conclusions: The dual oral DAA combination of daclatasvir and

asunaprevir, without peg-alfa/RBV, may offer a needed therapeutic

alternative to peg-alfa/RBV-containing regimens for difficult-to-treat

patients.

PP13-028
Efficacy and Safety of Ribavirin plus Pegylated Interferon alfa in Geriatric

Patients with Chronic Hepatitis C

Cheng-Hung Chien1, Ching-Chih Hu2, Chih-Lang Lin3, Yen-Lin Kuo4,

Shuo-Wei Chen5, Jia-Jang Chang6, Cho-Li Yen7, Chun-Yen Lin8, Rong-

Nan Chien9

1 Chang Gung Memorial Hospital, Keelung; 2 Chang Gung Memorial
Hospital, Keelung; 3 Chang Gung Memorial Hospital, Keelung;
4 Chang Gung Memorial Hospital, Keelung; 5 Chang Gung Memorial
Hospital, Keelung; 6 Chang Gung Memorial Hospital, Keelung;
7 Chang Gung Memorial Hospital, Keelung; 8 Chang Gung Memorial
Hospital, Linkou; 9 Chang Gung Memorial Hospital, Keelung

Background: To evaluate the efficacy and safety of pegylated

interferon plus ribavirin therapy in hepatitis C virus (HCV)Vinfected

geriatric patients.

Methods: Ninety-one geriatric patients (age C65 years; group A)

with HCV infection and 91 sex- and HCV genotype-matched middle

aged patients (age 50–64 years; group B as control) were assigned to

receive weekly subcutaneous pegylated interferon (pegIFN) injection

plus weight-based oral ribavirin (RBV) for 24 weeks. The on- and off-

treatment virologic responses were evaluated for treatment efficacy.

Results: In intention-to-treat analysis, the sustained virologic

response (SVR) rate was substantially decreased in the elderly

patients (group A vs. group B, 40.7% vs. 61.5%, respectively, p =

0.005). The SVR rate was significantly lower in geriatric patients than

in middle-aged patients with HCV genotype non-1 (54.3% vs. 82.9%,

p = 0.01), but there was no difference among patients with HCV

genotype 1 (32.1% vs. 48.2%, p = 0.083). In patients achieving a

rapid virologic response (RVR), the SVR rate was higher in both age

groups (58.5% and 78.6%, respectively). Furthermore, the older

patients infected with HCV genotype non-1, who achieved an RVR,

had a similar SVR rate to that of the younger patients. The withdrawal

rate was 13.2% in group A and 7.7% in group B, respectively.

Conclusions: Compared to middle-aged patients, the therapeutic

efficacy of pegIFN plus RBV therapy is slightly lower in HCVVin-

fected geriatric patients with an acceptable withdrawal rate. In view

of prolonged lifespan in geriatric patients, it is worth to treat such

HCV-infected geriatric patients.

PP13-029
High leukocyte mitochondrial DNA copy number is associated

with increase in sustained virological response in chronic hepatitis C

patients treated with peginterferon-a and ribavirin

Kai Shih, Wei-Wen Su, Hsu-Heng Yen, Yu-Chun Hsu, Shun-Sheng Wu,

Mao- Soan Soon, Ta-Tsung Lin, Chin-San Liu

Changhua Christian hospital

Background: Mitochondrial injury and oxidative stress are strongly

associated with chronic hepatitis C (CHC) infection; however, there is

no information on the possible impact of these parameters on

response to interferon-based treatment. This study aimed to elucidate

the possible correlation between leukocyte mitochondrial DNA copy

number and sustained virological response (SVR) in CHC patients

receiving peginterferon and ribavirin combination therapy.

Methods: A total of 112 CHC patients who had completed pegin-

terferon and ribavirin combination therapy for 24 weeks were

analyzed. Quantitative real-time polymerase chain reaction was per-

formed to determine leukocyte mitochondrial DNA copy number and

oxidative damage (8-OHdG content) before treatment.

Results: Multivariate logistic regression analysis revealed that leu-

kocyte mitochondrial DNA copy number C 135 (odds ratio = 2.541,

95% confidence interval = 1.05–6.153, P = 0.039), and high baseline

platelets (91000/cumm, odds ratio = 1.01, 95% confidence interval =

1.003–1.018, P = 0.008) were independent predictors of SVR.

Conclusions: Mitochondrial injury and oxidative stress play impor-

tant roles in the response to peginterferon-a and ribavirin combination

therapy for CHC. The pre-treatment mtDNA copy number may serve

as a predictor of treatment response.

PP13-030
Interferon (IFN)-free treatment with once-daily Alisporivir (ALV)

achieves and maintains high rates of undetectable HCVRNA in a global

population of treatment naive patients with HCV genotype (G) 2 or 3

(VITAL-1 study)

Shiv Sarin1, Teerah Piratvisuth2, Wan-Long Chuang3, Jean-Michel

Pawlotsky4, Robert Flisiak5, Jens Rasenack6, Graham Foster7, Heiner

Wedemeyer8, Wei Zhang9, Claudio Avila10

1 Department of Hepatology, Institute of Liver and Biliary Sciences
(ILBS), New Delhi, India; 2 NKC Institute of Gastroenterology
and Hepatology, Songklanagarind Hospital, Prince of Songkla Hat
Yai, Thailand; 3 Kaohsiung Medical University, Kaohsiung, Taiwan;
4 University Hôpital Henri Mondor, Créteil, France; 5 Medical
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University, Białystok, Poland; 6 Albert Ludwigs University, Freiburg;
7 Queen Mary, University of London, Bart’s and The London School
of Medicine, London; 8 Hepatology and Endocrinology, Medizinische
Hochschule Hannover; 9 Beijing Novartis Pharma Co. Ltd.,
Shanghai; 10 Novartis Pharma AG, Basel

Background: ALV is an oral host-targeting cyclophilin inhibitor with

potent pangenotypic anti- HCV activity and high barrier to resistance.

This is the first study of ALV as IFN-free treatment in a global population

of HCV G2/3 patients. Efficacy and safety up to week 12 is reported.

Methods: International, open-label study of treatment naive G2/3

patients (ratio 3:7), randomized to ALV1000mgQD [ALV1000,

n=83], ALV600mgQD+ribavirin (R) [ALV600R, n=84], ALV800mg

QD+R [ALV800R, n=94], ALV600mgQD+IFN [ALV+P, n=39], PR,

n=40. ALV patients received ALV600mgBID in week 1. RVR (\25

IU/mL) patients remained on initial treatment. Non-RVR patients had

IFN added (ALV+PR) from week 6 to week 24.

Results: 340 patients randomised: 47% Asian, 50% Caucasian. Mean

baseline HCVRNA: 6.1 ±0.9 log10 IU/mL. RVR with IFN-free

ALV-treatment was: 37% ALV600R, 42% ALV800R, 28%

ALV1000 (undetectable HCVRNA increased up to 49% by wk6).

RVR patients maintained HCV clearance in 91–97% at wk 12. Add-

on IFN for non- RVR patients achieved HCV clearance in 92–100%

by wk 12 vs 85% (PR). Treatment was well tolerated with only 2

discontinuations due to AEs in IFN-free arms. Mean total bilirubin

remained \2xULN to week12 and only 1.7% of ALV patients had

hyperbilirubinemia[5xULN, but without ALT elevation. Low rate of

flu-like symptoms and no viral breakthroughs (VB) were demon-

strated in IFN-free arms.

Conclusions: In a global population of treatment naive G2/G3

patients, high viral clearance is achieved and maintained without VB

with a well tolerated IFN-free ALV-therapy. Oral ALV-treatment

shows IFN-free promise in G2/3 patients.

PP13-031
ITPA polymorphisms can predict ribavirin-induced anemia in chronic

hepatitis C patients with genotype 1 infection

Shih-Jer Hsu1, Chen-Hwa Liu2, Tai-Chung Tseng3, Yenh-Chen Hsein4,

Jia-Horng Kao5

1National Taiwan University Hospital Yun-Lin Branch, 2National
Taiwan University Hospital, 3Buddhist Tzu Chi General Hospital,
4National Taiwan University Hospital Yun-Lin Branch, 5National
Taiwan University Hospital

Background: The association between ITPA gene polymorphisms

and ribavirin-induced anemia in chronic hepatitis C patients has been

reported. In this study, we aimed to study the effect of ITPA SNPs on

anemia and treatment outcome in Taiwanese chronic hepatitis C

patients.

Methods: Treatment-induced anemia and virological responses to

pegylated interferon plus ribavirin therapy were evaluated in 140

treatment-naive HCV genotype 1 patients. The ITPA rs1127354

genotypes and IL28B rs8099917 genotypes were analyzed by

molecular methods.

Results: Of 140 patients, 61.9% achieved RVR and 80.3% achieved

SVR. The frequency of rs1127354 CC genotype was 68.6% and CA

genotype was 31.4%. Multivariate analysis revealed old age

([55 year-old) and rs1127354 CC genotype were associated with a

significant drop of hemoglobin at week 4. Among baseline factors,

IL28B rs8099917 genotype but not ITPA rs1127354 genotype could

predict RVR and SVR.

Conclusions: ITPA rs1127354 genotype is a useful predictor of

ribavirin-induced anemia in Taiwanese chronic hepatitis C patients. Its

role in predicting virological responses merits further investigations.

PP13-032
Complete remission hepatitis C (HCV) and chronic lymphocytic leukaemia

(B-CLL) conserved after antiviral therapy

Sergey Lepkov, Irina Suboretseva, Aisurat Gettueva, Alla Kovrigina,

Nikolay Tupicin, Natalia Kuprishina, Tatiana Bylik, Oleg Kolomitcev,

Svetlana Kosura, Gennadiy Storogakov

therapy

Background: In number of studies shown that patients with B-CLL

with HCV infection makes 2–3%. Patients with B-CLL now receive

chemotherapy with rituximab. Chemotherapy with rituximab in

patients with B-CLL and HCV have often develop liver dysfunction.

This required antiviral therapy.

Methods: This research was 12 pts with B-CLL HCV RNA-positive.

All 12 pts have typical immunohistochemistry (IHC) type B-CLL-

CD5+, CD20+, CD19+, CD23+. Among those patients in 2 in

immunohistochemistry (IHC) analysis expression of markers of viral

protein on tumor cells (IHC).

Results: When increased level ALT all 12pts were treated by antiviral

therapy \ V interferon 3.

Conclusions: IHC analysis of B-CLL in patients with HCV is

determining factor for defining antiviral therapy as first line therapy as

key method of treatment.

PP13-033
Lower levels of insulin resistance influence antiviral effect of peginterferon

plus ribavirin in chronic hepatitis C virus (genotype 1) infection

Shinji Iwane, Michiaki Okada, Hiroshi Isoda, Shunya Nakashita,

Hirokazu Takahashi, Yuichiro Eguchi, Iwata Ozaki, Toshihiko Mizuta

Saga University Hospital

Background: Insulin resistance (IR) is an independent factor that

influences viral response to peginterferon (PEG-IFN) plus ribavirin

(RBV) in patients with chronic hepatitis C virus (HCV) genotype 1

infection. However, little is known about how IR causes ineffec-

tiveness of PEG-IFN+RBV. Therefore, we conducted a prospective

study to examine the association between IR and antiviral response to

PEG-IFN+RBV.

Methods: We performed a 75-g oral glucose tolerance test in 60

patients with chronic HCV genotype 1 infection with a high viral load

without diabetes, and 36 patients (15 males; mean age 55.7 years)

with homeostasis model assessment of IR (HOMA-IR) \2.0 were

enrolled. These patients were treated with PEG-IFN.

Results: Two patients dropped because of adverse events. Overall

SVR rate was 82.3% (28/34). Dividing the HOMA-IR level into\1.0,

1.0V1.49 and 1.5V1.99, SVR rate was 91% (10/11), 93% (13/14) and

56% (5/9), respectively. HOMA-IR \1.5 (OR: 9.2, P = 0.026) and

early fibrosis stage were significantly associated with SVR by uni-

variate logistic regression analysis. Two patients who could not

achieve SVR despite HOMA-IR\1.5 had a mutation at residue 70 of

HCV core region, and one had GT heterozygosity in the IL-28B gene

single nucleotide polymorphism (SNP).

Conclusions: HOMA-IR level lower than the conventional cut-off is

associated with antiviral effect of PEG-IFN+RBV. In patients with a

poor response to treatment despite HOMA-IR \1.5, IL28B SNP or

HCV core mutation might be involved.

PP13-034
ITPA genotype rs1127354 predicts the initial reduction of hemoglobin

and neutropenia but not SVR rates in chronic hepatitis C patients treated

with PEG-IFN plus RBV

Tatsuo Miyamura, Tatsuo Kanda, Shingo Nakamoto, Akinobu Tawada,

Shuang Wu, Makoto Arai, Keiichi Fujiwara, Fumio Imazeki,

Osamu Yokosuka

Chiba University, Graduate School of Medicine
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Background: It has been reported that inosine triphosphatase (ITPA)

gene variants protect against ribavirin (RBV)-induced anemia in

patients treated for chronic hepatitis C. IL28B variants also influence

the treatment response of peginterferon (PEG-IFN) plus RBV treat-

ment in these patients. In the present study, we examined how ITPA

and IL28B genotypes have clinical impacts on treatment-induced

anemia, neutropenia, thrombocytopenia and treatment response in

HCV-infected patients treated with the PEG-IFN plus RBV.

Methods: Ninety-seven Japanese patients (44 males, 53 females,

mean age 55.1 years), who were treated with PEG-IFN plus RBV at

Chiba University Hospital were enrolled. ITPA genotypes (rs1127354

and rs6051702) and IL28B genotype (rs8099917) were determined by

TaqMan SNP assay. We compared the clinical background, treatment

course and treatment response with these genotypes.

Results: Seventy-four and 23 patients possessed ITPA rs1127354

major and minor genotypes, respectively, and 59 and 38 possessed

ITPA rs6051702 major and minor genotypes, respectively. Sixty and

37 patients possessed IL28B rs8099917 major and minor genotypes,

respectively. ITPA rs1127354 major genotype was significantly

associated with treatment-induced anemia and neutropenia at 28 days.

Only IL28B rs8099917 major type could predict sustained virological

response (SVR), however, both ITPA genotypes could not.

Conclusions: ITPA rs1127354 is useful for the prediction of RBV-

induced anemia and neutropenia in early phase after the commencement

of PEG-IFN plus RBV treatment and IL28B rs8099917 is useful for the

prediction of SVR. Use of the combination of these genotypes could lead

to safety and effective treatment in chronic hepatitis C patients.

PP13-035
Expression of microRNAs in patients with chronic hepatitis C virus

infection treated with pegylated interferon alpha and ribavirin

Wan-Ling Hsieh, Ya-Wen Cheng, Chiu-Chun Chang, Tan-Hsia Chen,

Tzy-Yen Chen, Chun-Che Lin

Institute of Medicine, School of Medicine, Chung Shan Medical
University

Background: Hepatitis C virus (HCV) infection frequently induces

chronic liver diseases. MicroRNAs (miRNAs) is a class of small

noncoding RNAs that regulate gene expression. Several miRNA

expression patterns associated with therapeutic effects in chronic

hepatitis C (CHC) patients received standard of care therapy.

Methods: Applied Biosystems array-based miRNA expression pro-

filing was performed on plasma obtained from ten healthy donors and

ten HCV-infected patients. Ten miRNAs were verified to be up-reg-

ulated in HCV patients. After literature review, 6 miRNAs (miR-16,

miR-193b, miR-199a-3p, miR-214, miR-222, miR-324-3p) were

chosen to compare the expressions between before and after anti-

HCV treatment with pegylated interferon and ribavirin in 48 HCV

genotype 1 or 2 patients. RNA was extracted from Peripheral blood

leukocytes (PBLs). Expression levels of miRNAs were detected by

quantitative real-time reverse-transcription polymerase chain reaction

(qRT-PCR). The expression of each miRNA relative to RNU6B was

determined using the arithmetic formula (2-GGC).

Results: PBLs from patients with CHC contained higher levels of all

6 miRNAs than from healthy controls (p \ 0.05). After anti-HCV

combined therapy, all miRNAs expression level declined significantly

as comparing to pre-treatment level, and resumed to the level as in

control patients in four miRNAs other than miR-222 and miR-324

(post- Tx vs. control: p \ 0.001 and P = 0.031, respectively).

Conclusions: In all, our study revealed that a number of miRNAs in

PBLs are correlated to the necroinflammation in patients with CHC

and may represent important determinants of the clinical outcome of

therapy in HCV infection.

PP13-036
Changes in Serum Lipid Profile Before and After Interferon Therapy

in Patients with Chronic Hepatitis C

Jae Hee Lim1, Young Seok Kim2, La Young Yoon3, Jung Yeon Seo4, Sang

Gyune Kim5, Seung Won Jeong6, Sae Hwan Lee7, Jae Young Jang8, Hong

Soo Kim9, Boo Sung Kim10

Department of Internal Medicine, Soon Chun Hyang University
College of Medicine, Bucheon, Korea

Background: Chronic hepatitis C is associated with impaired lipid

metabolism. It has recently been reported that lipid profile may be a

useful factor for predicting the efficacy of IFN therapy. The aim of

this study was to compare changes in serum lipid profile before and

after IFN therapy in a sustained viral response (SVR) group and Non-

SVR group.

Methods: 59 patients with chronic hepatitis C who checked a serum

lipid profile before and after IFN therapy between March 2004 and

August 2010, were reviewed retrospectively.

Results: SVR was achieved in 50/59 patients (84.7%) which com-

prised 23 patients in genotype 1, 24 patients in genotype 2 and 3

patients in genotype 6. Five patients was dropped out early due to side

effects of IFN therapy. In comparing the baseline characteristics of

the SVR group and Non-SVR group, the mean age, sex, titer of HCV

RNA, serum TC, TG showed no significant difference, but body mass

index (BMI) was higher in the Non-SVR group (p=0.001). The TG

level of SVR group increased after IFN therapy, that of Non-SVR

group decreased (SVR: DTG = 15.9±47.2 mg/dl, DTG = -16.0±50.7

mg/dl, p[0.05). The TC level of both groups was slightly decreased

after IFN therapy. Initial BMI was the only predictive factor for

success of IFN therapy (OR 0.61,95% CI:0.41*0.89).

Conclusions: The change of serum TG levels showed different pat-

tern in SVR group and Non-SVR group. The change of lipid profile

did not influence SVR achievement but initial BMIwas associated

with SVR.

PP13-037
Single source HCV 1b-infected group results support treatment response,

not IL-28, as accurate predictor of sustained viral response

Hong You, Sandu Liu, Rui Cong, Yong Xie, Haiying Zhang, Lai Wei,

Jie Li, Hui Zhuang, Mingliang Cheng, Jidong Jia

Beijing Friendship Hospital, Capital Medical University

Background: Hepatitis C Virus (HCV) viral and host are the two

main interactive factors to predict treatment response. However,

variation among HCV may affect the evaluation.

Methods: Here we found and utilize a unique single-source HCV 1b-

infected patient group (n = 105) to study issues of treatment. HCV

RNA-positive patients were treated with conventional interferon

alpha-2b plus ribavirin. Clinical markers, HCV RNA and Fibroscan

were detected. Interlukine-28 (IL-28) were also sequenced and eval-

uated with treatment response.

Results: In the 85 patients with positive HCV-antibody, 58 cases

(68.2%) were HCV RNA positive. Among 47 patients under treat-

ment, the viral response at 12, 24, 48 week and sustained viral

response (SVR) at 24 weeks off treatment was 87.2, 87.2, 80.9 and

78.7%, respectively. Surprisingly, none of host factors, including the

reported eight IL-28 polymorphisms (rs12979860, rs8099917,

rs10853728, rs12980275, rs4803219, rs4803223, rs8105790 and

rs28416813) were found being associated with SVR (p = 0.355 to

0.504). However, treatment response at week 24 (odds ratio 5.43,

95% CI 1.76–16.16, p = 0.013) was the best earliest predictor. Fi-

broscan, indicating the degree of fibrosis (odds ratio 1.71, 95% CI

0.88–3.35, p = 0.033), was the only other significant factor to predict

SVR.
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Conclusions: From this unique patient group, conventional interferon

plus ribavirin achieved good treatment outcome. Moreover, treatment

response at 24 weeks proved the most reliable predictor of SVR.

PP13-038
Sustained Viral Response and Boceprevir Resistance Following Combi-

nation Treatment with Boceprevir Plus Peginterferon Alfa- 2a/Ribavirin

in HCV Genotype 1 Prior Relapsers and Non- responders

Fred Poordad1, J.A. Howe2, M. Burroughs3, R.A. Ogert4, L.D. Pedicone5,

D. Hazuda6, A.Y.M. Howe7, S. Flamm8

1 Cedars-Sinai Medical Center; 2 Merck Sharp & Dohme Corp; 3

Merck Sharp & Dohme Corp; 4 Merck Sharp & Dohme Corp; 5 Merck
Sharp & Dohme Corp; 6 Merck Sharp & Dohme Corp; 7 Merck Sharp
& Dohme Corp; 8 Northwestern Feinberg School of Medicine

Background: The RESPOND-2 trial demonstrated significantly

increased SVR for prior non-responders and relapsers when BOC was

added to peginterferon alfa-2b/ribavirin (66% vs. 21% control). We

assessed SVR and resistance when BOC was combined with pegin-

terferon alfa-2a (PEG2a)/ribavirin (R) in patients who met identical

criteria.

Methods: 201 genotype-1 relapsers and non-responders were ran-

domized into to two arms (1:2 ratio). Arm 1 (control) received a

4-week lead-in of PEG2a/R followed by placebo + PEG2a/R for 44

weeks. Arm 2 received a 4-week lead-in of PEG2a/R followed by

BOC + PEG2a/R for 44 weeks.

Results: The addition of BOC after a 4-week lead-in with PEG2a/R

significantly increased SVR: 21% in Arm 1 vs. 64% in Arm 2

(p\0.0001). For patients responsive to interferon (C1-log10 HCV-

RNA decrease after lead-in), SVR was 25% in Arm 1 and 71% in

Arm 2. SVR for patients with poor interferon responsiveness (\1-

log10 decrease) was 0% in Arm 1 and 39% in Arm 2. Samples from

33/44 non-SVR boceprevir treated patients were available for

sequence analysis. RAVs were detected in 1/1 (100%) viral break-

throughs, 3/4 (75%) incomplete virologic responses, 2/9 (22%)

relapsers, and 2/19 (11%) non-responders. By 4-week interferon

response, postbaseline RAVs were detected in 5/10 (50%) subjects

who were poor interferon responders and 2/22 (9%) interferon

responders.

Conclusions: Lead-in with PEG2a/R followed by the addition of

boceprevir resulted in high SVR rates similar to an identical treatment

regimen with peginterferon alfa-2b. Postbaseline RAVs were detected

more frequently in poor interferon responders (50%) than in inter-

feron responders (9%).

PP13-039
Subclinical HCV viremia is more frequent in genotype 1b than non- 1b

patients previously treated with interferon and ribavirin combination

therapy

Chi-Tan Hu

Division of Gastroenterology and Research Centre for Hepatology,
Buddhist Tzu Chi Hospital

Background: Before November 1 2009, according to the guidelines

by the Bureau of National Health Insurance of Taiwan, chronic HCV

infection was only allowed to treat with interferon and ribavirin

combination therapy for 6 months, irrespective of the HCV

genotypes.

Aims To compare the seroepidemiological data (especially HCV-

RNA) between HCV genotype 1b and non-1b patients with normal

ALT levels after discontinuation of interferon therapy for 6 months.

Methods: We conducted a hospital-based study. The patients who

were treated for 6 months with normal ALT levels after 6 months

were recruited. HCV-RNA levels were checked by Roche qualitative

assays (Cobas Amplicor).

Results: Between January 2007 and January 2010, a total of 130

patients had normal ALT (\40 mg/dl) after discontinuous interferon

therapy for 6 months. Comparing the groups of HCV genotype 1b (85

cases) with non-1b patients (45 cases), 18.4 vs. 4.3% had detectable

viremia (p \ 0.05).

Conclusions: Subclinical HCV viremia of genotype 1b is more fre-

quent in patients previously treated with interferon and ribavirin

combination therapy. The pathophysiology of subclinical HCV vire-

mia remains to be elucidated.

PP13-040
Revisit of stopping rule for hepatitis C genotype 1 patients treated

with peginterferon plus ribavirin

Ming-Lung Yu1, Chen-Hua Liu2, Chung-Feng Huang3, Chia-Yen Dai4,

Wan-Long Chuang5, Jia-Horng Kao6

1Kaohsiung Municipal Ta-Tung Hospital, Kaohsiung Medical
University Hospital, Kaohsiung Medical University, Kaohsiung,
Taiwan, 2Department of Internal Medicine, National Taiwan
University Hospital, Taipei, Taiwan., 3Kaohsiung Medical University
Hospital, Kaohsiung, Taiwan, 4Kaohsiung Medical University
Hospital, Kaohsiung, Taiwan, 5Kaohsiung Medical University
Hospital, Kaohsiung, Taiwan, 6National Taiwan University Hospital,
Taipei, Taiwan.

Background: Current stopping rule of peginterferon/ribavirin com-

bination therapy for hepatitis C virus genotype-1 (HCV-1) patients is

based on early virological response (EVR, defined as [2 log10 viral

reduction at treatment week 12). We aimed to explore rapid stopping

rule at week 4 with viral and host factors.

Methods: 528 peginterferon/ribavirin-treated HCV-1 patients were

randomly allocated into training and validation sets (ratio, 1:2). Inter-

leukin-28B rs8099917 genotype and on-treatment virological responses

were evaluated to determine the negative predictive value (NPV) of

achieving an sustained virological response (SVR, undetectable HCV

RNA throughout 24-week posttreatment follow-up period).

Results: In training set, we identified that poor week 4 responses

(W4R), defined as HCV RNA decline \1 log10 IU/mL at week 4

(group A) or[10,000 IU/mL/non-TT genotype (group B) had a highest

NPV at 95%, which was further confirmed in validation set. Allover,

poor W4R could identify 43.4% (59/136) nonresponders at week 4 with

a NPV of 95% and only lost 0.8% (3/396) of potential responders.

Multivariate analysis revealed that poor W4R was the most important

negative predictor (odds ratio/ 95% confidence intervals: 49.01/

13.70–175.37), followed by non-EVR. With the strategy of sequential

stopping rules, 53.7 % (73/136) of the non- responders could be iden-

tified (43.4% at W4, and 11.3% more at W12), compared to that of

40.4% by using classical 12-week stopping rule.

Conclusions: Rapid and sequential stopping rules, based on on-

treatment virological responses and IL28B genotype, could rapidly

identify more patients not responding to peginterferon/ribavirin with a

high negative predictive value.

PP13-041
Impact of age on virological response and relapse in patients with chronic

hepatitis C (CHC) treated with peginterferon alfa-2a (40KD) (PegIFNa2a)

plus ribavirin (RBV): Final results from the PROPHESYS multinational

non-interventional cohort study

Andrew Aronsohn1, Ioan Ancuta2, Florin3, Antonio4, Alessandra5,

Jatinder6, Giovanni Faria7, Manuela8, Fayez9, Hugo10

1 University of Chicago Medical Center, Chicago, IL, United States;
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Hepatol Int (2012) 6:67–309 171

123



Background: Patient age was investigated as a predictor of viro-

logical response (VR) in CHC patients enrolled in the PROPHESYS

database.

Methods: Mono-infected treatment-naive patients (N=6625) prescribed

PegIFNa2a/RBV in accordance with local labels were stratified by age

at enrolment (B65 years [n=6276] vs.[65 years [n=349]) and analysed

for VR (HCV RNA\50 IU/mL) at weeks 2, 4 (RVR), 12 and at end of

treatment and after 24 weeks of untreated follow-up (SVR). Multiple

logistic regression (MLR) analysis including age as a dichotomous

variable evaluated baseline factors associated with SVR.

Results: RVR rates were numerically lower in patients aged[65 vs.

B65 years across HCV G1 (21.6% vs. 27.2%), G2 (80.7% vs. 85.1%)

and G3 (60.0% vs. 74.2%), respectively. In G1 patients, SVR was

lower (29.8% vs. 43.0%) and relapse higher (43.1% vs. 26.7%) in

patients [65 vs. B65 years (both p=0.0002), respectively. SVR and

relapse-rates were similar among G2 and G3 patients [65 vs. B65

years. The positive predictive value of RVR for SVR was comparable

between age groups in G1 patients (B65yr: 68.6%;[65yr: 66.7%) but

higher in older G2/G3 patients. In a MLR analysis in G1 patients,

older age was associated with lower SVR rates (OR=1.64; 95% CI

1.17–2.29; p=0.0038), when adjusted for other baseline factors sig-

nificantly associated with SVR.

Conclusions: Patients aged [65 years tended to have inferior on-

treatment VR compared with younger patients. In G1 patients, older

age was a significant independent predictor of lower SVR and was

associated with higher relapse rates.

Acknowledgement: Funded by Roche, Basel, Switzerland.
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The PROPHESYS multinational cohort study in chronic hepatitis C

(CHC): Final results from 7163 naive, mono-infected patients treated

with peginterferon alfa (PegIFNa)/ribavirin (RBV) worldwide

Patrick Marcellin1, Manuela Curescu2, Geoffrey M. Dusheiko3, Gabriella

Lengyel4, Alessandra Mangia5, Denis Ouzan6, Massimo Puoti7, Maribel
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and Pharmacy Timisoara, Timisoara; 3 Royal Free and University
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Background: Here we present final virological response-rates and

predictors of sustained virological response (SVR) in treatment-naive

mono-infected patients with hepatitis C virus (HCV) treated with

PegIFNa/RBV in PROPHESYS, a large, multinational, non- inter-

ventional cohort study.

Methods: PROPHESYS comprised 3 country-specific cohort studies

of patients receiving treatment for CHC in accordance with local

label. According to country-specific requirements PROPHESYS 1

observed only patients prescribed PegIFNa\2a (40KD) (PEGASYS�)/

RBV, while PROPHESYS 2 and 3 observed patients prescribed

PegIFNa2a (40KD) or PegIFNa2b (12KD) (PegIntron�) plus RBV.

Virological response (defined as HCV RNA \50 IU/mL) was ana-

lysed at weeks 2, 4 (RVR), 12 and end of treatment and after 24

weeks of untreated follow-up (SVR).

Results: G1 patients (n=4520) had the lowest RVR and SVR rates

and highest relapse rates compared with genotypes 2 (n=1025), 3

(n=1259), 4 (n=317) and 5+6 (n=28) (RVR/SVR/Relapse [%]: 27/42/

27; 85/71/11; 74/61/16; 40/41/27 and 54/68/21, respectively). The

positive predictive value of RVR for SVR remained comparable

across genotypes (63V87%). In G1 patients, baseline factors

significantly associated with SVR (p\0.05) were similar to those

reported in randomised clinical trials. Of patients with end of treat-

ment response (n=5303), 15% (n=796) were inputted as SVR failures

due to incomplete follow-up.

Conclusions: On-treatment response and SVR rates in the overall

PROPHESYS population varied widely by genotype. In the most

difficult-to-cure group (G1), 26.5% of patients achieved an RVR, the

majority of whom also achieved an SVR (68%).

Acknowledgement: Funded by Roche, Basel, Switzerland.

PP13-043
A case of rhabdomyolysis in a patient treated with Pegylated interferon a

and ribavirin for chronic hepatitis C

Yun Young Kim, Sang Goon Shim

Samsung Changwon Hospital, Sungkyunkwan University School
of Medicine, Changwon, Korea

Background: The current stardard treatment for chronic hepatitis C is

the combination of ribavirin with Pegylated interferon alfa. The most

common side effects of pegylated interferon a are influenza like

symptomes, hematological abnormalities, cardiovascular symptoms,

gastrointestinal symptoms, pulmonary dysfunction, depression, and

retinopathy. But rhabdomyolysis is rare side effect.

Methods: The patient was 45-year-cold man with chronic hepatitis

C(genotype Ib) for 4 years. He had treated with pegylated interferon a
and ribavirin for 12 months. After 44 weeks of treatment, the patient

was chill and febrile.

Results: He was diagnosed as Rhabdomyolysis.

Conclusions: We reported a case of rhabdomyolysis during pegy-

lated interferon a and ribavirin therapy in a patient with chronic

hepatitis C.

PP13-044
Sustained virological response rate of treatment with Interferon \ plus

ribavirin for Chronic hepatitis C: Higher in Iranian patients compare

to other studies

Mohammadhassan Kazemi1, Seyed Alireza Taghavi2, Sanaz Jokar3,

Laleh Hamidpour4

Gastroenterohepatology Research Center, Shiraz University
of Medical Sciences, 2Gastroenterohepatology Research Center,
Shiraz University of Medical Sciences, 3Department of Internal
Medicine, Shiraz University of Medical Sciences,
4Gastroenterohepatology Research Center, Shiraz University
of Medical Sciences

Background: Interferon \ (INF \) plus ribavirin (RBV) has been used

for treatment of chronic hepatitis C (CHC) with the rate of sustained

virological response (SVR)44–47% compare to the PEG INF\ plus

RBV with SVR

Methods: A total of 161 (145 male and 16 female) with diagnosis of

CHC were enrolled. Eligibility criteria were age

Results: From 161 patients, 31 dropped out from study, 5 were non-

responder and therapy discontinued due to lack of early virological

response.

At the end of treatment, PCR was positive in 22, (no End of treatment

response) and negative in the remaining 103 (end of the treatment

response).

Six months after, 29 had positive and 74 patients had negative

PCR (SVR in 74 patients). A total of 74 (56.9%) patients from 130

achieved SVR (undetectable plasma HCV RNA 24 weeks after the

last dose of treatment).

Conclusions: SVR rate of 41–47% achieved with INF\ plus ribavirin in

most studies. Higher response rate was observed in Caucasian compare

to African American population. We found that Iranian population had a

higher SVR compare to other studies, 56.9% versus 44–47%.
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PP13-045
Sustained virological response achieved by peginterferon/ribavirin ther-

apy reduces hepatocellular carcinoma and mortality in advanced fibrosis

Kuo-Chin Chang, Tsung-Hui Hu, Chao-Hung Hung, Jing-Houng Wang,

Sheng-Nan Lu, Chien-Hung Chen, Yi-Hao Yen, Chi-Sin Changchien,

Chuan- Mo Lee

Kaohsiung Chang Gung Memorial Hospital, Chang Gung University
College of Medicine, Taiwan

Background: We evaluated the predictive factors of sustained viro-

logical response (SVR) and the effects of pegylated interferon (peg-

IFN) and ribavirin (RBV) therapy on the incidence of and the risk

factors for hepatocellular carcinoma (HCC) development and mor-

tality in HCV-related advanced fibrosis patients.

Methods: 358 such patients who had received peg-IFN and oral RBV

for 24 or 48 weeks were Analyzed.

Results: Of the 358 patients, 217 (60.6%) achieved SVR. During a

median follow-up of 55 months, HCC developed in 31 patients

(22.0%) with non-SVR and 15 (6.9%) with SVR (p\ 0.001). At the

1st, 3rd and 5th year of follow-up, the cumulative incidences of HCC

for all patients were 3.2%, 7.3% and 11.6% respectively; for the SVR

group, 0.9%, 4.5%, and 5.0% respectively, and for the non-SVR

group, 3.7%, 7.7% and 15.0% respectively. Using Cox regression

analysis, old age (hazard ratio (HR):2.31, 95% CI: 1.23–4.33), non-

SVR (2.72; 1.48–5.18) and low platelet count (B100x109/L) (2.83;

1.53–5.23) were independent predictors for HCC development, while

old age (5.82; 1.30–26.06) and non-SVR (3.85;1.20–12.32) were

independent predictors of liver-related death. Further, a lower platelet

count was an independent risk factor for HCC in patients who

achieved SVR (3.80; 1.31-10.98).

Conclusions: Pegylated-interferon plus RBV therapy significantly

reduced the risk of HCC and liver related death, especially among

SVR patients. Old age and non-SVR were risk factors for HCC

development and mortality in patients with HCV-related advanced

fibrosis. A lower platelet count was an independent risk factor for

HCC, even in those who achieved SVR.

PP13-046
Independent risk factors for development of hepatocellular carcinoma

in patients with chronic hepatitis C after sustained response to peginter-

feron and ribavirin combination therapy

Kuo-Chin Chang1, Chuan-Mo Lee2, Sheng-Nan Lu3, Jing-Houng Wang4,

Chao-Hung Hung5, Chien-Hung Chen6, Sheng-Chieh Lin7, Yi-Hao Yen8,

Ming-Chao Tsai9, Tsung-Hui Hu10

1Chang Gung Memorial Hospital-Kaohsiung Medical Center,
Kaohsiung, Taiwan; 2Kaohsiung Chang Gung Memorial Hospital
and Chang Gung University College of Medicine, Kaohsiung,
Taiwan

Background: Antiviral therapy could prevent the development of

hepatocellular carcinoma (HCC) in patients with hepatitis C virus

(HCV). However, HCC still develop in a portion HCV patients after

sustained virologic response (SVR). The aim of present study is to

evaluate the risk factors of HCC development in HCV patients after

SVR to peg-IFN combination therapy.

Methods: Chronic HCV patients (871) who achieving SVR were

followed up (medium duration 32.9 months) for the occurrence of

HCC.

Results: During a median follow-up period of 32.9 months, HCC

developed in 13 patients with SVR. Cumulative incidence of HCC

was 0.8 % in 1-year, 1.2 % in 3-year, and 3.0 % in 5-year. Kaplan–

Meier analysis revealed that old age.

Conclusions: The current study demonstrated that HCV patients with

old age, advanced hepatic fibrosis, and low platelet count at baseline

of HCV therapy need more close follow-up even after SVR to peg-

IFN combination therapy.

PP13-047
Peginterferon and ribavirin therapy for thrombocytopenic chronic

hepatitis C patients : a single center experience

Sung-Mao Tsai, Cheng-Yuan Peng, Hsueh-Chou Lai, Wen-Pang Su,

Po-Heng Chuang, Jung-Ta Kao, Chia-Hsin Lin

None

Background: We retrospectively analyzed the efficacy and discon-

tinuation rate of peginterferon (PegIFN) and ribavirin (RBV)

combination therapy in chronic hepatitis C (CHC) patients with

thrombocytopenia.

Methods: A total of 700 treatment-na.

Results: Baseline factors including older age, female, lower white

count, lower hemoglobin, higher AST, higher METAVIR inflamma-

tory activity, and higher METAVIR fibrosis stage, and PegIFN and

RBV dose reduction rates were significantly associated with throm-

bocytopenia. The overall discontinuation rates were 13.3% (genotype

1) and 3.8% (genotype 2/3) and were similar among groups. The SVR

rates were 68.1% (genotype 1) and 91.5% (genotype 2/3) per protocol

analysis. Genotype 1 patients with thrombocytopenia had a similar

RVR rate but a significantly lower complete EVR and SVR rates than

the other two groups. The RVR, complete EVR and SVR rates in

genotype 2/3 patients were similar among groups. Genotype and

baseline viral load were significantly associated with RVR. Multiple

logistic regression analysis identified RVR as the only independent

predictor for SVR in thrombocytopenic patients (OR = 8.124, 95%

CI: 1.621–40.709, P = 0.011).

Conclusions: Thrombocytopenic CHC patients had similar discon-

tinuation and RVR rates but a significantly lower complete EVR and

SVR rates only in genotype 1 patients than the other two groups. RVR

was the only independent predictor for SVR in thrombocytopenic

patients.

PP13-048
BI 201335 (novel HCV protease inhibitor): Japanese 4-week multiple

rising dose Phase II trial—final results

Shuhei Nishiguchi1, Yoshiyuki Sakai2, Makoto Kuboki3, Satoshi

Tsuematsu4, Yasuhisa Urano5, Wataru Sakamoto6, Gerhard Steinmann7,

Masao Omata8

1Hyogo College of Medicine; 2Hyogo College of Medicine;
3Kurashiki Medical Center; 4Kitasato Institute Hospital; 5Nippon
Boehringer Ingelheim Co., Ltd.; 6Nippon Boehringer Ingelheim Co.,
Ltd.; 7Boehringer Ingelheim Pharma GmbH & Co. KG; 8Yamanashi
Central Hospital, University of Tokyo

Background: Phase II trials SILEN-C1-3 demonstrated rapid and

potent viral load reduction in patients treated with BI 201335 plus

PegIFN/RBV compared with PegIFN/RBV alone in both treatment-

na.

Methods: This is a randomised, double-blind, placebo-controlled trial

investigating BI 201335 120 mg and 240 mg once daily (QD) in TN

patients and 240 mg QD in an open-label group with TE patients. In

all groups, BI 201335 (or placebo) plus PegIFN/RBV was adminis-

tered for 4 weeks, followed by PegIFN/RBV for 44 weeks.

Results: 16 TN and 6 TE patients (4 null responders and 2 relapsers)

were enrolled. An interim analysis demonstrated rapid decline of viral

load in BI 201335 treated patients. RVR for placebo, BI 201335

120 mg QD and 240 mg QD groups in TN cohort were 0% (0/4), 83%

(5/6) and 100% (6/6), respectively. RVR for previous null responder

and relapser in TE cohort were 50% (2/4) and 100% (2/2), respec-

tively. This trial is being analyzed but final SVR24 data will be

presented at the congress. BI 201335 plus PegIFN/RBV was well-

tolerated. Although the number of patients enrolled was small, fre-

quency of adverse events were similar to observations in previous

trials of Euro-American cohorts.
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Conclusions: The data support the ongoing global phase III studies of

doses ranging from 120 mg QD to 240 mg QD including Japan.

(ClinicalTrials.gov identifier: NCT00947349)

PP13-049
Erythrocyte magnesium, adipokines, and insulin resistance in viral hep-

atitis C patients

Wang-Sheng Ko, Chih-Hung Guo, Pei-Chung Chen, Min-Yi Shih, Yin-Yin

Myint

Kuang Tien General Hospital

Background: Patients with chronic hepatitis C are known to have a

high incidence of metabolic disturbances. However, adipokines

influence the inflammatory response and insulin sensitivity and con-

tribute to development of metabolic abnormalities. This study aimed

to evaluate the associations of erythrocyte essential mineral magne-

sium (Mg), adipokines, inflammation, and insulin resistance (IR)

status.

Methods: Hepatitis C patients with non-alcoholic fatty liver disease

(n = 25) and age- and sex- matched healthy subjects (n = 25) were

enrolled. Major anthropometric and biochemical measures included

body mass index (BMI), waist to hip ratio (WHR), fasting glucose and

insulin, plasma high-sensitivity C-reactive protein (hs-CRP), adipo-

kines (leptin and adiponectin), and erythrocyte Mg concentrations. IR

was also estimated using fasting glucose and insulin by homeostasis

model assessment (HOMA).

Results: Compared with healthy controls, patients had dramatically

higher blood concentrations of hs-CRP, leptin, fasting insulin and

glucose, and decreased adiponectin and erythrocyte Mg concentra-

tions. Associations between lower Mg status, increased hs-CRP,

HOMA and leptin/adiponectin ratio in those patients were also found.

Conclusions: Hepatitis C had a significant impact on essential min-

eral Mg metabolism, adipokines, and IR status. It suggests that Mg

homeostasis is limited in chronic viral hepatitis C may interfere with

adipokines secretion and further affect the inflammation and IR.

PP13-050
Efficacy and safety of treatment in older patients with chronic hepatitis C

Chih-Ming Lin1, Cheng-Yuan Peng2, Hsueh-Chou Lai3, Jung-Ta Kao4,

Wen-Pang Su5, Sung-Mao Tsai6

1China medical university hospital; 2China medical university, China
medical university hospital; 3China medical university, China
medical university hospital; 4China medical university, China
medical university hospital; 5China medical university, China
medical university hospital; 6China medical university, China
medical university hospital

Background: We retrospectively analyzed the efficacy and safety of

peginterferon alfa and ribavirin combination therapy in patients with

chronic hepatitis C (CHC) older than 65 years.

Methods: A total of 701 treatment-na.

Results: By ITT analysis, there were no significant differences in

discontinuation rates among them: 8.6%, 9.0% and 12.3% for A, B,

and C, respectively. Eighty-eight percent of the discontinuations in

group C patients were attributed to symptoms. There were no sig-

nificant differences in rapid virological response (RVR) and

sustained virological response (SVR) rates among them: RVR:

56.1%, 50.1%, and 58.5%; SVR: 78.1%, 70.0%, and 73.8%, for

groups A, B, and C, respectively. By ITT analysis, male, higher

platelet, higher creatinine, lower viral load, genotype 2/3, and IL28B

rs12979860 CC genotype were significantly associated with RVR,

and higher platelet, genotype 2/3, RVR, complete EVR, and treat-

ment duration [80% were significantly associated with SVR in

group C patients. Multiple logistic regression analysis identified

RVR as the only predictor for SVR (OR = 7.97, 95% CI:

1.402–45.147, P = 0.019).

Conclusions: Older patients showed similar efficacy and discontin-

uation rates as younger patients. The majority of the discontinuations

were due to symptoms. IL28B rs12979860 CC genotype was signif-

icantly associated with RVR and RVR is the only independent

predictor for SVR

PP13-051
Dynamic changes of HCV specific CTL granzyme and perforin of chronic

HCV patients during Peg-IFN-2a treatyment

Jun Li, Yaping Han, Longfeng Jiang

The First Affiliated Hospital with Nanjing Medical University

Background: To investigate the changes of the frequency and

function of HCV-specific-CTLs of chronic HCV patients before and

after Peg-IFN-2a treatyment, explore the relationship between these

changes and antiviral efficacy.

Methods: By using flow-cytometry-technique with HLA-A0201

restrict epitope HCV core and NS3, we dynamically quantitatively

detected the frequency of HCV-specific-CTLs in the peripheral blood

of the HCV patients and the expression of granzyme-B/perforin in the

CTLs, meanwhile, measured the HCV-RNA and ALT levels in the

serum, and analyzed the relations between the changes of frequency

and function of HCV- specific-CTLs and ALT level, HCV clearance.

Results: �The results of the 2th W, 4th W, 12th W after Peg-IFN-2a

treatment showed that the frequency of HCV-specific-CTLs signifi-

cantly higher than that before treatment; `The peak value of the

granzyme/perforin in specific CTLs appeared in the 12th W after Peg-

IFN-2a treatment. The CTL level began to decrease in the 24th W

after treatment and returned to the same level as it before treatment in

the 48th W.´The frequency, granzyme and perforin of HCV Core

specific CTL of Patients whose serum HCV RNA level in the 4th W

after Peg-IFN-2a treatment dropped more 2 log and HCV-RNA

became negative after treatment were significantly higher than that

before treatment.

Conclusions: Peg-IFN-2a treatment could increase the frequency of

HCV specific CTLs in the peripheral blood of HCV patients and the

expression of HCV specific granzyme and perforin;The high exp-

reesion of HCV specific granzyme and perforin might play a

important role in the clearance of HCV.

PP13-052
Shorter duartion of treatment in genotype 2 and 3 can achieve sustained

virological response

Sudhamshu K.C., Sandip Khadka, Dilip Sharma

National Academy of Medical Sciences

Background: Chronic hepatitis (CH) C due to genotype 2/3 when

treated with pegylated interferon and ribavarine for 24 weeks shows

sustained viral response in over 80% of patients. Those who have

acquired HCV infection after IV drug abuse do no continue treatment

due to long duration. This study was aimed to see if shorter duration

can attain sustained viral response in those patients.

Methods: Fifty consecutive patients of HCV CH who has acquired

HCV after IV drug abuse were enrolled in this study (group 1). Same

numbers of patients with other routes of transmission were taken as

control (group 2). Patients in group 1 achieving RVR were random-

ized (1:1) to be treated for 12 weeks with 180 mcg of pegylated

interferon alpha 2b (group 1A) and 12 weeks with 180 mcg plus 135

mcg for next 4 weeks (group 1B). Those not achieving RVR were

treated for 24 weeks. Group 2 patients were treated for 24 weeks.

Results: Two patients in group 1 didn’t achieve RVR. There was two

drop out in each group 1A and 1B. End treatment response was 95%

(21/22) and 100% in respective group. Sustained virological response

was 86% (19/22) and 91% (20/22). Six patients didn’t achieve RVR

in group 2. End treatment response was seen in 90%. Eighty-eight

percent patients showed SVR. There was no drop out in group 2.
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Conclusions: Twelve or 16 week treatment was as efficacious as

24 week therapy in genotype 2 and 3 HCV CH. Further study with

large number of patient is required.

PP13-053
Effects of IL28B genotype and hepatic ISG activation on treatment

response in chronic hepatitis C patients treated with PEG-IFN plus RBV

Tatsuo Miyamura, Tatsuo Kanda, Shingo Nakamoto, Shuang Wu, Keiichi

Fujiwara, Fumio Imazeki, Osamu Yokosuka

Chiba University, Graduate School of Medicine

Background: Interleukin28B (IL28B) binds to cell surface receptors,

in turn, activates Janus kinase (JAK)-signal transducers and activators

of transcription (STAT) pathways and possesses anti-viral activity. It

has been reported that IL28B genotype affects on treatment outcomes

of peginterferon (PEG-IFN) plus ribavirin (RBV) therapy against

chronic hepatitis C patients. STAT1 also reported to be an important

IFN stimulated gene (ISG) related with treatment response. We

examined the association between hepatic ISG activation, IL28B

genotype and treatment response in Japanese patients infected with

HCV genotype 1.

Methods: IL28B rs8099917 were determined by TaqMan SNP assay

in HCV-positive patients. The effects of IL28B genotype on treatment

response were investigated in HCV genotype 1 patients with higher

viral loads. We also examined ISG activation in pre- treatment liver

biopsy samples by immune-histochemical staining. Furthermore we

analyzed the relation between ISG activation and treatment response

in HCV-patients treated with peginterferon plus ribavirin.

Results: Serum gamma-GTP levels were higher in IL28B minor

group than that in IL28B major group. Among HCV genotype 1

patients with higher viral loads, the proportion of non-EVR or null

responder was higher in IL28B minor group than that in IL28B major

group. IL28B genotypes and hepatic STAT1 activation, one of ISGs,

are independent predictors of response to treatment with peginter-

feron plus ribavirin in chronic hepatitis C patients.

Conclusions: Predictive values for SVR of treatment with peginter-

feron plus ribavirin in chronic hepatitis C patients are improved by the

addition of hepatic ISG activation to IL28B genotypes.

PP13-054
A choice for patients of compensated cirrhotic hepatitis C with thrombo-

cytopenia: splenectomy with subsequent antiviral treatment

I-Shyan Sheen, Chun-Yen Lin, Wen-Juei Jeng, Chien-Hao Huang, Chang-

Wen Huang

Chang Gung Memorial Hospital, LinKou Medical Center

Background: Thrombocytopenia is the critical obstacle to get the

hope of cure for the cirrhotics hepatitis C. Eltrombopag is effective to

increase platelet count for the therapy of pegylated interferon and

ribavirin (PR). However, it is not permitted by FDA for thrombo-

embolic event. Splenectomy is indicated for symptomatic

hypersplenism. But, it is an invasive intervention. This study is to

assess the benefit of splenectomy with subsequent PR for hepatitis C

cirrhotics with thrombocytopenia.

Methods: This is a retrospective analysis of prospective cohort. The

benefit of splenectomy was explained to those with hepatitis C

compensated cirrhotics, platelet counts\90 9 103/ml and had strong

intention for PR. PR was prescribed after smooth splenectomy. HCV

genotyping and quantification of HCV-RNA were checked. Sustained

virological response (SVR) was defined as non-detectable serum

HCV-RNA at 24 weeks after completion of treatment. The response

were compared with patients participating eltrombopag trial.

Results: There were 34 compensated cirrhotic CHC patients (17

males, 17 females, a median age of 55.9 years) with platelet counts

\90 9 103/ml, received splenectomy and PR treatment subsequently.

Their post-operative courses were uneventful. Seventeen were geno-

type 1b and 17 were genotype non1. The median hemogram counts

before splenectomy, before PR treatment and nadir during PR treat-

ment were 5.9 9 103/ml, 20.35 9 103/ml, 12.3 9 103/ml of platelet,

3.55 9 103/ml, 6.8 9 103/ml, and 3.7 9 103/ml of WBC. The SVR

was 68.7% and 76.5% of patients of genotype 1 and non1.

Conclusions: Splenectomy is safe in selected adults of CHC, com-

pensated cirrhotics with thrombocytopenia. Subsequent treatment

with pegylated interferon and ribavirin can achieve a good SVR.

PP13-055
Response to peginterferon-alpha 2b and ribavirin in Japanese elderly

HCV GT-1 patients in clinical practice

Tatsuo Kanda, Shingo Nakamoto, Tatsuo Miyamura, Shuang Wu,

Akinobu Tawada, Makoto Arai, Keiichi Fujiwara, Fumio Imazeki, Osamu

Yokosuka

Chiba University, Graduate School of Medicine

Background: Recently, protease inhibitors (PIs) have been approved

for treatment against HCV genotype (GT)-1 patient. However, triple

combination therapies with PIs are not applicable to all elderly

patients. Effectiveness of peginterferon alpha-2b plus ribavirin ther-

apy in patients infected with HCV GT-1 was investigated.

Methods: Between 2006 and 2009, 68 HCV GT-infected Japanese

patients (age [65 years) treated with peginterferon alpha-2b plus

ribavirin were enrolled (45 males, 23 females, age 68.2 ± 1.7 years).

Sixteen, 44 and 8 patients were treated for 24, 48 and 72 weeks,

respectively. Epidemiological data and treatment outcomes were

retrospectively analyzed. HCV RNA was measured with COBAS

AMPLICOR HCV Monitor Test v. 2.0.

Results: The overall sustained virological response (SVR) rate was

33/68 (48.5%). SVR were obtained 2/16 (12.5%), 25/44 (56.8%) and

6/8 (75%) in 24, 48 and 72 week-treatment groups, respectively. In 18

patients (26.4%), treatments were stopped: 16 and 2 patients stopped

to be administered by 24 and 48 weeks, respectively. Only 26 patients

(38.2%) achieved adherence to medication (80/80/80).

Conclusions: Adherence to medication also seems to play an

important role in the eradication of HCV in patients [ 65 years old. If

stopping rule was strictly applied, peginterferon alpha-2b plus riba-

virin treatment could be useful for treating some of the elderly

patients.

PP13-056
Predictors for high serum triglyceride levels in patients with chronic

hepatitis C undergoing peginterferon and ribavirin therapy

Hsueh-Chou Lai, Cheng-Yuan Peng, Wen-Pang Su, Po-Heng Chuang, Jon-

TaKao, Sheng-Hung Chen

China medical university hospital, China medical university,
Taichung, Taiwan

Background: Predictors for high serum triglyceride (TG) level in

patients with Chronic hepatitis C (CHC) treated with Peginterferon

(PEG-IFN) and ribavirin have not been entirely studied. We aimed to

study the incidence and predictors of elevated TG levels (100 mg/dL)

during treatment.

Methods: Patients with CHC were treated with PEG-IFN alfa 2a or

2b plus ribavirin for 24 or 48 weeks from Sep 2003 to Aug 2011. All

patients with alcoholism, type 2 DM, baseline TG 200 mg/dl, fasting

blood sugar 126 mg/dl or glycosylated hemoglobin(HbA1c) .5, co-

infection of hepatitis B virus, previous IFN-based therapy and the

treatment of PEG-IFN-based less than 24 weeks were excluded. TG

was measured at baseline, weeks 4, 8, 12, 24, end of treatment and

24-weeks after end of treatment.

Results: 273 males and 279 females with CHC were included in the

study. There were 99 (17.9%) out of all patient with elevated TG

during treatment. Higher baseline platelet (p = 0.20), fasting blood

sugar (p \ 0.01), HbA1c (p = 0.02), Insulin resistance (HOMA-IR)

(p \ 0.01), Total cholesterol (p \ 0.01), low-density lipoprotein

cholesterol (p = 0.02), steatosis grade (p = 0.01) and PEG-IFN alfa-
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2a (p = 0.02), and lower high-density lipoprotein (p = 0.03) were

associated with elevated TG during treatment. After logistic regres-

sion, total cholesterol (161–200 mg/dL, Odds ratio (OR) 2.52, 95%

confidence interval (CI) = 1.16–5.49, p = 0.02; [201 mg/dL, OR

2.84, 95% CI = 1.11–7.28, p = 0.03) and HOMA-IR (2.1–3.5, OR

2.14, 95% CI = 1.03–4.44, p = 0.04; [3.51, OR 3.87, 95%

CI = 1.64–9.13, p = 0.02) proved to be the independent predicator

with elevated TG.

Conclusions: Our data suggest that total cholesterol and HOMA-IR

were strongly associated with elevated TG during treatment in CHC

patients.

PP13-057
Increased hepatitis C viral load and reactivation of liver disease in HCV

RNA-positive patients (pts) with chronic lymphocytic leukaemia (CLL)

disease undergoing chemotherapy

Sergey lepkov, Irina Suboretseva, Aisurat Gettueva, Alla Kovrigina,

Svetlana Kosura, Oleg Kolomiycev, Tatiana Bylik, Pyrvin Zeinalova,

Tatiana Kondratieva, Gennadiy Storogakov

Therapy

Background: In a number of studies have shown that frequency of a

hepatitis C virus in patients with B-cell non Hodgkin lymphoma

(NHL) the high. In this research we studied liver dysfunction during

chemotherapy with rituximab and level RNA of a hepatitis C in

patients with CLL.

Methods: Among 178 pts with CLL was 12 pts HCV RNA-positive.

Median age was 62 years. Serum level of HCV-RNA before of the

beginning of treatment was from 1.

Results: Increased level of HCV-RNA during chemotherapy were

observed in all 12 pts and was from 5.3.

Conclusions: In our research at 12 patients simultaneously with

increase level l.

PP13-058
Antiviral activity of GS-9451, an HCV specific NS3 protease inhibitor,

in a three-day, dose-ranging, monotherapy study in patients with genotype

1 hepatitis C infection

Jenny Yang, Hongmei Ho, Hadas Dvory-Sobol, Eric Lawitz, Lisa

Moorehead, Anita Mathias, William Delaney, John McHutchison

Gilead Sciences

Background: GS-9451 is equipotent against genotype (GT) 1a/1b

with EC50 of 7–10 nM. We characterized antiviral activity and

resistance of GS 9451 in chronic HCV-infected patients.

Methods: Treatment-na.

Results: GS-9451 was well tolerated. Median (Q1, Q3) maximal

HCV RNA reductions from baseline were -0.88 (-1.24, -0.64),

-3.19 (-3.31, -2.94) and -3.64 (-4.08, -3.54) log10 IU/mL in

GT1a 60, 200, and 400 mg cohorts, respectively, and -3.48 (-3.54,

-3.03) log10 IU/mL in GT1b 200 mg cohort. Median half-life ran-

ged from *14–18 hours. Day 3 mean Ctau were *6- and *17-fold

above protein-binding adjusted mean EC50 in 200 and 400 mg

cohorts. No resistance mutations detected in GS-9451 60 mg cohort.

Single mutations at NS3 R155 and D168 were identified in 13/17

GT1a and 4/7 GT1b patients in 200 or 400 mg cohorts. Deep

sequencing detected treatment- emergent mutations 24-hours post-

initial dose in 6/7 patients tested. Long-term follow-up resistance

surveillance identified 3/7 patients with R155 mutation persisting at

Week 24 post-treatment. Patient isolates with substitutions at R155 or

D168 had reduced susceptibility to GS 9451 in vitro, but maintained

wild-type susceptibility to tegobuvir (non-nucleoside NS5B inhibi-

tor), GS-6620 (nucleotide inhibitor), GS-5885 (NS5A inhibitor), IFN-

alpha, and ribavirin.

Conclusions: GS-9451 demonstrated potent antiviral activity in

GT1a/1b HCV-infected patients. Once-daily dosing with GS-9451

200 mg is being evaluated in combination regimens with and without

peg-interferon and ribavirin.

PP13-059
Therapeutic efficacy of peg-interferon and ribavarin treatment of chronic

Hepatitis C patients in a community hospital in Taiwan

Chih Sheng Wu, Yu Line Huang, Chi-Chieh Yang, Yung-Hsiang Yeh,

Chien-Hua Chen, Yi- Jen Fang, Yu Tsai Liu, Shin-Rong Su, Ping-Hung

Chan, Tai-Tien Chung

Gastroenterological Society of Taiwan

Background: Observation study of efficacy analysis for chronic

Hepatitis C patients who treated with peg-interferon and ribavarin.

Methods: Chronic hepatitis C patients meet the criteria of (1) per-

sistent elevation of transaminase (2) viremia, was treated by peg-

interferon and ribavarin. Chronic hepatitis C patients who continued

peg-interferon (alfa-2a or alfa-2b) and ribavarin treatment more than

24 weeks were analyzed since 2007. Periodic virology, serology,

biochemistry data are obtained for therapeutic efficacy analysis.

Results: 403 patients are included. Their mean age is 54.2±11.1

years old, male: female ratio 60.5%:39.5%. The baseline mean ALT

is 155.0±121.8 U/L, The baseline mean HCV RNA level is 5.54±

1.28 log10 IU/ml. The mean therapeutic duration is 28.1±8.8 weeks.

In the efficacy analysis: the mean ALT level after therapy 1 month

(M1): 46.8±43.8 U/L, 3 months (M3): 48.1±48.3 U/L, 6 months

(M6): 46.2±47.3 U/L, 6 months after end of treatment (EOT):

43.1±47.9 U/L. The viral responses are as follows: RVR: 51.5%.

EVR: 86.3%, EOT: 91.7%. SVR: 76.5%. The SVR rate of genotype

1b is 71%, and SVR rate of non-genotype 1b is 92.1%. The factors

related to SVR are: male gender, low baseline HCV RNA titer, non-

genotype 1b, over 50% decrease from baseline in ALT at month 1. No

significant difference in the SVR rate of peginterferon alfa-2a and

peginterferon alfa-2b.

Conclusions: From the data of this observation study, peg-interferon

and ribavarin therapy in chronic hepatitis C is effective in viral

clearance and normalization of liver function.

PP13-060
Preliminary study for new therapy of virus C infection in liver transplant

Vincenzo morabito, Giancarlo Ferretti, Simone Novelli, Gilnardo Novelli

Sapienza University

Background: Although HCV is a hepatocellular pathogen, there is

increasing evidence that the virus can infect and persist in other cells.

In particular, granulocytes and monocytes/macrophages are known to

constitute extra-hepatic sites for HCV replication and dissemination.

The aim of this study was to apply Adacolumn apheresis as a possible

therapeutic alternative to conventional drug therapy in the manage-

ment of HCV infection.

Methods: Seven patients who received liver transplantation for Virus

C-related cirrhosis were eligible for the study. The patients underwent

five 1-hour sessions for 5 consecutive days. First treatment was per-

formed in the anhepatic phase of liver transplant with the intent to

early reduce infected granulocytes and monocytes/macrophages. The

patients were evaluated during the 5 days after inclusion with

6-month follow-up.

Results: Early apheretic treatment in anhepatic phase and for the

following 4 days after transplant determined low viral load in four LT

patients, negative viral load in two patients and an increase in viremia

values in one patient. At follow up the viremia load was stable in 6

patients without an increase of transaminases levels. At the end of

treatment cycle almost all immune cells of six patients showed

maintained CD4+/CD8+ T cells ratio.

Conclusions: Although this study investigated the responses in a

small number of patients, it was shown that Adacolumn changed the

cellular immunity and promoted an early virological response.
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PP13-061
Impact of race (Asian vs. Caucasian) on SVR and relapse in chronic

hepatitis C (CHC) patients treated with peginterferon alfa-2a (40KD)

(Peg-IFN a-2a[40KD]) plus ribavirin (RBV): Final analysis from the large

multinational non-interventional real-world PROPHESYS cohort study

Patrick Marcellin1, Carmine Coppola2, Dragan Delic3, Abr Ferreira4,

Dominique Larrey5, Ludovico Tallarico6, Manuela Schmitz7, Fernando

Tatsch8, Donald Jensen9

1 Hôpital Beaujon, Clichy, France; 2 Unità Operativa Epatologia ed
Ecografia Interventistica Ospedale Gragnano, Naples, Italy; 3 Clinic
for Infectious Disease, Clinical Center Serbia, Belgrade, Serbia; 4

Division of Infectious Disease, Federal University of São Paulo, São
Paulo, Brazil; 5 Liver Unit, Hôpital Saint-Eloi, Montpellier, France; 6

Divisione di Medicina, Ospedale Elena D’Aosta, Naples, Italy; 7 IST
GmbH, Mannheim, Germany; 8 Roche, Basel, Switzerland; 9 Center
for Liver Diseases, Chicago, IL, United States

Background: Here we compare virological response (VR) with Peg-

IFNa-2a/RBV in Asian vs. Caucasian HCV genotype 1 (G1) and G2/3

patients from the large multinational PROPHESYS cohort study.

Methods: Data are from 5572 HCV mono-infected treatment-naive

G1 (n=3767) and G2/3 (n=1805) patients enrolled in PROPHESYS

documented as Asian (n=100) or Caucasian (n=5472). Treatment with

Peg-IFNa-2a/RBV was prescribed in accordance with local labels.

VR (HCV RNA \50 IU/mL) was analysed at weeks 2, 4 (RVR), 12,

at end of treatment, and after 24 weeks of untreated follow-up (SVR).

Baseline predictors of relapse were explored by multiple logistic

regression analysis.

Results: Among G1 patients, cirrhosis was more common in Cau-

casians (32.9% vs. 19.4%), while in G2/3 patients cirrhosis was more

common in Asians (47.8% vs. 21.3%). Mean ALT ratio was higher in

Asian patients across genotypes while mean baseline HCV RNA was

similar across genotype and race. G1 Asian patients had higher rates

of RVR (49.1% vs. 27.6%) and SVR (54.7% vs. 43.6%) and lower

relapse rates (12.1% vs. 27.0%) compared with G1 Caucasian

patients; in G2/3 patients there was little difference in VR or relapse

between Asians and Caucasians. The positive predictive value of

RVR for SVR was similar across genotypes and race (65.4–71.4%).

Race was not a significant predictor of relapse in G1 or G2/3 patients;

however, the number of Asians in this analysis was low.

Conclusions: Asian race was associated with differences in baseline

characteristics, and SVR tended to be higher in Asian patients vs.

Caucasian G1 patients.

Acknowledgement: Funded by Roche.

PP13-062
Interm Analysis of an Open Labelled, Active Controlled, Two arm,

Parallel- Group study of the safety and efficacy of the oral formulation

of Oral Iodine Complex (RENESSANS) administered alone and in combi-

nation with standard interferon therapy in patients suffering

from Chronic HCV Hepatitis

Muhammad Nasir1, Ghiasul Hassan2, Israr Toor3, Fawad Zia4, Imran

Hassa5, Ghiasun Nabi6

1Post Graduate Medical Institute, Lahore, Pakistan; 2 Post Graduate
Medical Institute, Lahore

Background: Chronic HCV is one of the commonest ailment in

Pakistani community.Standard interferon and ribavirin is considered

to be standard of care in view of cost and convenience for the patients.

RENESSANS have long been used in central Asian states for chronic

HCV. No clinical data is available to prove this claim. This study has

been conducted to evaluate safety and efficacy of Iodine Com-

plex(RENESSANS) IN HCV.

Methods: Patients have been divided in three groups, Group I ORAL

RENESSAN 5gm. TDS,Group II a,ORAL RENESSAN 5gm TDS

+INTERFERON ALPHA 2b 3 MU+RIBAVIRIN 15mg/kg,Group II b

INTERFERON ALPHA 2b 3 MU +RIBAVIRIN 15mg/kg. 30

patients for each arm have been randomized in response guided

therapy i-e RVR and EVR will be treated for 6months and 12 months

respectively.

Results: Interm analysis show decline in mean ALT at baseline and at

3 months in Groups, I-76IU to 48IU, IIa-76 to 23 and IIb-80 to 21 IU.

Antiviral response i-e RVR in Group IIa 80%, Group IIb 66.7%{

difference is 13.3% p value\.0001} and in group I is 0.00%.EVR in

Group IIa 96.6%, Group IIb is 87.6% and Group I is 3.3%. Non

responder in Group II a is 1(3.3%) and in Group IIb is 3(10%). Two

patients in group IIa had SAE[grade IV Thrombocytopenia, acute

psychosis]which completely resolved.

Conclusions: Iodine Complex (RENESSANS) is safe and has a

beneficial role when added to the standard of care therapy for Chronic

HCV Patients.

PP13-063
Factors affecting sustained virologic response in chronic hepatitis C

K. G Akko, L Kuzucu, G Ersan, S Senger

Tepecik Education and Research Hospital

Background: The aims of this study were to assess the affects of age,

gender, ALT levels at the beginning and existence of histologic ste-

atosis and early virologic response on sustained virologic response in

patients with chronic hepatitis C who had treatment for the first time.

Methods: The study included 44 patients with chronic hepatitis C

who were treated with weight-based dosing regimen for pegylated

interferon and ribavirin from January 2006 to January 2010.

Results: All the patients had genotype 1 and treated for 48 weeks.

Early virologic response is defined as serum HCV RNA negativity or

decrease by 2 log (10) or more. Sustained virologic response is

defined as HCV RNA negativity at week 24 of follow-up. The data

needed like the patients ages, gender, ALT levels, histologic steatosis

and HCV RNA levels were collected retrospectively. Among 44

patients included in the study early virologic response was detected in

38 (%81.8), sustained virologic response was detected 32 (%72.7).

We found no relation between the patients ages, gender, ALT levels

and histologic steatosis with sustained virologic response. But sus-

tained virologic response is more frequent in patients with early

virologic response compared to unresponsive ones (p \ 0.05).

Conclusions: As a summary in this study early virologic response

predicts sustained virologic response according to logistic regression

analysis.

PP13-064
Factors linked to severe thrombocytopenia during antiviral therapy

in patients with chronic hepatitis C and pretreatment low platelet counts

Kung-Hung Lin, Ping-I Hsu, Hsien-Chung Yu, Chun-Ku Lin, Wei-Lun

Tsai, Wen-Chi Chen, Hoi-Hung Chan, Kwok-Hung Lai

Attending doctor

Background: Baseline low platelet count (\150,000/gL) increases

the risk of on-treatment severe thrombocytopenia (platelet count

\50,000/gL) in patients with chronic hepatitis C (CHC) undergoing

antiviral therapy, which may interrupt treatment. The purpose of this

study was to identify risk factors for severe thrombocytopenia during

treatment for CHC in patients with baseline thrombocytopenia.

Methods: Medical records were reviewed for 125 patients with

CHC treated with antiviral therapy according to the standard

of care, with regular follow-up examinations. Early platelet

decline was defined as platelet decrease during the first 2 weeks of

therapy.

Results: Severe thrombocytopenia developed in 12.8% of patients

with baseline thrombocytopenia, and predicted a higher therapeutic

dropout rate. Multivariate analysis revealed baseline platelet count

\100,000/gL and rapid early platelet decline ([30% decline in the

first 2 weeks) were significantly associated with severe thrombocy-

topenia (P \ 0.001 and 0.003, odds ratios, 179.22 and 45.74,

Hepatol Int (2012) 6:67–309 177

123



respectively). In these patients, baseline PLT100,000/gL and lack of

rapid early platelet decline predicted absence of severe thrombocy-

topenia (negative predictive values were 95.1% and 96.6%,

respectively). In contrast, baseline platelet count \100,000/gL com-

bined with rapid early platelet decline predicted severe

thrombocytopenia (positive predictive value was 100%).

Conclusions: For patients with CHC on antiviral therapy, baseline

platelet counts \100,000/gL and rapid early platelet decline can

identify patients at high risk of developing on-treatment severe

thrombocytopenia.

PP13-065
Baseline high viral load and unfavorable pattern of alanine aminotrans-

ferase change predict virological relapse in patients with chronic hepatitis

C obtaining rapid virological response during antiviral therapy

Kung-Hung Lin, Hsien-Chung Yu, Ping-I Hsu, Wei-Lun Tsai, Wen-Chi

Chen, Feng-Woei Tsay, Kwok-Hung Lai

Attending doctor

Background: Rapid virological response (RVR) strongly predicts

sustained virological response (SVR) in patients with chronic hepa-

titis C (CHC) and abbreviates antiviral therapy in some patients. This

study aimed to identify the factors predicting virological relapse (VR)

in CHC patients attaining RVR.

Methods: One hundred and thirty-three CHC patients with RVR

completing 24 weeks of antiviral therapy (in accordance with the reg-

ulations of the Bureau of National Health Insurance, Taiwan) were

included for analysis. Baseline characteristics and on-treatment

responses were compared between the patients with SVR and those with

VR. Patients with normal alanine aminotransferase (ALT) levels at

week 4, week 12, and end-of-treatment (EoT), and those with elevated

but constantly decreasing ALT levels were classified as having favor-

able patterns of ALT change. A trend of increasing ALT levels between

weeks 4 and 12 or between weeks 12 and EoT was classified unfavor-

able. A high viral load (HVL) was defined as a baseline HCV RNA.

Results: One hundred and thirty patients attained an EoT virological

response (ETVR), including 116 (87.2%) with SVR and 14 (10.5%)

with VR. Univariate analysis revealed that use of peginterferon-\-

2b, lower baseline AST and ALT levels, HVL, and unfavorable ALT

patterns were associated with VR. Multivariate analysis demonstrated

that HVL (p = 0.015, OR 14.754) and unfavorable ALT pattern

(p = 0.039, OR 4.397) independently predict relapse.

Conclusions: A 24-week antiviral therapy achieves a high SVR rate

in CHC patients attaining RVR. Patients with baseline HVL and on-

treatment unfavorable ALT patterns are predisposed to VR and may

benefit from a 48-week therapy.

PP13-066
Successful Dali Bo’s solution hydropathic compress and antihistamines

treatment severe eczema due to interferon-\ therapy: two case reports

Zhengxiao Li, Fanpu Ji, Zhenhui Peng, Hong Deng

The Second Affiliated Hospital, College of Medicine, Xian Jiaotong
University

Background: Combination therapy with IFN-\-2b and ribavirin is the

current standard of care for chronic hepatitis C (CHC) infection. The

most common cutaneous side-effects during IFN-\ therapy are

injection site reaction and eczematous dermatitis. We present here

two cases of IFN-\ induced severe eczema successful treatment with

Dali Bo’s solution hydropathic compress and oral antihistamines

without systemic or topical corticosteroids and/or premature treat-

ment withdrawal.

Methods: Case 1, a 58-year-old male treated with PEG-IFN-\-2b

(80 g, weekly) plus ribavirin for CHC presented with severe eczem-

atous dermatitis accompany with obvious itching around the left ankle

joint and the dorsal surface of right hand that had occurred 3 months

after starting antiviral treatment.

Case 2, a 19-year-old female with CHC treated with IFN-\-2b (5MU,

thrice weekly) plus ribavirin presented with pruritic papular ery-

thematous eruptions on the inner side of the right upper arm one

months after initial antiviral treatment.

Results: Both of them were started on oral levocetirizine 5 mg daily

and Dali Bo’s solution (dilution, 1:100) hydropathic compress

approximately 15 minutes thrice daily. The skin lesions were dra-

matically improved by this association of treatments. In case 2,

complete regression of eczema after 10 days treatment. In case 1,

cutaneous lesions nearly resolved after 3 weeks treatment. Both of

them had completed 48 weeks treatment without dose modification of

IFN-\-2b and ribavirin, and achieved SVR.

Conclusions: The severe eczema associated with interferon injection

can be treated with Dali Bo’s solution hydropathic compress and oral

antihistamines without systemic or topical corticosteroids adminis-

tration and/or premature treatment withdrawal.

PP13-067
Efficacy of Rikkunshito for gastrointestinal symptoms and depression

in patients with chronic hepatitis C receiving pegylated interferon

and ribavirin therapy

Koichi Takaguchi, Nobuyuki Baba, Tomonori Senoo, Takuya Baba, Kozo

Kawai

Kagawa Prefectual Central Hospital

Background: Patients with chronic hepatitis C receiving pegylated

interferon and ribavirin (PEG IFN + RIB) therapy are likely to suffer

from gastrointestinal symptoms and depression early in the treatment.

In this study, we used the Gastrointestinal Symptom Rating Scale

(GSRS) and Self Rating Questionnaire for Depression (SRQ-D) to

determine the effect of Rikkunshito on GI symptoms and depression

that occur early in the course of PEG IFN + RIB therapy.

Methods: We evaluated 19 patients with chronic hepatitis C who

received PEG IFN + RIB therapy from March to July 2010. Patients

consisted of 10 men and 9 women (mean age 60), 9 with genotype 1b

and high viral load, and 10 with genotype 2a, 2b and high viral load.

Results: Before starting PEG IFN + RIB, the mean GSRS and SRQ-

D scores were 1.4 + 0.3 and 8.1 + 6.2, respectively. After 1 month,

the mean GSRS and SRQ-D scores increased to 1.6 + 0.4 and

9.9 + 5.1, and after 2 months both scores increased further to

1.7 + 0.5 and 11.6 + 6.3, showing that GI and depressive symptoms

worsened during the course of antiviral treatment. Meanwhile, Ri-

kkunshito was administered after 2–3 months of PEG IF + RIB

therapy and the change in mean GSRS and SRQ-D scores were

evaluated. Before Rikkunshito treatment, the mean GSRS and SRQ-D

scores were 2.2 + 0.5 and 12.3 + 4.4; after a month, the scores

became 2.3 + 0.3 and 11.8 + 5.1.

Conclusions: These results suggest that Rikkunshito does not lead to

rapid improvement in GI symptoms, but it may ameliorate PEG

IFN + RIB-induced symptoms of depression. Conclusion: we suggest

that Rikkunshito is useful in improving PEG IFN + RIB-induced

depression.

PP13-068
The effecting risk factors on the results of peg-interferon alpha and riba-

virin therapy in HCV genotype 1 patients

Kandemir, Rahmet Guner, Tansu Yamazhan, Bahar Tasdelen, Ilker Alakus

APASL

Background: Investigating the risk factors on the results of peg-

interferon alpha + ribavirin therapy in HCV genotype 1 patients

Methods: 158 patients with chronic HCV infection from 3 centers,

who received standard therapy for 48 weeks were included.

Results: The mean age was 50.6 (19–81) years, 71% was male.

Biyopsi was performed in 113 patients. Early virological response

(EVR) was 86.7%, HCV-RNA negativity was %77.2 at 24th week. At

the end of the therapy the response was 72.2%, sustained virological
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response was 57.6%. The patients having EVR showed lower GGT

levels and stages than the nonresponsive patients (p = 0.018,

p = 0.000). Similar results were obtained at 24th week (p = 0.015,

p = 0.000). The higher levels of GGT, ALT, stage and existence of at

least one comorbidity were the effecting factors at the 48th week

therapy (p = 0.001, p = 0,000, p = 0.040, p = 0.005). The rate of

SVR was higher in younger patients (p = 0.012). The Hb levels of

EVR positive patients were lower than the patients who had RNA

decrease lower than 2 log at 1st, 2nd and 3rd months.

Conclusions: Serum GGT, ALT levels, stage, age, existence of a

comorbidity were the effecting factors on the treatment responses. Early

Hb decrease could be a predictive factor on the estimation of the EVR.

PP13-069
Durability of Sustained Virologic Response After Pegylated Interferon

Alfa and Ribavirin Combination Therapy in Chronic Hepatitis C Patients

Kanghun Koh, Inhee Kim, Bumsu Choung, Seonghun Kim, Sangwook

Kim, Seungok Lee, Sooteik Lee, Daeghon Kim

Chonbuk National University Medical School, Jeonju-si, Korea

Background: The reappearance rates of hepatitis C virus (HCV)

RNA after the achievement of sustained virologic response (SVR)

with pegylated interferon (PEG-INF) alfa and ribavirin combination

therapy has been reported variously. This study was aimed to assess

the durability of SVR in chronic hepatitis C (CHC) patients treated

with PEG- INF alfa and ribavirin.

Methods: We reviewed the long-term follow-up data of 76 CHC

patients who achieved an SVR with PEG-IFN alfa and ribavirin

therapy. Serum biochemical parameters for liver function, serum

qualitative HCV RNA assays, and radiologic studies were performed

every 6 months during the follow-up period.

Results: Among the 76 patients, 68 patients (53 with HCV genotype 1,

15 with HCV genotype 2, 3) were followed up for more than 6 months.

These 68 patients were aged 50.3±13.0 years, and 47 of them were

male. The median follow-up duration was 36 months (range 6–78). Only

one patient (1.5%) showed reappearance of serum HCV RNA during

follow up. Interestingly, one patient with cirrhosis who achieved SVR

developed hepatocellular carcinoma during the follow up period.

Conclusions: Reappearance of HCV RNA after achievement of SVR

with PEG-IFN alfa plus ribavirin combination therapy was very rare.

But, advanced CHC patient with SVR by antivirals remain at risk for

hepatocellular carcinoma.

PP13-070
Virological response to treatment of chronic hepatitis C in adolescents

infected with genotype 1 and 4 HCV

Malgorzata Pawlowska, Malgorzata Pilarczyk, Ewa Smukalska,

Waldemar Halota

Collegium Medicum N.Copernicus University

Background: The aim of the study was evaluation of the virological

response during treatment with pegylated IFN-alpha and ribavirin 64

children with chronic hepatitis C.

Methods: Children were divided into two groups: group 1 vs.

infected with G1 HCV (n = 39), group 2 with G4 HCV (n = 25).

Median baseline viral load in children with G1 HCV was

612 9 103 IU/mL, with G4 HCV 381.5 9 103 IU/mL, median ALT

activity 37 U/L and 39 U/L, respectively. No child had liver disease

greater than grade 2, stage 2. During the study serum HCV RNA in

TW 12—EVR, TW 48—ETR and W 72—SVR with PCR method

(Roche TaqMan) were evaluated.

Results: SVR achieved 32 (50%) children, 22/39 (56%) with G1

HCV and 10/25 (40%) with G4 HCV. Baseline VL and ALT activity

were lower in responders than in NR (Me: 502 9 103 IU/mL, vs.

586 9 103 IU/mL) (NS); and 33 U/L, vs. 45 U/L, p = 0.00037

respectively. No differences in treatment response depending on age

or HCV genotypes were observed.

EVR achieved 40 children, 28/39 (72%) from group 1 and 12/25

(48%) from group 2 (p = 0.06), SVR 22/28 (78%) and in 10/12

(83%) with EVR, respectively. In children with G1 HCV more

relapses were observed. In all with SVR, HCV RNA have been

undetectable 2–5 years after.

Conclusions: 1. Treatment efficacy of CHC in children was high in

both groups of children, higher in G1 HCV.

2. High number of relapses in children infected with G1 HCV sug-

gests longer treatment duration.

PP13-071
Results of retreatment for relapser of peginterferon and ribavirin

according to BNHI guideline Nov 2009: treat genotype non-1 first

and treat genotype Ib 48 weeks

Chi Chen

GI-Hepatology section

Background: To investigate the results of retreatment in relapsers

with chronic hepatitis C treated with peginterferon and ribavirin

according to BNHI 2009 in Chia-Yi christian hospital.

Methods: There were 795 patients received interferon and ribavirin

therapy since Oct. 2003. 516 patients had complete HCV-RNA data

to define SVR or relapse. There were 284 SVR (55%), 120 relapser

(23%), 32 nonresponder (6%), and 79 withdrawal from treatment

(15%) by ITT. According to BNHI 2009, the relapsers had the chance

to retreat with peginterferon and ribavirin since Nov 2009. The results

of retreatment were collected including SVR, relapse, null response,

non-responder and withdrawal failure.

Results: There were 92 relapsed patients included since Nov 2009

according to BNHI guildline. There were 58 relapser (63%) wished to

retreat with peginterferon and ribavirin. At Jun 30 2011, there were 42

patients who had completed the course of standard treatment with the

data of SVR, relapse, null response, nonresponder and withdrawal

failure.

Conclusions: According to BNHI 2009, genotype non-1 patients had

higher SVR rate (60%) and treated in 24 weeks with RVR. Relapser

with genotype non-1 maybe treat first. In genotype Ib relapser, higher

retreatment relapse rate in RVR with only 24 weeks of treatment not

related to pretreatment viral load. 48 weeks of retreatment in geno-

type Ib relapser could get higher SVR rate (61.9%).

PP13-072
Effect of pegylated interferon alpha and ribavirin combination therapy

according to the stage of liver fibrosis in chronic hepatitis C patients

Hyun Seok Lee, Soo Young Park, Won Young Tak, Young Oh Kweon

Kyungpook National University Hospital

Background: The combination therapy with peginterferon alfa and

ribavirin showed low response rate in hepatitis C patients with

advanced fibrosis and cirrhosis, but few data are available in Korean

patients. We assessed the effect of combination therapy according to

the stage of liver fibrosis.

Methods: We reviewed a total of 109 patients with chronic hepatitis

C, treated with peginterferon alfa and ribavirin, retrospectively. End

of treatment response (ETR) and sustained virologic response (SVR)

according to the stage of liver fibrosis by pretreatment liver biopsy

and genotype were analyzed.

Results: Data from 66 genotype 1 patients (60.5%) and 42 genotype 2

(38.5%) and 1 genotype 3 (1%) among 109 patients were analyzed.

Genotype 1 patients in fibrosis stage 0–2 showed significantly higher

ETR (86.8% in stage 0–2, 60.7% in stage 3–4, P = 0.014) and SVR

(78.9% in stage 0–2, 32.1% in stage 3–4, P \ 0.001) than in fibrosis

stage 3–4. SVR in stage 3–4 was especially low, 32.1%. Genotype 2 or 3
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patients showed no significant differences in ETR (100% in stage 0–2,

94.4% in stage 3–4, P = 0.233) and SVR (92.0% in stage 0–2, 77.8% in

stage 3–4, P = 0.184) according to the fibrosis stage. The adverse

events showed no significant differences according to the fibrosis stage.

Conclusions: Because combination therapy in chronic hepatitis C

patients showed low response rate in genotype 1 patients with advanced

fibrosis, early treatment before the progress of liver fibrosis is needed in

genotype 1 patients with advanced fibrosis. Liver biopsy can be used to

assess liver fibrosis stage and to expect treatment responses.

PP13-073
Low P2/MS value is significantly associated with more frequent adverse

event during pegylated interferon plus ribavirin treatment in chronic

hepatitis C patients

Yun Bin Lee, Eun Sun Jang, Eun Ju Cho, Min Sun Kwak, Su Jong Yu,

Jeong- Hoon Lee, Yoon Jun Kim, Jung-Hwan Yoon, Hyo-Suk Lee

Seoul National University College of Medicine, Seoul, Korea

Background: The influence of hepatic fibrosis degree on adverse event

and treatment response in pegylated interferon (Peg-IFN) plus ribavirin

treatment in chronic hepatitis C (CHC) patients has not been fully

elucidated. In this study, we aimed to evaluate the effect of hepatic

fibrosis on Peg-IFN plus ribavirin treatment by using an effective

noninvasive marker for hepatic fibrosis, P2/MS [(platelet count [109/

L])2/(monocyte fraction [%] segmented neutrophil fraction [%])].

Methods: Consecutive patients who underwent Peg-IFN plus ribavirin

treatment for CHC at Seoul National University Hospital between

November 2006 and August 2009 were included. We identified the

predictors for adverse events requiring dose reduction and sustained

virologic response (SVR) by multivariable logistic regression analysis.

Results: A total of 118 patients (mean age, 54.2 years; male, 46.6%)

were included. During treatment, 65 patients (55.1%) experienced sig-

nificant adverse events (e.g., cytopenia) that required dose reduction of

Peg-IFN or ribavirin. Low P2/MS value was an independent risk factor

for frequent adverse events (odds ratio, 0.991; P = 0.019). Multivari-

able analysis showed that low baseline HCV RNA level (P = 0.001),

genotype 2 (P = 0.006) and high cumulative Peg-IFN dose (P = 0.041)

were independent risk factors for high SVR rate. However, P2/MS value

was not significantly associated with SVR rate (P = 0.448).

Conclusions: This study indicates that low P2/MS value which

reflects severe hepatic fibrosis is significantly related to frequent

adverse events, but not to low SVR rate during Peg-IFN plus ribavirin

treatment for CHC. Therefore, closer observation for adverse events

and appropriate dose modification of drugs might be required in

patients with low P2/MS value.

PP13-074
Peginterferon lambda-1a (Lambda) shows superior viral response

with improved safety and tolerability versus peginterferon alfa-2a (alfa-

2a) in patients with chronic HCV infection (G1/2/3/4): EMERGE phase 2b

through Week 12

Maribel Rodriguez-Torres1, Laura Ishak2, David Fontana3, Dong Xu4,

Todd Gray5, Mariaarantxa Horga6, Jan Hillson7, JC Lopez-Talavera8,

Stefan Zeuzem9

1 Fundacion de Investigacion De Diego, San Juan, Puerto Rico; 2

ZymoGenetics/ Bristol-Myers Squibb; 3 ZymoGenetics/ Bristol-Myers
Squibb; 4 Bristol-Myers Squibb Company; 5 ZymoGenetics/ Bristol-
Myers Squibb; 6 Bristol-Myers Squibb Company; 7 ZymoGenetics/
Bristol-Myers Squibb; 8 Bristol-Myers Squibb Company; 9 Klinikum
der Johann-Wolfgang Goethe- Universität

Background: Lambda exerts antiviral effects through a unique

receptor with limited distribution and is expected to have an improved

profile compared to alfa interferons.

Methods: 526 treatment-naı̈ve patients with HCV G1, 2, 3 or 4

received ribavirin and weekly Lambda (120, 180 or 240lg) or alfa-2a.

Study was double-blinded until Week 12 analyses of safety and viral

response (undetectable by Roche COBAS HPS TaqMan v2.0 at Week

4 [RVR] or Week 12 [cEVR, primary efficacy analysis]). 346 patients

had IL28B host genotyping (rs12979860) for exploratory analyses.

Results: Baseline characteristics were similar across arms. Compared

with alfa-2a, Lambda viral response rates were significantly greater

(p\0.05) for RVR at 180gg and 240gg doses in patients with HCV

G1/4 (5.8% vs. 14.7% and 16.5%, respectively) or G2/3 (31.0% vs.

75.9% and 66.7%, respectively), and for cEVR at all doses in patients

with HCV G1/4 (37.9% vs. 55.0%–56.3% respectively). In all other

cases viral response rates were similar between treatment groups.

Among non-CC subjects response rates were consistently higher with

Lambda than with alfa-2a. Flu-like and musculoskeletal symptoms,

cytopenias, and interferon and ribavirin reductions were lower with

Lambda versus alfa-2a. Rates of SAEs, depression and other common

AEs ([10%), were similar across arms. Aminotransferases and/or

direct bilirubin elevations were most frequent on 240lg Lambda; all

resolved without sequelae spontaneously or following interferon dose

modification and/or discontinuation.

Conclusions: Lambda provides higher RVR and cEVR rates than

alfa, which may extend across IL28B host genotypes, and is associ-

ated with fewer hematologic toxicities, flu-like and musculoskeletal

symptoms.

PP13-075
Safety and efficacy of peginterferon lambda-1a (Lambda) compared

to peginterferon alfa-2a (alfa-2a) in HCV-infected patients (G1/2/3)

with compensated cirrhosis: EMERGE phase 2b efficacy and safety

results through Week 12

Maribel Rodriguez-Torres1, Jan Hillson2, Eric Lawitz3, Hugo Vargas4,

John M. Vierling5, Mariaarantxa Horga6, Todd Gray7, Dong Xu8, Juan

Carlos Lopez- Talavera9

1 Fundacion de Investigacion Puerto Rico; 2 Zymogenetics/ Bristol-
Myers Squibb; 3 Alamo Medical Research; 4 Mayo Clinic; 5 Baylor
College of Medicine; 6 Bristol-Myers Squibb; 7 Zymogenetics/
Bristol-Myers Squibb; 8 Bristol-Myers Squibb; 9 Bristol-Myers Squibb

Background: Lambda exerts antiviral effects through a unique

receptor with limited distribution outside the liver. In 526 treatment-

naı̈ve non-cirrhotic patients, Lambda showed superior virologic

responses vs alfa-2a through Week 12, with reduced cytopenias and

flu-like symptoms and fewer interferon and ribavirin (RBV) dose

reductions. Here we report outcomes in cirrhotic patients.

Methods: In this ongoing randomized trial, 41 treatment-naı̈ve

patients with chronic HCV G1,2,3 infection and well compensated

cirrhosis received RBV and weekly Lambda (120, 180 or 240lg) or

alfa-2a. Results were unblinded for planned 12-week analyses.

Results: Baseline characteristics were similar across arms: mean age

53.5 years, mean HCV RNA 6.61 log10 IU/mL, 75.6% male, 85.4%

Caucasian. Adverse events occurring in C10% of patients were

mostly low grade, self-limited and unrelated to dose. Lambda was

associated with fewer hematological abnormalities than alfa-2a.

Interferon and RBV dose reductions were less frequent with Lambda

than with alfa-2a (12.5% and 9.4% versus 44.4% and 33.3%,

respectively). HCV RNA responses (undetectable by Roche COBAS

HPS TaqMan v2.0) were similar in Lambda and alfa-2a treatments

groups for HCV G1 (RVR none, cEVR 7/23 [30.4%] and 2/7 [28.6%],

EVR 18/23 [78.3%] and 6/7 [85.7%], respectively) and HCV G2,3

(RVR 1/9 [11.1%] and 1/2 [50%], cEVR 5/9 [55.6%] and 2/2 [100%],

EVR 8/9 [88.9%] and 2/2 [100%], respectively).

Conclusions: Lambda/RBV was well tolerated in patients with

chronic hepatitis C and compensated cirrhosis, had less hematologic
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toxicity and required fewer IFN or RBV dose modifications than alfa-

2a/RBV. Viral responses through week 12 were similar.

PP13-076
Peginterferon lambda-1a (Lambda) ameliorates ribavirin (RBV)- induced

anemia in HCV patients by maintaining compensatory erythropoiesis:

analysis of EMERGE phase 2b results through Week 12

Gregory Everson1, Todd Gray2, Jan Hillson3, Mariaarantxa Horga4, Dong

Xu5, David Fontana6, Jeremy Freeman7, Juan Carlos Lopez-Talavera8

1 University of Colorado Health Sciences Center; 2 Zymogenetics/
Bristol-Myers Squibb; 3 Zymogenetics/ Bristol-Myers Squibb; 4

Bristol-Myers Squibb; 5 Bristol-Myers Squibb; 6 Zymogenetics/
Bristol-Myers Squibb; 7 Zymogenetics/Bristol-Myers Squibb; 8

Bristol-Myers Squibb

Background: Lambda activates similar intracellular pathways as

peginterferon alfa (alfa) but has more limited receptor distribution in

the hematopoietic system and other tissues. In a phase 2b study

(EMERGE) in patients with chronic HCV infection Lambda/RBV

resulted in superior virologic responses with less hematologic toxicity

and fewer RBV dose reductions compared with alfa-2a/RBV. This

analysis explored mechanisms underlying observed differences in

hematologic safety.

Methods: 526 treatment-naı̈ve patients with HCV genotypes 1, 2, 3 or

4 received RBV and weekly Lambda (120, 180 or 240lg) or alfa-2a.

Hemoglobin (Hgb) and reticulocyte counts were assessed over 12

weeks of treatment.

Results: Mean Hgb declined at similar rates in all groups over the

first 2 weeks. After week 4, Hgb continued to decline in the alfa-2a

group but stabilized in Lambda groups, associated with a greater

increase of reticulocyte counts in Lambda recipients. Among patients

with a Hgb decline in the alfa-2a group but stabilized in Lambda

groups, associated with a greater increase of reticulocyte counts in

Lambda recipients. Among patients with a Hgb decline C2g/dL at

Week 2, reticulocytes rose rapidly in Lambda groups and mean Hgb

remained in the normal range, while in the alfa-2a group there was a

less pronounced rise in reticulocytes and mean Hgb fell below the

lower limit of normal. RBV dose modification for anemia was less

frequent in the Lambda groups (1.5% overall) than in the alfa-2a

group (12.8%).

Conclusions: Lambda recipients compensate for RBV-induced

hemolysis via a greater erythropoietic response than that observed

with alfa-2a. Reduced anemia allowed more patients to maintain an

optimal RBV dose, and may contribute to the higher virologic

response rates observed with Lambda compared with alfa-2a.

PP13-077
Hepatic toxicity in patients with hepatitis C virus with diffuse large B-cell

lymphoma (DLBCL) RNA undergoing chemotherapy with rituximab

Sergey lepkov, Gennady Storogakov, Irina Subortseva, Alla Kovrigina

Therapy

Background: Persistent human hepatitis virus HCV play an impor-

tant role in the tumorigenesis of DLBCL. In this research we studied

liver dysfunction during chemotherapy R-CHOP with rituximab and

level RNA of a hepatitis C.

Methods: 39 patients (pts) with DLBCL have been included in this

studies. Median age was 48 years. HCV-RNA was present in all 39

pts. Serum level of HCV-RNA before of the beginning of treatment

was from 1.

Results: Increased level of HCV-RNA during chemotherapy were

observed in all 18 pts and was from 5.3.

Conclusions: A significant proportion of patients with HCV + NHL

develop liver toxicity leading to interruption of chemotherapy.

Lymphomas + HCV represent a distinct clinical subset of NHL that

deserves specific clinical approach to limit liver toxicity and ame-

liorate survival.

PP13-078
The impact of thyroid autoantibodies and dysfunction in the treatment

efficacy of peginterferon and ribavirin combination therapy in chronic

hepatitis C patients

Jee-Fu Huang1, Ming-Lung Yu2, Chung-Feng Huang3, Chia-Yen Dai4,

Wan-Long Chuang5

1Kaohsiung Municipal Hsiao-Kang Hospital, Kaohsiung Medical
University; 2Kaohsiung Municipal Ta-Tung Hospital; 3Kaohsiung
Medical University Hospital; 4Kaohsiung Medical University
Hospital; 5Kaohsiung Medical University Hospital

Background: The development of thyroid autoantibodies and thyroid

dysfunction, are not uncommon in chronic hepatitis C (CHC) patients.

The study aimed to investigate the impact of thyroid autoantibodies

and dysfunction on the treatment response to pegylated interferon-\

plus ribavirin (PegIFN/RBV) combination therapy in CHC patients.

The association between interleukin-28 B (IL28B) genetic variants

and occurrence of thyroid autoantibodies and dysfunction was also

analyzed.

Methods: Four hundred and forty-nine treatment-na.

Results: The development of thyroid autoantibodies was detected in

42 (9.4%) patients before treatment and the incidence of thyroid

dysfunction during or at EOF was 20.0%. Twenty-nine (10.1%) out of

287 patients with IL28B rs8099917 TT genotype had thyroid auto-

antibodies before treatment, whilst patient with other genotypes did

not have thyroid autoantibodies (P = 0.04). There was no significant

difference of thyroid dysfunction incidence during treatment or at

EOF between patients with different IL28B genotypes. There was

also no significant difference of SVR according to the presence of

thyroid autoantibodies, thyroid dysfunction or different manifesta-

tions of thyroid dysfunction.

Conclusions: The development of thyroid autoantibodies and thyroid

dysfunction did not impact the treatment efficacy of PegIFN/RBV

combination therapy.

PP13-079
Interferon-based treatment reduced hepatocellular carcinoma develop-

ment and liver related death incidence in chronic hepatitis C patients V

Single institution experience

Kai Shih, Wei-Wen Su, Yu-Chun Hsu, Hsu-Heng Yen, Shun-Sheng Wu,

Mao- Soan Soon

Changhua Christian hospital, Taiwan

Background: Chronic Hepatitis C (CHC) is one of the major causes

of hepatocellular carcinoma (HCC), which carries high incidence and

mortality rate. Many previous studies had showed the benefit of

interferon-based treatment, but the impacts to HCC incidence and

liver related death are still to be demonstrated. This study retro-

spectively investigate the impacts of CHC interferon-based treatment

to reduce HCC development and liver related death in a single

medical center in middle Taiwan.

Methods: From 2003, July to 2007, June, 3988 patients were diag-

nosed CHC mono-infection without previous or concurrent HCC in

Changhua Christian Hospital. All patients were divided into 4 groups:

patients received interferon-based treatment WITH sustained viro-

logical response (SVR) (n=216); patients received interferon-based

treatment WITHOUT SVR (n=128); patients with high ALT (C41

U/L) episode without treatment(n=2430); and patients whose ALT

persisted 240 U/L (n=1214). Patients were followed up 6 to

54.8(median: 34.6) months to monitor HCC development and 6 to

82.6(median: 57.7) months to monitor liver related death.

Results: After adjusting age and sex, patients received interferon-

based treatment with SVR had less HCC incidence and liver related

death rate than patients with high ALT without treatment(HCC

incidence: Hazard Ratio = 0.23, 95%CI = 0.06 to 0.94,

P =0.041\0.05; Liver related death: HR = 0.19, 95%CI = 0.05 to 0.77,

P =0.02\0.05).
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Conclusions: Compared to CHC patients with abnormal ALT,

interferon-based treatment for CHC had offered significant benefit to

reduce HCC incidence and liver related death, but the effect only in

those patients achieved SVR after treatment.

PP13-080
The efficacy of pegylated interferon plus ribavirin combination therapy

in indigenous population in Taiwan

Ming-Jong Bair1, I-Tsung Lin2, Huan-Lin Chen3, Chia-Hsien Wu4,

Yuan-Kai Lee5, Jee-Fu Huang6, Ming-Lung Yu7, Chia-Yen Dai8,

Wan-Long Chuang9

1Taitung Branch of Mackay Memorial Hospital; 2Taitung Branch
of Mackay Memorial Hospital; 3Taitung Branch of Mackay Memorial
Hospital; 4Taitung Branch of Mackay Memorial Hospital; 5Taitung
Branch of Mackay Memorial Hospital; 6Kaohsiung Medical
University Hospital; 7Kaohsiung Municipal Ta-Tung Hospital;
8Kaohsiung Medical University Hospital; 9Kaohsiung Medical
University Hospital

Background: Chronic hepatitis C virus infection (CHC) is prevalent

among indigenous population in Taiwan. The study aimed to assess

the efficacy of the current standard of care in this special population

group.

Methods: Indigenous CHC patients were prospectively recruited in

Taitung Branch of Mackay Memorial Hospital. All patients received

current peginterferon-based recommendations. The primary outcome

measurement was sustained virological response rate.

Results: A total of 162 treatment-na.

Conclusions: Indigenous CHC patients in Taiwan had a favorable

treatment efficacy to pegylated interferon plus ribavirin combination

therapy.

PP13-081
Alterations in Oxidative and inflammatory Status in Peginterferon alpha-

2a and Ribavirin Treatment of Chronic Hepatitis C Patients

Yi-Hui Chen1, Ya-Ling Chiou2, Tiffany Ke3, Wang-Sheng Ko4

1 Department of nutrition, Kuang Tien General Hospital, Taichung,
Taiwan, Republic of China; 2 Institute of BioMedical Nutrition,
Hungkuang University, Taichung, Taiwan, Republic of China;
3 Department of biomedicine, Queensland University, Australia;
4Department of internal medicine, Kuang Tien General Hospital,
Taichung, Taiwan, Republic of China

Background: Chronic hepatitis C (CHC) patients have high factors of

oxidative stress and serum ferritin. However, the level of oxidative

stress of CHC patients during treatment with peginterferon alpha-2a

and ribavirin is unclear. This study aims to investigate the changes in

the patients oxidative stress, serum ferritin and antioxidation factors

during treatment.

Methods: Fifty subjects were collected and were instructed to take

180ug of peginteferon alpha- 2a once a week and a daily dose of 1000

to 1200mg ribavirin for 6 months and blood samples were taken to

determine status of oxidative, antioxidative, ferrtin and inflammation

profiles.

Results: The level of TBARS (oxidative stress index) increased

during treatment (p\0.01). Furthermore, the level of TBARS was

lower in RVR patients compared with non- RVR (p\0.01) in baseline

and treatment at 24th weeks. The level of TAS (total antioxidant

status) was lower during and post treatment than before treatment

(p\0.01). Moreover, the level of TAS in SVR patients was signifi-

cantly higher than non-SVR (p\0.01) in post-therapy 4th week. We

also found there are significant correlations between the level of ALT

and ferritin during baseline and treatment (p\0.01). This study also

showed that RVR and SVR patients in post 4th week of treatment had

lower ALT and ferritin levels than non-RVR and non-SVR patients

(p\0.01).

Conclusions: CHC patients exhibited an increase in oxidative stress

and serum ferritin, and a decline in antioxidative status prior and

during the treatment period. These results suggest that a decreased

oxidative stress and an increased antioxidative status may improve the

efficacy of treatment.

PP13-082
The relationship of CD4+/CD8+ lymphocyte ratio and fatty liver in hep-

atitis C patients with metabolic syndrome

Ya-Ling Chiou1, Yi-Hui Chen2, Chia-Ju Shih3, Wang-Sheng Ko4

1 Institute of BioMedical Nutrition, Hungkuang University, Taichung,
Taiwan, Republic of China; 2 Department of nutrition, Kuang Tien
General Hospital, Taichung, Taiwan, Republic of China; 3

Department of medical research, Kuang-Tien General Hospital,
Taichung, Taiwan, Republic of China; 4 Department of Internal
Medicine, Kuang-Tien General Hospital, Taichung, Taiwan, Republic
of China

Background: The incidence of metabolic syndrome (MS) in hepatitis

C patients in Taiwan is not well known. It is unclear whether chronic

hepatitis C patients with MS are at high risk for fatty liver. Although

the ratio of CD4+/CD8+ T lymphocytes is considered to possibly

affect the pathogenesis of hepatitis C, the effects of MS on CD4+/

CD8+ T lymphocytes remain unknown. We aimed to identify (1) the

incidence of MS in hepatitis C patients, (2) the relationship between

the ratio of CD4+/CD8+ T lymphocytes and the risk of fatty change in

hepatitis C patients with MS.

Methods: We classified 60 hepatitis C patients into non-MS and MS

groups. Their clinical profiles, in terms of anthropometric data, MS

components, and ratio of CD4+/CD8+ T lymphocytes were assessed

and compared.

Results: MS was diagnosed in 26.7% of hepatitis C patients. The

prevalence of fatty liver was related to the carbohydrate intake and

the ratio of CD4+/CD8+ T lymphocytes,(;) all of these being higher in

the MS group than in the non-MS group. The high ratio of CD4+/

CD8+ T lymphocytes may induce TNF-\ production in hepatitis C

patients with MS, leading to an increase in liver inflammation and

fatty change of liver.

Conclusions: In this study, we found the ratio of CD4+/CD8+ T

lymphocytes as an inflammatory marker and also predicted fatty

change in hepatitis C patients with MS.

PP13-083
Partial splenic embolization in Hepatitis C Virus related cirrhosis: prior

to pegylated interferon based therapy

Babu Murugesan1, Deepak Jain2, Amar Mukund3, Shiv Sarin4

1Institute of Liver and Biliary sciences (ILBS); 2ILBS; 3ILBS, New
Delhi; 4LBS, New Delhi, India

Background: Although several studies have reported partial splenic

embolization (PSE) is effective in hypersplenism, studies regarding

Hepatitis C Virus (HCV) related cirrhosis prior to interferon (IFN)-

based therapy was scanty. Therefore, we decided to evaluate pre and

post PSE effect on various hematologic parameters before IFN-based

therapy.

Methods: PSE was performed in 9 patients with HCV related cir-

rhosis who could not receive IFN-based therapy because of

thrombocytopenia, and hypersplenism. Demographic, clinical and

laboratory parameters pre and post PSE were retrospectively recorded

and compared

Results: Five patients (55%) were in Child-Pugh class B and one

was Child-Pugh class C (11%). PSE significantly improved the

platelet [pre, median 50 (range 25–50) vs. post, median 100 range

(50–263)], leucocyte [2.45 (1.0 vs. 3.4) vs. 5.4 (3.2 vs. 14.1)],

haemoglobin level [10.1 (7.0 vs. 11.7) vs. 10.2 (7.7 vs. 12.8)], and

prothrombine time [15.9 (11.8 vs. 17.4) vs. 17.6 (14.2–21.1)].

After improvement in hematologic parameters, patients were
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started weight-adjusted peg-IFN based therapy. All patients were

developed mild post embolization syndrome. Portal vein throm-

bosis was observed in one patient, but did not preclude antiviral

therapy

Conclusions: Partial splenic embolization is an effective therapeutic

modality for the treatment of thrombocytopenia; hypersplenism sec-

ondary to HCV vs. related cirrhosis and allowed safe use of peg-IFN

based therapy

PP13-084
Durability of a sustained virologic response and relapase rate in chronic

hepatitis C with peginterferon alfa-2a and ribavirin treatment: single

center study in South Korea

Il soon Jung, Seok Hyun Kim, Eaum Seok Lee, Byung Seok Lee, Heun

Young Lee, Seol Young Kim

Chungnam National University College of Medicine, Daejeon,
Korea

Background: Previous studies have documented that relapse rate

after sustained virologic response (SVR) is about 1 percent in Wes-

tern society . However in Korea, several studies have reported higher

relapse rate than Western society. The aim of this study was to

evaluate the SVR rate and relapse rate after SVR in South Korea

Methods: We retrospectively reviewed electronical medical records

of 147 patients with chronic hepatitis C infection who had treated with

peginterferon alfa-2a and ribavirin for 24 or 48 weeks between Jan-

uary 2005 and May 2009 at Chungnam National University Hospital in

Korea. Patients were assessed from the date of last treatment, for a

mean follow up period of 2.3 years (range 0.6–6.2 years).

Results: The mean age of patients was 52.0 .6 years. The mean

baseline HBV DNA and alanine amino-transferase level was

4.50 9 106copies/mL and 65.0 IU/mL. The overall SVR rate was

85% (125/147). The SVR rate in genotype 1 was 70% (47/60),

whereas in genotype 2, 3 was 95.4% (83/87) (P = 0.00). Among 125

patients who achieved SVR, both genotype 1 and genotype 2, 3

patients were not experienced a relapse at least 6 months followed

period after treatment ended.

Conclusions: In Korean patients with chronic hepatitis C who

received peginterferon alpha 2a and ribavirin, SVR and relapse rate

was similar or lower than Western patients. However, because that

this study has many limitations including retrospective, single center

study and short follow up period, large randomized controlled trial is

need prospectively in Korea.

PP13-085
The clinical impact of HFE mutations in Japanese patients with chronic

hepatitis C

Yoji Ishizu, Yoshiaki Katano, Satoshi Nakano, Hiroko Masuda, Teiji

Kuzuya, Yoshihiko Tachi, Takashi Honda, Kazuhiko Hayashi, Masatoshi

Ishigami, Hidemi Goto

Nagoya University Graduate School of Medicine

Background: HFE mutations, the common cause of hereditary he-

mochromatosis, are reportedly associated with hepatic iron overload in

European patients with chronic hepatitis C (CHC). Although hepatic

iron accumulation was related to poor response to antiviral treatment in

CHC patients, HFE mutation carriers showed highly treatment

response. The prevalence of HFE mutations shows ethnicity-based

differences and little is known about the effects of these mutations on

CHC in Japanese. Thus, the aim of this study was to clarify the clinical

influence of HFE mutations in Japanese CHC patients.

Methods: In a total of 251 patients with CHC, we analyzed the

influence of H63D and S65C mutations in the HFE gene on clinical

parameters and response to pegylated-interferon-alpha 2b plus riba-

virin (PEG-IFN/RBV) therapy.

Results: Fourteen patients (5.6%) carried the H63D mutation; all were

heterozygotes. No S65C mutations were found. Only hemoglobin levels in

the H63D heterozygotes were higher than in wild-type patients. Eleven of

14 H63D heterozygotes achieved sustained virological response (SVR).

Univariate analysis identified seven factors that influenced SVR: lower

age (P = 0.003); genotype 2 (P\0.001); lower viral load (P\0.001);

higher white blood cell count (P = 0.039); lower stage of fibrosis

(P = 0.002); genotype TT of IL28B rs8099917 (P\0.001); and presence

of H63D heterozygosity (P = 0.012). All patients with both TT genotype

in IL28B and H63D mutation achieved SVR.

Conclusions: The H63D mutation has little impact on the clinical

characteristics of CHC, but is related to favorable response to PEG-

IFN/RBV therapy, particularly in patients with the TT allele in IL28B.

PP13-086
Tim3 expression on HCV-specific CD8+ T cells after Pegylated interferon-

a and ribavirin therapy correlates with outcome in chronic hepatitis C

genotype 3a infected patients

Manish Choudhary1, Banishree Saha2, Syed Hissar3, Shiv Sarin4

1Institute of Liver and Biliary Sciences; 2 Institute of Liver and Biliary
Sciences; 3 Jawaharlal Nehru University; 4 Institute of Liver and
Biliary Sciences

Background: Association between HCV-specific T cell responses

during pegylated interferon-a and ribavirin therapy and viral clear-

ance an unresolved issue. We hypothesized that expression of Tim3

on HCV-specific CD8+T cell might explain association of T cell

characteristics with outcome in HCV patients.

Methods: Study population included genotype 3a chronic HCV

patients (GroupI n=10), spontaneously cleared patients (GroupII n=5)

and healthy controls (GroupIII n=27). Peripheral CD8+T cells ana-

lyzed for CD107a degranulation assay, Intracellular IFN-c staining

and T cell proliferation by CFSE staining using 462 overlapping

peptides in 10 antigenic pools spanning entire HCV genome. Statis-

tical evaluations were performed using Mann-Whitney U test and

Kruskal-Wallis. P-value B0.05 considered statistically significant.

Results: Tim3 levels were significantly increased on CD8+T cell in

HCV subjects compared to healthy controls{7.672±1.516vs.2.350±

0.4558,p=0.0004}. Non-responders displayed significantly higher

level of Tim3 compared to responders {5.323±2.112vs1.184±

0.4394,p=0.0207}. Non-responders had significantly higher

CD8+CD107a+Tim3+T cells (p=0.0032) compared to healthy control

while responders had significantly lower CD8+CD107a+Tim3+T cells

as compared to non-responders (p=0.0136). Non-responders had

significantly higher CD8+IFN-c+Tim3+T cell as compared to healthy

subjects and spontaneously cleared patients (p=0.0007,p=0.0138

respectively). Higher level of Tim3 on non-proliferating CD8+T in

non-responder as compared to healthy subjects and spontaneously

cleared HCV subjects (p\0.0001, p=0.0006 respectively) by CFSE

staining.

Conclusions: Study explains cause of non-association of T cell dur-

ing and after PegIFNa and ribavirin therapy with the therapy outcome

in chronic hepatitis C infected patients.

PP13-087
Efficacy and dose reduction rate of peg-interferon-\-2a plus ribavirin

treatment for elderly patients with chronic hepatitis C

Seul Young Kim, Heon Young Lee, Byung Seok Lee, Seok Hyun Kim,

Eaum Seok Lee, Kyu Seop Kim, Il Soon Jung, Kwang Hun Ko

Chung Nam University College of Medicine

Background: As rapid Increasing number of elderly persons, treat-

ment of hepatitis C virus in elderly patients also important. The aim of

this study was to evaluate the safety and efficacy of combination anti-

HCV therapy, which consists of peg-interferone-\-2a plus ribavirin in

chronic hepatitis C patients aged 60 years and older.
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Methods: We retrospectively reviewed the medical records of 106

patients with chronic hepatitis C who received a combination therapy

with peg-interferone-\-2a plus ribavirin. The patients were catego-

rized into 2 subgroup according to age; younger than 60 years

(n = 88) and 60 years or older (n = 18). The sustained virological

response (SVR) and side effect, discontinuation rates were compared

between the two groups.

Results: Dose reduction rates were more frequent in the older patients

group; 61.1%, and 30.7%, older 60 years patients group and younger

than 60 years, respectively (P = 0.033). But, 60 years or older patient

group showed a SVR rate that was comparable to the SVR rate of

younger than 60 years groups; 68.8% and 76%, respectively

(P = 0.677).

Conclusions: Although dose reduction rates were more frequent in

the older patients, combination therapy of peg-interferone-\-2a plus

ribavirin can be considered for older patients.

PP13-088
IL28B Genetic polymorphism Predicts HCV Response to Treatment

in Hepatitis C Virus Genotype 4 Patients

Moutaz Derbala1, Nasser Rizk2, Fatma Shebl3, Saad Alkaabi4, Anil John5,

Fuad Pasic6, Nazeeh Eldweik7, Randah Saleh8, Mooza AlKhinji9, Manik

Shirma10

1 Gastroenterology and Hepatology, Hamad Hospital, Doha, Qatar; 2

Health Sciences Department, Qatar University, Doha, Qatar; 3

Division of chronic disease epidemiology, the faculty of the Yale
School of Public Health; 4 Gastroenterology and Hepatology, Hamad
Hospital, Doha, Qatar; 5 Gastroenterology and Hepatology, Hamad
Hospital, Doha, Qatar; 6 Gastroenterology and Hepatology, Hamad
Hospital, Doha, Qatar; 7 Gastroenterology and Hepatology, Hamad
Hospital, Doha, Qatar; 8, 9, 10

Background: Recently, a genetic variation in the IL28B gene, has

been found to predict spontaneous clearance of HCV infection and

response to treatment in HCV genotype 1. The use of IL28B in

personalized clinical decisions to identify patients who will get the

best benefit of treatment has been suggested . However, most of the

studies were conducted among individuals infected with HCV

genotype 1. Therefore, objective: is to determine whether IL28B

genotype is associated with response to HCV treatment among indi-

viduals with HCV genotype 4.

Methods: The study included 175 chronic HCV- genotype 4 patients

who received Peginterferon/Ribavirin for 48 between 2007and 2009.

Genotyping of IL28B rs12979860 was performed by TaqMan assay.

We used logistic regression to estimate the adjusted odds ratio (aOR),

95% confidence interval (95% CI).

Results: The majority of the patients were men (90.9%), with median

age 47 years, inter- quartile range (41–52). Approximately 59.9% of

patients had ETR, and 52% had SVR. The frequencies of IL28B

rs12979860 genotypes were TT (16%), CT (48.6%), and CC (35.4%).

Compared to rs12979860 genotype TT, aORs (95% CI) for ETR and

SVR were: CC genotype, [7.96 (2.80–22.66), 4.12 (1.59–10.67)

respectively]; CT genotype, [4.03 (1.52-10.66), and 1.97 (0.80–4.84)

respectively].

Conclusions: Current study revealed associations between IL28B

rs12979860 gene markers and viral clearance in HCV-Genotype 4

patients. Favorable IL28B C/C genotype at the discovery SNP

rs12979860 was associated with both ETR & SVR end. This suggests

that host IL28B genotype will add further predictive power for

Genotype 4 patients

PP13-089
The relationship between levels of Th17/Th1 cells in peripheral blood

and rapid virologic response in patients with chronic hepatitis C treated

by pegylated interferon combined with ribavirin

Xiaohong Zhang, Feng Liao, Qingxian Cai, Zhixin Zhao, Zhiliang Gao

The Third Affiliated Hospital of Sun Yat-Sen University

Background: Previous studies have shown that the HCV-specific

cytotoxic T lymphocytes and CD4+ regulatory T cells may have an

important impact to the efficacy of treatment by pegylated interferon

(PEG-IFN) combined with ribavirin (RBV).The aims of this study is

to investigate the expression of Th17/Th1 cells in peripheral blood

and the relationship to rapid virologic response (RVR) by the therapy

with PEG-IFN plus RBV in patients with chronic hepatitis C (CHC).

Methods: Thirty one cases of CHC patients treated by PEG-IFN plus

RBV were enrolled, and the clinical data (including age, gender, BMI,

biochemical parameters in serum) and the peripheral blood samples at

baseline were collected. There were 11 healthy volunteers as control

group. The RVR in 4th week were observed by prospective experi-

mental research method. The ratio of CD3 + CD8-IL-17 + Th17 and

CD3 + CD8-IFN-^ + Th1 in peripheral blood mononuclear cells

(PBMCs) were detected at baseline by flow cytometry.

Results: Compared to the healthy control group, the level of Th1 cells

was decreased and the level of Th17 cells was increased in patients

with CHC. In non-RVR group of CHC, compared to the healthy

control group, the level of Th1 cells was decreased significantly, and

the level of Th17 cells was increased significantly]Ph.05^.

Conclusions: There were Th1/Th17 subgroups imbalance in no-RVR

CHC patients treated by PEG-IFN plus RBV, the level of Th1 cells

was reduced, and the level of Th17 cells was increased. The high level

of TH17 cells and low level of TH1 cells in baseline may not con-

ducive to the virologic response.

PP13-090
Host interleukin-28B genetic variants versus viral kinetics in determining

responses to standard vs. of-care for hepatitis C genotype 1

Chia-Yen Dai, Chung-Feng Huang, Jee-Fu Huang, Wan-Long Chuang,

Ming-Lung Yu

Kaohsiung Medical University Hospital, Kaohsiung, Taiwan

Background: Interleukin-28B genetic variants and on-treatment vi-

rological responses are the most significant pretreatment and on-

treatment, respectively, factors predictive of treatment outcome in

hepatitis C virus genotype 1 (HCV-1) patients. We aimed to compare

the clinical significance of the two factors.

Methods: Rs8099917 genotype and on treatment responses were

determined in 182 HCV-1 patients with 48-week peginterferon/ribavirin.

Results: Comparing to patients with rs8099917 TG/GG genotype,

those with TT genotype had significantly higher rapid virological

response (RVR, 46.2% vs. 19.2%) and sustained virological response

(SVR, 85.3% vs. 42.3%) rates, and lower relapse rate (9.5 % vs.

45.0%)(All P \ 0.05). Logistic regression analysis revealed that the

strongest factor predictive of a RVR was the carriage of TT genotype

(odds ratio/ 95% confidence intervals [OR/CI]: 4.25/1.39–13.01),

followed by lower viral loads (OR/CI: 3.63/1.84–7.17) and higher

ribavirin exposure during the first 4 week (OR/CI: 1.27/1.12–1.44).

The most important factor predictive of an SVR was the attainment of

a RVR (OR/CI: 57.22/6.23–525.37), followed by the carriage of

rs8099917 TT genotype (OR/CI: 10.06/3.12–32.44), lower viral loads

(OR/CI: 2.23/1.00–4.93), male sex (OR/CI: 3.50/1.30–9.39) and

aspartate aminotransferase-to-platelet ratio index (OR/CI: 0.64/

0.46–0.89). The influence on SVR was restricted to non-RVR patients

with higher baseline viral loads. However, while on-treatment factors

were taken into account, the achievement of a complete early viro-

logical response (non-RVR but seronegativity of HCV RNA at

treatment week 12) rather than IL-28B gene was the determinant to an

SVR (OR/CI: 54.98/9.07–333.38).

Conclusions: Rs8099917 TT genotype is independently predictive of

on-treatment virological responses, which were the major determi-

nants of an SVR.
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PP13-091
Incidence of Thrombocytopenia Normalization in Hepatitis C-related

Advanced Fibrosis Patients after Sustained Virologic Response: A pro-

spective study

Kwong-Ming Kee, Sheng-Nan Lu, Jing-Houng Wang, Chao-Hung Hung,

Chien-Hung Chen, Chuan-Mo Lee

Division of Hepatogastroenterology, Department of Internal
Medicine, Kaohsiung Chang Gung Memorial Hospital and Chang
Gung University College of Medicine, Kaohsiung, Taiwan

Background: Long-term trend of platelet count in chronic hepatitis C

virus (HCV) patients with sustained virological response (SVR) after

antiviral therapy has rarely been investigated. Aims: To elucidate

changes of thrombocytopenia after SVR and different trajectory

patterns of platelet count over time and their associated factors.

Methods: From May 1999 to July 2005, a total of 150 consecutive

SVR patients (mean age 50.0±11.9 years) that received interferon -\

based plus ribavirin were enrolled. Platelet counts were followed

every 6 months prospectively after treatment. The patterns of platelet

counts over time were identified by trajectory analysis.

Results: Mean duration of follow-up was 4.2±1.4 years (median 4.0;

range 3-5.5 years). Eighteen of 40 (45%) patients with thrombocy-

topenia (100*150 x 109/L) had recovered to normal platelet count,

while 7 of 16 (43.8%) patients with severe thrombocytopenia (\100 x

109/L) had elevation up to 100*150 x 109/L. Three trajectory groups

were identified, i.e. elevation (n=47, 31.3%), stationary (n=90, 60%)

and decease (n=13, 8.7%) groups. The factors that were associated

with changes of platelet count were further analyzed. Univariate

analysis showed the rates of low platelet count in elevation group was

significantly higher than the stationary group. (p=0.016). Multiple

logistic regression showed low platelet count was the associated

factor in elevation of platelet count (odd ratio=0.92, 95% confidence

interval = 0.86–0.99, p=0.035).

Conclusions: Nearly half of the thrombocytopenic patients had ele-

vation or normalization of platelet count after SVR. Pretreatment low

platelet count is a factor that benefits from higher rate of platelet

count elevation during follow-up after SVR.

PP13-092
Interferon treatment for patients with chronic hepatitis C complicated

with chronic renal failure receiving hemodialysis

Satoru Kakizaki1, Ken-ichi Hosonuma2, Norio Horiguchi3, Hiroaki

Hashizume4, Yuichi Yamazaki5, Naondo Sohara6, Ken Sato7, Masatomo

Mori8, Tokuyuki Kitahara9

1Gunma University Graduate School of Medicine; 2Gunma University
Graduate School of Medicine; 3Gunma University Graduate School
of Medicine; 4Gunma University Graduate School of Medicine;
5Gunma University Graduate School of Medicine;
6Shirakawa Clinic; 7Gunma University Graduate School of Medicine;
8Gunma University Graduate School of Medicine; 9Shibukawa
Central Hospital

Background: The Japan Society for Dialysis Therapy (JSDT)

established Guidelines for the Treatment of Hepatitis C Virus Infec-

tion in Dialysis Patients in June 2011. We evaluated the status of

HCV infection and treatment in HD patients in Gunma prefecture.

Methods: Questionnaires concerning the infection rate, recognition

of the guidelines, and treatment status were sent to 64 hospitals/

clinics. The HCV-infected HD patients who received pegylated-

interferon were analyzed at Gunma University Hospital.

Results: The positive rate for HCV was 253/2,548 HD patients

(9.9%). The positive rate varied between institutions, ranging from 0 to

40% (median, 9.1%). All institutes recognized the establishment of the

guidelines. Interferon treatment was being given at 40% of the insti-

tutions. The hemodialysis teams at the other 60% institutions answered

that they intended to provide the treatment in the future if collaboration

with hepatologist could be arranged. The most common answers

regarding when institutions considered HD patients to be indicated for

interferon treatment for HCV were as follows; 1) fewer complications,

2) under 60 years of age, 3) more than 10 years of survival expected

on HD. Fifteen patients received pegylated interferon treatment. The

sustained virological response rate tended to be worse in the patients

with the 1b/high viral load and diabetic nephropathy.

Conclusions: Recognition of the publication of the guidelines was

relatively high. However, the number of patients treated with

pegylated interferon was still low. Further enlightenment and

cooperation between hemodialysis teams and hepatologists will thus

be needed.

PP13-093
The efficacy and influencing factors of pegylated interferon plus ribavirin

combination treatment for chronic hepatitis C patients in Guangdong

province

Xiaohong Zhang, Zhen Xu, Chunxia Hong, Qingxian Cai, Zhixin Zhao,

Chaoshuang Lin, Zhiliang Gao

The Third Affiliated Hospital of Sun Yat-Sen University

Background: To evaluate the efficacy and investigate the association

between the demographic factors, baseline situations and the cumu-

lative dose of pegylated interferon and ribavirin and the effectiveness

of antiviral therapy.

Methods: 130 chronic hepatitis C patients from Guangdong province

were enrolled, all patients were treated with PEG-IFN plus RBV for

48 weeks, and the clinical data were collected at baseline, week 4, 12,

24, 48A and after 24 weeks follow-up, and the effect and its influ-

encing factors were analyzed.

Results: The SVR was 84%, RVR, EVR, and ETVR were achieved in

27(21%), 94(72%), and 121(93%)patients, respectively. HCV geno-

type was assessed in 70 patients. The SVR was 82% in the patients

with genotype 1, and 87% in those with genotype non-1. Age,

baseline HCV RNA, body mass index, spleen index, EVR, and total

cumulative treatment doses of RBV were associated with SVR

(P\0.05). RVR, liver potal vine, and total cumulative treatment doses

of PEG-IFN were not associated with SVR (P[0.05).

Conclusions: There were more than 80% of CHC patients in

Guangdong province were cured by standard treatment with PEG-IFN

plus RBV; The SVR were lower in the patients who older than 35

years, with previous treatment failure history, baseline HCV RNA

were higher than 6e5 IU.ml-1, body mass index were higher than 26,

spleen index were higher than 40, and the total cumulative treatment

doses of RBV were less than 80% of standard dose.

PP13-094
ITPA gene variants associated with hemolytic anemia and treatment

efficacy in pegylated-interferon plus ribavirin therapy for chronic hepa-

titis C

Kentaro Matsuura, Yasuhito Tanaka, Nao Nishida, Masayuki Kurosaki,

Naoya Sakamoto, Nobuyuki Enomoto, Hiroshi Yatsuhashi, Shuichi

Kaneko, Katsushi Tokunaga, Masashi Mizokami

Nagoya City University Graduate School of Medical Sciences

Background: ITPA gene variants were strongly associated with

ribavirin (RBV)-induced anemia during pegylated interferon (PEG-

IFN) plus RBV therapy. However, the treatment efficacy by ITPA

gene variants has not been fully explored.

Methods: We enrolled 539 genotype 1b chronic hepatitis C individuals.

The ITPA SNP (rs1127354) and IL28B SNP (rs8099917) were geno-

typed by TaqMan assay. We examined the risk factors for severe

anemia, more than 3 g/dL reduction, or less than 10 g/dL of hemoglobin

(Hb), up to 4 weeks after the start of treatment and the treatment effi-

cacy in 468 patients treated for 48 weeks and 71 ones for 72 weeks.

Results: The incidence of severe anemia.
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Conclusions: ITPA gene variants were associated with severe RBV-

induced anemia and could influence the efficacy of PEG-IFN/RBV

treatment for the elder patients.

PP13-095
Antiviral Activity and Viral Resistance in Genotype 1 HCV Patients

Receiving 28-Day Combination Treatment with GS-9256 and Tegobuvir ±

RBV± PEG Followed by PEG/RBV Therapy

Hongmei Mo1, P. Buggisch2, C. Hebner3, S. Zeuzem4, G. R. Foster5,

B. Han6, S. Knox7, W. Delaney8, M.D. Miller9, J. McHutchison10

1 Gilead Sciences, Inc, Foster City, CA, US; 2 Medizinische Kern- und
Poliklinik Hamburg, Germany; 3 Gilead Sciences, Inc, Foster City,
CA, US; 4 J.W. Goethe University Hospital, Frankfurt, Germany; 5

Barts and The London School of Medicine and Dentistry, London,
UK; 6 Gilead Sciences, Inc, Foster City, CA, US; 7 Gilead Sciences,
Inc, Foster City, CA, US; 8 Gilead Sciences, Inc, Foster City, CA, US;
9 Gilead Sciences, Inc, Foster City, CA, US; 10Gilead Sciences, Inc,
Foster City, CA, US

Background: GS-9256, a PI, and tegobuvir (TGV), a NNI, displayed

significant antiviral activity in genotype 1 HCV infected patients

during monotherapy.

Methods: Treatment-naı̈ve genotype 1a and 1b HCV patients

received GS-9256/TGV (n=15), GS-9256/TGV/RBV (n=13), or GS-

9256/TGV/PEG/RBV (n=14) for up to 28 days. Peg-IFNa-2a (PEG)

± RBV was started prior to Day 28 for virologic breakthrough/pla-

teau, and all patients continued PEG/RBV alone beyond Day 28. Full-

length NS3/4A and NS5B genes were sequenced in all samples with

HCV RNA [1000 IU/ml.

Results: Median maximal reductions in HCV RNA through Day 28

and RVR were -4.1 log10 and 7% for GS-9256/TGV, -5.1 log10 and

38% for GS-9256//TGV/RBV, and -5.7 log10 IU/mL and 100% (14/

14) for GS-9256/TGV/PEG/RBV. Population sequencing of patients

primarily demonstrated mutations at NS3 R155+NS5B Y448 or NS3

D168+NS5B Y448 in patients with virologic breakthrough/plateau.

All identified mutants conferred significant reductions in suscepti-

bility to GS-9256 and/or TGV in vitro, while retaining susceptiblility

to other DAAs (GS-5885 and GS-6620), IFN-a and RBV. Conse-

quently, despite detectable GS-9256 and TGV-resistant HCV

variants, the addition of PEG/RBV at Day 28 or earlier resulted in

HCV RNA\25 IU/mL at Week 24 in 67% (10/15), 100% (13/13) and

94% (13/14) of patients in the 3 treatment groups. Among these 36

responders, distribution of IL28B genotype was 33.3% CC, 61.1% CT

and 5.6% TT. Among the remaining patients, 4/6 patients failed to

achieve \LOQ at Week 24 had CT (2/4) or TT (2/4) while 2/6 were

lost to follow up after week 12 on PEG/RBV therapy.

Conclusions: In genotype 1 HCV, the combination of TGV and GS-

9256 RBV ± PEG provided additive antiviral activity. Detectable

dual-class resistant variants at early treatment timepoints did not

impact the outcome of therapy with PEG/RBV.

PP13-096
IL28B C/C genotype is predictive of C 1 log10 IU/mL reduction in plasma

HCV RNA after 4 weeks of peginterferon (pegIFN) and ribavirin (RBV)

therapy: implications for the use of the lead-in strategy for directacting

antiviral-based treatment regimens

A. Thompsen1, P. J. Clark2, H.L. Tillmann3, K. Patel4, F. Poordad5, S.

Noviello6, L.D. Pedicone7, D.B. Goldstein8, M.S. Sulkowski9, A.J. Muir10

1 Duke Clinical Research Institute; 2 Duke Clinical Research Institute;
3 Duke Clinical Research Institute; 4 Duke Clinical Research Institute;
5 Cedars-Sinai Medical Center; 6 Alamo Medical Research; 7 Merck &
Co., Inc; 8 Duke University; 9 Johns Hopkins University School
of Medicine; 10 Johns Hopkins University School of Medicine

Background: The SPRINT-2 study established an important clinical

utility of pegIFN/RBV 4-week lead-in is to stratify patients for

likelihood of SVR/antiviral resistance according to a C1log reduction

of wk4HCVRNA. Most IL28B-C/C patients achieved this milestone,

implying the lead-in for risk-stratification in C/C patients may be

limited. We performed a retrospective analysis of the IDEAL study

cohort to confirm that IL28B genotype is strongly associated with the

achievement of C1 log10 reduction of HCV RNA at wk 4 of pegIFN/

RBV.

Methods: 1604 patients were genotyped for SNPrs12979860. Intent-to-

treat analysis considered IL28B genotype and week4HCVRNA reduc-

tion in self-reported Caucasians (CAs) and African-Americans (AAs).

Results: 1089 CAs and 251 AAs were included. IL28B genotype

frequency: CA: 37%C/C, 51%C/T, 12%T/T; AA: 13%C/C, 50%C/T,

37%T/T.

Conclusions: IL28B genotype is strongly associated with the likeli-

hood of achieving C1log reduction of HCVRNA after 4 weeks of

pegIFN/RBV. In C/C patients, this reduction was almost universal,

suggesting that the lead-in strategy may not be useful for risk strati-

fication in C/C patients treated with boceprevir, but may have greater

clinical utility in C/T and T/T patients. This will require prospective

evaluation.

PP13-097
Predicting peginterferon-\ and ribavirin treatment response in genotype 1

HCV patients vs. simple nomograms to support clinicians

A. Thompsen1, P. J. Clark2, D.M. Vock3, F. Poordad4, S. Noviello5,

L.D. Pedicone6, D.B. Goldstein7, T. R. O’Brien8, M.S. Sulkowski9,

A.J. Muir10

1Duke Clinical Research Institute; 2Duke Clinical Research Institute;
3Duke Clinical Research Institute; 4CedarsVSinai Medical Center;
5Merck & Co, Inc, 6Merck & Co, Inc; 7Duke University;
8National Cancer Institute, National Institutes of Health; 9Johns
Hopkins University School of Medicine; 10Duke Clinical Research
Institute

Background: Peginterferon-\(pegIFN)/ribavirin(RBV) is successful

in 50% of G1HCV patients. Accurate estimate of the likelihood of

SVR would aid pretreatment counseling. Two simple nomograms

were developed to predict SVR using IDEAL study pharmacoge-

nomic data.

Methods: Two models were built for predicting SVR: 1) pre-treat-

ment model that considered pretreatment variables including IL28B

genotype, age, HCV-RNA level, fibrosis stage (METAVIR F0–F2 vs

F3–F4), BMI, fasting glucose level, LDL level, assigned RBV dose,

and self-reported ethnicity and 2) week 4 non-RVR model that con-

sidered reduction in HCV-RNA at week 4, along with the pre-

treatment variables, in patients without rapid virological response.

The final model variables were selected based on significance

(p \ 0.05) in prior studies, with further selection to balance model

simplicity/parsimony with predictive robustness (C-statistic). Nomo-

grams based on these regression models were developed to create a

clinical decision tool.

Results: 1,553 and 1,246 patients were in the pre-treatment and

week 4 non-RVR models. Factors included in the final pre-treat-

ment model were IL28B genotype, self-reported ethnicity, baseline

HCV-RNA, fasting glucose and fibrosis stage. When HCV-RNA

reduction was considered in the week 4 non-RVR model, the only

predictive factors were baseline HCV-RNA, fibrosis stage and

quantitative reduction in HCV-RNA at week 4. Discrimination

ability of the pre-treatment model was good and that of the week 4

non-RVR model was excellent for SVR prediction (C-statistics:

0.77 and 0.85/Brier scores: 0.19 and 0.15, respectively). Simple

nomograms were developed.

Conclusions: Simple nomograms that incorporate IL28B genotype

provide excellent ability to predict SVR and could be used for point-

of-care prediction of response to pegIFN/RBV in G1HCV.
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PP13-098
A Phase 2b Study of MK-7009 (Vaniprevir) in patients with genotype 1

HCV infection who have failed previous pegylated interferon and ribavirin

treatment

Nilou Mobashery1, Eric Lawitz2, Maribel Rodriguez-Torres3, Albrecht

Stoehr4, Edward Gane5, Lawrence Serfaty6, Sanhita Bhanja7, Richard

Barnard8, Di An9, Peggy Hwang10

1Merck Resarch Laboratories; 2Alamo Medical Research; 3Fundaci;
4Institut f; 5Auckland Clinical Studies Ltd; 6Universit; 7Merck
and Company; 8Merck and Company; 9Merck and Company; 10Merck
and Company

Background: MK-7009 is an oral NS3/4A protease inhibitor being

studied in combination with peginterferon alfa-2a (P) and ribavirin

(R) for the treatment of chronic hepatitis C infection.

Methods: This trial evaluated the efficacy of 4 treatment regimens of

MK-7009, 600 mg plus PR for 24 weeks; 600 mg plus PR for

24 weeks followed by PR for 24 weeks; 600 mg plus PR for

48 weeks; and 300 mg plus PR for 48 weeks. The control regimen

was PR for 48 weeks. Stratification was by prior response to PR: Null

response, partial response, breakthrough, and relapse. A minimum of

25% of patients were prior null responders. Patients had a minimum

baseline HCV RNA of 400000 IU/mL. The primary endpoint of the

study was sustained virologic response (SVR24) by Roche Cobas

TaqMan (lower limit of detection: 10 IU/mL).

Results: 211 noncirrhotic patients were treated. Of the 69% of the

patients who underwent a liver biopsy, 17% had Metavir F3. All MK-

7009 regimens showed statistically significantly superior SVR24 rates

compared with control: 71%, 85%, 67%, and 78% in the MK-7009

regimens 1 through 4 (19% control). Patients in MK-7009 regimens

had higher rates of gastrointestinal (GI) adverse events (AEs) and

similar rates of anemia and rash compared with control. Most GI AEs

were mild to moderate.

Conclusions: ?A3B2 twb=.3w?>MK-7009 combined with PR

achieves significant improvement in SVR compared with PR control

in this population of experienced patients, comparing favorably with

first-generation protease inhibitors. MK-7009 is safe for use for up to

48 weeks of therapy.

PP13-099
Impact of cigarette smoking on the sustained viral response to treatment

with pegylated interferon \-2a and ribavirin combination in male patients

with chronic Hepatitis C Genotype 4

Alaa Taha1, Moataz Hasan2, Ahmad El-Ray3, Maged El-Ghannam4, Emad

Abdel- Raouf5, Nevin Yilmaz6

1Theodor Bilharz Research Institute; 2Theodor Bilharz Research
Institute; 3Theodor Bilharz Research Institute; 4Theodor Bilharz
Research Institute; 5Theodor Bilharz Research Institute; 6Mugla Un

Background: Chronic Hepatitis C (CHC) is a major health problem

in Egypt and genotype 4 is the predominant genotype ([ 90%).

Cigarette Smoking is a common habit among male Egyptian popu-

lation ([ 50%) and there are many reports about its potential

hepatotoxicity. The aim of this work was to study the impact of

cigarette smoking on the sustained viral response (SVR) in male

patients with CHC genotype 4 following treatment with pegylated

interferon \-2a and ribavirin combination.

Methods: The study included 165 male patients with CHC genotype

4 who were eligible to treatment according to national protocol.

Patients were divided into 3 groups: Group I included 79 non

smokers, group II included 55 mild to moderate smokers (\30 ciga-

rettes/day) and group III included 31 heavy smokers ([30 cigarettes/

day). All patients received fixed weekly dose of 160.

Results: SVR was 63.3% in group I, 60% in group II and 42% in group

III. SVR in smokers (groups II & III together) was 53.5%. There was

no statistical difference between SVR in smokers & non smokers

(p = 0.443), Despite of the low SVR in heavy smokers (group III), yet

the difference could not reach statistically significant level when

compared to group I (p = 0.125) and group II (p = 0.272).

Conclusions: Cigarette smoking has no impact on SVR in CHC

genotype 4 male patients treated with pegylated interferon \-2a and

ribavirin combination.

PP13-100
Retrospective analysis of antiviral treatment in our patients with chronic

HCV

Melek Suzer Aslan, Rahmi Aslan, Ozgur Ecemis, Muge Ustaoglu, Ibrahim

Goren, Fikret Goren, Tulay Bakir, Ahmet Bektas

Ondokuz Mayis University

Background: Our aim to investigate the treatment outcomes of

treated patients with chronic hepatitis C diagnosis at Ondokuz Mayis

University Medical Faculty of Gastroenterology Department

retrospectively.

Methods: Between 1992 and 2008 treatment response rates of the

patients treated for the first time at Gastroenterology Department,

completed the treatment and followed at least 24 weeks after the

treatment and predictive factors affecting this rate were retrospec-

tively evaluated. Demographic characteristics of the patients, routine

biochemical tests, liver biopsies, treatments, initial viral loads and

treatment-related side effects were recorded.

Results: Whereas SVR developed at 43 patients (44.3%) out of 97

patients assessed in our study. It was determined that SVR developed at 5

patients (45.5 %) that were given conventional IFN + ribavirin treatment,

at 13 patients (41.9 %) that were given PEG- IFN alpha-2a + ribavirin

and at 25 patients (50.0 %) that were given PEG-IFN alpha- 2b + riba-

virin, and there is no statistically significant difference between the

groups. SVR did not develop at the patients that received conventional

IFN monotherapy, and when compared with the patients that received

combination therapy by ribavirin in terms of SVR (p\ 0.05)

Conclusions: In the present study, SVR was developed at the rate of

45.5 % of at the patients that were given conventional IFN + riba-

virin, 41.9 % at the patients that were given PEG- IFN alpha-

2a + ribavirin and 50.0 % at the patients that were given PEG-IFN

alpha 2b + ribavirin. Besides, in the present study, it was determined

that serum GGT, PCR HCV RNA level and hepatic fibrosis stage

before treatment have predictive importance in terms of response to

treatment.

PP13-101
The ASPIRE trial: once-daily TMC435 in treatment-experienced patients

with genotype 1 HCV infection who have failed previous PegIFN/RBV

treatment

S Zeuzem1, Graham Foster2, Michael Fried3, Christophe Hezode4, Gideon

Hirschfield5, Igor Nikitin6, Fred Poordad7, Oliver Lenz8, Monika Peeters9,

Maria Beaumont-Mauviel10

1J.W. Goethe University Hospital, 2Queen Marys University
of London, London, 3University of North Carolina at Chapel Hill, NC,
4H, 5Toronto Western Hospital Liver Centre, Toronto, 6Russian State
Medical University, Moscow, 7Cedars-Sinai Medical Center, Los
Angeles, CA, 8Tibotec BVBA, Mechelen, 9Tibotec BVBA, Mechelen,
10Tibotec BVBA, Mechelen

Background: TMC435 is an oral, once-daily, investigational HCV

NS3/4A protease inhibitor. ASPIRE (TMC435-C206; NCT00980330)

is an international, Phase IIb, randomized, double-blind, placebo-

controlled trial in treatment-experienced HCV genotype-1 patients

investigating TMC435 administered with peginterferon/ribavirin

(PegIFN/RBV).

Methods: The study enrolled chronically-infected patients with

documented HCV RNA evidence of null-response (\ 2 log10

reduction Week 12) (n = 117), partial-response.

Results: For the planned Week 24 interim analysis, in TMC435 arms,

RVR was achieved by 54–71% of patients (25–50% prior null
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responders, 41–70% partial responders, 65–92% relapsers) compared

with 2% in placebo control. At Week 24, HCV RNA \ 25 IU/mL

undetectable was achieved by 85–91% of TMC435 patients (69–93%

prior null responders, 80–91% partial responders, 89–96% relapsers)

compared with 52% in placebo control. Viral breakthrough was observed

in 9% of TMC435 patients. Adverse events (AEs) were mostly severity

grade 1/2; most common were headache and fatigue. AEs leading to

discontinuation occurred in 5.6% (TMC435) and 1.5% (placebo).

Conclusions: Treatment-experienced patients who previously failed

PegIFN/RBV achieved significantly greater virologic response rates

following treatment with TMC435- containing regimens, compared

with placebo, particularly in TMC435 150 mg dose groups and in

prior null-responders, with similar safety/tolerability profiles between

treatment groups.

PP13-102
The safety and efficacy of peginterferon plus ribavirin in hepatitis C

patients concomitant with malignancy other than hepatocellular carci-

noma: A multicenter study

CHIA-I LIN, Chung-Feng Huang, Jee-Fu Huang, Wan-Long Chuang,

Chia- Yen Dai, Ming-Lung Yu

Kaohsiung Medical University Hospital

Background: Cancer patients were generally excluded from the

current therapeutic guidelines of antiviral therapy. We aimed to

evaluate the efficacy and safety of antiviral therapy in patients with

hepatitis C virus infection concomitant with malignancy other than

hepatocellular carcinoma.

Methods: Twenty-five HCV patients with curative malignancy other

than HCC (Group A) and 75 sex- and age-matched controls (Group B)

were recruited into a prospective and case-control analysis. All

patients received peginterferon-alpha-2a (PegIFN-alpha-2a) and

weight-based ribavirin according to the current treatment recom-

mendations. The primary outcome measurement was sustained

virological response, defined as seronegative for HCV RNA

throughout 24 weeks of post-treatment follow-up period. The safety

issue between groups was also compared.

Results: There were 22 (88.0%) patients of group A and 59 (78.7%)

patients of group B who achieved an SVR (P=0.39). The SVR rate

was comparable between groups both in genotype-1 (HCV-1) (81.8%

vs. 72.7%, P=0.70) and in genotype-2 (HCV-2) (92.9% vs 83.3%,

P=0.66) patients. Multivariate logistic regression analysis demon-

strated that the achievement of a RVR was the strongest predictor of

an SVR (odds ratio/95% confidence intervals [OR/CI]: 6.357/1.50-

26.99, P=0.01), followed by lower baseline viral loads (OR/CI: 0.403/

0.174-0.936, P=0.034) and higher dose of ribavirin exposure (OR/CI:

1.287/1.092-1.517, P=0.003), whilst previous occurrence of cancer

was not associated with SVR. Treatment adherence (76.0% vs.

72.0%, P=0.70) and the incidences of grade 3 or more adverse events

(28.0% vs. 20.0%, P=0.40) were comparable between two groups.

Conclusions: Chronic hepatitis C patients with non-HCC malignan-

cies receiving peginterferon/ribavirin combination therapy carried

favorable efficacy and safety outcomes.

PP13-103
The effect of hepatitis C treatment on health-related quality of life, work

productivity, and healthcare resource use among patients in Japan

Yong Yuan1, Marco DiBonaventura2, Gilbert L’Italien3, Gordon Liu4,

Isao Kamae5

1Bristol-Myers Squibb, 2Kantar Health, 3Bristol Myers-Squibb,
4Peking University, 5Keio University

Background: Although effective treatments are available for viral

hepatitis C (HCV), they are associated with a range of side effects

which can burden the patient. The objective of this study was to

quantify the burden of HCV treatment.

Methods: Data from the 2009 Japan National Health and Wellness

Surveys were used. All patients who reported a HCV diagnosis

(n = 164) were categorized as either currently receiving treatment for

their HCV (n = 71) or not currently receiving treatment (n = 93).

These groups were compared using regression modeling. Subgroup

analyses were conducted on elderly HCV patients (65 + years).

Results: Ursodiol, ribavirin, and peginterferon were the most com-

monly-used treatments. Treated patients reported lower scores on

every summary and domain score of the SF- 12v2 (though these

differences were not statistically significant) and more emergency

room and provider visits (ps \ .05), with these trends remaining after

covariate adjustment. The burden of treatment was more pronounced

among the elderly. After covariate adjustment, those currently treated

(n = 46) reported significantly lower mean physical component

summary (44.6 vs. 47.9), general health (39.5 vs. 54.2), physical role

limitation (67.6 vs. 78.6), and vitality scores (50.3 vs. 64.2, all

ps \ .05) and more provider visits in the past six months (21.0 vs.

11.0, p \ .05) compared to those not treated (n = 50).

Conclusions: These results suggest that HCV treatment itself can also

pose an additional burden, particularly among the elderly. Significant

medical unmet needs still exist for HCV patients and newer therapies

with a reduced burden may have both humanistic and economic

benefits for these patients.

PP13-104
Elevation of serum apolipoprotein b after successful eradication of Hep-

atitis C virus in patients with chronic Hepatitis C treated with ifn-based

therapy

kogame michio

Department of Internal Medicine, Toho University

Background: Hepatitis C virus (HCV) infection is closely tied to the

lipid metabolism of liver cells. Recently, we reported that serum

levels of LDL- and VLDL-cholesterol (Cho) increased if sustained

virologic response (SVR) was obtained in patients with chronic

hepatitis C (CHC) treated with interferon (IFN) based therapy. The

goal of the present study was to clarify whether serum level of apo-

lipoprotein (Apo)-B, the major protein component of LDL- and

VLDL-Cho synthesized in the liver, is changed if SVR is obtained in

CHC patients treated with IFN-based therapy.

Methods: The study included 115 consecutive CHC patients infected

with genotype 1 (n = 62) and with genotype 2 (n = 53). Eighty-nine

patients received pegylated (PEG)-IFN alpha plus ribavirin (RBV).

Twenty-six patients received PEG-IFN alpha alone. SVR was defined as

being negative for serum HCV-RNA by RT-PCR at 24 weeks after the

end of therapy (EOT). Fasting serum triglyceride (T-G), total-Cho, and

Apo-B were evaluated before starting therapy and at 24 weeks after EOT.

Results: The SVR rates were 75% (86/115). Serum levels of total-

Cho and Apo-B increased significantly more in patients infected with

genotypes 1 and 2 in SVR patients, at 24 weeks after EOT than before

starting therapy, but those were not changed significantly in non-SVR

patients. Serum levels of T-G were changed significantly in neither

SVR patients nor non-SVR patients during the study period.

Conclusions: It was suggested that HCV genotypes 1 and 2 infection

equally lowered serum levels of Apo-B and total-Cho, which

increased if HCV was successfully eradicated.

PP13-105
Clinical significance of microRNA-193b in chronic hepatitis C patients

treated with pegylated interferon alpha and ribavirin

Chiu-Chun Chang, Ya-Wen Cheng, Wan-Ling Hsieh, Tan-Hsia Chen,

Tzy-Yen Chen, Chun-Che Lin

Institute Of Medicine, School Of Medicine, Chung Shan Medical
University

Background: Hepatitis C virus (HCV) infection frequently induces

chronic liver diseases. MicroRNAs (miRNAs) is a class of small
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noncoding RNAs that regulate gene expression. Several miRNA

expression patterns associated with therapeutic effects in chronic

hepatitis C (CHC) patients received standard of care therapy. In this

study, we evaluate the expression of PBLs miRNA-193b in HCV

patients before and after anti- viral therapy, and try to find the asso-

ciation of this miRNA with therapeutic response.

Methods: Forty eight HCV negative health control and forty eight

CHC patients with HCV genotype 1 or 2 were enrolled. All patients

were naı̈ve to any anti-viral therapy before and were treated with

pegylated interferon alfa and ribavirin for 48 weeks. RNA was

extracted from Peripheral blood leukocytes (PBLs) of health controls

and CHC patients, before and after combined therapy Expression

levels of miR-193b was detected by quantitative real-time reverse-

transcription polymerase chain reaction (qRT-PCR).

Results: PBLs from patients with CHC contained higher levels of

miR-193b than from healthy controls (p\0.0001). In pre-treatment

groups, patients with no sustained viral response (SVR) had higher

miR-193b than those from patients with SVR (p\0.01). After anti-

viral therapy, miR-193b levels in CHC patients were significantly

decreased to the normal range..

Conclusions: MiR-193b expression levels in PBLs of CHC patients

were associated with the response to antiviral therapy. This information

can be utilized as a novel biomarker to predict drug response and can

also be applied to develop novel anti-viral therapies for CHC patients.

PP13-106
Decrease of Hcv-Rna in the first month of chronic Hepatitis C Treatment

is the most important indicator of the treatment success

Oguz Karabay, Nazan Tuna, Ertugrul Guclu, Oguz Karabay

Sakarya E

Background: Pegylated interferon and Ribavirin were used in

Chronic Hepatitis C (CHC) treatment. In this study, we aimed to

determine that factors affecting the success of CHC treatment.

Methods: Patients were treated 48 weeks with pegylated interferon and

ribavirin. A total of 34 CHC patients data that treated in our clinic were

evaluated retrospectively. Sustained virologic response (SVR) was defined

as undetectable HCV-RNA, in six months after the end of treatment.

Results: Thirty two (94.1%) patient were genotype-1 and two patient

were genotype-2 . Our treatment success was 41.1%. When the fac-

tors that affecting treatment success were evaluated; treatment

success was higher in patients who have significant decrease of

HCV-RNA level at the fourth and twelfth weeks, who have initially

low HAI score, and who have anemia during the treatment.

Conclusions: New treatment alternatives are necessary in order to

achieve more successful treatment response in patient with genotype

1. Treatment success can be predicted with determination of HCV

RNA in months 1 and 3, during the treatment.

PP13-107
Younger patients with hepatitis C virus genotype-1 chronic infection had

similar treatment response to genotype-2 chronic infection

Rachel Wen-Juei Jeng1, Chun-Yen Lin2, I-Shyan Sheen3, Chang-Wen

Huang4, Chien-Hao Huang5, Ji-Yih Chen6

1Chang-Gung Memorial Hospital, Linko branch, Taiwan,
2Chang-Gung Memorial Hospital, 3Chang-Gung Memorial Hospital,
4Chang-Gung Memorial Hospital, 5Chang-Gung Memorial Hospital,
6Chang-Gung Memorial Hospital

Background: Age is one of the predictors for sustained virological

response (SVR) when treating chronic hepatitis C (CHC) patients

with pegylated interferon/ribavirin (PegIFN/RBV). However, the

clinical behavior of the younger patients had not been analyzed

before. In this study, we tried to investigate the clinical features and

treatment responses of patients younger than 40 years old.

Methods: We analyzed our prospective cohort of genotype 1 (GT1)-

and genotype 2 (GT2)- CHC patients who had received 24 weeks of

PegIFN/RBV treatment. These patients were divided into two groups

according to their ages below or above 40 years old. Clinical

parameters including viral responses and single nucleotide polymor-

phisms (SNPs) of interleukin-28B (IL28B) had been analyzed.

Results: The percentage of liver cirrhosis was higher in the older than

younger patients but the baseline viral load was similar between these

two age groups in both GT1- and GT2- CHC patients. In GT1-CHC

patients, the rapid and early viral response rates were similar between

younger and older patient groups but the SVR was significantly higher

in younger patients. Furthermore, in younger patients, the SVR rate was

similar between GT1 and GT2-CHC patients, either with low or high

baseline viral load. Finally, considering predictors for SVR in younger

CHC patients, only body mass index but not the genotype of hepatitis C

virus, baseline viral load nor IL28B SNP was the predictor.

Conclusions: GT1-CHC patients who are younger than 40 years old

had SVR rate similar to GT2- CHC patients but different from GT1-

CHC older patients.

PP13-108
Synergistic antiviral effect of Traditional Chinese Medicine (T.C.M.)

combined with standard therapy in chronic hepatitis C treatment:

an interim analysis of multicenter, randomized, double blinded, control

study of pegylated

Hongming Nie, Jianjie Chen, Chengbao Wang, Huilin Dong, Qihua lin,

Qiming Gong, Yong Zhang, Xiaoyu Hu, Changjian Yin, Guoguang Sheng

Shanghai Shuguang hospital

Background: T.C.M. exhibit liver function protection, anti-fibrosis,

immune function modulation and some extent anti-viral function in

CHC treatment, particularly, reduce medicines adverse events and

increase patients adherence. Aim of this study is to explore synergistic

effect of T.C.M. combined with standard therapy in CHC treatment.

Methods: All subjects were naı̈ve CHC patients with Han nationality.

Subjects were randomized into two groups, treatment group were

given standard CHC treatment (pegylated a-2a 180lg/week plus

Ribavirin 900mg/d) and T.C.M. (consists of Astragalus, Largehead

Atractylodes, Giant Knotweed Rhizome, sophorae falvescentis, Gar-

denia and Picrorhiza), control group were given standard treatment

plus T.C.M. placebo. Treatment duration was 48 weeks. 24 weeks

data were presented in this abstract.

Results: 545 eligible subjects were enrolled (275 subjects in treatment

group) with 306 male(56.1%). Mean age was 40.92±13.42 years old.

63.48% subjects were genotype 1 and the others were genotype 2/3.

Baseline viral load was 6.3±1.49106 IU/ml. cEVR for treatment and

controlled group were 72.93% vs. 74.81%. After 24 weeks treatment,

more patients in treatment group had undetectable HCV RNA than in

control group (80.47% vs. 70.63%, p=0.009). Genotype 1 patients in

treatment group unexpectedly showed better treatment efficacy than

genotype 2/3 patients, evidenced by 78.2% vs 77.0% patients in cEVR

and 85.6% vs. 83.3% in undetectable HCV RNA at 24 week, respec-

tively. The most common adverse events were flu-like symptom,

leukopenia and thrombocytopenia. No patients prematurely stopped

treatment because of adverse events. No serious adverse events.

Conclusions: T.C.M. combined with standard therapy showed better

antiviral effect than standard therapy. T.C.M. has synergistic anti-

viral effect.

PP13-109
VX-222/Telaprevir in combination with peginterferon-Alfa-2a and

ribavirin in treatment-na

Edward Gane1, Adrian M Di Bisceglie2, Mark S Sulkowski3,

Ira M Jacobson4, Katia Alves5, Margaret J Koziel6, Cynthia De Souza7,

Tara L Kieffer8, Robert M Kauffman9, David R Nelson10

1Auckland City Hospital, 2Saint Louis University School of Medicine,
Saint Louis, MO, 3Johns Hopkins University, Baltimore, MD,
4Weill Cornell Medical College, New York, NY,
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5Vertex Pharmaceuticals Incorporated, Cambridge, MA,
6Vertex Pharmaceuticals Incorporated, Cambridge, MA,
7Vertex Pharmaceuticals Incorporated, Cambridge, MA,
8Vertex Pharmaceuticals Incorporated, Cambridge, MA,
9Vertex Pharmaceuticals, Cambridge, MA, 10University of Florida
College of Medicine, Gainesville, FL

Background: ZENITH is assessing safety and efficacy of VX-222

with telaprevir(T), alone (DUAL), with ribavirin(R) (TRIPLE) or

with peginterferon(P) and ribavirin (QUAD) in chronic HCV geno-

type 1 treatment-na.

Methods: Patients received either VX-222 100 mg (Arm C, n = 29)

or 400 mg (Arm D, n = 30) plus T 1125 mg bid, P 180gg/wk, and R

1,000–1,200 mg/day for 12 wks. Patients with undetectable HCV

RNA at Weeks 2 and 8 were eligible to stop all treatment at Week 12;

those with detectable HCV RNA received an additional 12 weeks of

PR.

Results: No viral breakthrough occurred in either QUAD arm. 38%

(11/29) and 50% (15/30) of patients from arms C and D, respec-

tively, were eligible to stop treatment at Week 12. Of those, 82% (9/

11) and 93% (14/15), respectively achieved SVR12; the remaining 3

patients relapsed. 83% (15/18) and 87% (13/15) of patients who were

not eligible for short duration treatment or discontinued prior to Week

12 achieved SVR12. Overall, SVR12 was 83% (24/29) and 90% (27/

30) in arms C and D, respectively. Most frequent AEs were: fatigue

56% (mild 69%), nausea 49% (mild 72%), diarrhea 48% (mild 89%),

anemia 37% (mild 36%), pruritus 34% (mild 65%), and rash 31%

(mild 72%). Severe AEs occurring in at least 2 patients were: neu-

tropenia (5.1%), hypomagnesemia (3.4%), and anemia (3.4%).

Conclusions: In this interim analysis, VX-222/T/PR therapy for 12 or

24 weeks led to high SVR rates in treatment-na

PP13-110
Predictors of virologic response with telaprevir-based combination treat-

ment in HCV Genotype 1-infected Patients with prior peginterferon/

ribavirin treatment failure: post-hoc analysis of the phase 3 REALIZE

study

Graham Foster1, Thomas Berg2, Stanislas Pol3, Pietro Andreone4, Stuart

Roberts5, Eric J Lawitz6, Zobair M Younossi7, Isabelle Lonjon-Domanec8,

Gaston Picchio9, Stefan Zeuzem10

1Queen Mary University of London; 2Universitatsklinikum Leipzig,
Klinik und Poliklinik fur Gastroenterologie und, Rheumatologie,
Leipzig;

3Assistance Publique-Hopitaux de Paris, Hopital Cochin,
Paris; 4Universita di Bologna, Bologna; 5Alfred Hospital,
Melbourne, VIC; 6Alamo Medical Center, San Antonio, TX; 7Center
for Liver Diseases and Department of Medicine, Inova Fairfax
Hospital, Falls, Church, VA; 8Janssen Pharmaceuticals, Paris;
9Tibotec Inc., Titusville, NJ; 10Johann Wolfgang Goethe University
Medical Center, Frankfurt am Main

Background: The effects of patient baseline characteristics and on-

treatment response (eRVR:undetectable HCV RNA at weeks 4 and

12) on SVR was investigated in patients with prior PR treatment

failure (relapsers, partial-responders, null-responders) who received

telaprevir plus peginterferon/ribavirin(PR) in Phase 3 REALIZE

study using multiple logistic regression analyses.

Methods: Patients were randomized to 12 weeks of telaprevir plus

48 weeks of PR (PR48), either with immediate start (T12/PR48) or

with a 4-week PR lead-in(LI T12/PR48), or PR48. The relationship

between SVR and five ranges of HCV RNA response was explored at

Week 4 in LI T12/PR and PR48.

Results: 578 patients had available data; 28% were prior null

responders, 19% partial responders, and 53%, relapsers; 69% were

male; 5% black; mean age was 51 years; 88% had HCV RNA levels

Conclusions: Telaprevir added to PR significantly improved SVR

rates in patients who failed prior PR treatment. Previous PR response,

baseline LDL and fibrosis stage were significant predictors of SVR

with telaprevir-based regimen. When added to the model, eRVR was

the strongest SVR predictor.

PP13-111
Similar SVR rates in IL28B CC, CT or TT prior relapser, partial- or

null-responder patients treated with telaprevir/peginterferon/ribavirin:

retrospective analysis of the REALIZE Study.

Graham Foster1, Stanislas Pol2, Jeroen Aerssens3, Stefan Zeuzem4,

Pietro Andreone5, Zobair M Younossi6, Stuart Roberts7, Don Luo8,

Martyn Botfield9, Gaston Picchio10

1Queen Mary University of London, 2Assistance Publique-Hopitaux
de Paris, Hopital Cochin, Paris, 3Tibotec BVBA, Beerse, 4Johann
Wolgang Goethe University Medical Center, Frankfurt am Main,
5Universita di Bologna, Bologna, 6Center for Liver Diseases
and Department of Medicine, Inova Fairfax Hospital, Falls, Church,
VA, 7Alfred Hospital, Melbourne, VIC, 8Tibotec Inc., Titusville, NJ,
9Vertex Pharmaceuticals, Cambridge, MA, 10Tibotec Inc., Titusville,
NJ

Background: IL28B polymorphisms are linked to differences in SVR

rates in HCV treatment-na.

Methods: 527/662(80%) REALIZE patients had consented to

genetic testing. Genotype rs12979860 was determined using a

TaqMan allelic discrimination assay validated against Sanger

sequencing on 50 independent samples. This was a retrospective

study based on patients who consented to genetic testing prior to the

discovery of IL28B, thus, sample size was not based on formal

statistical considerations.

Results: 94% of patients were Caucasian, 4% Black, 18% IL28B CC,

61% CT, and 21% TT. The observed IL28B genotype frequencies

indicated that the population was not in Hardy-Weinberg equilibrium

(Chi \ sup [ 2\/sup [=28, \ i[P \/i [\0.0001). IL28B geno-

types were well balanced across all arms except for a higher

frequency of TTs in the PR arm. Overall SVR rates for IL28B CC,

CT, and TT were 79%, 60%, and 61% in pooled T12/PR48, respec-

tively, and 29%, 16%, and 13% in PR48. Regardless of IL28B

genotype, SVR rates were 85–88% in prior relapsers, 58–71% in

prior partial- responders and 29–40% in prior null-responders in

pooled T12/PR48 patients vs 20–33%, 0–20% and 0–7% in PR48

patients.

Conclusions: In this retrospective analysis, IL28B genotype did not

contribute to outcome prediction in prior treatment-experienced

patients treated with a telaprevir-based regimen and thus, may be of

limited utility in this setting.

PP13-112
Efficacy and safety of telaprevir-based regimens in cirrhotic patients

with hcv genotype 1 and prior peginterferon/ribavirin treatment failure:

subanalysis of the REALIZE Phase III Study

Graham Foster1, Stuart Roberts2, Stanislas Pol3, Pietro Andreone4,

Eric J Lawitz5, Zobair M Younossi6, Rolf van Heeswijk7,

Sandra De Meyer8, Gaston Picchio9, Stefan Zeuzem10

1Queen Mary University of London; 2Alfred Hospital, Melbourne,
VIC, Australia; 3Assistance Publique-Hopitaux de Paris, Hopital
Cochin, Paris; 4Universita di Bologna, Bologna; 5Alamo Medical
Research, San Antonio, TX; 6Center for Liver Diseases and
Department of Medicine, Inova Fairfax Hospital, Falls, hurch, VA;
7Tibotec BVBA, Beerse; 8Tibotec BVBA, Beerse; 9Tibotec Inc.,
Titusville, NJ; 10Johann Wolfgang Goethe University Medical Center,
Frankfurt am Main

Background: HCV genotype 1 patients with cirrhosis have low rates

of SVR with peginterferon/ribavirin (PR) treatment. This REALIZE

subanalysis assessed efficacy and safety of telaprevir (T) plus PR in

PR treatment-experienced patients with cirrhosis.
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Methods: Patients were randomized to either one of two 12-week

telaprevir regimens with 48 weeks of PR (T12/PR48 or LI T12/

PR48), or to 48 weeks of PR (PR48). Efficacy and safety variables

were reanalyzed for patients with and without baseline cirrhosis;

associations were explored between baseline variables and other

prognostic factors in cirrhotic patients by univariate and multivariate

logistic regression analyses.

Results: Cirrhotic patients (n = 169) were slightly older and more

likely to be prior null- responders. Cirrhotic patients had lower SVR

rates than non-cirrhotics (except previous relapsers). Overall, cirrhotic

patients achieved higher SVR rates in response to T/PR (66/139

(47%) patients) than to PR (3/30 (10%) patients). In cirrhotic T/PR

patients, high baseline LDL, high baseline ALT or AST and prior PR

response were significantly associated with SVR in univariate anal-

yses; the latter two factors also predicted SVR in multivariate

analyses (\ i[P \/i [\0.025). In patients failing a T/PR regimen,

there was no association between the presence or level of TVR

resistance and stage of fibrosis. Adverse events led to TVR discon-

tinuation in 15% of cirrhotic and 12% of non-cirrhotic patients.

Conclusions: Telaprevir-based treatment was associated with higher

SVR rates than PR alone irrespective of cirrhosis, although cirrhotics

had lower SVR rates than non-cirrhotics. In cirrhotics, prior response to

PR therapy and high baseline ALT or AST predicted response to T/PR.

PP13-113
Impact of anemia and ribavirin dose reduction on SVR to a

telaprevir-based regimen in patients with HCV Genotype 1 and prior

peginterferon/ribavirin treatment failure in the phase 3 REALIZE study

Graham Foster1, Stuart Roberts2, Stanislas Pol3, Pietro Andreone4,

Eric J Lawitz5, Zobair M Younossi6, Isabelle Lonjon-Domanec7,

Rolf van Heeswijk8, Gaston Picchio9, Stefan Zeuzem10

1Queen Mary University of London, 2Alfred Hospital, Melbourne,
VIC, Australia, 3Assistance Publique-Hopitaux de Paris, Hopital
Cochin, Paris, 4Universita di Bologna, Bologna, 5Alamo Medical
Research, San Antonio, TX, 6Center for Liver Diseases
and Department of Medicine, Inova Fairfax Hospital, Falls, Church,
VA, 7Janssen Pharmaceuticals, Paris, 8Tibotec BVBA, Beerse,
9Tibotec Inc., Titusville, NJ, 10Johann Wolfgang Goethe University
Medical Center, Frankfurt am Main

Background: In HCV genotype 1 treatment-na.

Methods: Patients were randomized to 12 weeks of telaprevir plus

48 weeks of PR(PR48), either with immediate start(T12/PR48) or

with a 4-week PR lead-in (LI T12/PR48), or PR48. Relationship

between SVR and five ranges of HCV RNA response was explored at

Week 4 in LI T12/PR and PR48. Erythropoietin was not allowed.

Impact of baseline factors on anemia (Hb \ 10 g/dL), of anemia as an

SVR predictor, and association between ribavirin dose reduction and

SVR were evaluated using multivariable logistic regression analyses.

Results: Of 662 patients, 69% were male; mean age 51 yrs; 5% black;

26% had cirrhosis; mean BMI 27 kg/m \ sup [ 2\/sup [ ; mean

baseline Hb = 15.4 g/dL. 219/530(41%) T12/PR48 and 29/132(22%)

PR48 patients developed anemia. Factors associated with anemia

were: in T12PR patients, older age(\ i[P \/i [\0.0001), lower

BMI(\ i[P \/i [\0.0001), lower baseline Hb (\ i[P \/i [
\0.0001), more advanced fibrosis (\ i[P \/i [=0.0369), genotype-

1b vs 1a(\ i[P \/i [=0.0119); in PR48, older age(\ i[P \/i [
\0.0002), lower baseline Hb(\ i[P \/i [\0.0001). Anemia was a

significant SVR predictor in PR48(\ i[P \/i [=0.0310) but not T12/

PR48(\ i[P \/i [=0.18). Ribavirin dose reduction due to AE

occurred in 133/530(25%) T12/PR48 patients and 16/132(12%) PR48

patients. With telaprevir, SVR were 92% (76/83) and 84% (170/203)

in prior relapsers with and without ribavirin dose reduction; 73% (16/

22) and 55% (41/75) in prior partial-responders and 39% (11/28) and

30% (36/119) in prior null-responders.

Conclusions: Anemia and ribavirin dose reduction did not appear to

significantly impact SVR rates in treatment-experienced patients who

received telaprevir-based therapy.

PP13-114
Different likelihood of achieving SVR on a telaprevir-containing regimen

among null-responders, partial-responders and relapsers irrespective

of similar responses after a peginterferon/ribavirin 4- week Lead-in

Phase: REALIZE study subanalysis

Graham Foster1, Stuart Roberts2, Stanislas Pol3, Pietro Andreone4,

Eric J Lawitz5, Zobair M Younossi6, Sandra De Meyer7, Don Luo8,

Gaston Picchio9, Stefan Zeuzem10

1Queen Mary University of London; 2Alfred Hospital, Melbourne,
VIC, Australia; 3Assistance Publique-Hopitaux de Paris, Hopital
Cochin, Paris; 4Universita di Bologna, Bologna; 5Alamo Medical
Research, San Antonio, TX; 6Center for Liver Diseases and
Department of Medicine, Inova Fairfax Hospital, Falls, Church, VA;
7Tibotec BVBA, Beerse; 8Tibotec Inc., Titusville, NJ; 9Tibotec Inc.,
Titusville, NJ; 10Johann Wolfgang Goethe University Medical Center,
Frankfurt am Main

Background: In REALIZE, prior response characterization (relaps-

ers, partial responders, null responders) was a better predictor of SVR

to telaprevir (T) plus peginterferon/ribavirin (PR) than \ or

Methods: Patients stratified by prior PR response and baseline HCV

RNA levels were randomized 2:2:1 to 12 weeks of telaprevir plus

48 weeks of PR (PR48), either with immediate start (T12/PR48) or

with a 4-week PR lead-in (LI T12/PR48), or to PR48. The relation-

ship between SVR and five ranges of HCV RNA response was

explored at Week 4 in LI T12/PR and PR48.

Results: 121 PR48 patients and 240 LI T12/PR48 patients had Week

4 HCV RNA data available. Among patients with very poor responses

at Week 4 of the lead-in (0V0.5 log \ sub [ 10 \/sub [), prior

relapsers and partial responders achieved substantially higher SVR

rates (67% (2/3) and 60% (3/5), respectively) than did prior null-

responders (6% (1/16)). Prior null-responders exhibited the widest

range of SVR rates to LI T12/PR (6–80%).

Conclusions: Among patients with poor Week 4 response to PR, prior

PR null-responders were less likely than prior partial-responders and

prior relapsers to achieve an SVR to telaprevir-based regimen. This

suggests that, in treatment-experienced patients on a telaprevir-based

regimen, the exclusive use of a PR lead-in phase is less useful than

prior response categorization in predicting SVR.

PP13-115
Drug interaction profile of telaprevir

Varun Garg1, Robert S Kauffman2, Maria Beumont3, Rolf van Heeswijk4

1Vertex Pharmaceuticals Incorporated; 2Vertex Pharmaceuticals
Incorporated, Cambridge, MA; 3Tibotec BVBA, Beerse; 4Tibotec
BVBA, Beerse

Background: Telaprevir is a substrate and inhibitor of cytochrome

P-450 3A (CYP3A) and P- glycoprotein (P-gp). Studies investigated

the clinical significance of drug interactions between telaprevir and

other medications.

Methods: Multiple clinical studies in healthy volunteers investigated

the drug interaction potential of telaprevir with substrates, inhibitors,

and inducers of CYP3A, and the P- gp substrate digoxin.

Results: Drugs displaying substantially increased exposure (AUC)

when co-administered with telaprevir were atorvastatin (8-fold),

cyclosporine (4.6-fold), oral midazolam (9-fold), and tacrolimus (70-

fold). Other notable interactions with telaprevir were a substantially

decreased exposure of ethinyl estradiol (28%) and of the ritonavir-

boosted HIV protease inhibitors, darunavir (40%) and fosamprenavir

(47%). Telaprevir exposure was reduced by rifampin (92%), efavirenz

(26%) and the ritonavir-boosted HIV protease inhibitors, lopinavir

(54%), darunavir (35%) and fosamprenavir (32%). Other drugs
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displaying increased exposure with telaprevir were alprazolam (1.35-

fold), amlodipine (2.8-fold), digoxin(1.85-fold), i.v. midazolam (3.4-

fold), raltegravir (1.31-fold) and tenofovir (1.1 to 1.3-fold); drugs

displaying lowered exposure with telaprevir were escitalopram

(35%), zolpidem (47%) and R- methadone (29%). Protein-unbound

methadone levels were similar before and after telaprevir co-admin-

istration, suggesting a lack of clinically significant interaction based

on protein-binding displacement. Additionally, telaprevir had no

clinically significant effect on buprenorphine exposure or pharma-

codynamics.

Conclusions: The interaction profile of telaprevir was well-charac-

terized and similar to that of HIV protease inhibitors. The degree of

interaction and the clinical consequences show that certain drugs are

contraindicated with telaprevir, and several others require dose

modification and/or monitoring for adverse events. To avoid potential

drug interactions, health practitioners should consult the full pre-

scribing information before and during treatment.

PP13-116
Retreatment with telaprevir/peginterferon/ribavirin after a short exposure

to telaprevir in phase 1 Studies: interim results from a phase 3b rollover

Trial (C219)

Sandra De Meyer1, Christoph Sarrazin2, Henk W Reesink3,

Stefan Zeuzem4, Christine J Weegink5, Don Luo6, James Witek7,

Tara L Kieffer8, Inge Dierynck9, Gaston Picchio10

1Tibotec BVBA; 2Johann Wolfgang Goethe University Medical
Center, Frankfurt am Main; 3Academic Medical Center, Amsterdam;
4Johann Wolfgang Goethe University Medical Center, Frankfurt am
Main; 5Academic Medical Center, Amsterdam; 6Tibotec Inc.,
Titusville, NJ; 7Tibotec Inc., Titusville, NJ; 8Vertex Pharmaceuticals
Incorporated, Cambridge, MA; 9Tibotec BVBA, Beerse; 10Tibotec
Inc., Titusville, NJ

Background: C219 is a rollover study evaluating telaprevir(T) /pe-

ginterferon/ribavirin(PR) in genotype 1 HCV patients who either

failed PR treatment in REALIZE, or received at least 1 dose of

telaprevir(alone or with PR) in Phase I studies, and failed treatment.

A Week 8 interim analysis was performed to evaluate antiviral

activity and safety of T/PR in patients with previous short-term

exposure to telaprevir.

Methods: 9 patients who received telaprevir for 14 days in Study

101(n = 8) or 103(n = 1) were enrolled. T-resistant variants were

detected by clonal sequence analysis in all 8 Study 101/103 patients

with available genotypic data. Patients received T12PR48.

Results: All patients completed the Week 8 visit: 56% were male,

100% Caucasian, 100% had baseline HCV RNA

Conclusions: 89% patients with previous telaprevir exposure had

HCV RNA \ 25 IU/mL at Week 8 of T/PR treatment, similar to

telaprevir treatment-na

PP13-117
Sustained virologic response rates and viral resistance profiles were

similar in patients treated with a telaprevir-based regimen regardless

of liver fibrosis stage

Patrick Marcellin1, James C Sullivan2, Michael W Fried3, Tara L Kieffer4,

Geoffrey M Dusheiko5, Emily C Martin6, David R Nelson7, Adrian M Di

Bisceglie8, Gregory T Everson9, Nathalie Adda10

1University of Paris Clichy; 2Vertex Pharmaceuticals Incorporated,
Cambridge, MA; 3University of North Carolina at Chapel Hill,
Chapel Hill, NC; 4Vertex Pharmaceuticals Incorporated, Cambridge,
MA; 5Royal Free and University College, London;
6Vertex Pharmaceuticals Incorporated, Cambridge, MA;
7University of Florida, Gainesville, FL; 8Saint Louis University
School of Medicine, Saint Louis, MO; 9University of Colorado
Denver, Aurora, CO; 10Vertex Pharmaceuticals Incorporated,
Cambridge, MA

Background: Advance and illuminate were Phase 3 studies that

evaluated safety and efficacy of telaprevir (T) with peginterferon/

ribavirin (PR) in treatment-na.

Methods: We compared virologic response rates of T12PR

(ADVANCE/ILLUMINATE) and PR (ADVANCE) between patients

with no/minimal/portal fibrosis (F0-F2) and patients with bridging

fibrosis/cirrhosis (F3-F4). In T12PR patients who failed to achieve a

sustained virologic response (SVR), the presence of low- or high-

level resistant variants, determined by viral population sequencing,

was analyzed by fibrosis stage.

Results: Efficacy outcomes after T/PR were improved over PR,

regardless of fibrosis stage. Among T12PR patients, 539/681(79%)

F0–F2 and 144/222(65%) F3–F4 patients achieved SVR, whereas

among PR patients, 140/288(49%) F0-F2 and 26/73(36%) F3–F4

patients achieved SVR. In non-SVR patients with sequence data

available (n = 157), resistant variants occurred at similar rates

between fibrosis stages (low-level: 35% in F0–F2, 41% in F3–F4;

high-level: 38% in F0–F2, 44% in F3–F4). In patients with detectable

resistant variants after failure and follow-up sequence data (n = 104)

median time-to-loss of variants was 9 months in F0–F2 and

10 months in F3–F4.

Conclusions: Telaprevir-based therapy improved SVR rates over PR

alone regardless of fibrosis stage. Within a treatment group, virologic

failure and relapse rates were higher in patients with bridging fibrosis/

cirrhosis than in those with no/minimal or portal fibrosis. T12PR

patients who failed to achieve SVR had similar resistance profiles and

median time-to-loss of variants, regardless of the pre-treatment liver

disease stage.

PP13-118
The outcomes of glucose abnormalities in prediabetic chronic Hepatitis c

patients receiving peginterferon plus ribavirin therapy

Jee-Fu Huang1, Ming-Lung Yu2, Chung-Feng Huang3,

Suh-Hang Hank Juo4, Chia-Yen Dai5, Wan-Long Chuang6

1Kaohsiung Municipal Hsiao-Kang Hospital, Kaohsiung Medical
University; 2Kaohsiung Municipal Ta-Tung Hospital; 3Kaohsiung
Municipal Ta-Tung Hospital; 4Kaohsiung Medical University;
5Kaohsiung Medical University Hospital; 6Kaohsiung Medical
University Hospital

Background: Pre-diabetes is a risk factor for type 2 diabetes mellitus

(DM) development. This study aimed to elucidate the impact of

treatment response on sequential changes in glucose abnormalities in

pre-diabetic chronic hepatitis C (CHC) patients.

Methods: CHC patients with a baseline hemoglobin A1C (A1C)

range 5.7–6.4% who achieved 80/80/80 adherence were prospectively

recruited. All patients received current peginterferon-based recom-

mendations. The primary outcome measurement was their A1C level

at the end-of-follow-up (EOF).

Results: A total of 181 consecutive CHC patients were enrolled. The

mean A1C at EOF was 5.82

Conclusions: Successful eradication of HCV improves glucose

abnormalities in pre-diabetic CHC patients.

PP13-119
Management of HCV treatment related anemia by Erythropoietin-beta

Li-Wei Chen, Rong-Nan Chien, Kuan-Meen Fang, Cho-Li Yen, Jia-Jang

Chang

Chang-Gung Memorial Hospital and University at Keelung

Background: Anemia is a common complication of combined

treatment (pegylated interferon and ribavirin) for chronic hepatitis C

(CHC). This study aims to evaluate the effect of Erythropoietin-beta

(EPO-]) on CHC treatment related anemia, especially in Hb change

during the first 3 months.

Methods: Retrospectively analyzed CHC patients who received

combined treatment and EPO-] (10000 IU/syringe, Roche, once per
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week, subcutaneous) for resolving anemia during 2008-1 to 2011-6 at

Keelung Chang-Gung Memorial Hospital. Patients who received

EPO-] therapy in the 4th week after starting combined therapy and

kept the ribavirin dose were enrolled.

Results: Total 33 patients (mean age 63.0 ± 10.3 y/o, 22 female, mean

body weight 62.2 ± 9.1 kg) were included. Pre-treatment Hb value was

13.1 ± 0.9 g/dL. Twelve (12/33, 36.4%) patients got liver cirrhosis.

Before EPO-b therapy, the mean Hb decrease range was 22.2-27.3%

when compared with baseline pretreatment Hb. After EPO-b therapy, the

mean Hb decrease range was 1.9-3.8% when compared with the 4th week

Hb. Using the 4th week Hb value as baseline, 12 patients (12/33, 36.4%)

got mean 21.9 ± 29.6% increase of Hb value following 8 dose of EPO-b
therapy. The percents of patients’ symptoms of dizziness or fatigue were

59.4% (19/32) before and 28.1% (9/32) after EPO-b treatment (p=0.023,

one patient no record).

Conclusions: Patients got less decrease or stationary mean Hb value

following EPO-] treatment during combined CHC therapy. For the

patients (12/33, 36.4%) response to EPO-] therapy, it took about 8

doses (weeks) therapy to recover into the pretreatment Hb value.

PP13-120
Add-on lipid modulators (statin and EPA) for peg-IFN and RBV increase

SVR particularly in HCV patients with intractable IL-28B rs8099917

TG/GG allele

Motoyuki Kohjima1, Tsuyoshi Yoshimoto2, Nobuyoshi Fukushima3,

Kunitaka Fukuizumi4, Masayoshi Yada5, Akihiro Yamasaki6,

Tsukasa Nakamura7, Munechika Enjoji8, Makoto Nakamuta9

1Kyushu Medical Center, National Hospital Organization; 2Kyushu
Medical Center, National Hospital Organization; 3Kyushu Medical
Center, National Hospital Organization; 4Kyushu Medical Center,
National Hospital Organization; 5Aso Iizuka Hospital; 6Kyushu
Medical Center, National Hospital Organization; 7Kyushu Medical
Center, National Hospital Organization; 8Fukuoka University;
9Kyushu Medical Center, National Hospital Organization

Background: HCV life cycle tightly correlates with lipids metabo-

lism in hepatocytes. In vitro, lipid modulators, such as statin or

eicosapentaenoic acid (EPA), suppressed the HCV replication. Fur-

thermore, statin was reported to enhance the efficacy of current peg-

IFN + ribavirin (RBV) treatment; however, the effects of lipid

modulators on HCV patients with intractable IL-28B allele remains

unknown.

Methods: The patients with high viral load have been treated with

pitavastatin and EPA in addition to the regular treatment with peg-

IFN\2b + ribavirin (RBV) since 2008. We examined IL-28B allele

and compared sustained virological response (SVR) between the

patients with the lipid modulators (n = 199) and without them from

2005–2007 (n = 242) in each allele.

Results: In genotype 1b, the lipid modulators increased SVR from

39% (53/137) to 67% (50/75) (p \ 0.0001), while in genotype 2a or

2b, they had little effect on SVR from 85% (50/59) to 75% (39/52). In

the patients with intractable IL-28B rs8099917 TG/GG allele in

genotype 1b, the lipid modulators dramatically increased SVR from

8% (1/13) to 50% (10/20) (p = 0.012). In contrast, in the patients

with TT allele, they did not significantly increased SVR from 60%

(22/37) to 71% (37/52). On viral kinetics during early course of the

therapy, the response of HCV-RNA rarely affected by the drugs and

SVR were archived even in poor responder with TG/GG allele using

the drugs.

Conclusions: These findings indicated that the lipid modulators, pi-

tavastatin and EPA, could enhance the efficacy of peg-IFN and RBV

therapy particularly in the HCV patients with intractable IL-28B

allele.

PP13-121
Induction of interleukin-28B by ex vivo stimulation of peripheral blood

mononuclear cells predicts the efficacy of pegylated interferon- \/ribavirin

therapy in chronic hepatitis C

Kazumoto Murata

National Center for Global Health and Medicine

Background: We identified single nucleotide polymorphisms near

interleukin-28B gene (IL28B) as predicting factors for non-respond-

ers to pegylated interferon-\/ribavirin (Peg- IFN/RBV) therapy by

genome-wide association study (GWAS) in Japanese patients with

chronic hepatitis C (CHC). However, the expression level of IL28B in

CHC patients is controversial, and the mechanistic role of IL28B on

the pathogenesis of CHC is unknown.

Methods: Ten healthy volunteers and 76 CHC Japanese patients with

genotype 1b were enrolled in this study. Genotype of IL28B

(rs8099917) was examined in all participants. PBMCs were incubated

with IFN-\, following incubation with RBV, poly I:C (TLR 3 agonist),

or R-837 (TLR 7 agonist). Cultured-lymphocytes were used for a real-

time qPCR of IL29, IL28A, and IL28B (encoding IFN-lambda1, IFN-

lambda2 and IFN- lambda3, respectively).

Results: IFN-\, RBV, poly I:C or R-837 alone failed to induce IFN-

lambdas in healthy volunteers. The expression levels of IFN-lambdas

showed peak at 4 h. In CHC patients with TT genotype of rs8099917,

IFN-lambda3 was strongly induced by R- 837 in comparison with

those with TG/GG genotype (p = 0.0061), whereas no significances

in IFN-lambda1 or IFN-lambda2. Furthermore, the extent of IFN-

lambda3 induction was strongly correlated with the response to pre-

vious Peg- IFN/RBV therapy (p = 0.00000067), regardless of IL28B

genotypes.

Conclusions: The extent of IFN-lambda3 induction by ex vivo

stimulation with R-837 was closely associated with genotype of

IL28B and/or the efficacy of previous Peg-IFN/RBV therapy in Jap-

anese CHC patients, implicating that regulation of IFN-lambda3, not

IFN-lambda1 or IFN-lambda2, have major role for the eradication of

hepatitis C virus, which supported GWAS data.

PP13-122
Human leukocyte antigen class I and II alleles as the predictors of anemia

in patients with chronic hepatitis C treated with pegylated interferon-alfa

plus ribavirin and ribavirin

Chih-wei Tseng1, Yu-Hsi Hsieh2, Chin-Kuo Chang3, Ning-Sheng Lai4,

Kuo-Chih Tseng5

1Buddhist Dalin Tzu Chi General Hospital; 2Buddhist Dalin Tzu Chi
General Hospital; 3King’s College; 4Buddhist Dalin Tzu Chi General
Hospital; 5Buddhist Dalin Tzu Chi General Hospital

Background: To investigate the relation between human leukocyte

antigen (HLA) class I and II alleles and treatment induced anemia in

chronic hepatitis C (CHC) patients receiving combination therapy

with pegylated interferon-alfa and ribavirin.

Methods: One hundred six na

Results: Forty patients (37.7%) had level of hemoglobin less than

10 g/dl during the treatment course. Patients with low baseline Hb

level and high fibrosis sore were associated with the development of

hemoglobin less than 10 g/dl. Among HLA class I and II alleles, the

occurrence of Hb \ 10 g/dl was significantly associated with the

existence of HLA-B*75 in multivariate analyses (adjusted odds

ratio = 8.13; 95% CI: 1.19,55.70, p = 0.03).

Conclusions: HLA-B*75 is associated with the treatment induced

anemia in Taiwanese CHC patients receiving combination therapy

with pegylated interferon-alfa plus ribavirin.
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PP13-123
Association of IL21R Genotypes and Serum IL21 Levels with Virologic

Response in Chronic Hepatitis C Patients Receiving Interferon-based

Therapy

Ching-Sheng Hsu1, ShihVJer Hsu2, Chen-Hua Liu3, Chun-Jen Liu4, Pei-

Jer Chen5, Ding-Shinn Chen6, Jia-Horng Kao7

Buddhist Tzu Chi General Hospital, Taipei

Background: In addition to IL28B genotypes, several genetic poly-

morphisms have also been identified as potential predictors of

virologic outcomes in genome-wide association studies (GWAS) of

chronic hepatitis C (CHC) patients receiving interferon treatment. We

aimed to examine the associations of IL21R rs3093390 genotypes,

serum IL21 levels with virologic response of CHC patients receiving

interferon-based treatment.

Methods: Clinical and serial virological data were collected from 129

consecutive Taiwanese HCV genotype 1 patients who received

pegylated interferon plus ribavirin therapy. Quantification of HCV

RNA, serum IL21 levels and IL21R genotypes were determined by

molecular methods.

Results: Of 129 patients, 98(70.5%) patients attained sustained

virologic response (SVR). Patients with SVR had comparable serum

IL21 levels to those without SVR (SVR vs. Non-SVR, 535.8±119.3

pg/mL vs. 526.9±160.6 pg/mL, P=0.966). Moreover, patients with

IL21R CC genotype had similar rapid virologic response (RVR) rates

(RVR vs. Non-RVR, 100% vs. 84.6%, P=0.194) and complete early

virologic response (cEVR) rates (cEVR vs. Non-cEVR, 80% vs.

66.7%, P=0.612) to the ones with CT genotypes.

Conclusions: Although IL21R genotype has been identified as a

potential predictor in Western CHC patients receiving interferon-

based therapy, similar distribution of IL21R genotypes and compa-

rable serum IL21 levels are observed in Taiwanese CHC patients with

different virologic responses.

PP13-124
Neutropenia and viral load decline during treatment of hepatitis C virus

genotype-4 patients: The paradox of treatment modification

Moutaz Derbala1, Aliaa Amer2, Fatima Shebl3, Anil John4, Saad Alkaabi5,

Nazeeh Eldweik6, Fuad Pasic7, Rafie Yaqoob8, Muneera Almohanadi9,

Mohamed Butt10

1 Consultant 2 Dr. 3 Ass. Prof 4 Dr. 6 Dr.

Background: Neutrophil count and magnitude of decrease from

baseline are not correlated with infection rate in recipients of inter-

feron-based therapy for hepatitis C (HCV). Its association with viral

response raises the dilemma of trying to maintain therapy despite the

occurrence of adverse events.

Methods: We studied the relationship between early viral clear-

ance,in response to treatment,and neutrophil and fall in neutrophil in

201 HCV- genotype 4 patients.

Results: Rapid and Early virological responses (RVR and EVR) were

achieved in 33.3%, and 61.5% respectively. None of the patients

developed symptomatic infection regardless the degree of neutrophil

decline. Neutrophils decline at week 2 significantly correlated with

viral load at week 12 (r = 0.40, p = 0.042), Neutrophils decline at

week 4 significantly correlated with viral load decline at week 12 (r =

0.21, p = 0.006). Using logistic regression, pre-treatment neutrophil

significantly predicted RVR and EVR, such that individuals who

achieved RVR, and EVR had higher pre-treatment neutrophil com-

pared to non-responder ((X2= 4.94, p =0.026, X2= 7.67, p =0.005

respectively). Adjusting for age, sex, grade, fibrosis, and pre- treat-

ment Neutropenia, the more decline in neutrophil count was

significantly associated with the lower viral load overtime (t=-2.27,

p=0.027) and with higher viral load decline overtime (t=2.73,

p=0.009) and achieving EVR (t=2.04, p=0.044).

Conclusions: In genotype 4 patients, Neutropenia can be a predictor

of response. Neutropenia may reflect disappearance of genomic

hepatitis C virus RNA from mononuclear cells. The relation between

neutropenia and response confined to the first 12weeks of therapy.

PP13-125
Long-term outcome in chronic hepatitis C and sustained virological

response

Tatiana Ignatova1, Katerina Gaidashova2, Vladimir Chulanov3, Galina

Mikhailovskaya4, Tatiana Lopatkina5, Olga Chernova6

1I.M.Sechenov First Moscow State Medical University, 2Central
Research Institute of Epidemiology, Moscow, 3Central Research
Institute of Epidemiology, Moscow

Background: To assess the clinical, biochemical and virological

long-term outcome in chronic hepatitis C (CHC) patients with a

sustained virological response (SVR) after antiviral therapy

Methods: 209 patients with CHC and SVR after different antiviral

regimens were followed up for 56, 1 5,4 (12–192) months. Quali-

tative serum HCV-RNA was determined by PCR with detection

limit 500 ME/ml. Serum and peripheral blood mononuclear cells

(PBMC) from 114 patients were assessed using real-time PCR

(NucliSENS easy MAG, bioMerieux, France) with detection limit

10 ME/ml.

Results: 12 (5,7%) patients had liver cirrhosis, 26 (12,4%) V mixed

cryoglobulinemia (MC) and 2 V MC-vasculitis before treatment.

During follow-up 3 (1,5%) patients had virological and biochemical

relapse within 24 months after therapy. HCVRNA was not found in

PBMC from all tested patients. 11 patients had relapse of MC and 2 of

them - relapse MC- vasculitis despite negative test for HCVRNA in

serum and PBMC. B-cell lymphoma was diagnosed in 1 of these 2

patients. One cirrhotic patient developed esophageal varices. No

patients showed hepatic decompensation or hepatocellular carcinoma.

Conclusions: In sustained responders late virological relapse is very

rare and majority of patients had good outcomes. No evidence of

occult HCV-infection in PBMC was seen, but some patients had

relapse of MC-syndrome.

PP13-126
A Comparative Study Between Multilayer Perceptron Neural Network

and Logistic Regression Analysis to Predict Sustained Viral Response

in Chronic Hepatitis C Patients Receiving Pegylated Interferon Plus

Ribavirin Therapy

Chun-Hsiang Wang, Lein-Ray Mo, Kuo-Kwan Chang, Ruey-Chang Lin,

Jen-Juan Kuo

Department of Hepatogastroenterology, Tainan Municipal Hospital

Background: It is important to predict therapeutic effects prior to

initiating antiviral treatment in patients with chronic hepatitis C. The

aim of the study was to compare two statistical models for their ability

to select good predictors for sustained viral response (SVR).

Methods: From May 2007 to June 2009, we enrolled 213 chronic

hepatitis C patients (male: 121, female: 92; mean age: 56.2, 3 10.1

years old) who received combined pegylated interferon and ribavirin

therapy for 24 weeks or 48 week. We were creating a multilayer

perceptron (MLP) neural network model (SPSS v.17) with feedfor-

ward architecture, which contains predictors for SVR (including age,

sex, histological features of fibrosis, bridging necrosis, piecemeal

necrosis, lobular inflammation, steatosis, BMI, HCV RNA level, and

genotypes) in input layer, unobservable nodes in hidden layer, and

SVR in output layer. Meanwhile, multiple logistic regression model

(SPSS v.17) was used to analyze predictors.

Results: Based on MLP analysis, BMI (normalized importance:

100%) and fibrosis (normalized importance: 80.4%) were two sig-

nificant predictors for SVR. BMI (p = 0.006), HCV RNA level (p \
0.0001), and bridging necrosis (p \ 0.001) were three independent

predictors according to multivariate logistic regression analysis.

Compared to logistic regression model, MLP was superior in select-

ing optimal predictors on the basis of area under ROC curve analysis.
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Conclusions: In our study, neural networks were proved to be a better

tool with its flexible network through a learning process for many

predictive data mining applications than traditional statistical model

which has a rigid model structure.

PP13-127
Is Viral clearance at week 2 able to be a predictive factor for sustained

virological response (SVR) in chronic hepatitis C patients?

Eun Uk Jung, Youn Jae Lee, Sung Jae Park, Won Hyun Lee, Sang Heon

Lee, Ji Hyun Kim, Jung Sik Choi, Sam Ryong Jee, Sang Young Seol

Pusan Paik Hospital, College of Medicine, Inje University

Background: Rapid virologic response (RVR) is a strong on-treatment

predictor of SVR. However the relevance of viral clearance at week 2

for SVR remained unclear. The aim of this study was to investigate the

predictive value of viral clearance after 2 weeks of treatment on SVR in

HCV patients treated with peg-interferon-\ and ribavirin.

Methods: 314 patients chronically infected with the HCV were

treated with peg-interferon- \ and ribavirin. Patients with genotype 1

were treated for 48 weeks and patients with genotype 2 or 3 were

treated for 24 weeks. HCV RNA was assessed by qualitative PCR at

pretreatment, at week 2, 4 and 12 during treatment,, and at week 24 of

follow- up. The effects of virological response rates at different weeks

on SVR were analyzed.

Results: Among the 314 patients, 159 (50.6%) were genotype 1, 147

(46.8%) were genotype 2, and 8 (2.5%) were genotype 3. Overall, 144

(45.9%) achieved viral clearance at week 2 (26.4% in genotype 1 and

65.8% in genotype non-1, p \ 0.001), 240 (76.4%) RVR (50.3% in

genotype 1 and 90.3% in genotype non-1, p \ 0.001), and 239

(76.1%) SVR (66.7% in genotype 1 and 85.8% in genotype non-1,

P \ 0.001). In univariate analysis, genotype, viral clearance at week

2, RVR and early virological response (EVR) were associated with

SVR. However, in stepwise regression analysis, the independent

predictive factors were RVR, EVR and genotype.

Conclusions: Viral clearance at week 2 is not superior predictive

factor for SVR compared the established parameters RVR and EVR.

PP13-128
Prevalence of mutations in the NS3 region of hepatitis C virus genotype 1b

and correlation with response to pegylated-interferon-alpha 2b and riba-

virin combination therapy

Kazuhiko Hayashi, Yoshiaki Katano, Takashi Honda, Masatoshi Ishigami,

Yoji Ishizu, Hidemi Goto

Nagoya University

Background: NS3 protease inhibitors have been developed and are

currently started in clinical practice. NS3 protease inhibitors induced

resistance variants in the NS3 region and these mutations became

important problems. However, little was known about prevalence and

clinical feature of the mutations in the NS3 region. The aim of this

study was to investigate the prevalence of mutations in the NS3

region and whether amino acid substitutions in the NS3 region among

patients with HCV genotype 1b affect the response to IFN therapy.

Methods: Two hundred fifty patients with chronic hepatitis C geno-

type1b were enrolled. There were 143 men, 107 women (mean age,

55.3±12.8 years). The mutations in the NS3 region at amino acid

positions 36, 43, 54, 138, 155, 156, and 170 were examined by direct

sequencing. Patients received pegylated-IFN-alpha 2b once each

week plus oral ribavirin daily for 48 weeks.

Results: Eight of 250 (3.2%) patients had resistant variants to NS3

protease inhibitors. The variants are V36A (n = 1), T54S (n = 6), and

R155T (n = 1). Seventy six of 167 (45.5%) patients showed a sus-

tained virologic response (SVR). Achievement to SVR occurred more

frequently in patients with resistance variants (100%) than in those

without resistance variants (43.5%) (p \0.05). Six of 8 patients with

resistance variants had mutant-type ISDR and wild-type of core 70

which are IFN sensitive mutations.

Conclusions: Patients with resistant variants to NS3 protease inhib-

itors would not associated with bad response to pegylated-IFN-alpha

2b and ribavirin combination therapy.

PP13-129
Hepatic expression of MxA and OAS1 in an ex vivo liver slice assay

independently predicts treatment outcomes in chronic hepatitis C

Kung-Hao Liang, Ju-Chien Cheng, Yung-Ju Yeh, Ya-Hui Huang,

Ming-Ling Chang, Chun-Yen Lin, Chau-Ting Yeh

Chang Gung Memorial Hospital

Background: Antiviral effect of interferon is mediated by the

expression of interferon-stimulated genes (ISGs). However, because

of the difficulty in obtaining paired liver biopsies before and after

interferon treatment, the key ISGs expressed in human hepatocytes

and responsible for interferon-based antiviral activities in chronic

hepatitis C remain illusive.

Methods: Prior to a standard course of peginterferon plus ribavirin

therapy, 104 patients underwent a liver biopsy. A small piece of the

liver biopsy sample from each patient was submitted for ex vivo

tissue culture in the presence or absence of interferon. Hepatic

expression of 8 ISGs, including PRKR, IRF9, IRF1, GBP1, IFI6,

IFI27, MxA, OAS1, was detected by RT-PCR. The ISG expression

patterns and clinicopathological variables were correlated with sub-

sequent treatment outcomes. A cell-based assay was used to verify the

viral suppression effect of OAS1.

Results: Multivariate logistic regression analysis showed that

hepatic MxA expression (P = 0.008) and leucocyte count

(P = 0.040) independently predicted the end of therapeutic viro-

logical response, while hepatic OAS1 expression (P = 0.003),

genotype 1 (P = 0.002), HCV-RNA level (P = 0.007), AST/ALT

ratio (P = 0.004) and leucocyte count (P = 0.034) independently

predicted the sustained virological response. Immunohistochemistry

analysis showed that interferon-induced OAS1 expression localized

to the hepatocytes.

Conclusions: Interferon-induced hepatic MxA and OAS1 expression

is strongly associated, respectively, to the end of therapeutic and

sustained virological responses in interferon-based treatment of

chronic hepatitis C.

PP13-130
Obesity biomarkers and Insulin resistance in patients with chronic

hepatitis C, genotype 4: Effect of a non-pharmacologic weight reduction

programAlaa Wafa1, Raghda Farag2, Shahira El-Etreby1, Monir Bah-

gat1, Ibrahim Abdel-Aal3, Dina Eltantaway4Internal Medicine1,Tropical

Medicine2, Clinic

shahira El-Etreby, alaa Wafaa, Monir Bahgat, Raghda Farag

Faculty of Medicine-Mansoura University –Egypt

Background: Metabolic steatosis that occurs in non-3 genotype HCV

infection is associated with obesity and virus-induced insulin resis-

tance. The aim of this study was to evaluate the clinical and biological

effects of a non-pharmacologic weight reduction program in obese

patients with chronic hepatitis C prior to initiation of antiviral

therapy.

Methods: 46 patients with HCV genotype 4 infection associated with

obesity vs. 25 non-obese patients with HCV infection as a control

group. All obese patients were subjected to a non-pharmacologic

weight reduction program for a period of 12 weeks, a weight reduc-

tion of[5% was considered significant. Tests for obesity and insulin

resistance were done.

Results: Hepatic steatosis was found in 5 patients (20%) of the

control group (lean HCV) vs. 21 patients (45.7%) in the obese group.

Serum leptin was significantly higher (P\0.001) and serum adipo-

nectin was significantly lower (P=0.008) in obese vs. non- obese

patients. No significant difference was observed in TNF-\ value

(P=0.387). Insulin resistance score (IR) was significantly higher (P\
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0.05) in obese vs. non-obese patients. Weight reduction program led

to significant reduction of body weight of [ 5% over a period of 12

weeks. This reduction led to significant changes in serum adipocy-

tokines and IR (P\0.001) as compared to the initial values.

Conclusions: Hepatic steatosis is common in obese HCV patients.

Significant weight reduction is possible in spite of the common

complaint of fatigue. This can lead to significant improvement in

obesity biomarkers and insulin resistance which are related to hepatic

steatosis in HCV infection.

PP13-131
Pulmonary changes following the combination therapy of peginterferon

\-2a and ribavirin for chronic hepatitis C genotype 4 infection

Amany Zeidan1, Shahira El-Etreby2, Monir Bahgat2, Adel El-Badrawy3,

Sherin abdaziz4Departments of chest1, Internal M Shahera El-Etreby1,

Amany Zeidan2, Monir Bahgat3, Adel El-Badrawy4, Sherin abdaziz5

1Mansoura university, 2Faculty of Medicine-Mansoura University –
Egypt, 3Faculty of Medicine-Mansoura University –Egypt, 4Faculty
of Medicine-Mansoura University –Egypt,

5Faculty of Medicine-
Mansoura University -Egypt

Background: Chronic hepatitis C (CHC) triggers multiple extrahe-

patic immune- lymphoproliferative disorders which might include

idiopathic pulmonary fibrosis. Moreover, interferon therapy alone or

in combination with ribavirin has been associated with pulmonary

complications. Aim of the work: to evaluate changes in PFTs and

HRCT of the chest in asymptomatic Egyptian patients with CHC and

the effects of interferon/ribavirin therapy.

Methods: One hundred CHC (genotype 4) patients have been

recruited.All smokers, obese (BMI)

Results: Thirty patients (30%) had pulmonary impairment as evi-

denced by abnormal PFTs, ABGs and/or HRCT results before start of

treatment. Seventy eight patients were able to complete the treatment

for 48 weeks with an end of therapy response achieved by 64 patients

(64%). Restrictive pattern was reported in 30/78 (38.46%) patients.

Forty eight patients had normal chest initially; 35 remained so after

48 weeks (29 responders, 6 non-responders) while 13 developed chest

disease (11 responders, 2 non-responders). Thirty patients had chest

disease initially; 14 had improvement in their chest disease (12

responders, 2 non-responders) while 16 remained ill (12 responders, 2

non-responders)

Conclusions: Pulmonary fibrosis is an important complication of

CHC and its treatment that can be detected by PFTs, ABGs and

HRCT.

PP13-132
Baseline serum cholesterol is associated with a response to pegylated

interferon alfa-2b and ribavirin therapy for chronic hepatitis C genotype 2

Naota Taura, Tatsuki Ichikawa, Hisamitsu Miyaaki, Hidetaka Shibata,

Kazuhiko Nakao

Graduate School of Biomedical Sciences, Nagasaki University

Background: HCV infection is associated with lipid disorders

because this virus utilizes the host lipid metabolism to sustain its

life cycle. Several studies have indicated that higher concentra-

tions of serum cholesterol and LDL before treatment are

important predictors of higher rates of SVR. However, most of

these studies involved patients infected with HCV genotype 1.

Thus, we performed a multiinstitutional clinical study to evaluate

the impact of lipid profiles on SVR rates in patients with HCV

genotype 2.

Methods: A total of 100 chronic hepatitis C patients with HCV

genotype 2 who received peg- IFN alfa-2b and ribavirin therapy were

consecutively enrolled. The significance of age, sex, BMI, AST level,

ALT level, WBC, hemoglobin, platelet count, gamma- glutamyl-

transferase, total cholesterol level (TC), LDL level, HCV core

antigen, and histological evaluation were examined for SVR using

logistic regression analysis.

Results: The 100 patients infected with HCV genotype 2 were divi-

ded into 2 groups, an SVR group and a Non-SVR group.

Characteristics of patients in each group were subsequently com-

pared. There were significant differences in only LDL-C levels

(P = 0.015). In multivariate logistic regression analysis using base-

line characteristics, high TC level was an independent and significant

risk factor (relative risk 18.59, P = 0.015) for SVR.

Conclusions: Baseline serum total cholesterol levels should be con-

sidered when assessing the likelihood of sustained treatment response

following the course of peg-IFN and ribavirin therapy in patients with

chronic HCV genotype 2 infection.

PP13-133
Interleukin-28B polymorphisms on the SVR in the treatment of na

Ming-Hua Zheng1, Ke-Qing Shi2, Yu-Chen Fan3, Ling-Fei Li4,

Wen-Yue Liu5, LeiZhao6, Yong-Ping Chen7

1The First Affiliated Hospital of Wenzhou Medical College, 2The First
Affiliated Hospital of Wenzhou Medical College, 3Qilu Hospital
of Shandong University, 4Wenzhou Medical College, 5Wenzhou
Medical College, 6Wuhan University, 7The First Affiliated Hospital
of Wenzhou Medical College

Background: There are accurate but inconclusive data on the asso-

ciation between single nucleotide polymorphisms (SNPs) of inter-

leukin (IL)-28B and sustained virological response (SVR) in chronic

hepatitis C (CHC). This meta-analysis aimed to derive a more precise

estimation of the effects of IL-28B SNPs locus (rs12979860 and

rs8099917) on SVR in na

Methods: Literature search was conducted up to June, 2011, in

PubMed, EMBASE and Cochrane Database of Systematic Reviews.

A total of 36 studies involving 10912 cases with CHC receiving PEG-

IFN-\ plus ribavirin met the inclusion criteria. Analyses were stratified

either by ethnicity or genotype of hepatitis C virus.

Results: In genotype 1/4 patients, rs12979860 CC was associated

with high SVR in CHC patients (Caucasian: odds ratio (OR), 4.567;

95% confidence interval (CI), 3.826–5.452; Asian: OR, 4.033; 95%

CI, 3.050–5.333; African American: OR, 4.297; 95% CI,

2.168–8.515; Hispanics: OR, 4.350; 95% CI, 2.817–6.717) but had no

effect in genotype 2/3. In Caucasian (genotype 1/4: OR, 2.542; 95%

CI, 2.108–3.065; genotype 2/3: OR, 1.363; 95% CI, 1.020–1.820) and

Asian (genotype 1/4: OR, 5.214; 95% CI, 3.694–7.360; genotype 2/3:

OR, 1.785; 95% CI, 1.095–2.910), rs8099917 TT was associated with

high SVR in both genotype 1/4 and 2/3. Meta-regression showed that

in Caucasians with CHC genotype 1/4, gender male might contribute

to the effect of rs12979860 on SVR but advanced fibrosis might

weaken this effect. Furthermore, in Asians with CHC genotype 1/4,

high baseline viral load and advanced fibrosis might also undermine

the effect of rs8099917 on SVR.

Conclusions: In CHC genotype 1/4, IL-28B rs12979860 CC and

rs8099917 TT are associated with high SVR rate. In CHC genotype

2/3, rs8099917 TT has higher SVR rate than genotype 1/4.

PP14-001
MK-5172, a next generation HCV NS3/4A protease inhibitor is active

against common resistance associated variants (ravs) and exhibits

cross-genotype activity

Richard Barnard, D. Graham, Z. Guo, J.A. Howe, R. Ogert, M. Miller,

D. Hazuda, D. Olsen, S. Ludmerer, J.M. Strizki

Merck and Company

Background: Virologic failure with 1st generation protease inhibitors

(PIs) is often associated with the emergence of resistance associated

variants (RAVs). Therefore, it is important that next generation

molecules are active against these resistant viruses and also have
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potent pan-genotypic activity. In this study, we characterized the

resistance profile and cross-genotype activity of MK-5172 in vitro.

Methods: MK-5172, telaprevir and vaniprevir were assessed against

Genotype (Gt) 1 proteases harboring HCV PI RAVs, cloned Gt 1–6

HCV proteases and HCV proteases cloned from 5 patients that failed

vaniprevir therapy, using a cell based phenotypic assay.

Results: MK-5172 retained robust activity against a panel of 36 Gt1a

and Gt1b proteases encoding single/double RAVs at 9 different NS3

loci. However, RAVs at position A156 (T/V) were the least sensitive

to MK-5172. MK-5172 demonstrated low to sub-nanomolar activity

against Gt1a, Gt1b, Gt2a, Gt2b, Gt4a, Gt5a and Gt6a. MK-5172 was

least active against Gt3a proteases. MK-5172 and vaniprevir was then

tested against HCV protease populations cloned from five patients

that failed vaniprevir therapy. Vaniprevir and MK-5172 had low

nanomolar activity against proteases from baseline isolates. However,

MK-5172, but not vaniprevir, retained potent activity against prote-

ases isolated from virologic failure time points.

Conclusions: MK-5172, demonstrated potent activity against the

majority of primary 1st generation PI RAVs, retained activity against

proteases isolated from vaniprevir failures and also inhibited NS3

proteases from Gt1–6 clinical isolates in vitro. This profile suggests

that MK-5172 remains a promising best in class candidate to the

current late stage PIs.

PP14-002
Rather than IL-27, IL-6 expresses positive correlation with liver severity

in na

Jung-Ta Kao, Cheng-Yuan Peng, Hsueh-Chou Lai, Po-Heng Chuang,

Wen- Pang Su

China Medical University Hospital, Taichung, Taiwan.

Background: Effective cytokines can trigger the commitment of

naive T cells to regulate immune response after antigen-mediated

activation. Aims are to elucidate the clinical role of serum IL-27 and

IL-6 in the differently clinical-pathologic stages of na

Methods: Samples with well-characterized clinical profiles were

assessed from 213 na

Results: The HCV-infected group and separated groups presented

significantly higher IL-27 and IL-6 expression than CG or subgroups

of CG. On contrast to IL-27, IL-6 showed significant differences with

deteriorating liver condition as compared to LC or HCC with CHC

groups. Furthermore, IL-6, rather than IL-27, showed significantly

statistical differences in patients of advanced liver disease as com-

pared with those of mild or moderate to severe liver disease and in

patients of terminal stage HCC as compared with those of early to

intermediate or advanced stage HCC. The data associated with liver

function, including Albumin, Bilirubin, INR, and Platelet levels were

significantly correlated to IL-6 expression but had weak correlation to

IL-27 expression in HCV infection patients.

Conclusions: Serum IL-27 can trigger immune response to prevent

hepatic injury in the differently clinical-pathologic stages of HCV-

infected patients earlier, but IL-6 may play an extremely important

role to determine the liver progression.

PP14-003
Spontaneous clearance of serum hepatitis C virus RNA during the clinical

course of hepatocellular carcinoma in patients with chronic hepatitis C

Tatsuya Minami, Ryosuke Tateishi, Shuichiro Shiina, Kenichiro Enooku,

Yuji Kondo, Yoshinari Asaoka, Tadashi Goto, Haruhiko Yoshida,

Kazuhiko Koike

The University of Tokyo

Background: Spontaneous clearance of serum hepatitis C virus

(HCV) RNA in chronic HCV carriers is assumed to be rare especially

after they develop hepatocellular carcinoma (HCC). We analyzed

patients with chronic hepatitis C who resolved spontaneously serum

HCV RNA after the initiation of treatment for HCC.

Methods: Database search was performed to identify patients with

HCC in whom serum HCV RNA was positive before the initial

treatment for HCC and negative during the clinical course. Those who

received interferon therapy were excluded.

Results: A total of 5 patients (M/F = 4/1) were identified. The mean

age at the time of negative HCV RNA test result was 77 (range:

52–84). Three and 2 were infected with HCV genotype 1, and

genotype 2, respectively. The mean viral load at the diagnosis of HCC

was 3.7 log IU/mL (3.2–4.5). The mean ALT level was 56 IU/L

(11–110) before the clearance of serum HCV RNA and 18 IU/L

(8–29) after the clearance. Liver histology at the diagnosis of HCC

was F1 in 1, F2 in 1, F4 in 2, and unknown in 1. Only one patient had

a history of blood transfusion. Four patients are still alive and all

survived more than 7 years after the initial treatment for HCC.

Conclusions: Spontaneous clearance of serum HCV RNA after HCC

development possibly occurs in elderly patients. The prognosis was

good probably due to improved inflammation in the liver.

PP14-004
The PNPLA3 I148 M polymorphism is associated with hepatitis C in low

serum triglyceride level

Wang Wen1, Dai Chia-Yen2, Yu Ming-Lung3, Chuang Wan-Long4

1Kaohsiung Medical University Hospital 2Hepatobiliary Division,
Department of Internal Medicine, Kaohsiung Medical, University
Hospital, 3Hepatobiliary Division, Department of Internal Medicine,
Kaohsiung Medical, University Hospital, 4Hepatobiliary Division,
Department of Internal Medicine, Kaohsiung Medical, University
Hospital

Background: The adiponutrin/patatin-like phospholipase-3 (PNP

LA3) I148 M polymorphism has recently been found to contribute to

differences in hepatic lipid content. Hepatitis C (HCV) viremia

appears to be associated with lower serum cholesterol and triglyceride

levels. The study tries to verify the association of PNPLA3 I148 M

polymorphism and chronic HCV infection in serum triglyceride level.

Methods: All subjects (individuals with 131 anti-HCV antibody

positive and 1148 controls) were recruited mainly by advertisements

or by contacting occupational health services from April 2009 to May

2010. All participants received complete biochemical and clinical

workups. They were then genotyped for the PNPLA3 I148 M

polymorphism.

Results: The subjects with anti-HCV had a significantly higher mean

age and mean ALT value, higher frequency of female gender and

abnormal ALT level, and lower frequency of elevated serum tri-

glyceride and cholesterol levels (all P \ 0.05). Subjects with anti-

HCV had higher incidence of diabetes. We found the CG genotype as

compared with GG genotype had lower serum triglyceride level

(p \ 0.05). There were significant difference in serum triglyceride

level in recessive model (p = 0.012 adjusted by age and sex).

Conclusions: Chronic hepatitis C infection and PNPLA3 I148 M

variant was associated with low serum triglyceride level. The sex

difference interaction was significant.

PP14-005
Distinct immunoregulatory cytokine pattern in Egyptian patients

with occult Hepatitis C infection and unexplained persistently elevated

liver transaminases

Yahia Gad1, Nassr Moussa2, Nashwa Abou Samra3, Mona Elhadidy4

1Assistant professor of Internal Medicine, 2Ass prof of Medicine,
3Ass Prof of Clinical Pathology, 4Ass prof of Bacteriology

Background: The immunopathogenesis of occult HCV infection is a

matter of great controversy and has been suggested to involve a

complex balance between cytokines with pro- and anti-inflammatory

activity. This work aimed at studying the serum Th1 and Th2 cyto-

kine production in patients with occult HCV infection.

Methods: Serum levels of cytokines of Th1 (IL-2, INF-)
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Results: The levels of IL-2 and IFN-

Conclusions: Our data revealed a high prevalence of occult HCV

infection (25%) in patients with unexplained persistently abnormal

liver function test results. Those patients exhibited a distinct immu-

noregulatory cytokine pattern; favoring viral persistence and

explaining the less aggressive course of this disease entity than

chronic HCV infection.

PP14-006
BST2/Tetherin inhibits hepatitis C virus release from human hepatoma

cells

Xiao-Ben Pan1, Jinhong Chang2, Xiaowang Qu3, Timothy M Block4,

Ju-Tao Guo5

1Peking University People’s Hospital, 2Drexel Institute
for Biotechnology and Virology Research, 3Drexel Institute
for Biotechnology and Virology Research, 4Drexel Institute
for Biotechnology and Virology Research, 5Drexel Institute
for Biotechnology and Virology Research

Background: Hepatitis C virus (HCV) infection is a common cause

of chronic hepatitis and is currently treated with alpha interferon

(IFN-\)-based therapies. However, the antiviral mechanism of the

cytokine against HCV remains to be understood.

Methods: Established Huh7.5-BST2 cell lines were infected with

HCV at low (0.05) and high (3) MOI. Fluorescent immunostaining,

western blot, northern blot and viral titer detection were used to

analyze the dynamics of HCV infection and virion production. siRNA

targeting the mRNA of BST2 was transfected into IFN-\ treated

Huh7.5 cells to evaluate the role of BST2 on the effect of IFN-\

against HCV. High density (100% confluent) and low density (25%

confluent) cells were infected with HCV (MOI 0.05) with or without

CD81 antibody to test if BST2 inhibits HCV cell to cell spread.

Results: We found that expression of an IFN-induced cell membrane

protein BST2 in Huh7.5 cells did not apparently affect the efficiency

of HCV infection and genome replication, but significantly reduced

the yield of virion production from the infected cells. In addition,

BST2 also dramatically inhibited the cell-to-cell transmission of HCV

in cultured Huh7.5 monolayers. Furthermore, we demonstrated that

inhibition of IFN-

Conclusions: Our results imply that BST2 is a functional mediator of

IFN response against HCV infection and inhibits the release of HCV

virions, which presumably buds from the endoplasmic reticulum, but

not plasma membrane.

PP14-007
A hepatocellular carcinoma developed following 12 years from sustained

virologic response to interferon therapy in a patient with Hepatitis C

Youichi Kawano, Nobuhiko Taniai, Masato Yoshioka, Akira Matsushita,

Yoshiaki Mizuguchi, Tetsuya Shimizu, Junji Ueda, Hiroshi Yoshida, Eiji

Uchida

Nippon Medical School

Background: Viral eradication of Hepatitis C virus (HCV) by the

interferon (IFN) therapy is believed to be responsible for the pre-

vention of hepatocellular carcinoma (HCC) in patients with sustained

virologic response (SVR).

Methods: We successfully resected HCC that developed 12 years

after the achievement of SVR to IFN therapy in a 65-year-old man

with an unknown transmission route of HCV.

Results: In 1992, he was found to have chronic hepatitis C and treated

by IFN-] and after which, SVR was obtained. Twelve years after

therapy, he reported sudden abdominal pain. CT led to a diagnosis of

ruptured HCC of segment 7, necessitating emergency hepatic arterial

embolization, followed by hepatic S7 subsegmentectomy. He recov-

ered without complications. This case showed the longest period from

achievement of SVR to development of HCC carcinogenesis among

those reported in Japan, and features poorly differentiated HCC,

carcinogenesis from the eradicated fibrosis liver by IFN therapy with

numerous positive cells stained by Mib-1.

Conclusions: In conclusion, close observation is required for patients

who obtained SVR of HCV even after 10 years.

PP14-008
HCV core mutation ratio is associated with IL28B polymorphisms

and response to PEG-IFN/RBV treatment in HCV Genotype 1b Patients

Wenwen Li1, Ryosuke Muroyama2, Zhongjie Hu3, Kaku Goto4, Ryo

Nakagawa5, Tadashi Goto6, Haruhiko Yoshida7, Masao Omata8, Kazuhiko

Koike9, Naoya Kato10

1University of Tokyo, 2University of Tokyo, 3University of Tokyo,
4University of Tokyo, 5University of Tokyo, 6University of Tokyo,
7University of Tokyo, 8Yamanashi Prefectural Hospital Organization,
9University of Tokyo, 10University of Tokyo

Background: Mutant type of amino acid (aa) 70 in genotype 1b

hepatitis C virus (HCV) core sequence was reported to be a significant

and independent factor for non-virological response (NVR), however,

its mechanism remains unclear.

Methods: Sera were serially collected from 34 genotype 1b hepatitis

C patients who received 48–72 week PEG-IFN/RBV treatment. Core

70 mutant ratio was detected by Taqman realtime PCR with core 70

specific probes. Nucleotide sequence of full-length core in each

patient was determined by cloning. Relationship between mutant

ratio, IL28B (rs8099917), and treatment response were analyzed.

Results: 1) At baseline, 25 (74%) patients were infected with both 70

wild (70 W) and mutant (70 M) types. 70 W/M showed similar initial

response to treatment, showing initial treatment sensitivity is almost

the same between 70 W and 70 M. Interestingly, relapsed patients

with 70 W predominant showed 70 M predominant at the early stage

of relapse while later returned to 70 W predominant, showing 70 M

was more difficult to be cleared compared to 70 W. Moreover, pre-

dominant 70 W after relapse was originated from 70 W appeared at

baseline. 2) Lower mutant ratio patients significantly easier to achieve

ETR (p = 0.001), non-NVR (p = 0.001), and SVR (p = 0.021)

while multivariate logistic regression showed IL28B was the strongest

predictor for NVR (p = 0.011). 3) Lower mutant ratio is associated

with IL28B major allele (p = 0.04).

Conclusions: Core 70 mutant may be affected by IL28B genotypes

and finally acts as a marker/determinant for treatment response.

PP14-009
Genomic diversity of HCV P7, NS2 and NS3 correlated with outcomes

of combined PEG-interferon/ribavirin therapy in Chinese patients

of chronic Hepatitis C

Yanli Zeng, Yuanping Zhou, Jingtao Li, Wei Li, Junjie Wang, Bin Zhou,

Shuwen Liu, Yingsong Wu, Chengyao Li, Jinlin Hou

Nanfang Hospital

Background: Novel findings highlight that besides proteins core, E1,

E2 and NS5A which has been widely discussed, also other viral

factors including p7, NS2 and NS3, play crucial, yet at present poorly

understood, roles in the pegylated-IFN-\/Ribavirin (PEG-IFN/RBV)

combination therapeutic outcomes. Here, we conducted an analysis of

the association of pretreatment HCV genetic variability in proteins p7,

NS2 and NS3 of subgenotype 1b between SVR and non-sustained

virological response (Non-SVR) individuals in China.

Methods: Pre-treatment sequences were obtained from 37 patients that

have completed the PEG-IFN/RBV combination therapy for 48 weeks

and a 6-month following up. Genetic variations were compared

between SVR and Non-SVR group in different regions of HCV.

Results: There were significantly more genetic variations in SVR

sequences than those of Non-SVR sequences in p7, NS2 and NS3.

And inter-patient variations related to therapy outcomes in NS3

would be concentrated in the protease domain. No significant dif-

ferences of core, E1 and E2 proteins were observed.
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Conclusions: The robust association of genetic diversity in p7, NS2

and NS3 with response to therapy strongly suggests that mechanisms

by which genetic diversity affects treatment efficacy are through

interfering virus assembly and infectious particles release or altering

the IFN-suppressive activities. The pretreatment sequence variations

in the structure genome of HCV were not essential for PEG-IFN/RBV

induced antiviral effects in Chinese patients. Moreover, the higher

diversity in isolates from SVR individuals implies that the functions

of proteins could be impaired by amino acid variations.
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The effect of Hepatitis B virus infection on detection of hepatitis C virus

core antigen

Hong Cao, Ka Zhang, Xin Shu, Gang Li

The third affiliated hospital of Sun Yat-sen university

Background: To study the effect of HBV on detection rate of

HCVcAg in patients co-infected with HBV and HCV.

Methods: The serum HCVcAg and HCV RNA of 88 patients with

chronic hepatitis C (CHC) and 62 patients co-infected with HBV/

HCV were detected. The serum of, HBV DNA and HBeAg were also

detected in HBV/HCV co-infected patients. Analysis on relationship

between detection rate of HCVcAg and HBeAg or HBV DNA.

Results: The detection rate of HCVcAg of CHC and co-infeciton

patients were 72.7% (64/88) and 38.7% (24/62)(q2 = 17.358AP\
0.001). Between HBeAg positive co-infection patients and HBeAg

negative co-infection patients, the detection rate of HCVcAg were

28.6%]12/42^ and 60%]12/20^A(q2 = 5.641AP = 0.011), and the

positive rate of HCV RNA were 42.9%]18/42^and 80%]16/

20^(q2 = 15.452AP \ 0.001). The detection rate of HCVcAg of

HBV DNA positive co-infection patients and HBV DNA negative co-

infection patients were 39.1%]18/46^and 37.5%]6/16^(q2 = 0.013

AP = 0.908).

Conclusions: The detection rate of HCVcAg was low in patients

co-infected with HBV and HCV. The possible reason was that

HBeAg inhibit HCV replication, which reduce the expression of

HCVcAg.

PP14-011
Interferon-lambdas inhibit not only hepatitis C virus but also hepatitis

A virus internal ribosomal entry site-mediated translation

Tatsuo Kanda, Shuang Wu, Shingo Nakamoto, Tatsuo Miyamura, Fumio

Imazeki, Osamu Yokosuka

Chiba University, Graduate School Of Medicine

Background: Interleukin (IL)-29, IL-28A and IL-28B genes are

located on chromosome 19 and encode interferon (IFN)-lamda1, -

lambda2 and -lambda3, respectively. IL-28B SNP has been shown to

be associated with both naturally and peg-IFN plus ribavirin- induced

eradication of hepatitis C virus (HCV). Our aim is to investigate the

effects of these IFN-lambdas on HCV and HAV internal ribosomal

entry site (IRES)-mediated translation.

Methods: The effects of these IFN-lambdas on HCV/HAV transla-

tion from HCV/HAV IRES were investigated using bicistronic

reporter construct containing HCV/HAV IRES as intragenic spacer.

Huh7 and derivates were transfected with in vitro transcripts, and the

reporter gene activities were determined

Results: We established stable cell lines Huh7-pcDNA3.1 (contol

cells), and Huh7-IL-28A, IL-28B and IL-29, which are Huh7 cells

expressing IL-28A, IL28B, and IL-29, respectively. There were no

differences in cell viabilities among these cell lines. We transfected

HCV/HAV IRES constructs into these cell lines. In HCV, IL-28A,

IL-28B and IL-29 suppressed its IRES-dependent translation [12.5,

37.5 and 2.7%, respectively, compared to control (100%)]. Similar to

HCV, in HAV, IL-28A, IL-28B and IL-29 suppressed its IRES-

dependent translation (56.7, 95.3 and 14.9%, respectively).

Combining IFN-alfa with these IFN-lamdas, we observed stronger

suppression of HAV-IRES activities.

Conclusions: These findings demonstrated a novel antiviral effect of

IFN-lamdas against HCV/HAV IRES-mediated translation.

PP14-012
Does the Immunosuppression Induce HCV Chronicity at the Post Trans-

plant Setting in Kidney Recipients?

Nevin Yilmaz1, Ugur Eser Yilmaz2, Alaa Taha3, Funda Turkmen4, Izzet

Titiz5

1 Mugla University Medicine School; 2 Engineering School; 3

Theodor Bilharz Research Institute; 4 Haydarpa; 5 Haydarpa

Background: Nearly,10-20% of death causes was reported as

advanced liver disease in Kidney Transplant (KTx) survivors. Imm-

unosupression increases viral load and theoretically, increased

incidence of advanced liver disease will result in this population.

However, impaired host defense may be advantage for stabilizing of

HCV. The evaluation of HCV progression in KTx recipients was

aimed in the study.

Methods: 25 patients (11 male, 17 LD, age 30±10, donor age

43±14) were positive for HCV underwent KTx included the study.

Aminotransferases, HCV RNA, histologic activity, usg and coagula-

tion tests were used to assessment of the disease progression. The

immunosupression protocol consisted of CNIs, Steroid and MMF.

Steroid maintenance (5 mg /day prednisolone) was essential in the

protocol.

Results: Mean follow-up was 111 mo. ALT and AST flare were

observed 92 % (23/25) vs. 88% (22/25) of the patients and 56% (14/

25) of the pts HCV RNAs become positive after K Tx. Overall pts

sonographic findings, coagulation tests, and endoscopic findings did

not support advanced liver diseases.Three patients received INF prior

to KTx and one patients RNA become positive after KTx. Liver bx

performed in three pts and only one had bridging fibrosis after 10 ys

of KTx. Graft failure and rejection needed hemodialysis therapy were

observed in 28% of recipients. This ratio was similar with non- HCV

kidney recipients.

Conclusions: Immunosupressive therapy increases reactivation or

replication of HCV in kidney recipients but may be not resulted with

advanced liver diseases after long term of Tx.

PP14-013
Using deep sequencing technology to differentiate hepatitis C virus

variants

Masashi Ninomiya, Yoshiyuki Ueno, Yasuteru Kondo, Eiji Kakazu,

Osamu Kimura, Tooru Shimosegawa

Tohoku University School of Medicine

Background: Hepatitis C virus (HCV) is a positive-strand enveloped

RNA virus, resulting in diverse viral populations even in one individual.

The aim of this study was to sequence circulating HCV-RNA distribution

in human serum by high sensitivity using deep sequencing technology.

Methods: We conducted using Illumina Genome Analyzer IIx with

two patients who has been infected with chronic hepatitis C and one

healthy control. The short read sequences of 76-mer were generated

using Illumina Genome Analyzer IIx. Using a number of database and

software, we identified the reads of HCV origin and mapping the full

genome sequence.

Results: The reads of HCV origin were detectable in 0.14% (136,117

reads) of the total reads in patient No.7 and in 0.05% (13,087 reads) in

patient No.1. Surprisingly, the coverage showed 97.7% of full gen-

ome sequence in patient No.7 and 94.4% in patient No.1. In patient

No.7, core aa.70 showed arginine and methionine at aa.91 by the

Sanger sequencing. Major variants showed the same amino acid

sequence, but minor variants were detectable in 18% (6/34) with

substitutions of methionine by leucine at aa.91. In NS3, the position

of 5 amino acid bases showed mixed variants K213 K/R, G237G/S,
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P264P/S/A, A358A/T and I615I/M in patient No.7. In@patient No.1,

2 amino acids indicated mix variants A7A/S and I586T/I.

Conclusions: Deep sequencing technologies are a strong tool for

obtaining more profound insight into the dynamics of variants in the

HCV quasispecies population in human serum.

PP14-014
Population and clonal sequence analysis of resistance-associated amino

acid variants (RAVs) in viruses from HCV-infected patients enrolled

in a phase 2b study of MK-7009 (Vaniprevir)

Niloufar Mobashery1, Richard Barnard2, Julie Strizki3, Peggy Hwang4,

Amber Rivera5, Jacqueline Reeves6, Daria Hazuda7

1Merck Research Laboratories; 2Merck & Co., Inc.; 3Merck & Co.,
Inc.; 4Merck & Co., Inc.; 5Merck & Co., Inc.; 6Merck & Co., Inc.,
7Merck & Co., Inc.; 8Monogram Biosciences Inc.; 9Monogram
Biosciences Inc..; 10Merck & Co., Inc.

Background: The HCV protease inhibitor MK-7009 was analyzed in

a phase 2b study that enrolled previous PR treatment failures into five

dosing arms; 1) 24 weeks of MK-7009 600 mg bid with PR; 2)

24 weeks of MK-7009 600 mg bid with PR followed by 24 weeks of

PR; 3) 48 weeks of MK-7009 300 mg bid with PR; 4) 48 weeks of

MK-7009 600 mg bid with PR. 5) 48 Weeks of PR.

Methods: Viral RNA measurements were made using the Roche

Cobas TaqMan assay (lower limit of detection, 10 IU/mL). Popula-

tion resistance analysis was performed at baseline and at virologic

failure at MSD laboratories. Longitudinal clonal analysis was per-

formed by Monogram Biosciences.

Results: R155 K was detected in viruses from 2/150 patients at

baseline, both of whom experienced virologic failure. 22/28 (79%)

non-SVR patients who received MK-7009 had viruses with RAVs at

positions R155, A156, and/or D168. When analyzed by MK-7009

dose-group, 7/9, 3/3, 8/11, and 5/5 virologic failure patients had

viruses with detectable RAVs in dose groups 1 through 4, respec-

tively. In six non-SVR patients, clonal sequence analysis revealed

several novel MK-7009 RAV combinations at positions R155/A156

and R155/A156/D168 in genotype 1A- and R155/D168 in genotype

1B-infected patients.

Conclusions: Variants were observed at positions R155, A156 and/or

D168 in 79% of non-SVR patients from the MK-7009 phase 2B study.

Clonal sequencing in 6 patients revealed that the pattern of RAVs

became more complex over time, with selection of double/triple

RAVs that exhibited reduced susceptibility to MK-7009.

PP14-015
TMC435 in combination with peginterferon and ribavirin in treatment-na

Michael Fried1, Gregory Dore2, Robert Flisiak3, Peter Ferenci4, Ira

Jacobson5, Patrick Marcellin6, Michael Manns7, Fred Poordad8, Morris

Sherman9, Maria Beaumont-Mauviel10

1University of North Carolina at Chapel Hill, 2St Vincent’s Hospital,
Sydney and Kirby Institute, University of New South Wales, Sydney,
3Medical University of Bialystok, Bialystok, 4Allgemeines
Krankenhaus der Stadt Wien, Vienna, 5Weill Cornell Medical
College, New York, NY, 6Hopital Beaujon, Clichy, Paris,
7Medizinische Hochschule Hannover, Hannover, 8Cedars-Sinai
Medical Center, Los Angeles, CA, 9Toronto Western Hospital,
Toronto, Ontario, 10Tibotec BVBA, Beerse

Background: TMC435 is an investigational, once-daily (QD), oral

HCV NS3/4A protease inhibitor. PILLAR (TMC435-C205; NCT

00882908) is an international, Phase IIb, randomized, double-blind

study in treatment-na

Methods: Patients were randomized to receive TMC435 (75 or

150 mg QD) for 12 or 24 weeks with PegIFN (180 ug/wk)/RBV

(1000V1200 mg/day), or placebo/PegIFN/RBV. In TMC435 arms,

total PegIFN/RBV treatment duration was 24 or 48 weeks (24 if HCV

RNA \ 25 IU/mL detectable/undetectable Week 4 and \ 25 IU/mL

undetectableWeeks 12, 16, and 20). In the control arm all patients

were treated for 48 weeks. Primary endpoint was SVR at Week 72.

Results: In TMC435 arms, RVR was achieved by 68–76% of patients

(placebo = 5%), SVR Wk72 was achieved by 71–85% (pla-

cebo = 65%), and 79-86% were eligible to complete treatment at

Week 24. Viral relapse occurred in 8–19% with TMC435 and 18%

with placebo.

Incidence of discontinuations, adverse events (AEs, including rash,

anemia, and neutropenia) and serious AEs were similar in TMC435

and control arms. Mild, transient increases in direct and indirect

bilirubin, not associated with increases in other hepatic parameters,

were observed with TMC435 150 mg.

Conclusions: TMC435 75 or 150 mg QD in combination with Peg-

IFN/RBV resulted in higher SVR rates compared with PegIFN/RBV

alone, with a 24-week total treatment duration in the majority of

patients, and a favorable safety profile. TMC435 150 mg QD is being

studied in Phase III trials.

PP14-016
Practical use of Roche COBAS

Ahila Padmanathan1, Butterfly Cheung2

1Roche Diagnostics Asia Pacific, 2Roche Diagnostics Hong Kong

Background: In this study, we developed a protocol that enables the

use of amplicons from the Roche COBAS

Methods: Six plasmid samples representing genotypes 1 to 6 were

diluted to concentrations ranging from 4.52–5.21 log10 IU/ml HCV

RNA. A total of 24 samples were used in the feasibility studies which

included re-amplification of the amplicon using 3 different primer sets

to determine best yield, reproducibility testing with primer set 1 for

genotypes 1 and 6 (most prevalent in Hong Kong), optimization of the

sample volume (60 uL vs. 100 uL) of biotinylated denatured ampli-

con needed for detection and performance assessment when the re-

amplification process was omitted.

Results: Amplification using Primer sets 1 and 3 showed comparable

results with anticipated strong band signals observed. The hybrid-

ization efficiency using Primer set 2 produced very faint bands

patterns in some samples leading to the inability to correctly interpret

the HCV genotypes. Primer set 1 selected from the highly conserved

region of the HCV genome gave good reproducible results. The use of

a lower sample volume of 60 uL had only a slight effect on band

intensity. The omission of re-amplification prior to hybridization led

to weaker bands on the Linear Array strips.

Conclusions: The utilization of amplicons derived from the CAP-

CTM HCV RNA assay for genotyping by Linear Array HCV assay

provides a simple and practical method that saves time while pro-

viding both accurate and reproducible results.

PP14-017
Antiviral activity and characterization of resistance in a three day dose

ranging study of GS-5885, a novel HCV NS5A inhibitor

Kelly Wong1, Angela Worth2, Ross Martin3, Evguenia Svarovskaia4,

Diana Brainard5, John McHutchison6, Eric Lawitz7, Michael Miller8,

Hongmei Mo9

1Gilead Sciences, 2Gilead Sciences, 3Gilead Sciences, 4Gilead
Sciences, 5Gilead Sciences, 6Gilead Sciences, 7Alamo Medical
Research, 8Gilead Sciences, 9Gilead Sciences

Background: Background: GS-5885 is a novel potent HCV NS5A

inhibitor with in vitro EC50 of less than or equal to 41 pM against

HCV GT1a and 1b replicons.

Methods: Treatment-na

Results: GS-5885 was well tolerated and resulted in median (range)

maximal HCV RNA reductions from baseline of 2.3 log10 (0.95,

3.57) with 1 mg GS-5885 to 3.1 (1.48, 4.03) IU/mL with 90 mg GS-

5885. Three patients with reduced anti-viral response harbored NS5A

variants with reduced susceptibility to GS-5885 at baseline. During

200 Hepatol Int (2012) 6:67–309

123



therapy, NS5A sequencing identified Y93H as the predominant

resistance mutation in GT1b patients. In GT1a patients single or

double mutations at NS5A positions 28, 30, 31, and 93 were detected.

The NS5A mutations conferred either moderate (M28T and Q30H) or

high levels (Q30R, L31 M, and Y93C/H) of resistance to GS-5885 in

vitro, yet remained fully susceptible to other classes of HCV

inhibitors.

Conclusions: GS-5885 was well tolerated and demonstrated signifi-

cant antiviral activity in genotype 1 HCV-infected patients. GS-5885

resistance mutants were detected after potent inhibition of wild-type

virus. GS-5885 is being evaluated in combination regimens with and

without pegylated interferon at once daily doses of 30 and 90 mg in

several ongoing Phase 2 clinical studies.

PP14-018
CD38 expression in chronic hepatitis C

Pavel Chalupa, Alzbeta Davidova, Ondrej Beran, Michal Holub

Charles University in Prague, First Faculty of Medicine

Background: It is well known that chronic immune activation is

associated with HIV infection, including co-infection with hepatitis C

virus (HCV). However, less is known about this phenomenon in

chronic HCV mono-infection. Therefore, the aim of this study was to

evaluate the expression of cell activation marker CD38 on CD8 + T

cells in patients with chronic hepatitis C (HC).

Methods: We enrolled 21 patients with chronic HCV infection, 61

HIV positive patients and 34 healthy persons. CD38 expression on

CD8 + T cells was determined with three-color cytometric analysis

using monoclonal antibodies. The samples were processed within two

hours of collection and then immediately measured with FACSCanto

Results: The comparison of the CD8 + CD38 + T cells demonstrated

significant differences among all three study groups (P less than 0.01).

The median percentage of CD8 + CD38 + T cells was 18.1% for

healthy persons, 47.8% for HIV positive patients and 8.6 % for HCV

positive patients.

Conclusions: The results are interesting and contradictory to the

original hypothesis of increased CD38 expression in chronic HC.

Moreover, our findings indicate that chronic HCV infection is rather

associated with down-regulated immune activation. Whether reduced

non-specific immune activation is involved in the pathogenesis of the

chronic HC should be further determined.

PP14-019
Follow-up of SVR durability and viral resistance in patients with chronic

hepatitis C treated with telaprevir-based regimens: interim analysis

of the EXTEND study

Camilla Graham1, Kenneth E Sherman2, Mark S Sulkowski3,

Fabien Zoulim4, Alfredo Alberti5, Lee-Jen Wei6, Tara L Kieffer7,

Emily C Martin8, Sandra De Meyer9, Stefan Zeuzem10

1Vertex Pharmaceuticals Incorporated, 2University of Cincinnati
College of Medicine, Cincinnati, OH, 3Johns Hopkins University
School of Medicine, Baltimore, MD, 4INSERM Unit 271, Lyon,
5University of Padova, Padova, 6Harvard School of Public Health,
Boston, MA, 7 Vertex Pharmaceuticals Incorporated, Cambridge,
MA, 8Vertex Pharmaceuticals Incorporated, Cambridge, MA,
9Tibotec BVBA, Beerse, 10Johann Wolfgang Goethe University
Medical Center, Frankfurt am Main

Background: Telaprevir with peginterferon/ribavirin (PR) improved

sustained viral response (SVR) rates over PR in genotype 1 HCV

patients. This interim analysis from EXTEND, an ongoing 3-year

virology follow-up study, reports SVR durability in patients having

achieved SVR in previous telaprevir studies, and HCV variant evo-

lution in non-SVR patients.

Methods: A subset of patients having received

Results: 222/223 ([99%) patients maintained SVR: one had late

relapse 44 weeks after early treatment discontinuation, as previously

described. 162 non-SVR patients had sequence data after treatment-

failure: 134/162 (83%) had no detectable resistant variants at last

visit. More genotype 1b (98%) than 1a (78%) patients had wild-type

virus at last visit, consistent with faster loss rates for common 1b

(V36A, T54A, A156S/T) than 1a (V36 M, R155 K) variants. Time to

wild-type was associated with subtype (\ i[P \/i [\0.05): median

1a, 8 months; median 1b, 4 weeks. Time-to-loss of resistance was

unaffected by treatment arm, telaprevir dosing duration or non-

response type. Post-treatment viral loads were independent on the

presence of resistant variants.

Conclusions: In this interim analysis, SVR after telaprevir-based

therapy was durable; 83% of non-SVR patients no longer had resistant

variants at median follow-up time of 29 months.

PP14-020
Transcription of HCV core protein binding protein 6 regulated by Sp1

Xuesong Gao1, Wei Li2, Qi Wang3, Biao Yang4, Xiaoling Fan5,

Xuefei Duan6, Yunru Li7, Jun Cheng8

1Beijing Ditan Hospital, Capital Medical University, 2Beijing
Geriatric Hospital, 4Shenyang Medical College

Background: HCV core protein binding protein 6 (HCBP6) interacts

with core protein with unknown functional. HCBP6 was named alter-

natively FUNDC2. In the present study, we examined the transcriptional

regulation mechanisms that govern the expression of HCBP6.

Methods: The promoter of HCBP6 was cloned into the luciferase

reporter plasmid pGL4.10. The effect of transcription activation was

tested by luciferase assay. The gel electrophoresis mobility shift assay

(EMSA) and chromatin immunoprecipitation assay (CHIP) were used

to identify the transcriptional factor that specifically interact with the

HCBP6 promoter. Mutagenesis assays and forced ectopic over

expression were used in HepG2 and Huh7.

Results: We first performed functional dissection and identified the

core region of the HCBP 6 gene promoter. A core promoter contained

within 279 bp (nucleotides -205 bp to +74 bp) was determined. Then

we demonstrated that transcription factor Sp1 could bind to the core

promoter. Sp1 positively regulates the HCBP6 promoter.

Conclusions: Sp1 is capable of interacting with the HCBP6 gene core

promoter and function to regulate its transcription.

PP14-021
Is HCV core antigen (HCV Ag) an adequate marker for community

screening?

Yuan-Hung Kuo, Sheng-Nan Lu

Kaohsiung Chang Gung Memorial Hospital

Background: A new hepatitis C virus (HCV) core antigen (HCV Ag)

assay was thought to have a good correlation with HCV RNA. The

aim was to elucidate the usefulness of this HCV Ag assay in com-

munity screening.

Methods: In an HCV-endemic township, a total of 405 residents,

aged 58 years or older, responded to a follow-up community

screening. All subjects were tested for anti-HCV (HCV 3.0, AxSYM,

Abbott) and HCV Ag (HCV Ag, Architect, Abbott). For subjects with

anti-HCV signal to cut-off ratio (S/CO) [ 10 and/or HCV

Ag [ 3 fmol/L, HCV RNA (Taq-man HCV-RNA, Roche Diagnos-

tics) were further checked.

Results: A total of 115 (28.4%) subjects had their serum HCV RNA

levels measured, and 93 were HCV RNA-positive. The other 290

subjects were supposed to be HCV RNA- negative. HCV Ag was

significantly correlated with HCV RNA with an equation of (Log

HCV RNA = 2.08 + 1.03 (log HCV Ag), R2 = 0.94, p \ 0.001)

Combined using anti-HCV (S/CO [ 40) and HCV Ag ([3 fmol/L) as

a cutoff to predict viremia, only 3 were false negative (FN) and none

was false positive (FP). Its sensitivity, specificity, accuracy, positive

predictive value and negative predictive value were 96.8, 100, 99.3,

100, and 99%, respectively.
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Conclusions: For a community study, anti-HCV or HCV Ag can

predict HCV viremia well, while a combination of anti-HCV ([40

S/CO) and HCV Ag ([3 fmol/L) can obtain the best validity. Besides

qualitative prediction, HCV Ag can quantitatively estimate the viral

load.

PP15-001
Combination therapy of transcatheter arterial cisplatin embolization

and radiation for advanced hepatocellular carcinoma with portal venous

invasion

Hiroyoshi Taniguchi, Hideo Yoshida, Yusuke Shima, Ayako Nakada,

Ryunosuke Hakuta, Tuyoshi Hamada, Yukiko Ito, Hideo Mizuno,

Yuzo Mitsuno, Ryou Nakata

Japanese Red Cross Medical Center

Background: Hepatocellular carcinoma (HCC) with portal venous

invasion (PVI) has a very poor prognosis. The combination of

continuous intraarterial 5-fluorouracil (FU) infusion and systemic

interferon-alpha (IFNalpha) injection was recently reported to be

effective against HCC with PVI, though the therapy is not always

applicable for the patients with arterial abnormality. Therefore we

tried combination therapy of transcatheter arterial cisplatin emboli-

zation and radiation, and will report the effectiveness and toxicity of

the therapy.

Methods: The combined therapy was performed in 10 HCC patients

with PVI. Transcatheter arterial embolization with 1 mg/kg cisplatin

powder (IA call) was performed against intralobar lesions, followed

by external radiation targeted for PVI (60 Gy in 2 Gy fractions). The

following variables were evaluated with the survival rate: gender, age,

viral etiology, Child’s class, performance status, and location of PVI.

Results: One (10%) patient showed complete response and another

three (30%) partial response. three (30%) showed no change, and

three (30%) showed progress of disease. The survival rates at six

months among overall patients were 80.0%. Adverse events were

limited to nausea and appetite loss. One of the patients with partial

response underwent curative resection, and is still alive without any

recurrence for 1,725 days.

Conclusions: The combination therapy of cisplatin embolization and

radiation is safe, effective and also feasible to the patients with

arterial abnormality. This therapy is suggested to be a useful alter-

native therapy for the patients with extensive PVI.

PP15-002
Tanshinone IIA could inhibit hepatic cancer cell hep-J5 through

increasing p-p38, Bax, Caspase 8, Caspase 3 but decreasing TCTP,

Mcl-1 and Bcl-xl proteins expression

Chin-Cheng Su, Shou-Jen Kuo, Yao-Li Chen, Dar-Ren Chen

Changhua Christian Hospital

Background: According to a 2007 report from the People’s Health

Bureau of Taiwan Hepatocellular carcinoma (HCC) is the leading

cause of cancer related deaths in men (41.4/100,000) in Taiwan. HCC

is also the fifth most prevalent cancer in men in the world. Because of

many limitations of the medical and surgical treatment available, an

ongoing need for more effective therapeutic agents exists for

HCC.Tanshinone IIA (Tan-IIA) is extracted from Danshen, Salviae

miltiorrhizae Radix, which has been widely used in traditional herbal

medicine to treat hepatitis and liver cirrhosis. Tan-IIA could inhibit

the proliferation of human hepatocellular carcinoma cells in vitro.

However, the molecular mechanisms of Tan-IIA on human HCC hep-

J5 cells are not understood clearly.

Methods: In the present study, the cytotoxicity of Tan-IIA and its

molecular mechanisms in human HCC J5 cells were investigated. The

cytotoxicity was assayed by MTT. The protein expression of p-p38,

Bax, Caspase 8, Caspase 3, TCTP, Mcl-1, Bcl-xl.

Results: The results showed that Tan-IIA inhibited J5 cells in a dose-

and time dependent manner. The protein expressions of p-p38, Bax,

Caspase 8, Caspase 3 were increased, but TCTP, Mcl-1 and Bcl-xl

were decreased in J5 cells.

Conclusions: These findings suggest that Tan-IIA could inhibit Hep-

J5 cells in vitro. One of the molecular mechanisms may be through

increasing p-p38, Bax, Caspase 8, Caspase 3 but decreasing TCTP,

Mcl-1 and Bcl-xl proteins expression.

PP15-003
Early prediction of response to sorafenib in patients with hepatocellular

carcinoma

Sadahisa Ogasawara, Tenyu Motoyama, Yoshihiko Ooka,

Akinobu Tawada, Tetsuhiro Chiba, Fumihiko Kanai, Osamu Yokosuka

Chiba University School of Medicine

Background: Computed tomography (CT) and serum AFP were used

to evaluate treatment response in patients with hepatocellular carci-

noma (HCC) after administration of sorafenib.

Methods: We retrospectively analyzed 54 patients who received

sorafenib as first line systemic therapy for advanced HCC. Patients

must to have under-gone a 4 phase CT scan and measured serum AFP

level before treatment and 1 month after the start of treatment. CT

scans were analyzed using Response Evaluation Criteria in Solid

Tumor (RECIST) 1.1 and Modified RECIST (mRECIST).

Results: According to RECIST 1.1 one patient had partial response

(PR), 35 stable disease (SD), and 18 progression disease (PD), whereas

according to mRECIST 3 patients had complete response (CR), 4 PR,

29 SD, and 18 PD. Patients who had achieved objective response (OR;

defined as the sum of CRs and PRs) according to mRECIST had a

longer time to progression (TTP) than SD (median TTP, 17.4 months

and 3.0 months, respectively; P = 0.0248). According to mRECIST,

the median OS for SD was 11.6 months, and patients who achieved OR

survived except for one patient. Early AFP non-responders (AFP-NR;

defined as a increase C20% from baseline), compared with AFP

objective responder (AFP-OR), had shorter median TTP (1.5 months

and 3.8 months, respectively; P = 0.0023) and shorter median OS (5.0

months and 16.7 months, respectively; P = 0.0002).

Conclusions: The current results indicated that early response of

mRECIST and AFP were a useful to predict treatment response and

prognosis in patients with advanced HCC who received sorafenib.

PP15-004
Mitochondrion apoptosis plays a critical role in Baicalein-induced cell

programming death on hepatocellular carcinoma

Zongfang Li1, Rongrui Liang2, Jun Li3, Jun Yang4, Peijun Liu5,

Chen Huang6, Zhidong Wang7, Baohua Li8
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University; 2The Second Affiliated Hospital, School of Medicine,
Xi’an Jiaotong University; 3The Second Affiliated Hospital, School
of Medicine,Xi’an Jiaotong University; 4Xi’an Jiaotong University;
5Xi’an Jiaotong University; 6Xi’an Jiaotong University; 7The Second
Affiliated Hospital, School of Medicine, Xi’an Jiaotong University;
8The Second Affiliated Hospital, School of Medicine, Xi’an Jiaotong
University

Background: There was few effective chemotherapeutic agents

available for treatment of HCC. Although previous research sug-

gested that Baicalein possessed an anti-HCC activity, the mechanisms

of its action are still unknown. In this study, we have evaluated the

effect and molecular mechanisms of Baicalein in HCC cell lines, an

animal models and patient samples.

Methods: The cytotoxicity of Baicalein was evaluated in three HCC cell

lines (HepG2, SMMC-7721, and BEL-7402) and one normal liver cell

line (HL-7702) with assays determining cell proliferation, mitochondrial

membrane potential and apoptosis. The role of MAPK/ERK pathway in

modulating HCC cell apoptosis in response to Baicalein was examined

using immunoblotting. MAPK/ERK pathway activity in patients with

HCC resection was analyzed using immunohistochemistry.
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Results: Baicalein exhibited a significantly inhibitory effect in all

three HCC cell lines. In contrast, Baicalein had minimal effect on the

normal liver cell line. Baicalein significantly decreased the phos-

phorylation levels of MEK1 and ERK1/2 in HepG2 cells. The

xenograft growth as well as the MAPK/ERK pathway activity in nude

mice was significantly inhibited by Baicalein treatment. Marked

induction of apoptosis was revealed in Baicalein-treated tumors by

TUNEL assay. Highly activated MAPK/ERK signaling pathway

shown by phosphorylated antibodies was observed in tumor samples

of patients with HCC.

Conclusions: These findings suggest that Baicalein is an effective

agent to inhibit HCC cells in vitro and in vivo by inhibiting MAPK/

ERK pathway and inducing intrinsic apoptosis.

PP15-005
Reversion of multidrug resistance on hepatocellular carcinoma

by Baicalein in vitro

Rongrui Liang1, Baojun Duan2, Jun Li3, Peng An4, Haitao Zhu5,

Zhidong Wang6, Chen Huang7, Zongfang Li8

1The Second Affiliated Hospital, School of Medicine, Xi’an Jiaotong
University; 2The Second Affiliated Hospital, School of Medicine,
Xi’an Jiaotong University; 3The Second Affiliated Hospital, School
of Medicine, Xi’an Jiaotong University; 4The Second Affiliated
Hospital, School of Medicine, Xi’an Jiaotong University; 5The Second
Affiliated Hospital, School of Medicine, Xi’an Jiaotong University;
6The Second Affiliated Hospital, School of Medicine, Xi’an Jiaotong
University; 7Xian Jiaotong University; 8The Second Affiliated
Hospital, School of Medicine, Xi’an Jiaotong University

Background: Multidrug resistance (MDR) led a major cause to

failure of chemotherapy. To date, few MDR reversal agents illustrated

satisfied effect. This investigation aimed to observe the reversal effect

and the potential mechanism of Baicalein on multidrug resistance in

human hepatocarcinoma MDR cell line in vitro.

Methods: Human hepatocarcinoma MDR cell line BEL-7402/5-FU

was cultured in vitro. There are five groups including 5-FU, Epiru-

bicin, Baicalein, 5-FU + Baicalein and Epirubicin + Baicalein. The

inhibition rate and resistance fold of 5-FU and EPI, the reversal ef-

fection of Baicalein were determined by MTT assay. The intracellular

concentration of Rho123 and EPI were detected by FACS. The

expression pattern of P-gp and Bcl-xl were observed via Realtime-

PCR, immunohistochemistry assay and FACS.

Results: Combined with Baicalein, the IC50 of 5-FU were significant

lower than that of 5-FU single usage. Epirubicin added with Baicalein

illustrated the same result; The intracellular average fluorescence

intensity of Rho 123 in treatment group were significantly enhanced

versus the control group, the EPI demonstrated the same phenome-

non; The mRNA and protein of P-gp and Bcl-xl were reduced than

that of the control group after the treatment of baicalein. FACS

showed The positive rate of P-gp reduced 1.23- and 1.63-fold and the

average fluorescence intensity of Bcl-xl reduced 1.44- and 2.08-fold

than that of the control group.

Conclusions: Baicalein can reverse the MDR of BEL-7402/5-FU

partly in vitro, the reversal effection of baicalein on the MDR of BEL-

7402/5-FU is associated with suppressing the expression of P-gp and

Bcl-xl in vitro.

PP15-006
Phase I trial of S-1 combined with sorafenib in Japanese patients

with advanced hepatocellular carcinoma

Yoshihiko Ooka, Fumihiko Kanai, Sadahisa Ogasawara, Tenyu

Motoyama, Akinobu Tawada, Tetsuhiro Chiba, Osamu Yokosuka

Chiba University

Background: The object of this study was to determine the maximum

tolerated dose and dose-limiting toxicities (DLTs) of S-1 combined

with sorafenib in advanced hepatocellular carcinoma (HCC).

Methods: The subjects were HCC patients who had no indication of

resection and local therapy, classified as Child–Pugh A. S-1 was

administered twice daily each day for day 1–14 and sorafenib was

administered every day. This was repeated every 21 days. Dose of

each drug was planned as follows: cohort 1: 48 mg/m2/day/400 mg

qdA2a: 48 mg/m2/day/400 mg bidA2b: 64 mg/m2/day/400 mg qdA3:

64 mg/m2/day/400 mg bidA4: 80 mg/m2/day/400 mg bid (S-1/

sorafenib).

Results: 19 patients were enrolled. Their median age was 62 years.

They were 17 male, 1 female. 8 patients were HBsAg positive, 9

patients were HCVAb positive. 12 and 7 patients were classified as

BCLC stage C and stage B, respectively. 1 in 6 patients at cohort 1

experienced DLT (increased transaminase). 0 in 3 patients at cohort 2a

experienced DLT. 1 in 6 patients at cohort 3 experienced DLT

(bleeding). 3 in 3 patients at cohort 4 experienced DLT (2 hand foot

skin reaction and 1 infection). The other common toxicities were

decreased platelet counts, diarrhea, stomatitis and hypertensions.

According to RECIST version 1.1, 13 patients achieved stable disease.

Conclusions: Toxicities at present were well tolerated. The recom-

mended dose of S-1 and sorafenib in Japanese patients with advanced

HCC was 64 mg/m2/day and 400 mg bid, respectively.

PP15-007
The Efficacy of Hepatic Arterial Infusion Chemotherapy as an Alternative

Treatment for Sorafenib in Advanced Hepatocellular Carcinoma

Soung Won Jeong, Jae Young Jang, Gene Hyun Bok, Sae Hwan Lee,

Sang Gyune Kim, Young Seok Kim, Young Deok Cho, Hong Soo Kim,

Boo Sung Kim

Soonchunhyang University Hospital

Background: Sorafenib is the only systemic treatment shown to be

effective against advanced hepatocellular carcinoma (HCC). Hepatic

arterial infusion chemotherapy (HAIC) with 5-fluorouracil (FU) and

cisplatin has been selected as an alternative therapeutic option for

advanced HCC. We investigated the efficacy and safety of HAIC as

an alternative treatment for sorafenib in advanced HCC.

Methods: Between May 2008 and March 2011, 20 consecutive

patients were treated with sorafenib monotherapy as a first-line

treatment and 21 consecutive patients who could not take sorafenib by

high cost were treated with HAIC monotherapy as an alternative

treatment. Sorafenib was given at 400 mg twice-daily doses. For

HAIC, daily cisplatin (7 mg/m2on days 1–5) and 5-FU (170 mg/m2on

days 1–5) were infused repeatedly every 4 weeks. We assessed

overall survival (OS), progression free survival (PFS), objective

response rate (ORR), and toxicity.

Results: Median OS was 4.9 months (95% CI, 3.4 vs. 6.4) in so-

rafenib and 7.3 months (95% CI, 4.5 vs. 10.2) in HAIC (p = 0.599).

Median PFS was 2.0 months (95% CI, 1.96 vs. 2.05) vs 3.0 months

(95% CI, 1.98 vs. 4.02) for sorafenib and HAIC, respectively

(p = 0.303). ORR and disease control rate (DCR) for sorafenib were

10.0 and 35.0% versus 19.0 and 38.1% for HAIC (ORR, p = 0.413;

DCR, p = 0.837). Patients treated with HAIC showed more frequent

grade 3/4 neutropenia (23.8 vs. 0% for sorafenib), while sorafenib

therapy showed grade 3/4 hand-foot skin reaction in 10% of patients.

Conclusions: HAIC was a useful alternative treatment for advanced

HCC and further prospective investigations are needed.

PP15-008
Safety and efficacy of sorafenib in elderly patients with advanced

hepatocellular carcinoma

Shunya Nakashita, Michiaki Okada, Hiroshi Isoda, Shinji Iwane,

Hirokazu Takahashi, Taiga Otsuka, Yuichiro Eguchi, Seiji Kawazoe,

Iwata Ozaki, Toshihiko Mizuta

Saga University Hospital

Background: Sorafenib is the first agent approved to improve the

survival of patients with advanced hepatocellular carcinoma (HCC).
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However, its safety and efficacy in elderly patients are unclear.

Therefore, we examined whether there is a difference by age in the

incidence of adverse events or the anti-tumor effect in patients treated

with sorafenib.

Methods: Fifty-eight patients with advanced HCC treated with so-

rafenib between July 2008 and January 2011 were analyzed. We

compared the time to tumor progression (TTP), the overall survival

(OS) and the incidence of adverse events (AEs) in over 75-year-old

patients (elderly group) with those under 75 years old (non-elderly

group).

Results: The mean age of the enrolled patients was 75 years, and 33

patients (57%) were over 75 years old. The median TTP in the elderly

group was significantly higher (209.6 days) than that in the non-

elderly group (120.2 days, p = 0.049). There were no significant

differences in median OS between the elderly group (246.9 days) and

the non-elderly group (201.2 days). AEs were observed in 93.6% of

the elderly group and 96.0% of the non-elderly group, and AEs

greater than grade 3 were observed in 48.5% of the elderly group and

40.0% of the non-elderly group, with no significant differences

between the groups.

Conclusions: Even in elderly patients with advanced HCC, sorafenib

has a sufficient efficacy and an acceptable toxicity. Furthermore, the

effect of sorafenib on tumor growth in elderly patients might be

stronger than that in younger patients.

PP15-009
Sorafenib for advanced HCC VJapanese experience

Shuntaro Obi, Shinpei Sato, Takahisa Sato, Toshihiro Kawai,

Yusuke Kajiyama, Takashi Sugimoto, Youko Yashima, Miho Kanda

Kyoundo Hospital

Background Japanese patients have unique characters. 1.80% are LC

based on Hep C. 2. Due to recurrence, multiple treatments have been

done. 3. Majority pts are elderly. 4. Body surface area is small. To

clarify outcome of Sorafenib in Japanese patients.

Methods: Pts were treated with sorafenib 800 mg/day at first. Since

2010, dose reduction was done due to toxicity. Now, Sorafenib started

with 400 mg/day and then dose escalation. m-RECIST criteria were

used. Adverse events were recorded based on definitions from the

National CICTC Version 3.0.

Results: 70 patients were treated by Sorafenib. Child Pugh score 5

points was 46%, 6 points was 54%. Median age was 68 years old. All

patients except for one patient had previous treatment. BCLC stage C

was 76%. Overall survival was 6.8 months. Time to progression was

3.5 months. Response was evaluated by CT scan after 3 months. CR/

PR/SD/PD/not done was 0/3/25/28/14. Adverse events were severe.

Grade 3 was 34, grade 4 was 3, and grade 5 was 3. Due to adverse

events, dose reduction was done (Initial dose = 400 mg/day). At

initial dose, 800 mg was 50%, 400 mg was 41%. Even if dose

reduction, there is no significant difference of OS and TTP. Due to

dose reduction, adverse events were decrease.

Conclusions: OS = 6.8 months, TTP = 3.5 months in this study.

Adverse events were severe. Due to adverse events, dose reduction

was done (initial dose = 400 mg/day). Now we conduct RCT (arte-

rial infusion chemotherapy vs sorafenib).

PP15-010
Hepatic arterial infusion chemotherapy versus sorafenib in advanced

hepatocellular carcinoma: a propensity-matched analysis

Taiga Otsuka, Saori Kamachi, Takumi Akiyama, Masaru Fujimoto,

Seiji Kawazoe

Saga Prefectural Hospital Koseikan

Background: Although hepatic arterial infusion (HAI) chemotherapy

using an implanted reservoir port is an optional treatment for

advanced hepatocellular carcinoma (HCC) in Japan, there are few

studies relative to other therapies.

Methods: We retrospectively surveyed the clinical data from patients

who were treated with HAI or sorafenib between 2000 and 2011 in

our hospital, and compared treatment efficacy between the HAI and

sorafenib groups. A combined regimen containing cisplatin and 5FU

was administered to all patients receiving HAI chemotherapy.

Patients who had extrahepatic metastasis, a history of HAI chemo-

therapy in the sorafenib group and a history of sorafenib therapy in

the HAI group were excluded. We selected propensity score matched

patients for age, sex, ECOG performance status, Child–Pugh score

and clinical stage.

Results: Twelve patients receiving sorafenib therapy and 12 patients

receiving HAI chemotherapy were matched. The objective response

rate, disease control rate and median time to progression were more

favorable in the HAI group (16.7, 58.3% and 4.1 months for HAI and

0, 33.3% and 1.8 months for sorafenib); however, there were no

statistically significant differences. Also, no statistically significant

differences in the median survival times were observed between the

HAI and sorafenib groups (8.0 vs. 9.0 months, respectively,

p = 0.689). Although more adverse events were noted in the so-

rafenib group, severe adverse events were comparable between the

two groups (25% for HAI and 42% for sorafenib, p = 0.397).

Conclusions: There were no statistically differences between HAI

and sorafenib in terms of treatment effects. Prospective large ran-

domized trials are warranted.

PP15-011
Comparative study of sorafenib and hepatic arterial infusion chemother-

apy for far-advanced hepatocellular carcinoma

Yasuhiko Sawada, Toshiya Nakatani, Kenichiro Seki, Soichiro Saikawa,

Daisuke Kobe, Yoshiki Sato, Shinsaku Nagamatsu, Hideki Matsuo,

Eiryo Kikuchi

Nara Prefectural Nara Hospital

Background: Although plausible therapy in Japan for intractable

advanced hepatocellular carcinoma (HCC) has been hepatic arterial

infusion chemotherapy (HAIC), sorafenib can be now an alternative

for the treatment of such stage of HCC.

Methods: The efficacy as well as background was assessed between 2

groups (A: 22 patients with advanced HCC receiving HAIC, B: 11

patients receiving sorafenib). The enrolled criteria were refractory to

prior conventional treatment, and Child–Pugh A or B. HAIC includes

5-fluorouracil and cisplatin, high dose cisplatin, and miriplatin.

Results: Patients characteristics (group A vs. B) were as follows:

average age (70.1 vs. 70.5); Child–Pugh class A/B (14/8 vs. 9/2);

main portal vein thrombosis (5 vs. 4). Rate of partial response (PR),

stable disease (SD) and progressive disease (PD) were 14% (3/22)

versus 22% (2/9), 23% (5/22) versus 33% (3/9) and 64% (14/22)

versus 44% (4/9), respectively. Complete response was not observed

in either groups. The disease control (PR/SD) rate was 36% (8/22)

versus 56% (5/9). The median overall survival (OS) was 6.6 versus 7.0

months. The cumulative survival rate at 3 and 6 months were 79% (11/

14) versus 100% (10/10) and 57% (8/14) versus 75% (6/8). Interestingly,

poor tumor response to HAIC followed by sorafenib administration led

to marked reduction of vascularity of tumor thrombus in 2 patients with

main portal vein thrombosis. One of them still keeps PR in good shape at

10 months after sorafenib administration.

Conclusions: Sorafenib could be feasible in case with poor response

to HAIC against HCC with main vascular invasion.

PP15-012
The safety and efficacy of sorafenib as adjuvant therapy for advanced

hepatocellular carcinoma in patients undergoing hemodialysis: two cases

report

Tsang-En Wang, Chien-Yuan Hung, Ching-Chung Lin, Chih-Jen Wu,

Fei-Shish Yang

Mackay Memorial Hospital
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Background: Sorafenib is a multiple-kinase inhibitor and has sur-

vival benefit in advanced hepatocellular carcinoma (HCC) patients.

However, little is known about safety and efficacy in HCC patients

with renal failure.

Methods: We report the outcome for using sorafenib in two HCC

patients receiving hemodialysis.

Results: A 42-year-old female received hemodialysis with hepatitis

B. She was diagnosed with HCC in 2009. The huge HCC occupied

major part of left liver and had poor response to traditional TACE.

The patient was received Yttrium-90 radioembolization in May

2010. However, multiple nodules were found in lung about 2

months after treatment. Then, she took sorafenib 200 mg/daily. The

metastatic lesions disappeared after using sorafenib. Unfortunately,

she died of sepsis and the 2nd cancer, urethral cancer, in June 2011.

Another 75-year-old woman had hepatitis C, diabetes mellitus and

hypertension, and on hemodialysis for years. A 2.5 cm HCC was

diagnosed in Dec 2010. Despite TACE and percutaneous ethanol

injection (PEI), the tumor progressed and alpha-fetoprotein (AFP)

increased from 28.69 ng/dl (Dec 2010) to 3,523 ng/dl (July 2011).

Sorafenib 200 mg/daily was given as the adjuvant therapy at the

same time of PEI. Then AFP decreased to 16.6 ng/dl (October

2011). These two cases showed clinical responses to sorafenib

without major adverse effects except elevated blood pressure in

older patient. It was manageable with adjusting anti-hypertension

agent.

Conclusions: Sorafenib was tolerated in hemodialysis patients, in

agreement with previous results in patients with normal renal func-

tion. This report may indicate the safety and benefit of low dosage of

sorafenib in HCC patients undergoing hemodialysis.

PP15-013
Effects of Tumor Necrosis Factor-alpha Promoter Gene Polymorphism

on the Response to Combined Therapy with Transarterial Chemoembo-

lization and Sorafenib

Sung Eun Kim1, Young-Hwa Chung2, Jeong Kim3, Eun-Soon Shin4, Han

Chu Lee5, Jung Hwan Yoon6, Byung Ik Kim7, Si Hyun Bae8, Kwang Cheol

Koh9, Neung-Hwa Park10

1 Seoul Medical Center; 2 University of Ulsan College of Medicine,
Asan Medical Center; 3 University of Ulsan College of Medicine,
Asan Medical Center; 4 DNALink, Ltd; 5 University of Ulsan College
of Medicine, Asan Medical Center; 6 Seoul National University
College of Medicine, Seoul National University Hospital; 7

Sungkyunkwan University School of Medicine, Kangbuk Samsung
Hospital; 8 The Catholic University of Korea College of Medicine,
Seoul St. Mary\’s Hospital; 9 Sungkyunkwan University School
of Medicine, Seoul Samsung Hospital; 10 University of Ulsan College
of Medicine, Ulsan University Hospital

Background: Tumor necrosis factor-alpha (TNF-a) has been sug-

gested to enhance the antitumor effect of several anticancer agents in

the treatment of hepatocellular carcinoma (HCC). In this study, we

intended to investigate the genetic polymorphism of TNF-a gene in

association with the therapeutic response to combined therapy with

transarterial chemoembolization (TACE) and sorafenib in patients

with HCC.

Methods: A total of 59 patients with HCC of intermediate stage

(BCLC B) were subjected to the combine therapy with TACE and

sorafenib. TACE was performed at every 6-8 weeks. Sorafenib was

administered orally at a dose of 400mg twice a day. Tumor response

was evaluated 4 weeks following the therapy according to the

modified RECIST criteria. Patient with complete or partial remission

was considered as ‘responder’. Also, using chromosomal DNA,

TNF-a promoter gene polymorphisms were determined at five

SNP sites (TNF-a-1031T[C, -863C[A, -857C[T, -308G[A and

-238G[A), and the genotype distributions were compared in

accordance with the tumor responses to combined therapy with

TACE and sorafenib.

Results: Sixteen out of 59 HCC patients (27%) achieved complete

remission following the combined therapy with TACE and sorafenib;

32 (54%) and 7 (12%) showed partial remission and stationary dis-

ease, respectively. However, tumor progression had been noted in 4

patients (7%). Interestingly, the TNF-a-1031 C/C genotype tended to

be more frequently detected in the non-responders compared to the

responders [18% vs. 2%; p=0.08]. In multivariate analysis, the TNF-

a-1031 C/C genotype also revealed to be an independent risk factor

for poor response to the combined therapy with TACE and sorafenib

(OR=13.24: 95% CI 0.92-191.12: p=0.05). There was no relationship

between other TNF-a promoter gene polymorphism and the response

to the therapy.

Conclusions: TNF-a-1031 C/C genotype may be closely associated

with the poor response to combined therapy with TACE and sorafenib

in patients with HCC.

PP15-015
Targeting pro-inflammatory transcription factor signal transducer

and activator of transcription 3 by emodin for the treatment of hepato-

cellular carcinoma

Gautam Sethi, Muthu Shanmugam, Aruljothi Subramaniam, Feng Li,

Peramaiyan Rajendran, Tina Ong, Kam Hui

National University of Singapore

Background: Accumulating evidence(s) suggest that signal trans-

ducer and activator of transcription 3 (STAT3) is a critical mediator

of oncogenic signaling in HCC and controls the expression of several

genes involved in proliferation, survival, and angiogenesis. Thus,

novel agents that can suppress STAT3 activation have potential for

both prevention and treatment of HCC.

Methods: In the present report, we tested a novel agent, emodin, for

its ability to suppress STAT3 activation in HCC cells and nude mice

model along with prospectively testing the hypothesis of STAT3

inhibition in a virtual predictive functional proteomics tumor tech-

nology platform.

Results: We found that emodin inhibited both constitutive and

inducible STAT3 activation in HCC cells that correlated with the

suppression of activation of upstream kinases (c-Src, and JAK-2) and

induction of a phosphatase SHP-1. Pervanadate reversed the emodin -

induced downregulation of STAT3, suggesting the involvement of a

protein tyrosine phosphatase. Indeed, we found that emodin-induced

the expression of the tyrosine phosphatase SHP-1 and deletion of

SHP-1 gene by siRNA abolished the ability of emodin to inhibit

STAT3 activation. Emodin downregulated expression of STAT3-

regulated gene products, including cyclin D1, Bcl-2, and vascular

endothelial growth factor. Emodin also inhibited proliferation, and

significantly potentiated the apoptotic effects of chemotherapeutic

drugs used for HCC treatment. Finally, when administered i.p.,

emodin inhibited the growth of human HCC orthotopic tumors in

athymic nu/nu mice.

Conclusions: Overall, these results suggest that emodin exerts its

anti-proliferative and pro-apoptotic effects through suppression of

STAT3 signaling cascade in HCC both in vitro and in vivo.

PP16-001
Prevalence of aflatoxin induced p53 mutation at codon 249 (R249S)

in hepatocellular carcinoma with or without HBsAg in Thailand

Salyavit Chittmittrapap, Taweesak Chieochansin, Roongruedee

Chaiteerakij, Sombat Treeprasertsuk, Naruemon Klaikaew,

Pisit Tangkijvanich, Yong Poovorawan, Piyawat Komolmit

Chulalongkorn University

Background: Missense hot spot mutation of p53 tumor suppressor

gene on codon 249 of exon 7 (R249S) has been associated with
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aflatoxin B1 (AFB1) exposure, which is believed to have synergistic

effect on hepatitis B virus (HBV)-induced hepatocarcinogenesis.

However results of several studies comparing its prevalence among

patients with hepatocellular carcinoma (HCC) are conflicting. This

study was aimed at determining its prevalence among Thai patients,

according to HBsAg status.

Methods: Paraffin embedded liver tissues obtained from 124 HCC

patients who underwent liver resection and liver biopsy in King

Chulalongkorn Memorial Hospital, were included. Restriction frag-

ment length polymorphism (RFLP) was used to detect R249S

mutation. Positive results were confirmed by direct sequencing.

Results: Sixty four (51.6%) and 18 (14.5%) patients had serum

HBsAg and anti-HCV positivity, respectively. R249S mutation was

found in 9.4% of HBsAg-positive HCC versus 6.7% of HBsAg-

negative HCC (P = 0.58). Patients with R249S mutation were tended

to be younger (55 vs. 60 years) and had more advanced Edmonson-

Steiner grade of HCC (grade 3/4 in 80 vs. 75%), though the differ-

ences did not reach statistical significance.

Conclusions: Compare to previous studies, our data showed rela-

tively low prevalence of AFB1-related p53 mutation in HCC

specimens. In addition, the prevalence of R249S did not differ

between HBsAg-positive and HBsAg-negative HCC.

PP16-002
Inflammation promotes OCT4/NANOG and early recurrence

of HBV-related hepatocellular carcinoma by activation of IGF-1R

Te Sheng Chang1, Kam-Fai Lee2, Ya-Ting Yang3, Ching-Chi Chi4,

Hsin-Yi Lin5, Pey-Jium Chang6, Shui-Yi Tung7, Liang-Mou Kuo8,

Thai-Yen Lin9, Yen-Hua Hung10

1Chang Gung Memorial Hospital, Chiayi; 10Taipei Medical
University

Background: Inflammatory microenvironment is a well-known pro-

moter of hepatocellular carcinoma (HCC). However, mechanisms

underlying inflammation-induced HCC promotion remain unknown.

Methods: HCC cell lines were treated with inflammation condition

medium (Inflam-CM) and IL-6. Expression levels of IGF-1R signal-

ing and pluripotency transcription factors OCT4/NANOG were

measured by quantitative PCR, western blot and epifluorescence/

luciferase assays. Blockage of IGF-1R phosphorylation and IL-6

activation was achieved by picropodophyllin and AG490 (a phospho-

STAT inhibitor). Human HCC frozen tissues (N = 119) and their

corresponding tissue blocks were used for analyzing gene and protein

expressions of OCT4/NANOG and IGF-1R signaling.

Results: A high correlation between IGF-1R and OCT4/NANOG

transcriptional expression in human HCC frozen tissues (r = 0.8097

for OCT4; r = 0.8375 for NANOG) was shown. The OCT4, NA-

NOG, or IGF-1R level was significantly higher in HBV-related HCC

(HBV-HCC) than that in non-HBV-HCC. Inflam-CM increased IGF-

1R signaling and OCT4/NANOG level in HBV+HBsAg+ cells

(HepG2.2.15 and Hep3B), but not in HBV+HBsAg- (HA22T) or

HBV-HBsAg-cells (HepG2 and Huh7). Inflam-CM increased the

GFP+ cell population and the luciferase activity of OCT4 promoter-

GFP/luciferase-HepG2.2.15 cells. Besides, Inflam-CM increased the

IGF-1/IGF-1R transcriptional level and activated the IGF-1R signal-

ing in HepG2.2.15 and Hep3B. Blockage of IGF-1R phosphorylation

decreased OCT4/NANOG expression. IL-6 stimulated the autocrinal

IGF-I and IL-6 expression whereas AG490 decreased the IGF-1R

phosphorylation. The significant positive association between early

recurrence and IGF-1R/OCT4/NANOG expression were demon-

strated. HBV-positive patients had a trend towards early HCC

recurrence.

Conclusions: Niche inflammatory stress might activate an IL-6-IGF-

I/IGF-1R-Akt signaling and initiate OCT4/NANOG expression which

is associated with early HBV-HCC recurrence.

PP16-003
Hepatitis B virus related insertional mutagenesis in cirrhosis patients

as an early genetic change leading to hepatocellular carcinoma

Somenath Datta1, Alip Ghosh2, Debanjali Dasgupta3, Amit Ghosh4,

Shrabasti Roychowdhury5, Gaurav Ray6, Subhas Gupta7, Simanti Datta8,

Abhijit Chowdhury9, Soma Banerjee10

1Institute of Postgraduate Medical Education and Research;
2Institute of Postgraduate Medical Education and Research;
3Institute of Postgraduate Medical Education and Research;
4Institute of Postgraduate Medical Education and Research;
5St. Xaviers College, Kolkata; 6Jamia Millia Islamia; 7Indraprastha
Apollo Hospitals, New Delhi; 8Institute of Postgraduate Medical
Education and Research; 9Institute of Postgraduate Medical
Education and Research; 10Institute of Postgraduate Medical
Education and Research

Background: HBV DNA integration into host genome is considered

an important pro-oncogenic event in chronic HBV infected patients.

In 90% of HBV-related HCC cases, HBV integrates into host chro-

mosome. There is evidence that more than 80% of HBV related HCC

are underlined liver cirrhosis which is considered as precursor stage

of HCC. To determine whether HBV integration into host chromo-

some at the precursor stage leads to HCC development.

Methods: HostVViral Junctions were determined using Alu-PCR

method. Gene expression analysis was done by real time PCR. Viral

DNA were amplified using normal PCR and cloned to compare the

viral genotype.

Results: HBV integrations were found in 5/12 (41.6%) HCC, 3/12

(25%) adjacent cirrhotic tissues at nine different chromosomal loca-

tions. Viral integrations were also observed in 4/8 (50%) cirrhotic

samples. The expressions of some genes located within or in close

proximity of integration site were changed. Furthermore, HBV

genotype C showed preferential integration over genotype D in tissues

having both HBV genotype D and C whereas only genotype D was

found in serum even after analysis with at least five clones from each

samples. Genotype C also showed higher homologous recombination

frequency than genotype D.

Conclusions: At the cirrhotic stage random HBV integration causes

alteration in genes expression and genomic stability that presumably

lead to clonally selection of hepatocyte which acquires a growth

advantage and proceeds towards HCC. Genotype of HBV is an

important determining factor for HBV integration.

PP16-004
Revaluate the carcinogenic significance of hepatitis B virus integration

in hepatocarcinogenesis

Fengmin Lu1, Suzhen Jiang2, Ziwei Yang3, Xiaojun Li4, Weijie Li5,

Xiangmei Chen6, Jinlin Hou7, Hui Zhuang8

1Peking University Health Science Center; 2Southern Medical
University; 3Peking University Health Science Center; 4Peking
University Health Science Center; 5Peking University Health Science
Center; 6Peking University Health Science Center; 7Southern
Medical Universitym; 8Peking University Health Science Center

Background: The oncogenicity of HBV integration had based only

on data from tumor tissue. Here we reevaluated its carcinogenic role

using the non-tumor counterpart as the comparative control.

Methods: Viral-host junctions in paired tumor and corresponding

non-tumor tissues from 50 HCC patients chronically infected with

HBV were identified using LM-PCR and Alu-PCR followed by direct

sequencing. Array-based comparative genomic hybridization (aCGH)

was performed to detect the chromosomal aberrations in tumor tissues.

Results: Among the 232 viral-host junctions identified, 193 were

preciously mapped randomly across all human chromosomes.

Although 42% of them were located within known or predicted genes,

no distribution difference between tumor and non-tumor tissues was

found. Insertions targeted hTERT were found in 3 tumor tissues,
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interestingly, only 1 of 10 insertions surrounding FN1 gene was in

tumor tissue. Up to 25% of the inserted viral DNA had breakpoints

ended in a 15nt region (1820–1834nt). All of the 104 confirmed X

gene insertions were C-terminal truncated, resulting in the loss of

growth-suppressive effect domain. However, no significant difference

between tumor and non-tumor tissues was observed. Furthermore, a

similar frequency of C1653T, T1753V and A1762T/G1764A muta-

tions were found between the integrated viral sequences from tumor

and non-tumor groups. Also data from the aCGH assay failed to

demonstrate a direct correlation between chromosome aberration and

the number of HBV integration events.

Conclusions: Our control tissue validated data demonstrate that HBV

insertions were similar between tumor and their adjacent non-tumor

samples. HBV DNA integration may not strongly associate to

hepatocarcinogenesis. (This work was supported by 2012CB518900).

PP16-005
LPS induces unfolded protein response and apoptosis in hepatoma cell

lines

Jiang Xia, Tatsuo Kanda, Ryo Tamura, Shuang Wu, Shingo Nakamoto,

Takeshi Tanaka, Fumio Imazeki, Osamu Yokosuka

Graduate School of Medicine, Chiba University

Background: Molecular targeting drugs against hepatocellular car-

cinoma (HCC) are now developing and challenging, and multi-

targeted tyrosine kinase inhibitors seem effective. It has been reported

that the unfolded protein response (UPR) pathways are involved in

hepatocarcinogenesis and confer chemo-resistance. We previously

reported that LPS induced apoptosis in hepatoma cell lines (Tamura R

et al. APASL 2010; J Infect Dis. 204:793, 2011). In the present study,

to clarify the molecular mechanism of HCC pathogenesis, the asso-

ciation between TLR agonist-induced apoptosis and UPR was

examined.

Methods: HepG2 and Huh7 cells were incubated with agonists of

TLR1/TLR2 (Pam3CSK4.3HCL), TLR3 [Poly(I-C)], TLR4 (LPS),

TLR5 (purified Flagellin), TLR6/TLR2 (MALP-2), TLR7 [Imiqui-

mod (R-837)] and TLR9 (CpG ODN) for 24 h. Cell viability and

apoptosis were evaluated with crystal violet staining and APOPer-

centage Apoptosis Assay (Biocolor Belfast), respectively. UPR-

related molecule mRNA levels were determined by real-time RT-

PCR.

Results: We observed 500 ng/mL LPS reduced cell viabilities in

HepG2 more than in Huh7, and re-confirmed that LPS induced

apoptosis. Other TLR ligands did not induce cell death in our

experimental condition. In comparison to untreated control, signifi-

cant down-regulation of GRP78 and XBP1 mRNA, and up-regulation

of GADD34 mRNA were also observed after LPS treatment in

HepG2 as well as Huh7. However, CHOP mRNA were downregu-

lated in HepG2 but upregulated in Huh7.

Conclusions: We observed that LPS-induced apoptosis through the

UPR in hepatoma cell lines, and that innate immune response

including TLR signaling plays an important role in UPR, suggesting

these molecules might be new therapeutic targets against HCC.

PP16-006
Epigenetic repression of miR-129-2 upregulates SOX4 expression

in hepatocellular carcinoma

Xiangmei Chen, Ting Zhang, Xiaojun Li, Jiangbo Zhang, Fengmin Lu,

Hui Zhuang

Peking University Health Science Center

Background: MiR-129-2 has been linked to a variety of human

tumors. However, the roles of miR-129-2 in hepatocellular carcino-

genesis are still not fully elucidated. Here we investigated the impact

of miR-129-2 on HBV infection-related HCC.

Methods: RT-qPCR was used to assess the changes of miR-129-3p

(mature miR-129-2 molecules in tumor and adjacent non-tumor liver

tissues. The methylation of miR-129-2 gene was quantitatively ana-

lyzed by a DNA methylation-sensitive and methylation-depended

restriction endonuclease digestion followed by consequent quantita-

tive PCR. SOX4 expression was detected using immunohistochemical

staining and RT-qPCR. The effects of miR-129-2 on SOX4 expres-

sion and its tumor-suppressive impact on cell proliferation and

clonogenicity were examined.

Results: Expression of miR-129-3p was lower in HCC tissues com-

pared to adjacent non-tumor tissues (P = 0.0005) in a manner

reversely correlated with the level of miR-129-2 methylation. This

inverse relationship is associated with a concomitant SOX4 over-

expression (P = 0.015). The miR-129-2 promoter was hypermethy-

lated in 43% (31/75) of HCC tissues, and only in 16% (12/75) of

non-tumor tissues (P = 0.001). A significant correlation of hyper-

methylated miR-129-2 with tumor intrahepatic metastasis (P =

0.047) was found. Expression of miR-129-2 precursor in HepG2 cell

down-regulated SOX4 expression and reduced cancer cell prolifera-

tion. Nuclear overexpression of SOX4 was observed in 89.3% of

HCC tissues. Restoration of SOX4 leads to increase of-catenin/T-cell

factor activity and subsequent overexpression of cyclin D1.

Conclusions: The miR-129-3p expression silently caused by miR-

129-2 promoter hypermethylation and consequent SOX4 overexpres-

sion was associated to chronic HBV infection-related HCC. (This work

was supported by China National Major Project 2012ZX10004904).

PP16-007
Involvement of Snail and Twist in HCC metastasis

Chi-Tan Hu

Division of Gastroenterology and Research Centre for Hepatology,
Buddhist Tzu, Chi Hospital

Background: A lot of transcriptional factors such as Ets-1, Snail,

STAT3, Twist and NF-kappaB were involved in migration and

invasion. Snail and Twist are highlighted as the most important ones

for HCC metastasis.

Aims To validate the roles of Snail and Twist on HCC metastasis.

Methods: In vitro approach: (a) Investigating whether Snail and

Twist are required for tumor progression of HCC cells induced by

metastatic factors. (b) Investigating whether Snail and Twist have

additive, synergistic or redundant effects on triggering tumor pro-

gression in HCC cell lines. (c) Comparison of target gene profile

regulated by Snail and Twist responsible for tumor progression of

HCC. Ex vivo/in vivo approach: (a) Establishment of HCC cell lines

with various metastatic potentials from clinical. HCC tissues:

(b) Analyzing whether Snail and/or Twist and their target genes are

overexpressed in highly metastatic HCC cell lines derived from HCC

tissues. (c) Using SCID mice as a model, we will investigate whether

Snail and Twist are required and sufficient for intrahepatic metastasis

of HCC in vivo. Clinical approach: Snail and/or Twist protein will be

analyzed in tissue lystes from HCC tissues in different stages to

examine whether both transcriptional factors are overexpressed in

more malignant HCC tissues.

Results: We have developed an animal model (SCID mice) to study

intrahepatic HCC metastasis. By in vitro, ex vivo and in vivo approach,

we found expressions of Snail and Twist from highly metastatic HCC

tissues were higher than those from low and non-metastatic HCC.

Conclusions: Our preliminary data showed Snail and Twist have

additive effect on triggering intrahepatic metastasis.

PP16-008
The impairment of CD4+ cytotoxic T cells predicts poor survival and high

recurrence rates in patients with hepatocellular carcinoma

Junliang Fu, Zheng Zhang, George Lau, Fu-Sheng Wang

Beijing 302 Hospital

Background: The role of CD4+ cytotoxic T cells (CTLs) in hepa-

tocellular carcinoma (HCC) remains obscure. This study aimed to
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characterize CD4+ CTLs in HCC patients and further elucidate the

mechanisms that underlie CD4+ CTLs and disease progression in

HCC.

Methods: Five-hundred and forty-seven HCC patients, 46 liver cir-

rhosis (LC) patients, and 63 healthy individuals were enrolled in the

study. Flow cytometry, immunohistochemistry and lytic granule

exocytosis assays were performed to analyze the properties of CD4+

CTLs. A multivariate analysis of prognostic factors for overall sur-

vival was performed using the Cox proportional hazards model.

Results: Circulating and liver-infiltrating CD4+ CTLs were found to be

significantly increased in patients with early stage HCC, but decreased

in progressive stages of HCC. We found that the loss of circulating

CD4+ CTLs correlated with high mortality rates and reduced survival

durations in HCC. Importantly, CD4+ T-cell proliferation, degranula-

tion, and production of granzyme A, granzyme B, and perforin were

inhibited by FoxP3+ regulatory T cells (Treg) in HCC patients. Fur-

thermore, statistical analysis showed that both circulating and tumor-

infiltrating CD4+ CTLs were independent predictors of disease-free

survival (DFS) and overall survival after the resection of the HCC.

Conclusions: Decreased CD4+ CTLs during disease progression

correlated with poor survival in HCC. This progressive deficit in

CD4+ CTLs appeared to be regulated by FoxP3+ Treg cells. It sug-

gests that CD4+ CTLs may represent both a potential prognostic

marker and a therapeutic target for the treatment of HCC.

PP16-009
Pre-S deletion and core promoter mutation of hepatitis B virus and hep-

atitis C virus genotype 1 increase the risk of hepatocellular carcinoma

in hepatitis B and C dual infection

Chao-Hung Hung

Kaohsiung Chang Gung Memorial Hospital

Background: Several hepatitis B viral (HBV) factors have been

clarified to be involved in hepatocarcinogenesis. Hepatitis C virus

(HCV) genotype-1 is associated with a higher hepatocellular carci-

noma (HCC) risk compared with other genotypes. The independent

and interactive effects of each viral factor on the development of HCC

in chronic HBV/HCV dually-infected patients remain unclear.

Methods: In a cross-sectional, hospital-based setting, the HBV and

HCV viral loads and genotypes and the sequences of pre-S and pre-

core/core promoter regions were determined in 146 HCC patients and

167 chronic carriers with HBV/HCV dual infection. A nested case-

control study (n = 218) matching on age and sex was conducted to

evaluate these viral factors for HCC risk as well.

Results: By stepwise logistic regression analysis, old age (odds ratios

(OR): 1.065, P \ 0.001), male sex (OR: 2.307, P = 0.01), pre-S

deletion (OR: 5.025, P = 0.005), A1762T/G1764A mutant (OR:

2.467, P = 0.027), HCV genotype-1 (OR: 2.367, P = 0.015) and

platelet count \15.

Conclusions: Pre-S deletion, A1762T/G1764A mutation and HCV

genotype-1 are important in hepatocarcinogenesis in chronic hepatitis

B and C dual infection.

PP16-010
Screening and analysis of genomic imbalances in dysplastic nodules

in liver cirrhosis

Jian Huang1, Guang-Yong Chen2, Jiang Long3, Xiao-Yan Shi4, Bei Zhang5

1Beijing Friendship Hospital, Capital Medical University; 2Beijing
Friendship Hospital, Capital Medical University; 3Beijing You-An
Hospital, Capital Medical University; 4Beijing Friendship Hospital,
Capital Medical University; 5Beijing Friendship Hospital, Capital
Medical University

Background: Chromosome abnormalities are common events in

hepatocellular carcinoma (HCC). However, less is known regarding

genomic imbalance associated with the progression of liver cirrhosis

to HCC. In the present study, we explored the chromosome

abnormalities in dysplastic nodule (DN), a preneoplastic lesion in

liver cirrhosisA and analyzed whether there is a genetic link between

liver cirrhosis and HCC.

Methods: High-grade DN cells from 7 different areas in two cases of

HBV-related liver cirrhosis were separated by laser microdissection

with Leica LMD6000 system. By using the Roche NimbleGen 720K

microarray, array CGH was carried out for analysis of genomic profile

changes in the high-grade DN cells. The identified genomic imbal-

ances in DN were compared with those reported in HCC to examine

for the presence of coincidental chromosomes with gain or loss.

Results: Array-CGH analysis revealed in the high-grade DN cells, the

majority of genomic imbalances are genomic losses, frequently

observed at 1p13.1, 4p16.1, 8p23.1-23.3, 15q11.2-13.1 and 22q11.21-

11.23, etc; whereas genomic gains were observed frequently at

3p21.3-22.1, 11q13.4-14.1, 14q24.3-32.2 and 19q11.2-13.33. Some

chromosomal aberrations in the DN of cirrhosis coincided with those

found frequently in HCC observed by other researches, such as

genomic loss at 8p23.1-23.3 and genomic gain at 11q13.4-14.1.

Deletion of Olfactory receptor gene in 8p23.3 and amplification of

Rho guanine nucleotide exchange factor gene in 11q13.4 were iden-

tified by differential PCR analysis, confirming the array CGH results.

Further analysis with more cases of cirrhosis and HCC is on going.

Conclusions: Chromosome abnormalities maybe occurred and accu-

mulated in the progression of liver cirrhosis to preneoplastic lesions.

PP16-011
NKX6.1, a transcription factor, is a tumor suppressor gene silenced

by methylation in human hepatocellular carcinoma

Yu-Lueng Shih1, Tsai-Yuan Hsieh2, Wei-Kuo Chang3, Chung-Bao Hsieh4,

Ya-Wen Lin5

1Tri-Service General Hospital; 2Tri-Service General Hospital;
3Tri-Service General Hospital; 4Tri-Service General Hospital;
5National Defense Medical Center

Background: We used pharmacologic technique unmasking of epi-

genetically silenced tumor suppressor genes, in combination with

oligoarray, to identify NKX6.1 genes silenced by DNA methylation in

hepatocellular carcinoma. NKX6.1 is a homeobox gene, the previous

paper showed that NKX6.1 directs specifically the differentiation of

the insulin-secreting ]-cell and play the essential role in neuronal

development. The goal of this study was to elucidate whether

NKX6.1 is a tumor suppressor gene in human HCC.

Methods: Hepatoma cell lines, primary hepatocellular carcinoma

samples and adjacent normal tissue were collected. We analyze the

NKX6.1 promoter methylation by methylation-specific PCR, bisulfite

sequencing and quantitative methylation-specific PCR. We treated

HCC cells with the demethylating agent 5-aza-2.

Results: Frequent hypermethylation was observed in hepatoma cell

lines. Demethylation treatment with 5-aza-2.

Conclusions: The current results suggested that NKX6.1 is a candi-

date tumor suppressor gene whose silencing by aberrant methylation

is a common event in human hepatocellular carcinoma and plays an

important role in the regulation of NKX6.1 expression.

PP16-012
The characteristics of patients who developed hepatocellular carcinoma

after sustained virological response with interferon therapy

Koki Sato, Takamasa Ohki, Kazumi Tagawa, Nobuo Toda, Michiharu

Seki, Kaoru Takagi, Mayuko Kondo, Kei Saito, Hiroaki Fujiwara

Mitsui Memorial Hospital

Background: Hepatocellular carcinoma (HCC) develops in some

patients who achieved sustained virological response (SVR). The

aim of this study is to elucidate the features of HCC patients after

SVR.

Methods: We enrolled 102 chronic hepatitis C patients who had

achieved SVR with interferon therapy between 1999 November and
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2009 June. All patients were performed liver biopsy before the

administration of interferon. Liver fibrosis score was evaluated by

New Inuyama scoring system. The characteristics of those two groups

were compared and the risk factors which affected on hepatocarci-

nogenesis after SVR was assessed by multivariate analysis.

Results: During the follow-up, HCC developed in 7 patients; 2

patients within 5 years and 5 patients after 5 years from SVR. Liver

fibrosis score at the time of the administration of interferon therapy

was significantly higher in HCC group (SVR-HCC group: 2.6 points

vs. the controls: 1.5 points, P = 0.003). Serum ALT level at the time

of SVR was significantly higher in SVR-HCC group. Multivariate

analysis indicated that advanced liver fibrosis at the time of the

administration of interferon (HR 14.1, per 1 point, P = 0.03) and

higher ALT level at the time of SVR (HR 1.24, per 10 IU/ml, P =

0.01) as independent risk factors of HCC occurrence after SVR.

Conclusions: Even if HCV was completely eradicated with inter-

feron, patients with advanced liver fibrosis or higher ALT level at the

time of SVR had a higher risk of HCC occurrence. In such patients,

careful long-term follow-up is needed.

PP16-013
The study of FAS polymorphism in hepatocellular carcinoma patients

with hepatitis B virus infection

Huei-Chi Chou, Chien-Hung Chen, Jin-Chuan Sheu

National Taiwan University Hospital

Background: Hepatocellular carcinoma (HCC) is one of the most

frequent malignancies worldwide. In Taiwan, HCC has been the

leading cause of cancer deaths. Chronic infection with hepatitis B

virus (HBV) is the major cause of HCC. However, the host effects in

disease progression from chronic hepatitis B to HCC are not fully

understood. Due to Fas is involved in apoptosis of HBV infected

hepatocytes and the gene is regulated by hepatitis B X protein (HBx),

Fas was selected as a potential candidate gene for host genetic study.

Methods: A total of 1034 HBsAg(+) samples were divided into two

groups, one group is chronic hepatitis B without HCC (n = 435) and

the other group is HCC group (n = 612). Two polymorphisms -1377

G[A and -670 A[G in Fas promoter region were compared between

these two groups.

Results: The frequencies of AA genotype for nucleotide position

-1377 were detected in 80 of 422 (19%) chronic hepatitis group and

in 99 of 612 (16.2%) HCC group. The frequencies of GG genotype for

nucleotide position -670 were detected in 83 of 422 (19.7%) chronic

hepatitis group and in 116 of 612 (19%) HCC group. The result

showed that there was no significant difference between the chronic

hepatitis group and HCC group either in the nucleotide position

-1377 or -670 (P = 0.277 for -1377AA genotype and P = 0.81 for

-670GG genotype, Fishers exact test).

Conclusions: Fas polymorphisms played limited roles in HBV-rela-

ted hepatocarcinogenesis.

PP16-014
Reporter interacting protein 2 promotes hepatocellular carcinoma

metastasis through induction of epithelial-to-mesenchymal transition

Shuang Wu, Tatsuo Kanda, Fumio Imazeki, Shingo Nakamoto, Tatsuo

Miyamura, Makoto Arai, Osamu Yokosuka

Chiba University Graduate School of Medicine

Background: Receptor interacting protein 2 (RIP2) has been reported

to be an important regulator of tumor proliferation, differentiation and

wound repair. To investigate the expression of RIP2 for epithelial-to-

mesenchymal transition (EMT) in human hepatoma cell HepG2.

Methods: siRNA against the human RIP2 gene was transfected to

HepG2 cells and the effects of the knock-down of RIP2 on cell

migration and on cytokine expression were investigated using wound-

healing-scratch assay and RT-PCR, respectively. Cell viability was

also evaluated by MTS assay. We also generated HepG2 stably

expressing RIP2-shRNA (HepG2-shRIP2) after puromycin selection.

Knock-down of RIP2 was confirmed by qRT-PCR and western blot

analysis. We isolated total RNAs from HepG2-shRIP2 and from

HepG2-shcontrol, produced cDNA, performed EMT-related PCR-

based array.

Results: Suppression of RIP2 did not have an effect on cell viability,

but had inhibitory effects on cell invasion and migration, and reduced

IL-6 mRNA expression, which promotes cancer metastasis. We also

found that knockdown of RIP2 down-regulates jagged 1 (JAG1),

serpin peptidase inhibitor, clade E, member 1 (SERPINE1), fibroblast

growth factor binding protein 1 (FGFBP1), snail homolog 2 (SNAI2),

regulator of G-protein signaling 2, 24kDa (RGS2), protein tyrosine

phosphatase type IVA, member 1 (PTP4A1), keratin 19 (KRT19),

vimentin (VIM), and survival of motor neuron protein interacting

protein 1 (SIP1) mRNA expression.

Conclusions: RIP2 might be an important role in the progression of

hepatocellular carcinoma through the induction of EMT.

PP16-015
Small interfering RNA-directed targeting of RON alters invasive

and oncogenic phenotypes of human hepatocellular carcinoma cells

Sung-Kyu Choi, Sung-Bum Cho, Young-A Song, Kang-Jin Park, Yeon Joo

Kim, Sang Hoon Park, Young Eun Joo

Chonnam National University Medical School

Background: The recepteurdoriginenantais (RON) receptor tyrosine

kinase is highly expressed in variable cancers including human

hepatocellular carcinoma (HCC) and involved in tumor progression.

The aims of current study were to evaluate whether RON affects

tumor cell behaviors and oncogenic signaling cascades in HCC cells.

Methods: We investigated the biologic role of RON on tumor cell

behaviors and oncogenic signaling cascades including Akt, c-Raf

andextracellular signal-regulated kinase (ERK)by using the small

interfering RNA (siRNA) in HCC cell lines, chang, HepG2 and Huh7.

Results: Knockdown of RON suppressed tumor cell migration and

invasion in all tested HCC cell lines. The proportion of apoptotic cells

induced by knockdown of RON was greater than that induced by

transfection of the scramble siRNA in all tested HCC cell lines.

Knockdown of RON resulted in cell cycle arrest in the G2/M phase of

Huh7 and chang cells, and G0/G1 phase of HepG2 cells. Knockdown

of RON activated cleaved caspase-3 and PARP, and down-regulated

the expression of Bcl-2, Bcl-xL and survivin, leading to induction of

apoptosis in all tested cell lines. Knockdown of RON negatively

regulates the progression of the cell cycle by decreasing cyclinD1 and

D3, and increasing p21 and p27 in all tested cell lines. The phos-

phorylation of Akt,c-Rafand ERK1/2 signal proteins was significantly

blocked by knockdown of RON in all tested cell lines.

Conclusions: These results suggest that RON is associated with

invasive and oncogenic phenotypes such as tumor cell migration,

invasion, resistance to apoptosis and cell cycle arrest through the

modulation of Akt,c-Rafand ERK signaling cascades in HCC cells.

PP16-016
EZH2 is a novel therapeutic target for the eradication of tumor-initiating

hepatocellular carcinoma cells

Tetsuhiro Chiba, Eiichiro Suzuki, Yutaka Yonemitsu, Fumio Imazeki,

Osamu Yokosuka

Graduate School of Medicine, Chiba University

Background: Polycomb gene product EZH2 contributes to the

development of highly malignant phenotypes and aggressive cancer

progression in a variety of cancers. However, the role of EZH2 in

hepatocellular carcinoma (HCC) cells remains unclear.

Methods: In this study, we performed immunostaining analyses of 86

primary HCC samples and evaluating the correlation between EZH2

expression and clinicopathological features. In addition, we con-

ducted loss-of-function assay of EZH2 using short-hairpin RNA and

Hepatol Int (2012) 6:67–309 209

123



pharmacological inhibition of EZH2 by an S-adenosylhomocysteine

hydrolase inhibitor, 3-deazaneplanocin A (DZNep) in HCC cells.

Results: Although only 5 (5.8%) of non-tumor samples showed

EZH2 expression, high-level EZH2 expression was detected in 57

(66.3%) tumor tissues. Both EZH2-knockdown and DZNep treatment

impaired cell growth and anchorage-independent sphere formation of

HCC cells in culture. Flow cytometric analyses revealed that the two

approaches decreased the number of epithelial cell adhesion molecule

(EpCAM) positive tumor-initiating cells. Administration of DZNep

suppressed the subcutaneous tumors by implanted HCC cells in non-

obese diabetic/severe combined immunodeficient mice. Of note,

DZNep predominantly reduced the number of EpCAM positive cells

and diminished the self-renewal capability of these cells as judged by

sphere formation assays.

Conclusions: EZH2 ablation significantly decreased the number of

tumor-initiating HCC cells and their tumorigenic activity both in

culture and in xenograft transplantation. Considering that EZH2 is

preferentially expressed in HCC tissues, the pharmacological inter-

ference with EZH2 might be a promising therapeutic approach to

targeting tumor-initiating HCC cells.

PP16-017
Fibroblast growth factor 5 is over-expressed in human hepatocellular

carcinoma cell lines and their growths are inhibited by FGF5 siRNA

Byung-Il Yeh1, Jun Namkung2, Yu Jung Jung3, Sangmyung Rhee4,

In Deok Kong5

1Yonsei University Wonju College of Medicine; 2Yonsei University
Wonju College of Medicine; 3Chung-Ang University, Graduate
School of Education; 4Chung-Ang University; 5Yonsei University
College of Medicine

Background: In the previous study, we completed the quantitative

profiles of FGFs and FGFRs in hepatocellular carcinomas (HCC) and

hepatoblastomas compared with normal liver cells. We found several

FGFs including FGF5 and its functional receptors were expressed

specifically in hepatocarcinoma cell lines. Since FGF5 has known to

possess the mitogenic and cell survival activity in the cancer, the aim

of this study is to check the possibility that the interfering FGF5

activity in the HCC cell lines enable to prevent hepatocellular

carcinogenesis.

Methods: Using siRNA technology, we knocked down the level of

FGF5 and measured the extent of cell proliferation and apoptosis. For

analysis of biochemical function of FGF5 in the HepG2 cells, we

measure the Erk1/2 activity in the FGF5 silencing cells comparing to

that of control cell. Finally, we also investigated the addictive effect

of FGF5 silencing on the cytotoxicity in the combination treatment of

anti-cancer drug, Cisplatin.

Results: FGF5 silencing in HepG2 cell lines caused profound

decrease the cell viability and Erk activation upon the serum stimu-

lation. Treatment of cisplatin in the FGF5 silencing cells showed

dramatic enhance the cytotoxicity resulting in the cellular apoptosis.

Conclusions: We propose that hepatocellular carcinogenesis may due

to specific expression of several FGFs and its counterpart receptors.

Especially, impairment of FGF5 function in the HCC may critical for

liver cancer therapy.

PP16-019
EpCAM positive cells have strong chemo resistance in hepatocellular

carcinoma

Osamu Kimura, Yoshiyuki Ueno, Yasuteru Kondo, Eizi Kakazu, Tadashi

Ninomiya, Touru Shimosegawa

Tohoku University Hospital

Background: Recently, the existence of cancer stem cells (CSC) in

many cancers has been reported, including hepatocellular carcinoma

(HCC). There are various reports of hepatic CSC markers (EpCAM,

CD133, CD90, etc.). We reported PLC/PRF/5 had unique, bimodal

expression of EpCAM, and EpCAM+ cells showed earlier and larger

tumor formation (2009 APASL). CSC is considered to be strongly

related to anti-cancer drug resistance. In this study, we examined

whether EpCAM+ cells had anti-cancer drug resistance potency.

Moreover, we considered the expression of EpCAM using the surgery

specimens of cases with no treatment, post-TACE, and those treated

with post-continuous hepatic arterial infusion (CHAI).

Methods: (a) In PLC/PLF/5 we examined the anti-cancer drug

resistance potency between sorted EpCAM+ and EpCAM-cells in

vitro. (b) PLC/PRF/5 was dosed with the anti-cancer drug to examine

temporal changes in the expression of EpCAM. (c) We examined the

expression of EpCAM by immunohistochemistry in 34 untreated

resected HCCs (HBV 11, HCV 13, and NBNC 10), 10 resected HCCs

after TACE, and 4 resected HCCs after CHAI.

Results: (a) EpCAM+ cells had significantly strong anti-cancer drug

resistance potency. (b) As for PLC/PRF/5, the increase in EpCAM

positivity frequency was dependent on the concentration of CDDP.

(c) In the untreated patient, the expression frequency of EpCAM was

41.2% in total (HBV 63.6%, HCV 38.5%, and NBNC 30.0%). On the

other hand, the expression of EpCAM was 62.5% at post-TACE and

75% at post-CHAI.

Conclusions: These results suggested strongly that CSC was involved

in anti-cancer drug resistance.

PP16-020
Angio-CT findings of 115 small hepatocellular carcinomas of 61 patients

during follow-up of 659 patients with chronic liver diseases: clinical

features of early cancers

Shozo Iwamoto, Taizo Yamaguchi, Osamu Hongo, Hideki Iwamoto

Iwamoto Hospital

Background: In 2009 international consensus group defined early

cancers as vaguely nodules with stromal invasion (invasion into

portal areas) without arterial vascularization. Although this con-

sensus is reasonable, we dont know clinical features of early

cancers, e.g. how to diagnose early cancers or how early cancers

develop. Stromal invasion means decreasing of portal areas and

portal blood flow. Therefore we have investigated clinical features

using Angio-CT system since 2000.

Methods: We have followed 659 patients with chronic liver disease

and detected 115 small HCCs of 61 patients. Weve performed Angio-

CT for these 115 HCCs, and observed until early cancers changed to

typical HCCs.

Results: 107 HCCs showed low attenuation on CTAP and high

attenuation on CTHA (typical HCC). Only 8 nodules showed low on

CTAP and not high on CTHA (early cancer). 2 of 8 showed low on

CTAP and not high on CTHA were resected. Resected specimens

showed typical early cancers. One was biopsied by needle and

showed well-differentiated carcinoma. Others were observed until

changed to typical HCCs by periodic Angio-CT examinations.

Observation periods were 0.8–5.5 years. These 8 early cancers

developed via multistep mechanism. However these early cancers

increased slowly in size and did not metastasize.

Conclusions: (1) Early cancers developed via multistep mechanism,

however fewer than expected. (2) Small needle biopsy alone could not

diagnose early cancers exactly. Low attenuation on CTAP and not

high attenuation on CTHA is useful to diagnose early cancers. (3) We

need a new consensus how to manage early cancers.

PP16-021
Steatosis and FABP may identify as risk factors for liver cancer

in HBV-infected patients

Jun Chen, Xinqiang Xiao, Yan Zhong, Yajie Pan

The Second Xisngya Hospital

Background: Steatosis may substantially increases the risk of devel-

oping liver cancer in HCV chronic infection and nonalcoholic fatty liver
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disease. Recent studies have confirmed lipid signal transduction play an

important role in steatosis development and simultaneously in different

cancers development. In this study, we aimed to investigate the situation

of lipid metabolism and the role of lipid signals in HBV associated

hepatocellular carcinoma (HCC) patients.

Methods: We tested the serum lipid levels in 58 HBV associated

HCC patients, 58 HBV-infected liver cirrhosis (LC) patients and 53

inactive HBV carriers (IHC). 335 HCC liver tissues and 1181 chronic

hepatitis B (CHB) liver tissues stained by H and E were collected to

investigate the prevalence of hepatic steatosis. The serum level of

fatty acid binding protein (FABP) was tested by ELISA in 53 HCC

patients and 52 CHB patients. The expression FABP was identified by

immunohistochemistry in 96 HCC liver tissues and 68 CHB liver

tissues.

Results: Compare to LC or IHC patients, the serum lipid levels

including triglycerides, total cholesterol, HDL, LDL, lipoprotein,

APO-A1, APO-B and free fatty acids in HCC patients all present

different changes. The prevalence of hepatic steatosis in the tissues of

HCC patients is significant higher than in the tissues of CHB patients

60 versus 39.04%, p \ 0.01. The serum FABP level in HCC patients

is significant higher than CHB patients (p \ 0.01). The expression of

FABP in the tissues of HCC patients is significant higher than CHB

patients 75 versus 20.6%, p \ 0.01.

Conclusions: Steatosis and lipid signals may identify as risk factors

for liver cancer in HBV-infected patients.

PP16-022
The effect of osteopontin (OPN) RNA interference (RNAi) on the invasive-

ness of HCC cell lines

Yuyuan Li

Guangzhou First Municipal Peoples Hospital, Guangzhou Medical
College

Background: To investigate the relation of invasiveness potential of

hepatocellular carcinoma (HCC) cell lines to their OPN mRNA and

protein expressions, and the effect of OPN RNAi on their invasiveness.

Methods: Fluorescent quantitative PCR and Western Blot were applied

to evaluate OPN expression levels of mRNA and protein of three HCC

cell lines ]HEP-G2, BLE 7402, SMMC-7721^. Specific small interfering

RNA of OPN (OPNi) was transfected into the HCC cell lines. Growth

curve, FN adhesion and invasive activities were tested to evaluate the

invasiveness potential of the cell lines before and after OPNi.

Results: The OPN mRNA 4CT values in HEP-G2, BLE 7402,

SMMC-7721 were 11.31, 14.78 and 15.88, and protein expression

were 1.00, 0.48 and 0.36. HCC invasiveness potential decreased with

mRNA and protein expressions. After RNAi, the 4CT values OPN

mRNA of the 3 cell lines (12.37, 16.80, 17.68) and protein expression

(0.60,0.36, 0.26) were significantly different than those before RNAi

(P\0.05). The mRNA and protein expression levels were positively

correlated with HCC invasiveness potential detected by growth rate,

cell cycle, cell adhesion and invasive activity (P\0.05).

Conclusions: OPN enhanced the invasiveness potential of HCC cell

lines, and inhibition of OPN gene by RNAi significantly decreased the

invasiveness.

PP16-023
GPC3 is a c-Myc target gene, its oncogenic effect in human hepatocellular

carcinoma is mediated by putative Wnt-myc pathway

Li Li1, Ronghua Jin2, Fudong Lv3, Lifeng Liu4, Dexi Chen5

1 Beijing Youan Hospital; 2 Beijing Institute of Liver Disease;
3 Beijing Institute of Liver Disease; 4 Beijing Institute of Liver
Disease; 5 Beijing Institute of Liver Disease

Background: Glypican-3 (GPC3) plays an important role in cell

growth and differentiation and is a reliable marker for hepatocellular

carcinoma (HCC). But the factors involving in regulating GPC3 levels

and the action of GPC3 in HCC remain incompletely understood.

Methods: The GPC3 promoter was identified by promoter- luciferase

reporter. Bioinformation analysis predicted which factors bound GPC3

promoter region. Mutational analysis and chromatin immunoprecipita-

tion were used to examine if some factors bound GPC3 promoter.

Western blot and immunofluorescence staining were performed to tes-

tify the level of GPC3 and its affecting factors. Flow cytometry was

applied for functional analysis. HCC tissue samples were also detected.

Results: Bioinformation analyzed two c-Myc-binding sites were in

GPC3 promoter region. Enforced c-Myc expressions led to an

increment in GPC3 levels were identified. When c-Myc overexpres-

sion vectors were transfected into HepG2 together with GPC3

overexpression vectors or siRNA-GPC3 vectors, a significant increase

or decrease in S phase population was showed in HepG2 cells.

Conversely, enforced GPC3 expressions induced enhancement of

c-Myc levels. Knockdown of GPC3 reduced c-Myc level and

decreased in S phase population. In HCC samples, the level of GPC3

was overexpressed in HCC tissue samples partly due to c-Myc

amplification rather than c-Myc protein mutation.

Conclusions: The accumulated evidences suggest that c-Myc is a

novel regulator of the GPC3 gene and increased GPC3 level can

elevate c-Myc expressions by a putative Wnt/ ß-catenin signaling

pathway, further studies need to testify.

PP16-024
miR-338-3p is down-regulated by Hepatitis B virus X and inhibits cell

proliferation by targeting CyclinD1 mainly at 2397–2403nt of CyclinD1

3UTR

Xiaoyu FU, Deming Tan

Xiangya Hospital, Central South University

Background: Hepatitis B virus X protein (HBx) has been suggested a

potentially oncogenic role in hepatocellular carcinoma (HCC), one of

the most common malignancies, through influencing the microRNA

(miRNA) expression profile in LO2 cells, including down-regulated

miR-338-3p. Here we investigated the function of miR-338-3p and

its special role in the mechanisms of HBx-mediated hepatocar-

cinogenesis.

Methods: miR-338-3p, HBx and CyclinD1 expression in 23 paired

HCC-tumor and adjacent non-tumorous (NT) liver tissues were

measured using qRT-PCR, RT-PCR, immunohistochemistry or wes-

tern blotting. miR-338-3p was functionally characterized in LO2/HBx

cells with transiently altered miR-338-3p expression. The effect of

miR-338-3p on cellular proliferation was studied using EdU and cell

cycle assay. The direct target of miR-338-3p was validated using

3UTR-reporter assay and two putative sites of CyclinD1 3UTR were

mutated separately.

Results: HBx mRNA/protein expression was detectable in 17/19 of

23 tumor tissues while miR-338-3p expression was reduced in 23

HCC tumor tissues. Expression of miR-338-3p was only significantly

down-regulated in HBx-positive tumor tissues. HBx expression was

found to have an inverse correlation with miR-338-3p expression.

miR-338-3p inhibited cell proliferation by inducing cell cycle arrest at

the G1/S phase. Overexpression of miR-338-3p suppressed the

luciferase activity of the WT construct of CyclinD1 3-UTR, while the

mutation of CyclinD1 3-UTR at 907V913nt or 2,397–2,403 nt both

complied with this suppression with predominant of 2397–2403nt.

Conclusions: This study demonstrates that miR-338-3p is down-

regulated by HBx and regulates CyclinD1 in HCC by inhibiting cell

proliferation. This newly identified miR-338-3p/CyclinD1 module

may provide a potential novel pathway to an understanding of the

processes of hepatic tumorigenesis induced by HBx, especially cell

proliferation, and may facilitate the development of potential thera-

peutics against HCC.
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PP16-025
Hypertension is hepatocellular carcinoma develop risk factor in crypto-

genic cirrhosis in west-North of China

Fangping HE

The first Affiliation hospital of XinJiang Medical University

Background Aims To characterize the clinical features of crypto-

genic cirrhosis in a mild high HBV prevalence of West-North part of

China, and the clinical Hepatocellular Carcinoma developing risk

factors among cryptogenic cirrhosis in the area.

Methods: Database search of files of the liver cirrhosis patients were

performed, we recruited all cryptogenic cirrhosis of patients with

HCC and without HCC who had been hospitalized during 2001 and

2009. The OBI were excluded.

Results: 241cryptogenic cirrhosis, 19 were HCC (C-HCC group), 222

patients were cryptogenic cirrhosis (C-C group), diabetes incidence in

C-HCC group and C-C group were 57 and 40%, respectively; hyperten-

sion incidence in C-HCC group and C-C group were 58 and 20%,

respectively, univariate analysis shows that aged, hypertension were risk

factor in HCC developing among cryptogenic cirrhosis (t = -6.47;

P \0.001) and (t = 13.8; P \0.001), multivariate analysis conformed

aged, hypertension were HCC incidence risk factors in cryptogenic cir-

rhosis. (OR of 8.6; CI 1.03 vs. 1.14; P\ 0.001 and OR = 5.4; CI 2.05 vs.

14.23; P \0.001, respectively).

Conclusions: NAFLD is a common cause of cryptogenic cirrhosis in

west-North part of China, aged and hypertension are risk factor in

HCC developing among cryptogenic cirrhosis.

PP16-026
Novel synergistic role of RhoA/Kinase-Wnt b-catenin in the development

of HBV related hepatocarcinogenesis

Dinesh Tripathi1, Sujoy Bose2, Puja Sakhuja3, Jaswinder Singh Maras4,

Subhash Gupta5, Syed Naqui Kazim6, Shiv Sarin7

1 Institute of Liver and Biliary Sciences; 2 University of Guwahati; 3

G.B. Pant Hospital; 6 Jamia Milia Islamia; 7 Institute of Liver
and Biliary Sciences

Background: Wnt/b-catenin-signaling activation occurs in 20%–90%

of human hepatocellular carcinomas (HCC) via different mechanisms.

Wnt signalingcontributes to tumor initiation, the control of cytoskeleton

organization, cell-to-cell adhesion, cell polarity and cell motility. These

effects can also involve RhoGTPase signaling. Rho family GTPases

control cell polarity, motility, differentiation, apoptosis and prolifera-

tion. There is growing evidence that activation of Rho GTPases occurs

in human hepatocarcinogenesis. GTPase activating proteins (GAPs)

inactivate Rho GTPases. DLC-1 is deleted in 44%–50% of human HCC

and negatively downregulates RhoA/Kinases signaling cascade.

Aim: To study the potential synergism role of RhoA/Kinase-Wnt

b-catenin in the development of hepatocarcinogenesis.

Methods: Total RNA was extracted from liver tissues of hepatitis B

virus (HBV) related HCC patients (n=10) and healthy liver (n=5).

Quantitative Real time PCR analysis was done for Wnt-2, b-catenin,

RhoA, RhoKinase, DLC1, Pten, Cten, Fibronectin, F-Actin, and Cdk-2

using GAPDH as endogenous control. Western blot and Immuno-

histochemistry was done for b-catenin, Ki67 and PCNA.

Results: Quantitative Real-Time PCR analysis for Wnt, b-catenin,

RhoA and RhoKinase, fibronectin, Cdk-2 showed approximately two

fold progressive upregulation while approximately four fold down-

regulation of DLC1, F-Actin, PTEN in HCC cases as compared to the

healthy liver. Also, protein b-catenin expression as confirmed by

western blot (PB0.001) and immunohistochemistry was higher in

HCC cases (PB0.001) as compared to healthy controls overexpression

of Ki67 & PCNA in HCC cases suggesting the cellular proliferation.

Conclusions: RhoA/kinases-Wnt-b-catenin molecular programmer,

cross talks in synergetic manner with negative down regulation of

DLC1, thereby suggesting their possible role in the development of

HBV related hepatocarcinogenesis.

PP17-001
Pre-operative hepatic angiography is mandatory for hepatocellular

carcinoma

Ming-Tsung Lin, Chao-Long Chen, Chih-Chi Wang, Yu-Fan Cheng,

Hock-Liew Eng, Jing-Houng Wang, King-Wah Chiu, Chuan-Mo Lee,

Tsung-Hui Hu

Kaohsiung Chang Gung Memorial Hospital and Chang Gung
University College ofMedicine, Kaohsiung, Taiwan

Background: The diagnostic sensitivity of computed tomography

(CT) or magnetic resonance imaging (MRI) is limited to tumors.

Methods: 276 patients with 319 HCCs who had angiographic

examination followed by surgical resection from January 2006 to

January 2010 were included in the study. Tumors were divided into 6

groups according to size: 0 to 1 cm (group 1), 1 to 2 cm (group 2), 2 to

3 cm (group 3), 3 to 4 cm (group 4), 4 to 5 cm (group 5).

Results: A significantly higher sensitivity of HCC diagnosis by

hepatic angiography was found for tumors.

Conclusions: Hepatic angiography showed high diagnostic sensitivity

in HCCs larger than 1 cm. Preoperative hepatic angiography is

mandatory and may compensate for the low sensitivity of CT or MRI

in HCC between 1 and 2 cm. This diagnostic tool can also be used for

evaluation of HCC in non-cirrhotic liver.

PP17-002
The value of tumor markers in surveillance for hepatocellular carcinoma

Shintaro Mikami, Ryosuke Tateishi, Keinichiro Enooku, Yoshinari

Asaoka, Yuji Kondo, Tadashi Goto, Shuichiro Shiina, Haruhiko Yoshida,

Kazuhiko Koike

Graduate School of Medicine, The University of Tokyo

Background: Whether tumor markers improve the efficacy of sur-

veillance for hepatocellular carcinoma (HCC) is controversial

whereas ultrasonography (US) is recognized as indispensable.

Methods: In this retrospective study we enrolled 258 patients

(age = 69.2, M/F = 147/111, B/C/BC/NBNC = 27/208/2/21) who

were diagnosed as HCC through surveillance program for high risk

populations at the authors institution from April 2000 to December

2009. The final diagnosis of HCC was made by dynamic CT or MRI.

The patients were divided into two groups according to the trigger

events of HCC detection. The HCC nodules were first detected by US

in 235 patients (=US group); tumor marker elevation was the trigger

in 23 patients (=TM group). Clinical parameters, treatment modalities

and survival were investigated.

Results: There was significant difference in tumor size (21.1 mm vs.

18.1 mm, P = 0.004) between two groups, whereas no difference was

observed in mean age, gender distribution, Child–Pugh classification

and tumor number. Significantly large proportion of patients was

positive for AFP and AFP-L3 in TM group compared to US group.

The proportion of patients treated by ablation or resection was 66.7%

in US group and 73.9% in TM group (P = 0.81). Four-year survival

rate was 70.7% in US group and 71.5% in TM group (P = 0.89),

When it was assumed that HCC in TM group was detected by US

later, there was significant difference between the two groups.

Conclusions: Tumor markers may contribute to the early detection of

HCC and improved survivalin approximately 10% of participants in

the surveillance program.

PP17-004
Validation of Serum Tumor Doubling Time (DT) by Conventional CT

(Computed Tomography) DT in Hepatocellular Carcinoma

Hitoshi Mochizuki, Yuya Tsukui, Kenji Hosoda, Yoji Suzuki, Yuji

Hoshino, Yuichirou Kojima, Yuichi Hirose, Masao Omata

Yamanashi Central Hospital

Background: There have been studies on doubling time of tumor

growth by Computed Tomography (CT). However, these methods are

212 Hepatol Int (2012) 6:67–309

123



time/cost consuming. Here, we report a simple method to determine

Doubling Time of tumor growth by serum tumor markers, which was

validated by the conventional tumor volume assessment by CT.

Methods: This prospective study included 19 patients who have serial

determinations of two tumor markers; AFP (a-fetoprotein) and AFP-

L3 (lens culinaris agglutinin-reactive fraction of a-fetoprotein) Dou-

bling Time (interval the tumor becomes the half the volume of

baseline) was calculated based on the tumor marker before and after

as, [DT=d9log2/log(b/a) DT: doubling time (days), d: interval (days),

a: pre-value, b; post-value] . And conventional tumor volume was

measured by volume analyzer from 3D rendering view of dynamic

CT (SYNAPSE VINCENT).

Results: First, we correlated conventional and serum DT (Doubling

Time of HCC) in 19 cases. There was close correlation between

serum and conventional CT Doubling Time (p\0.05). Serum Dou-

bling Time before HCC treatment, e.g., untreated HCC growth, was

121 days in average. Similarly, the imaging volume Doubling time

was 108 days in average.

Conclusions: In this study, serum determinations of tumor DT

(Doubling Time) showed close correlation to the conventional

imaging DT, which is time/cost consuming and cumbersome. In

contrast, serum Doubling Time is less expensive and may have wide

range of clinical applications including the understanding of natural

growth and treatment effect of HCC.

PP17-005
A case of resected by laparoscopic procedure with accessory spleen

at the liver hilum which was difficult to distinguish to the hepatocellular

carcinoma

Youichi Kawano, Nobuhiko Taniai, Masato Yoshioka, Akira Matsushita,

Yoshiaki Mizuguchi, Tetsuya Shimizu, Junji Ueda, Hiroshi Yoshida,

Eiji Uchida

Nippon Medical School

Background: The incidence of the accessory spleen was reported as

10 versus 30% in autopsy cases. Although it usually exists at the

hilum of the spleen, the pancreas tail, the ligament around the

stomach and the omentum, the incidence of exist at the liver hilum is

comparatively rare. Now, we report a case of resected by laparoscopic

procedure with accessory spleen at the liver hilum which was difficult

to distinguish to the hepatocellular carcinoma.

Methods: A 40-year-old man had not been experienced abdominal

trauma or history of abdominal surgery. Because slight liver dys-

function was detected by the annual health check, he was referred

to our hospital. A tumor 24 mm in diameter was detected at the

liver hilum by close examinations. FDG-CT showed an increasing

of slight uptake of nuclide in the tumor. The tumor revealed

hypervascular pattern at the early phase by angiographic

examination.

Results: Although pre-operative accurate diagnosis could not be

established, laparoscopic resection of the tumor was performed to

make an accurate diagnosis. Post-operative pathological examination

made an accurate diagnosis as the accessory spleen with concentric

pattern of lymphocyte aggregation. Post-operative course was not

eventful, and he discharged at the 5th day after the operation.

Conclusions: Because the pre-operative diagnosis of the accessory

spleen is sometimes difficult, the diagnostic resection is occasionally

considered. Laparoscopic procedure as the minimum invasive treat-

ment would be reasonable to remove the tumor.

PP17-006
Glypican-3 as a potential differential diagnostic marker for hepatocellular

carcinoma: a tissue microarray-based study

Liu Hui, Sun Lin, Li Ning, Ding Huiguo

Beijing You An Hospital Affiliated to Capital Medical University

Background: The differential diagnosis between hepatocellular car-

cinoma (HCC) and benign hepatic lesions is still difficult and new

biochemical markers for HCC are required. The aim of this study was

to assess the differential diagnostic value of glypican-3 (GPC3)

immunostaining in HCC patients.

Methods: 147 cases of surgically excised HCC tissues, 94 cases from

needle biopsies, and tissue microarrays were used for this study. The

tissue microarrays contained 449 specimens, including 115 HCC, 25

intrahepatic cholangiocellular carcinoma, 29 lung adenocarcinoma,

23 squamous cell lung carcinoma, 53 ovary adenocarcinoma, 44 renal

cell carcinoma, 30 prostate acinar adenocarcinoma, 42 breast carci-

noma, 41 gastric carcinoma, and 47 colorectal carcinoma. The

expression of GPC3 was measured using immunohistochemistry

staining.

Results: Among 147 surgically excised HCC samples, 87.1% (128/

147) were GPC3 positive. No GPC3 expression, however, was

observed in paracarcinomatous and cirrhotic tissues. In needle biopsy

tissues, GPC3 was positively expressed in 81.9% (77/94). Among

tissue microassays, HCCs showed positive GPC3 expression in 55.7%

(64/115), while 9.6% (5/52) of lung carcinoma and 5.7% (3/53) of

ovary adenocarcinoma also were positively stained. The other tumor

types showed negative GPC3 expression.

Conclusions: GPC3 is specifically overexpressed in HCC tissue and

may be regarded as a potential marker for differential diagnostic

hepatocellular carcinoma.

PP17-007
Appearance of the portal tract invasion in the liver biopsy specimen

of early hepatocellular carcinoma (eHCC)

Masayuki Nakano, Atsushi Yoshida, Hirohito Shimizu, Keiji Matsui,

Tomoaki Fujikawa, Koutaro Matsunaga, Shougo Iwabuchi

Background: The portal tract invasion is an important findings for

histological diagnosis of eHCC. However, it is believed to see the

portal tract invasion is very rare. On my experience, it is not so rare.

Aim is to study appearance rate of the portal tract invasion in biopsy,

objectively.

Methods: We examined liver biopsy fragment with HE, Victoria

blue, Masson and Silver impregnation staining. Victoria blue staining

is convenient for recognition of the portal tract. We counted number

of portal tracts invasion and measured length of eHCC area.

Results: In our hospital, 11 eHCC (12 nodules) during 1/2010 2011

were observed. Total 50 portal tracts invasion in 80 mm length (6/10

mm). This is almost same distribution with presence of portal tracts in

back ground liver tissue.

Conclusions: Appearance of the portal tract invasion in eHCC biopsy

is not rare. The eHCC grows preserving the liver histological

structure.

PP17-008
Diagnostic Performance of Des-c-carboxyprothrombin in Patients

with Small Hepatocellular Carcinoma

Hyun Deok Shin, Won Kyung Lee, Hoon Choi, Joon Hyuk Lee, Bae Hwan

Kim, Ha Yan Kang, Suk Bae Kim, Il Han Song

Division of Hepatology and Gastroenterology, Department of Internal
Medicine, Dankook University College of Medicine, Dankook
University Hospital, Cheonan, Korea

Background: Des-c-carboxyprothrombin (DCP), along with a-feto-

protein (AFP), is useful tumor marker for screening, surveillance and

follow-up of hepatocellular carcinoma (HCC). The aim of this study

was to assess the diagnostic significance of DCP in patients with

small HCC.

Methods: We analyzed the medical records of 94 patients with HCC

less than 2 cm and 167 age- and sex-matched patients with liver

cirrhosis. Diagnostic performance of DCP and AFP was assessed by

calculating sensitivity and specificity, and the optimal cut-off value of
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DCP level was determined by receiver operating characteristic (ROC)

curve.

Results: The serum DCP level in small HCC patients was signifi-

cantly higher than that in non-HCC cirrhotic patients (107.8±623.5

mAU/mL vs. 28.4±44.5 mAU/mL, p\0.01), as well as the serum

AFP level (179.8±7.9 ng/mL vs. 10.7±22.6 ng/mL, p\0.01). The

sensitivity, specificity, positive and negative predictive value of DCP

(reference value 40 mAU/mL) were 44.6%, 89.8%, 59.5% and 82.9%,

respectively, and when analyzed together with AFP, the sensitivity

increased by 66.1%. The ROC curve showed that sensitivities of DCP

in level of 100, 125, 200 mAU/mL were 21.4%, 12.5%, 8.9%, and the

specificities were 97.0%, 98.2%, 98.8%, respectively. The area under

the curve of DCP was larger than that of AFP (0.713 vs. 0.627).

Conclusions: Des-c-carboxyprothrombin as well as a-fetoprotein

may be useful for early detection of small hepatocellular carcinoma in

patients with liver cirrhosis. The cut-off value of DCP level for

detection of small HCC might be determined at the level between 40

and 100 mAU/mL.

PP17-009
Expression of glypican-3 in early hepatocellular carcinoma

I-Pei Chen1, Shunichi Ariizumi2, Masayuki Nakano3, Masakazu

Yamamoto4

1 Tokyo Women’s Medical University; 2 Tokyo Women’s Medical
University; 3 Ofuna Chuo Hospital; 4 Tokyo Women’s Medical
University

Background: Glypican-3 is a specific biomarker for advanced

hepatocellular carcinoma (HCC). However, the role of glypican-3

expression in early HCC has not been clarified yet. Therefore, our aim

is to evaluate the role of glypican-3 in early HCC.

Methods: Between 1995 and 2010, 49 patients with early HCCs had

undergone hepatectomies were selected for the study and 49 nodules

of early HCCs were diagnosed pathologically. Early HCC was

defined as small well-differentiated HCC of vaguely nodular type

according to the Japanese Liver cancer classification. The expression

of glypican-3 (GPC3) was investigated in relation to the clinico-

pathological features of patients with early HCC.

Results: A total of 22 cases were immunohistochemistry stained

glypican-3 (GPC3) positive. Female patients in our study received

higher GPC3 expression than male patients (P=0.042). Patients in

HCV positive (P=0.044) and HBV negative received overexpression

of GPC3, respectively. Patients with multicentric tumor expressed

higher GPC3 than those with solitary tumor. Furthermore, patients

with GPC3 positive expression received shorter disease-free survival

(DFS) than those with negative cases (37.4±7.4 months and 62.1±9.0

months, respectively) (P=0.037). Additionally, overall survival (OS)

in patients with GPC3 positive was shorter than patients with negative

expression (65.5±7.6 months and 90.4±10.0 months, respectively)

(P=0.013).

Conclusions: The expression of Glypican-3 participates in the early

hepatocaracinogenesis and accompany with poor outcome in patients

with early stage of hepatocellular carcinoma.

PP17-010
Increased expression of OCT4 is associated with low differentiation

and tumor recurrence in human hepatocellular carcinoma

Zhongyi Dong, Qin Zeng

Nanfang Hospital

Background: Octamer binding transcription factor 4 (OCT4), a key

transcription factor required to maintain self-renewal and pluripo-

tency of human embryonic stem cells, has been recently identified to

be associated with malignant transformation of many types of can-

cers. This study was to determine the roles of OCT4 in Hepatocellular

carcinoma (HCC) recurrence and their impact on clinical outcome of

HCC patients.

Methods: Western blot and immunohistochemical stains were used to

detect the expression of OCT4 protein in 152 HCC tissues and 40

cirrhosis tissues as well as in 6 human HCC cell lines and normal

hepatocytes.

Results: OCT4 expression in HCC cell lines and tumor tissues was

significantly higher than that in normal hepatocytes and cirrhosis

tissues and was associated with low differentiation and tumor recur-

rence. Patients with elevated expression of OCT4 expression usually

carried a poor overall survival and high recurrence rate. Multivariate

analysis showed that OCT4 expression was an independent predictive

factor for HCC patients survival.

Conclusions: OCT4 protein might serve as a promising biomarker for

diagnosis of highly recurrent cases of HCC and be used as a valuable

indicator for predicting the prognosis of HCC.

PP17-011
A significant additional role of serum alpha-fetoprotein in surveillance

of hepatocellular carcinoma in a hepatitis B endemic area

Dong Hyun Sinn, Jieun Yi, Moon Seok Choi, Sung Jun Eo, Yu Jin Kim,

Geum-Youn Gwka, Joon Hyeok Lee, Kwang Cheol Koh, Seung Woon

Paik, Byung Chul Yoo

Samsung Medical Center, Sungkyunkwan University,
School of Medicline

Background: Serum alpha-fetoprotein (AFP) determination has been

found to add little additional benefit to ultrasound (US) in hepato-

cellular carcinoma (HCC) surveillance in chronic hepatitis C patients.

However, its role in HCC surveillance has not been sufficiently

addressed in hepatitis B virus (HBV) endemic areas.

Methods: We reviewed a total of 132 patients (mean age 57.8 39.6,

males = 101 (76%); HBsAg positive = 109 (82.6%); cirrhosis = 94

(71.2%)) who were diagnosed with HCC during regular surveillance

test with ultrasound (US) and AFP.

Results: The primary mode of tumor detection was US only in 51.5%,

US and AFP in 22.0%, AFP only in 19.7%, and incidental in 6.8% of

patients. US detected 68.5% of tumor diagnosed at early stage, which

was significantly lower than tumor beyond-early stage (85.0%, p =

0.048). AFP doubling (an increase in AFP level more than double

from a prior surveillance) was more frequently observed in HBV-

related HCC (47.7%) than HCV-related HCC (11.8%, p = 0.009). The

AFP increased sensitivity by 19.7% for all patients; 28.0 and 8.8% for

HBV-related early stage HCC and HBV-related beyond-early stage

HCC patients.

Conclusions: This result suggests that serum AFP measurements

have a significant additional rolein HCC surveillance with increased

sensitivity, especially for detecting early stage HBV-related HCC.

PP17-012
Prognostic significance of half-life of serum alpha-fetoprotein in patients

treated with chemoembolization for hepatocellular carcinoma

Jong Gi Choi, Ju Hyun Shim, Kang Mo Kim, Young-Suk Lim,

Han Chu Lee, Young-Hwa Chung, Yung Sang Lee, Dong-Jin Suh

Asan Medical Center, University of Ulsan College of Medicine

Background: Loss of serum alpha-fetoprotein (AFP) after various

treatments for hepatocellular carcinoma (HCC) has been found

to predict delayed recurrence and increased survival. We evaluated

the prognostic effect of the rate of decline of AFP early after

chemoembolization.

Methods: The analysis was based on 133 treatment-na.

Results: The median age of patients was 60 years (33–81), and most

of them were male (83.5%). Of the 133 patients, 52 (39.1%) patients

had normal AFPHL, and 81 (60.9%) had prolonged AFP HL. Baseline

AFP levels were greater in patients with prolonged AFP HL (20266

vs. 5337 ng/mL; P = 0.05). No other parameters were associated with

AFP HL category. Median overall survival time was significantly

shorter in patients with prolonged AFP HL than in those with normal
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HL (26.5 vs.35.2 months, P = 0.015), in contrast to time to pro-

gression (16.0 vs. 21.1 months; P [ 0.05). Multivariate Cox model

also identified an independent function of prolonged AFP HL in

predicting poorer overall survival after chemoembolizations for HCC

(hazard ratio, 1.82; P = 0.018), along with tumors.

Conclusions: Post-treatment AFP HL is a useful guide to the prob-

ability of long-term survival in HCC patients after repeated

chemoembolizations.

PP17-013
Analysis of gadoxetic acid-enhanced magnetic resonance imaging for char-

acterizing 2 cm or smaller hepatic nodules

Sunyoung Na, Yun Soo Kim, Yulri Park, Young Kul Jung, Ju Hyun Kim,

Yunjeong Jo, Seung Joon Choi, Oh Sang Kwon, Duck Joo Choi,

Byung Soo Na

Gachon University Gil Hospital

Background: Gadolinium-ethoxybenzyl-diethylenetriamine pentaa-

cetic acid (Gd-EOB-DTPA) is a new liver specific contrast agent for

magnetic resonance imaging (MRI). And Gadoxetic acid-enhanced

MRI has been shown to be useful for the detection and character-

ization of hepatocellular carcinoma (HCC). This study was carried out

to identify MRI findings that are associated with hepatocellular car-

cinoma in 2 cm or smaller nodules.

Methods: In this retrospective study, between March 2009 and July

2011, 55 patients with 69 nodules, including 41 HCCs and 28 benign

nodules (dysplastic or regenerative nodules: 17, eosinophilic abscess:

5, others: 6) that were 2 cm or smaller underwent gadoxetic acid-

enhanced 3-T MRI system (Magnetom Verio 3.0T, Siemens). The

diagnosis of HCC and benign nodules were determined by surgical

resection or percutaneous biopsy. Each nodule was evaluated for the

following five MRI findings: hyperintensity on T2-weighted images,

hypointensity on T1-weighted images, arterial phase hyperintensity,

portal or delayed phase hypointensity and hypointensity on hepa-

tobiliary phase images.

Results: Sensitivity, specificity positive predictive value (PPV) and

negative predictive value (NPV) of individual findings for the diag-

nosis of HCC were evaluated. Of the five findings evaluated,

hepatobiliary phase hypointensity had the highest sensitivity (97.6%)

and NPV (80.0%). And arterial phase hyperintensity had the highest

specificity (67.9%) and PPV (79.1%). T1 hypointensity showed the

lowest sensitivity (68.3%), and portal or delayed phase hypointensity

showed the lowest NPV (50.0%).

Conclusions: Gadoxetic acid-enhanced 3.0T MRI system is useful for

the diagnosis of small HCC less than 2 cm. Arterial phase hyperin-

tensity and hepatobiliary phase hypointensity are useful sequences for

the diagnosis of HCC.

PP17-014
The ASPP2 and delta-ASPP2 could be a significant prognostic marker

in HCC

Xiuhong Liu, Ning Li, Yulin Zhang, Luxin Qiao, Kai Liu, Huiguo Ding,

LopezCharles, Dexi Chen

Beijing YouAn Hospital, Capital Medical University

Background: ASPP2 can interact with p53 and stimulate p53-med-

iated transcriptional transactivation. Its expression is lowered in many

malignant tumors, showing a correlation with metastatic potential.

We have now discovered delta-ASPP2, a novel isoform of ASPP2,

and preliminary data shows that delta-ASPP2 inhibits apoptosis and

translocates to the nucleus after damage in wild type p53 cells.

Importantly, preliminary data suggests that delta-ASPP2 is over-

expressed in human breast tumors compared to adjacent normal breast

tissue. The present study was undertaken to investigate the expression

of ASPP2 and its isoform (delta-ASPP2) in liver tumors.

Methods: A total of 125 HCC tissues including adjacent tissue as

control were analyzed for ASPP2, delta-aspp2 and ASPP2 plus delta-

aspp2 mRNA expression via real-time PCR. In situ detection of the

ASPP2 and delta-ASPP2 mRNA expression with probes specially

targeted to ASPP2 and delta-ASPP2 were performed with qRT-PCR

confirmed HCC tissues. The protein level of ASPP2 and delta-ASPP2

were detected by western blotting.

Results: The results showed that the expression level of aspp2 mRNA

and protein was significantly lower and delta-aspp2 mRNA and

protein was significantly higher in HCC tissues compared to that of

adjacent tissues. The transcription level of P53 target genes (bax and

DRAM) were significantly reduced in HCC tissues compared to that

of adjacent tissues.

Conclusions: This suggests that the delta-ASPP2 would be a domain

negative regulator of ASPP2 in stimulation of p53-mediated trans-

activation and could be a significant prognostic marker in HCC. (This

work was supported by grants from NSCF30870853, 7092045 and

7101005.)

PP17-015
MicroRNA-155 Functions as a prognostic marker and an OncomiR

in hepatocellular carcinomas

Ya-Hui Huang, Chau-Ting Yeh

Chang Gung Memorial Hospital

Background: Human hepatocellular carcinomas (HCCs) is the fifth

most common malignant tumors worldwide and the third leading

cause of cancer related death. In view of a high postoperative

recurrence rate, identification of potential prognostic marker or target

for cancer therapy is necessary. MicroRNAs (miRNAs) contribute to

oncogenesis because they can function either as tumor suppressors or

oncogenes. Comparison of miRNA expression profiles in the non-

cancerous liver tissues adjacent to HCCs with known postoperative

prognosis was a strategy to identify potential prognostic markers in

the study.

Methods: Expression profiles of 270 miRNAs were determined in the

paraneoplastic liver tissues of 12 HCC patients using stem-loop RT-

qPCR method. The prognostic predictive value of identified candidate

miRNAs was then verified in 216 postoperative HCC patients.

Results: After pilot screening and further verification, six miRNAs

found were significantly associated with recurrence-free survival

using multivariate Cox regression analysis. Among six miRNA

markers identified, miR-155, as a previously identified oncomiR in

breast cancer, was focused to explore its possible role as an anti-liver

cancer therapy target. After expression knockdown of miR-155 in

hepatoma J7 and Mahlavu cells, the decrease of cell growth and

enhancement of cell death occurred in cell culture and xenograft

models. The cell cycle related molecules CDK2, CDK4, cyclin E, and

cyclin D1 were down-regulated in miR-155 knockdown cells. The

expression levels of anti-apoptotic related molecules Bcl-xL and Bcl-

2 also decreased significantly in miR-155 knockdown cells.

Conclusions: MicroRNA-155 can functions as a prognostic miRNA

predictor and can serve as potential molecular target for anti-liver

cancer therapy.

PP17-016
Osteopontin (OPN) over-expression in hepatocellular carcinoma (HCC)

and its clinical significance

Yuyuan Li

Guangzhou First Municipal Peoples Hospital, Guangzhou Medical
College

Background: To study the expressions of OPN mRNA and protein in

HCC tissue and its relationship to the clinicopathological variables.

Methods: Fresh resected HCC specimens and relative para-carci-

noma tissues from 21 HCC patients were collected. Normal liver

tissues from 21 non-HCC patients were also collected as control.

Fluorescent quantitative PCR and immunohistochemistry were per-

formed to determine the expression levels of OPN mRNA and
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protein. The relationship between their expressions and clinicopath-

ological variables of the patients were analyzed.

Results: The 4CT value of OPN mRNA in HCC was 3.44±1.67,

which was significantly lower than those in para-carcinoma tissue

(5.43±2.05) and normal tissue (5.45±1.52) (P\0.05). The results

reflected the OPN mRNA expression level in HCC was significantly

higher than those in para-carcinoma tissue and normal tissue

(P\0.05). The expression level of OPN protein (1.84±0.73) in HCC

was significantly higher than those of para-carcinoma tissue

(0.78±0.44) and normal control (0.80±0.58) (P\0.05). The expres-

sion levels of both OPN mRNA and protein were positive correlated

to tumor size, numbers, histological types and invasiveness (P\0.05),

but were not correlated to serum levers of AFP, CEA, CA-199, c-GT,

ALP and presence of cirrhosis (P[0.05). The expression level of OPN

mRNA was positive correlated to tumor metastasis (P\0.05), but the

protein was not (P[0.05).

Conclusions: OPN mRNA and protein were over-expressive in HCC.

The expression levels of OPN mRNA and protein were positively

correlated to many clinicopathological variables reflecting tumor

invasiveness.

PP17-017
The serum vascular endothelial growth factor (sVEGF-R2) level as

predictor of poor prognosis of chronic liver disease

Neneng Ratnasari, Fahmi Indrarti, Catharina Triwikatmani, Putut

Bayupurnama, Sutanto Maduseno, Siti Nurdjanah

Gastroentero-Hepatology division, Internal Medicine Departmen,
Faculty of Medicine Gadjah Mada University / Dr. Sardjito General
Hospital, Yogyakarta, Indonesia

Background: Vascular endothelial growth factor (VEGF) is the

central angiogenic mediator in angiogenesis. The relationship

between progression of chronic liver diseases (CLDs) and angio-

genesis process is still unclear. The aim of the study is to investigate

the expression of VEGF in serum CLDs and hepatocellulare carci-

noma (HCC) as a predictor of prognosis.

Methods: A case control study was conducted in 60 CLDs patients

(15 HCC; 29 liver cirrhosis/LC; and 16 chronic hepatitis/CH) and 8

control patients at Dr. Sardjito General Hospital, Yogyakarta, Indo-

nesia. All subjects were match on age. The diagnostic was based on

clinical, laboratory, and imaging. A fine needle biopsy was performed

for histology examination of HCC. The serum VEGF-R2 level was

measured with the quantitative sandwich enzyme immunoassay

technique (Quantikine�). Analysis data was calculated by computer

for difference mean, ROC curve and OddRatio.

Results: Based on linear regression test (ANOVA) there are signifi-

cant different mean of sVEGF-R2 level between groups (p\ 0.001).

Data was continued by Post Hoc test, level of sVEGF-R2 in LC is

lower than other group, significantly (HCC 8,087.43±1,570.97 pg/ml;

LC 7,214.59±1,340.85 pg/ml; CH 9,086.77±1,586.31 pg/ml; and

control 8,660.51±1,586.31 pg/ml; p\0.05). There were no significant

difference value between HCC and chronic hepatitis compared to

control patients (p[0.05). The ROC curve was calculated with cut off

6,846.2 pg/mL for HCC-LC and 7,314.75 pg/ml for HCC-CH. The

OddRatio for LC was 5.0 and CH was 2.5.

Conclusions: The sVEGF-R2 level in LC was lower than HCC, CH

and control. The OR of sVEGF-R2 for HCC in LC-subject was 5.0

and in CH-subject was 2.5.

PP17-018
HURP expression-assisted risk scores identify prognosis distinguishable

subgroups in early stage liver cancer

Ming-Ling Chang, Shi-Ming Lin, Chau-Ting Yeh

Chang Gung Memorial Hospital, Taoyuan, Taiwan

Background: Hepatoma up-regulated protein (HURP) is a compo-

nent of the chromatin-dependent pathway for spindle assembly. We

examined the prognostic predictive value of HURP in human hepa-

tocellular carcinoma (HCC).

Methods: HURP expression was evaluated by immunocytochem-

istry of fine needle aspirated hepatoma cells in 97 HCC patients

with Barcelona Clinic Liver Cancer (BCLC) stage A. Subsequently,

these patients underwent partial hepatectomy (n = 18) or radio-

frequency ablation (n = 79) and were followed for 2 to 35 months.

The clinicopathological parameters were submitted for survival

analysis.

Results: HURP expression in aspirated HCC cells was detected in

19.6% patients. Kaplan–Meier survival analysis showed that positive

HURP expression (P = 0.023), cytological grading [3 (P = 0.008),

AFP[35 ng/mL (P = 0.039), bilirubin[1.3 mg/dL (P = 0.010), AST

[50 U/L (P = 0.003) and ALT [35 U/L (P = 0.005) were all asso-

ciated with a shorter disease-free survival. A stepwise multivariate

Cox proportional hazard model revealed that positive HURP

expression (HR, 2.334; 95% CI, 1.165 V 4.679, P = 0.017), AST[50

U/L (HR, 3.697; 95% CI, 1.868 vs. 7.319, p \ 0.001), cytological

grade[3 (HR, 4.249; 95% CI, 2.061 vs. 8.759, P\ 0.001) and tumor

number [ 1 (HR, 2.633; 95% CI, 1.212 vs. 5.722, P = 0.014) were

independent predictors for disease-free survival. By combining the 4

independent predictors, patients with different risk scores (RS)

showed distinguishable disease-free survival (RS \1 vs. RS = 2, P =

0.001; RS = 2 vs. RS = 3, P\ 0.001). In contrast, the patients cannot

be separated into prognosis distinguishable subgroups by using

AJCC/UICC TNM staging system.

Conclusions: HCC patients with BCLC stage A can be separated into

three prognosis-distinguishable groups by use of a risk score that is

based upon HURP expression in aspirated HCC cells, ALT, cyto-

logical grade and tumor number.

PP17-019
Value of alpha-fetoprotein in association with clinicopathological features

of patients with hepatocellular carcinoma

Liu Chang, Lu Nan Yan

West China Hospital, Sichuan University

Background: Alpha-fetoprotein (AFP) is a well-known tumor marker

of hepatocellular carcinoma (HCC), which is strongly expressed in

most patients with HCC.High AFP concentrations have been reported

as an independent prognostic factor, and associated with clinico-

pathological features of HCC. However, there have been few studies

on the relationship with various tumor variables thoroughly.

Methods: A retrospective cohort study of 2,304 consecutive patients

diagnosed with HCC was analysed. We investigated the relationship

between the AFP level and clinicopathological variables of HCC,

such as tumor size, tumor number, tumor cell differentiation, vascular

invasion, and between the different kinds of tumor staging system,

like TNM, BCLC and China staging.

Results: The mean values of AFP was 555.31 46.69 ng/ml (range

0.61–1210.00 ng/ml), of 2,304 patients, 631 cases (27.3%) had the

AFP level within normal range (\20 ng/ml). AFP level increased

with increasing tumor size (rs = 0.23), and the AFP level in the

patients with tumor size.

Conclusions: Serum AFP were elevated in most patients with HCC.

Tumor size, tumor differentiation degree and vascular invasion had

well relationship with AFP level, showed positive correlation. Among

TNM, BCLC and China staging system, BCLC showed better cor-

relation with AFP form stage A to stage D.

PP17-020
Characterization of small hepatic lesions with liver-specific contrast

agents: a comparison between ultrasound and magnetic resonance imaging

Masanori Takahashi, Hitoshi Maruyama, Taro Shimada, Hidehiro

Kamezaki, Tadashi Sekimoto, Fumihiko Kanai, Osamu Yokosuka

Chiba University Graduate School of Medicine
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Background: Imaging-based differentiation of small hepatic lesions

between well-differentiated hepatocellular carcinomas (w-HCC) and

regenerative nodules (RN) presents difficulties. Here, the aim was to

compare the diagnostic abilities to differentiated w-HCC from RN

using contrast-enhanced ultrasound and magnetic resonance imaging

(MRI) both with liver-specific contrast agents.

Methods: This prospective study included 67 pathologically proven

hepatic lesions (17.5±5.4 mm, 54 w-HCCs, 13 RNs) in 56 patients

with chronic hepatitis or cirrhosis (65.8±10.1 years old; 40 males, 16

females). Early- and liver-specific phase enhancements were assessed

quantitatively by ultrasound with perflubutane microbubble agent and

MRI with gadolinium-ethoxybenzyl-diethylenetriamine, and were

examined with respect to the histological findings.

Results: Sensitivity, specificity and accuracy of early-phase hyper-

enhancement for w-HCC were 59.3%, 100% and 67.2% by ultrasound

and 46.3%, 100% and 56.7% by MRI without significant difference.

Meanwhile, those of liver-specific-phase hypo-enhancement for

w-HCC were 44.4%, 100% and 55.2% by ultrasound and 87.0%

(p\0.0001), 46.2% (p=0.0052) and 79.1% (p=0.0032) by MRI.

Diagnostic accuracies for w-HCC by area under the receiver operat-

ing characteristic curves were higher in the early phase in ultrasound

(0.8316) than MRI (0.6659, p=0.0101) and similar in the liver-specific

phase in ultrasound (0.7225) and MRI (0.7347, p=0.8814).

Conclusions: Hypervascularity is a significant feature which distin-

guishes w-HCC from RN, and ultrasound exerts a beneficial impact

better than MRI for such characterization. However, both imaging

have comparable abilities in the characterization of non-hypervascu-

lar lesions, compensating mutually for the poor sensitivity of

ultrasound and the poor specificity of MRI in the liver-specific phase.

PP18-001
Clinical features of primary liver cancer found through regular health

examination

Jong In Yang1, Hee Jin Byun2, Jung Mook Kang3, Goe Eun Chung4,

Donghee Kim5, Jeong Yoon Yim6, Chan Soo Shin7, Sang Heon Cho8

1Seoul National University Hospital Gangnam Healthcare Center;
2Seoul National University College of Medicine

Background: Despite recent increase in regular health examination

(RHE), data about the clinical features of primary liver cancer found

during RHE are limited.

Methods: Clinical and therapeutic data were gathered from those

patients registered as having primary liver cancer to database of

Customer Relationship Management of Seoul National University

Hospital Gangnam Healthcare Center for 8 years. Data from patients

who had had previous history of primary liver cancer were excluded.

Results: A total of 34 PLCs were found: 33 were compatible with

hepatocellular carcinoma (HCC) and 1 was intrahepatic cholangio-

carcinoma. 19 patients (55.8%) were positive for HBsAg, 6 patients

(17.7%) were positive for anti-HCV, 3 patients (8.8%) were heavy

alcoholics, however, 6 patients (17.7%) did not show any evidences

of alcohol, hepatitis B or hepatitis C. 31 (91.2%) patients received

active therapeutic trial for their tumor : 16 patients (47.1%) were

treated with TACE, 9 (26.5%) with operation, 5 (14.7%) with RFA, 1

(2.9%) with PEIT, 1 cholangiocarinoma with chemotherapy and 2

with supportive care only. Tumor types were as follows: 17 (50.0%)

were single nodular, 8 (23.5%) were multinodular, and 9 (26.5%)

were diffuse. Diffuse type accompanied symptoms of in 88.9%

however, single nodular in 17.7% and multinodular in 12.5%

(p \ 0.001).

Conclusions: Our data may suggest that if a new liver mass suspi-

cious of cancer is found in healthy man even during RHE, it should be

thoroughly evaluated even if no evidences of common causes of

chronic liver disease exist.

PP18-002
The FHCC-Pro (Prognostication of Hepatocellular Carcinoma among Fil-

ipinos)Prognostic Stratification Index of Filipino Patients with Hepatocel-

lular Carcinoma AHD Lucman; JP Sarmiento; DA PayawalSection

of Gastroenterology, Department of Internal Medicine, Cardinal Santos

Medical Center (CSMC)

Abdel Hussein Lucman

Cardinal Santos Medical Center

Background: The long-term prognosis of Hepatocellular Carcinoma

(HCC) among Filipinos remains dismal of which prediction of sur-

vival is often difficult. This is often due to the limited liver function

and frequent recurrence of HCC in most patients. Therefore, a

prognostic staging classification, FHCC-Pro (Prognostication of HCC

among Filipinos), using variables for both tumor-related and liver

function becomes beneficial as it allows a guide for the therapeutic

approach. The study aims to propose an HCC prognostic classification

using a scoring index taking into account both tumor-related variables

and liver function.

Methods: From a development set of 378 patients diagnosed to have

HCC based on imaging test and/or liver biopsy, multiple logistic

regression was applied to identify significant risk factors. The ORs for

significant risk factors were utilized to develop a risk stratification

index.

Results: 97.5% of participants were

Conclusions: Based on older age ([40 years old), male, diabetic,

with HBV whose CPC score is more than 9, AFP higher than 10ng/

ml, albumin less than 30 that is with score above 16 proved to have

poorer prognosis of surviving in two years.

PP18-003
Characteristics of Hepatocellular Carcinoma in Dharmais National

Cancer Center

Agus Waspodo

Rumah Sakit Kanker Dharmais

Background: To obtain the prevalence, characteristic of Hepatocel-

lular carcinoma and to evaluate the management of Hepatocelullar

Carcinoma (HCC) in Dharmais National Cancer Centre Hospital.

Dharmais National Cancer Centre is the highest referral hospital for

cancer in Indonesia.

Methods: Retrospective, cross sectional study, populations are cases

of primary HCC in Dharmais National Cancer Centre Hospital from

2006 until 2010. Data include patients demography, clinical data, type

of treatment, duration and treatment response. All variables will be

analyzed descriptively.

Results: Of 141 patients who meet the inclusion criteria, 83% are

men and mean of age are 53,2 years. 76,6% is referral cases. 51% of

etiology HCC is Hepatitis virus B (HBV) 75,2% patients still in

Performance Status (PS) 0 and only half of patients had cirrhosis.

33,3% patients already had ascites and 19,9% had portal hyperten-

sion. 41,8% is Child Pugh A and 36,9% is Child Pugh B. BCLC stage

B is 32,1% and C 36,6%. 20% of patients already had metastases;

with the common area for metastases are bone (34,5%) and lung

(31%). Most of them had Alphafetoprotein level [ 400ng/ml. Tran-

sarterial Chemoembolization is the most common treatment for HCC.

Conclusions: Most of the patients HCC in Dharmais National Cancer

Centre Hospital are referral from other hospital. The highest etiology

is HBV. Most of them came with Intermediate or advanced disease,
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thus the therapy is not curative anymore. But their condition is rel-

atively good, with PS 0 and Child Pugh A.

PP18-005
Hepatitis B Virus infection can cause hepatocellular carcinoma in less

advanced liver cirrhosis: a study of 114 patients from North India

Jay Toshniwal, Ashish Kumar, Anil Arora

Sir Ganga Ram Hospital

Background: The clinical profile of patients with hepatocellular

carcinoma (HCC) may differ depending on the etiology of HCC.

There is no study from India comparing the clinical profile of patients

of HCC due to hepatitis B infection with other etiologies.

Methods: We retrospectively reviewed the records of patients clini-

cally diagnosed as HCC between Nov 2000 and Sep 2011. We

compared the clinical presentation of patients of Hepatitis B virus

etiology (HBV group) with other etiologies (other group).

Results: 114 patients were included (mean age 59±10 years, 88%

males). The etiology was HBV in 47 (41%) and others in 67 (59%)

patients (HCV (21%), cryptogenic (20%), alcohol (16%), miscella-

neous (2%). The mean age of presentation was significantly less for

HBV group than in others (55±10 vs. 63±9 years, p\0.01). Clinical

evidence of cirrhosis was significantly less common in the HBV

group than other group (76% vs 92%, p\0.05). HBV group had lower

CTP score than others (median CTP score 7 vs 8, p\0.05). Ascites

was more common with other etiologies than HBV (66% vs

47%,p=0.05). Their BCLC staging was: A 20%, B 18%, C 34%, and

D 28%. There was no difference in tumor characteristics or BCLC

staging between HBV or the other group.

Conclusions: HBV is a common cause of HCC in India, accounting

for 41% of cases. The tumor characteristics of HCC due to HBV is

similar to other etiologies, however, HBV causes HCC at an earlier

age, and in less advanced or even absence of cirrhosis, thus con-

firming the directly carcinogenic potential of HBV.

PP18-006
Long-term outcomes of hepatocellular carcinoma treatments: a nationwide

cohort study

Chun-Ying Wu1, Chun-Chieh Yeh2, Jaw-Town Lin3, Tze-Ting Chen4,

Ming-Shiang Wu5

1National Yang-MIng University; 2China Medical University
Hospital; 3National Taiwan University Hospital; 4Taichung Veterans
General Hospital, 5National Taiwan University Hospital

Background: Our aim was to investigate long-term outcomes of

various treatment modalities for hepatocellular carcinoma

(HCC), including liver transplantation, hepatic resection, radiofre-

quency ablation (RFA), percutaneous ethanol injection (PEI) and

trans-arterial chemoembolization (TACE), in a nationwide

population.

Methods: Our aim was to investigate long-term outcomes of various

treatment modalities for hepatocellular carcinoma (HCC), including

liver transplantation, hepatic resection, radiofrequency ablation

(RFA), percutaneous ethanol injection (PEI) and trans-arterial chemo-

embolization (TACE), in a nationwide population.

Results: Liver transplantation had the best overall survival (1-, 4-,

and 10-year overall survival: 85, 75, and 70%, respectively), followed

by RFA (1- and 4-year overall survival: 88 and 58%, respectively),

hepatectomy (84, 60, and 36%, respectively), PEI (80, 41, and 17%,

respectively), and TACE (63, 27, and 14%, respectively). In multi-

variate analysis, liver transplant and RFA had significantly lower risk

of mortality than hepatectomy (HR = 0.65 and 0.77, respectively).

However, liver transplant was not superior to either hepatic resection

or RFA in patients older than 60 years of age. As for disease-free

survival, liver transplantation was the best treatment, followed by

hepatectomy, RFA, and PEI. In multivariate analysis, liver transplant

had a reduced risk (HR = 0.11), but RFA and PEI had higher risk of

HCC recurrence (HR = 1.43 and 1.80, respectively).

Conclusions: Liver transplant recipients aged 60 years had the best

overall survival and disease-free survival. RFA offered a better

overall survival as compared with hepatectomy, particularly for

elderly HCC patients.

PP18-007
Clinicoepidemiological characteristics and response to treatment

in patients with hepatocellular carcinoma in Egypt

Alaa Taha1, Moataz Hasan2, Ahmed El-Ray3, Maged El-Ghannam4,

Ahmed-Hazem Helmy5, Emad Esmat6, Nevin Yilmaz7

1Theodor Bilharz Research Institute; 2Theodor Bilharz Research
Institute; 3Theodor Bilharz Research Institute; 4Theodor Bilharz
Research Institute; 5Theodor Bilharz Research Institute; 6Theodor
Bilharz Research Institute; 7Mugla Un

Background: Hepatocellular carcinoma (HCC) is a major malig-

nancy in Egypt. The aim of this work was to analyze the

clinicoepidemiological characteristics and the response to treatment

of this malignancy in Egyptian patients.

Methods: Demographic and clinical data of 1643 patients with HCC

attending outpatient clinic during the year 2007 were analyzed

together with data of their follow up schedule.

Results: Mean age at presentation was 55.3 years, male to female ratio

was 5.4:1, 74.86% of patients were living in rural areas and 59.65%

were cigarette smokers. HCV was the recognized etiologic agent in 70%

of patients, HBV in 9% and Dual infection in 21%. History of schis-

tosomiasis was detected in 61.96% of patients. At presentation 65% of

patients were not eligible for specific treatment due to either advanced

liver disease or large HCC lesions, 21% were candidates for transarterial

chemoembolization (TACE) and only 14% were candidates for curative

therapy either resection (2%), radiofrequency ablation (RFA) (8.2%)

and percutaneous ethanol injection (PEI) (3.8%). Surgery related mor-

tality was present in 3% of patients underwent resection while no

procedure related mortality was detected in patients underwent RFA,

PEI or TACE. Recurrence within one year was detected in 21.88% of

patients following resection, 28.9% following RFA, and 33.3% fol-

lowing PEI. Three year survival was 68.75% after resection, 72.6% after

RFA, 71.4% after PEI and 30.4% after TACE.

Conclusions: HCV is the leading cause of HCC in Egypt. Presenta-

tion at late stage of the diseases is a major health problem and raises

the need for an effective surveillance program.

PP18-008
Clinical features of hepatitis B virus-related hepatocellular carcinoma

of 489 cases

Peng Hu, Xiao-Bo Qin, Qing Zhong, Jing Wang, Hong Ren

The Second Affiliated Hospital of Chongqing Medical University

Background: Hepatocellular carcinoma (HCC) is a major cause of

cancer death, and chronic hepatitis B is a serious worldwide problem.

Hepatitis B virus (HBV) plays a major role in hepatocarcinogenesis.

To investigate the clinical characteristics of hepatitis B virus-related

hepatocellular carcinoma in Chinese patients.

Methods: We retrospectively analyzed the clinical data and labora-

tory test results of 489 inpatients diagnosed as hepatitis B virus-

related hepatocellular carcinomaD. The data were input database with

SAS softwareD.

Results: In the all 489 HBV related-HCC patients, 84.3% patients

with HBV-DNA were detected, only 15.7% patients were not detected.

The percent of HBeAg negative patients (78.77%) were more than the

percent of the HBeAg positive patients in HBV related-HCC patients.

About 5.81% patients with negative of HbsAg. Most of patients (95.8)

were from 30 to 70 year-old, and 89.41% patients of HBV related-HCC

were male. The natural history from HBV infected to HBV related-
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HCC were 14.06 years (ranged from 1 year to 50 years) and 69.33% of

HBV related-HCC patients with cirrhosis history.

Conclusions: It is suggested that HBV-DNA levels, HBeAg negative,

age, male, cirrhosis were high risk factors for HBV-related HCC.

This work was supported by the National Natural Science Foundation

of China (No. 30972584, 81171561), National Science and Tech-

nology Major Project of China (No.2008ZX10002-006), Program for

Changjiang Scholars and Innovative Research Team in University

(No.IRT 0872).

PP18-009
Correlation of LAPTM4B polymorphisms with hepatocellular carcinoma

Hua Yang1, Guojun Zhai2, Xiaoxu Ji3, Michae McNutt4, Jing Su5

1Peking University; 2Peking University Third Hospital; 3Peking
University Third Hospital; 4Peking University; 5Peking University

Background: Hepatocellular carcinoma (HCC) is the leading cause

of cancer mortality in many countries. Therefore, in order to improve

the survival rate, it is urgent to explore new susceptibility risk factors.

Here, we reported a novel HCC-related gene named lysosomal protein

transmembrane 4 beta (LAPTM4B) which has two alleles named as

LAPTM4B*1 and LAPTM4B*2. Allele *1 differs from allele *2 in

that it contains one copy of a 19-bp sequence, whereas this sequence

is duplicated in allele *2 in LAPTM4B exon 1. This study was aimed

to investigated the relationship of LAPTM4B allelic variation and

HCC susceptibility.

Methods: The genotype of LAPTM4B was analyzed in 135 healthy

individuals and 102 HCC patients by PCR. The genotypic distribution

of LAPTM4B was analyzed by Chi-squared test.

Results: The allelic frequencies of the *2 were respectively 38.24%

and 24.07% in HCC group and control group which was significantly

different between these two groups (P \ 0.001).

Conclusions: Allele *2 of LAPTM4B might be the risk factor which

could be associated with genetic susceptibility of HCC.

PP18-010
Recent trend of Japanese hepatocellular carcinoma due to HCV in aging

society

Nobukazu Yorimitsu, Atsushi Hiraoka, Sayaka Yamago, Yukou Shimizu,

Satoshi Hidaka, Tetsuya Tanihira, Aki Hasebe, Yasunao Miyamoto,

Tomoyuki Ninomiya, Koujirou Mititaka

Ehime Prefectural Central Hospital

Background: Hepatocellular carcinoma (HCC) has been increasing

worldwide. In addition, the aging society is a major issue, in

worldwide. We investigated the clinical features and trend of HCC

related with hepatitis C virus (HCV) (HCV-HCC) in the aging

society.

Methods: From January 2000 to December 2009, 613 naı̈ve HCV-

HCC were admitted to our hospital. We divided the decade into 2

periods; First period (2000-04, n=270) and Second period (2005-09,

n=343). Elderly was defined as patients over 75 years old. We

investigated the clinical features and backgrounds of these cases.

Results: Average age became older in Second period (66.9 to 69.5

years old). There were no significant differences between the periods

in regard to gender or tumor node metastasis stage. The ratio of HCV-

HCC with worse liver function (Child-Pugh B or C), elderly and the

population of patients treated with low invasive radiofrequency

ablation were increased (30.0% to 42.0%, 17.2% to 35.8% and 25.1%

to 36.2%, respectively; P\0.01). The 1y-, 3y- and 5y-survival rate of

HCV-HCC did not show differences between 2 groups (First vs.

Second period: 82.1%, 60.5% and 44.7% vs. 81.8%, 56.9% and

37.7%, respectively; P=0.219).

Conclusions: The ratio of aged HCV-HCC, as well as HCV-HCC

with worse liver function, was increased. The less invasive treatment

for HCC in those patients would be considered, and the quick anti-

viral treatment for HCV patients should be considered to avoid the

occurrence of HCC in Japan.

PP19-001
Combined use of localized concurrent chemoradiation therapy

and transarterial chemoembolization for advanced hepatocellular

carcinoma

Mi sung Park, Seung up Kim, Jun Young Park, Do Young Kim, Sang

Hoon Ahn, Kwang-Hyup Han, Jinsil Seong

Yonsei University College of Medicine

Background: Although sorafenib has been approved in treating

advanced hepatocellular carcinoma (HCC) with portal vein invasion

(PVT) and intrahepatic metastasis, its high cost, frequent adverse

events, and unsatisfactory efficacy remain unresolved. This study

aimed to evaluate the efficacy and safety of the combined use of

localized concurrent chemoradiation therapy (CCRT) on main tumor

with PVT and transarterial chemoembolization (TACE) on intrahe-

patic metastasis.

Methods: Between January 2006 and June 2011, a total of 30 patients

with advanced HCC with portal vein invasion (PVT) and intrahepatic

metastasis were enrolled. After TACE for intrahepatic metastasis,

localized CCRT (45 gray over 5 weeks with conventional fraction-

ation and hepatic arterial infusion of 5-fluorouracil, which was

administered during the first and fifth weeks of radiotherapy) on main

tumor with PVT was followed. Modified RECIST criteria were used

for tumor response evaluation.

Results: The median age of the patients (26 men and 4 women) was

51 years. Objective response rate was 30.0% (9/30) and 32.1% (9/28)

in intension-to-treat and per protocol analysis, respectively. The

median progression-free (PFS) and overall survival (OS) was 4.5 and

9.8 months, respectively. Baseline alpha-fetoprotein (AFP) signifi-

cantly correlated with PFS whereas baseline AFP, completion of

protocol, and overall radiological response significantly influenced

OS (all P \ 0.05). All adverse events were predictable and manage-

able with conservative care.

Conclusions: Combined use of localized CCRT and TACE was

proved effective and tolerable in patients with advanced HCC

with PVT and intrahepatic metastasis. This protocol can be an

alternative option in these patients when sorafenib cannot be

prescribed.

PP19-002
Percutaneous radiofrequency ablation for unresectable metastatic liver

tumor compared with treated HCC

Shinpei Sato, Yusuke Kajiyama, Toshihiro KAwai, Yoko Yashima,

Takafumi Sugimoto, Takahisa Sato, Miho Kanda, Shuntaro Obi

Kyoundo Hospital

Background: There has been not evidence of RFA for unresectable

liver tumor. To evaluate the therapeutic efficacy and safety of per-

cutaneous radiofrequency ablation (RFA) for unresectable metastatic

liver tumor (Meta) in the liver compared with HCC treated RFA.

Methods: Between 2004 and 2009, Two-hundred twenty patients

with 428 liver neoplasms underwent percutaneous RFA with cool-

tip electrode under ultrasonographic guidance. Of these, 60 patients

with 207 lesions were diagnosed as metastatic liver tumor, 160 with

221 lesions were hepatocellular carcinoma (HCC). The mean

diameter of tumors was 2.1 cm (range 0.8–4.0 cm). Therapeutic

efficacy and complications were evaluated with CT. Overall survival

rates and local recurrence rate and distant recurrence rate were

calculated.

Results: All the lesions (428 tumors) have shown as complete abla-

tion by enhanced CT. Local recurrence rate after 2 years was 13% in

the Meta-treated RFA group, 11% in the HCC-treated RFA group

(p = 0.23). Distant recurrence rate was significantly superior in the

Meta-treated RFA group than HCC-treated RFA group (1 and 3 years;
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49%B66%/15%B41%). Meta-treated RFA group was significantly

inferior than HCC-treated RFA group in overall survival rates (1 and

3 years; 73, 20%/87, 64%). No deaths or complications requiring

further treatment occurred as a result of RFA.

Conclusions: RFA is an effective and safe method for treating

Metastatic liver tumors, with a good overall patient survival rate and

low local recurrence rate compared with HCC treated RFA.

PP19-003
RFA immediately after PEI for treating HCC might increase the risk

of delayed pyogenic liver abscess

Po-Heng Chuang, Cheng-Yuan Peng, Hsueh-Chou Lai, Wen-Pang Su,

Chun-Lung Feng, Shen-Hung Chen, Jung-Ta Kao

China Medical University Hospital, China Medical University,
Taichung, Taiwan

Background: Radiofrequency ablation (RFA) and percutaneous

ethanol injection (PEI) are both curative treatments in selected

hepatocellular carcinoma (HCC) patients. Combination use is indi-

cated in reducing heat sink effect, targeting high risk locations or

attempting to increase ablation size. Published risk factors of post-

RFA abscess include previous bile duct surgery and immune

depressed patients.

Methods: We examined the 448 RFA procedures from Sep. 2004 to

Oct. 2011 at our hospital. 244 patients with pathological proven HCC

received 375 RFA procedures. RFA based therapy included RFA

alone, HEAT (thermodox) study, RFA immediately after PEI, and

PEI to other smaller ones during RFA to the main tumor. We ana-

lyzed the risk factors of pyogenic abscess after treatment.

Results: Five patients suffered from pyogenic liver abscesses over the

ablated area. These procedures included one in 92 RFA alone and 4 in

219 RFA immediately after PEI group with an interval from 8 to 833

days (mean 217). No abscess presented in the other two groups. No

prophylactic antibiotic was used to the five procedures. Two patients

had no risk factor, one had gallstones, one had DM and the last one

had DM, hepatic resection and hemodialysis history. RFA immedi-

ately after PEI has a higher risk of delayed pyogenic liver abscess

compared to the other three groups, with an odds ratio of 2.85 (p =

0.407).

Conclusions: RFA immediately after PEI for treating HCC might

increase the risk of delayed pyogenic liver abscess. Prophylactic

antibiotic might be considered for high risk patients and the patients

need close post-procedure follow-up.

PP19-005
Survival comparison between surgical resection and percutaneous

radiofrequency ablation for patients in BCLC early stage hepatocellular

carcinoma

Wong Ming

Chief Resident/Fellow

Background: We compare the survival outcome between surgical

resection (SR) and radiofrequency ablation (RFA) for patients with

HCC in Barcelona Clinic Liver Cancer (BCLC) early stage (single

nodule, size 3 cm).

Methods: We enrolled 82 patients with newly diagnosed BCLC early

HCC (single nodule, size 3 cm) who received either surgical resection

or radiofrequency ablation between year 2004 and 2009. We com-

pared the patients baseline characteristics, survival outcomes and

predictive factors.

Results: There were similar baseline characteristics among the two

groups of patients. The 3- and 5-year overall survival rates in the surgery

groups were 97 and 84.6%, respectively, which was similar to those in

the RFA group (91 and 72.8%, P = 0.204). The 3- and 5-year recur-

rence-free survival rates were 65.8 and 53.7%, respectively, in the

surgery group, which were significantly higher than those in the RFA

group (34.8 and 14.9%, respectively, P = 0.001). In disease-free

survival, we found that RFA was not inferior to surgical resection in

subgroup of patients with presentation of lower platelet count

(100,000 ll-1) and smaller tumor size (tumor size 1 cm). Multivariate

analysis showed surgery was a significant predictive factors for disease-

free survival [HR = 2.26 (CI 1.462 vs. 5.227), P = 0.002 for surgery].

Conclusions: For early BCLC stage HCC patients, surgical resection

yielded similar overall survival but better disease-free survival when

compared to RFA. Surgery as a procedure type was a significant

predictive factors for disease free survival.

PP19-006
Repeated transarterial infusion of cisplatin-lipiodol suspension after tran-

sarterial chemoembolization for unresectable hepatocellular carcinoma

Shigeo Shimose1, Masatoshi Tanaka2, Eiji Ando3, Maisa Hori4,

Michio Sata5

1Kurume University Medical Center; 2Kurume University Medical
Center; 3Kurume University Medical Center; 4Kurume University
Medical Center; 5Kurume University School of Medicine

Background: The prognosis of advanced hepatocellular carci-

noma (HCC) still remains unsatisfactory. The aim of the study

was to evaluate the efficacy of repeated transarterial infusion

(TAI) after transarterial chemoembolization (TACE) for advanced

HCC.

Methods: The study included 8 patients with advanced HCC who

received TAI following TACE. TAI using 30-50 mg of cisplatin-

lipiodol (CDDP/LPD) suspension through an intra-arterial implanted

port was performed every 4 weeks. Once down-staging of HCC

appeared, surgical treatment was considered. Tumor response, sur-

vival, and toxicity were evaluated.

Results: The median number of TAI was 7 (range 1–14). Six of 8

patients (75%) had partial response. Of these, two patients had

marked shrinkage of HCC following TAI and residual HCC was

curatively treated by surgical resection. Of the 8 patients, 2 died while

the remaining 6 were censored. The median survival of 8 patients was

11.9 months (range 7.6–35.1 months). Two patients who underwent

surgical resection were still alive without recurrence for 28.7 and 35.1

months, respectively. No serious complications were observed.

However, only one patient developed renal dysfunction.

Conclusions: TAI following TACE may be useful therapeutic option

for advanced HCC. Once down-staging of HCC appeared, surgical

treatment should be considered.

PP19-007
A prospective controlled trial of radiofrequency ablation for hepatocellular

carcinoma performed by two hepatogastroenterologists with different

training backgrounds

Hitoshi Mochizuki, Yuya Tsukui, Yoji Suzuki, Kenji Hosoda,

Yuji Hoshino, Kazuhiko Hosoda, Yuichirou Kojima, Yuichi Hirose,

Masao Omata

Yamanashi Central Hospital

Background: Although RFA procedure has been employed so widely

as treatment option for therapy of HCC, training system for the

beginner has not been established.

Methods: Ninety-two consecutive HCC patients were randomly

assigned to two board-certified hepatogastroenterologists. One (KH)

has performed more than 600 cases of RFA in the past 12 years, but

principally self-trained. He is called, here, as the Experienced. The

other (HM) is also a board-certified gastroenterologist, never expe-

rienced ablation procedure for HCC in the past 30 years. Here, HM is

called the Beginner. However, the Beginner had 6 months training

session of RFA at high-throughput center before he stared to perform

the ablation procedure.

The Results: Beginner (HM) and the Expert (KH) performed 43 and

49 ablations, respectively. There was no difference of background

demographic and clinical feature of two patients cohort. The length of

220 Hepatol Int (2012) 6:67–309

123



time required for ablation was longer (75 min) by the Beginner than

by the Experienced (49 min). However, complication rate during and

after the procedure and outcome of the treatment, namely HCC

recurrence rate within 6 months, was no different by the two opera-

tors. Differences noted were frequencies of employment of pleural

effusion techniques, peritoneal effusion techniques by the Beginner

and the Experienced, respectively.

Conclusions: This prospective study concluded that the proper

training, including the experience of ultrasound guided needling with

the help of pleural or peritoneal effusion methods helped to start safe

and effective ablation treatment procedure by the Beginner.

PP19-008
The direct approaching method for caudate lobe in percutaneous

radiofrequency ablation

Jun Imamura, Kiminori Kimura, Shunichi Saeki, Seishu Hayashi

Tokyo Metropolitan Cancer and Infectious Disease Center
Komagome Hospital

Background: It is sometimes difficult to treat hepatic nodules in

caudate lobe by percutaneous radiofrequency ablation (PRFA). In

many cases, inserting routes through left lobe or right lobe of liver are

selected. However, in some cases, such routes could not be taken

because of the anatomical form. Therefore, we assessed if we could

insert electrodes into hepatic nodules located in caudate lobe directly

in PRFA under artificial ascites.

Methods: From April 2009 to September 2011, 244 patients underwent

PRFA for hepatic nodules in our institute. In technically difficult cases,

we took the direct approaching method for caudate lobe. 1,000 ml of 5%

glucose was transfused into peritoneal cavity using a 14 gauge needle.

The gastrointestinal tract and the omentum were removed from the

inserting route using the needle. The tip of the needle was set adjacent to

caudate lobe, and the electrode was inserted into caudate lobe directly

through the needle. The treatment effect of PRFA was evaluated by CT

scan. In two cases, we performed PRFA using the direct approaching

method. Case 1 was 63-year-old male. Hepatocellular carcinoma loca-

ted in caudate lobe was treated by PRFA in May 2010. The diameter

was 1.7 cm. Case 2 was 70-year-old male. Hepatocellular carcinoma

was treated in July 2010. The diameter was 1.5 cm. In each case, the

hepatic nodule was successfully ablated, no complication occurred, and

no local recurrence was observed.

Conclusions: The direct approaching method for caudate lobe in

PRFA under artificial ascites was useful and safe in technically dif-

ficult cases.

PP19-009
Percutaneous radiofrequency ablation for hepatocellular carcinoma: early

termination versus standard termination of the RFA procedure

Chen Weiting1, Ong Arlinking2, Jeng Wen-Juei3, Lin Chen-Chun4,

Lin Shi-Ming5

1Lin-kuo Chang Gung Memorial Hospital; 2University of Santo
Tomas Hospital, Espana Manila; 3Lin-kuo Chang Gung Memorial
Hospital; 4Lin-kuo Chang Gung Memorial Hospital; 5Lin-kuo Chang
Gung Memorial Hospital

Background: To compare the effectiveness of early termination and

standard termination of radiofrequency ablation (RFA) for HCC using

internally cooled electrodes.

Methods: 83 treatment na.

Results: 19 (22.9%) patients had early termination and 64 (77.1%)

had standard termination. The mean size of the index tumor was 2.2 +

0.9 cm. Patient had complete ablation of the index tumor at 88.0% for

the early termination and 86.8% for the standard termination

(p = 0.881). 4 out of 22 (18.2%) for the early termination and 11 out

of 66 (16.7%) for the standard termination group had local tumor

progression on last follow-up (p = 0.497). The 24 weeks cumulative

probability of local tumor progression was not different between those

with early termination and those with standard termination

(p = 0.635).

Conclusions: Using early termination in RF ablation is as effective as

the standard termination in achieving complete ablation.

PP19-010
Long term survival in a patient presenting as spontaneous rupture

of hepatocellular carcinoma

Il Soon Jung, Seok Hyun Kim, Eaum Seok Lee, Byung Seok Lee,

Heon Young Lee, Seul Young Kim

Chungnam National University College of Medicine

Background: Presenting as spontaneous rupture of Hepatocellular

carcinoma (HCC) is a rare but life threatening condition. Although

ruptured HCC was successfully treated in the acute phase, the mor-

tality is high and stands at around 25–75%. However, the most

appropriate management is not established in ruptured HCC patients.

Methods: In this article, we report a long term survival in a patient

treated with multimodal approach.

Results: A 58-year-old man was admitted via the emergency room

because of severe abdominal pain 1 day ago. He was previously

healthy, but heavy alcoholics. A computed tomography showed 3

cm 9 2.5 cm sized mass in the subcapsular portion of segment VI

with diffuse hemoperitoneum. Bloody ascites was found through

paracentesis. Serologic marker for hepatitis C virus was positive and

\-fetoprotein level was increased. He was diagnosed spontaneous

rupture of HCC associated with Hepatitis C virus infection and

chronic alcohol consumption. He immediately underwent transcath-

eter arterial embolization including 10 mL of lipiodol and sterile

absorbable gelatin sponge. And then he was performed S6 segmen-

tectomy, cholecystectomy and intraoperation radiofrequency ablation

after first TACE (transcatheter arterial chemoembolization) 3 months

later. After this, he has been regularly follow up every 3 months and

was doubted rule out recurred hepatocellular carcinoma. So he was

performed repeated TACE twicely. Presently he is healthy and shows

no signs of tumor recurrence 40 months later.

Conclusions: This case suggests that if HCC presented with hemo-

peritoneum due to tumor rupture was performed tailored therapies,

tailored multimodal treatment can result in long-term survival and

good prognosis.

PP19-011
Serum albumin and AFP levels as predictors of hepatic decompensation

after TACE for hepatocellular carcinoma (HCC)

Mohamed Kohla1, Mai Abu Zeid2, Mohamed El-Warraky3, Robert Gish4,

Hossam Taha5

1National Liver Institute; 2National Liver Institute; 3National Liver
Institute; 4UCSD; 5National Liver Institute

Background: TACE is the standard of care for patients with an

intermediate stage HCC, however, it can also result in hepatic func-

tion deterioration.

Aim To identify one or more predictive factors to determine which

patients are at risk for hepatic decompensation after TACE.

Methods: Between November 2009 and August 2010, 102 Child A

cirrhotic patients with HCC underwent TACE at our center. Baseline

data and data one month after TACE was assessed. The number of

CPT points at base line and the points increased one month after

TACE was calculated and patients were classified into 2 groups.

Group I: patients with no increase in CPT points after TACE. Group

II: patients with one or more added CPT points after TACE. For

comparison of the 2 groups, univariate analysis was done by Chi-

square test (v2). Multivariate analysis using the binary logistic

regression model identify predictive factors of hepatic decompensa-

tion was performed.
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Results: Univariate analysis revealed that lower baseline serum albu-

min, higher AFP, more advanced BCLC stage, larger size and greater

number of tumor nodules were the statistically significant predictive

factors for decompensation and on multivariate analysis, larger tumor

diameter (p = 0.004), higher serum AFP (p = 0.046), and lower serum

albumin (p = 0.033) at baseline were the statistically significant inde-

pendent predictive factors for decompensation after TACE.

Conclusions: TACE is effective in compensated cirrhotic patients

with HCC.TACE can induce hepatic decompensation. Serum albu-

min, and tumor burden (tumor size and AFP) were the independent

predictors of decompensation after TACE.

PP19-012
The safety and efficacy of radiofrequency ablation for elderly patients

with hepatocellular carcinoma

Hideo Yoshida, Hiroyoshi Taniguchi, Yusuke Shima, Ayako Nakada,

Ryunosuke Hakuta, Tsuyoshi Hamada, Yukiko Ito, Hideo Mizuno,

Yuzo Mitsuno, Ryo Nakata

Japanese Red Cross Medical Center

Background: Elderly patients with hepatocellular carcinoma (HCC)

are increasing in Japan. The aim is to clarify the safety and efficacy of

radiofrequency ablation (RFA) for elderly patients with HCC.

Methods: HCC patients treated with RFA at our center between 2008

and 2011 were enrolled. Tumor stage, Child–Pugh class, adverse effect,

liver function after RFA, and admission days were compared between

elderly patients (over 75 yo) and younger patients (under 75 yo).

Results: Two hundred eighty-eight patients with liver cancer were

enrolled between 2008 and 2011. Twenty-two patients with metastatic

liver cancer and 6 patients with cholangioma were excluded. One

patient were excluded for RFA for outside of liver. In total 259

patients were analyzed. Of 259 patients, 123 were 75 yo or elder. One

hundred thirty-six patients were 74yo or younger. Tumor stage in 1/2/

3/4 were 39(32%)/58(47%)/25(20%)/1(1%) in elderly group, and

29(21%)/66(49%)/39(29%)/2(1%) in younger group. Child–Pugh

class in A/B/C were 99(80%)/23(19%)/1(1%) in elderly group, and

104(76%)/31(23%)/1(1%) in younger group. Difference of ALB,

TBil, and PT (%) between pre-RFA and 1 month after RFA were

+0.03, +0.04, -1.48 in elderly group, and 0.00, +0.04, and -1.99 in

younger group. Complicated event were seen in one patient (arm

injury) in elderly group and in two patients (bleedings) in younger

group. No difference was seen in admission days between two groups.

Conclusions: RFA for elderly HCC patients was safe and effective if

it is carried out under close follow up.

PP19-013
Treatment and outcomes for elderly patients with hepatocellular

carcinoma

Seishin Azuma

Tokyo Medical and Dental University

Background: As chronic liver diseases patients age, so do they

develop complicating HCC. Thus it is necessary to evaluate thera-

peutic risks and outcomes of those elderly HCC patients. Here, we

have evaluated complications and therapeutic outcomes associated

with the radiofrequency ablation (RFA) in the elderly HCC patients.

Methods: Between Feb-2000 and Aug-2011, 1614 patients with HCC

were admitted to our institute. Patients over 80 years were 163. (1)

We investigate 39 elderly naı̈ve HCC patients for their treatment-

associated complications and outcomes. (2) We investigated 18

elderly naı̈ve HCC patients who were treated with RFA and compared

their results with 126 non-elderly (younger) patients. Mean survival

periods, and overall and disease-free survivals were analyzed by

Kaplan-Meier method.

Results: (1) Thirty nine elderly patients were divided into four

treatment groups; RFA, TACE, surgical resection and best supportive

care (BSC). The number of patients in each group was 18, 12, 5, and

4, respectively. Mean survival periods in the 4 groups were 65.9, 37.9,

51.7, and 23 months, respectively. (2) Neither younger or elderly

patients developed serious RFA-related complication that deteriorated

performance status. The mean survival periods in the elderly and the

younger groups were 65.9 and 93.5 months, respectively. Although

the mean survival periods in the elderly group was shorter than those

of the younger group.

Conclusions: Treatment for elderly patients achieved better prognosis

than BSC. Particulary, RFA for elderly patients is safe and effective.

The indications for RFA should not be excluded because of age.

PP19-014
Metformin associated with lower mortality in diabetic patients with early

stage hepatocellular carcinoma after radiofrequency ablation

Tsung-Ming Chen1, Chun-Che Lin2

1Tungs Taichung MetroHarbor Hospital, Taichung, Taiwan; 2Chung
Shan Medical University Hospital, Taichung, Taiwan

Background: Type 2 diabetes increases the risk of cancer develop-

ment and mortality. However, antidiabetic treatment with metformin

can reduce the risk of cancer. We studied whether metformin users

among diabetic patients with early hepatocellular carcinoma (HCC)

undergoing radiofrequency ablation (RFA) would have a favorable

survival compared to those without metformin treatment.

Methods: A totalof135 patients with early stageHCC having 162 tumors

underwent RFA. Among them, 53 patients were diabetic, including 21

metformin users and 32 patients without metformin treatment.

Results: Diabetic patients had an inferior survival rate compared to

nondiabetic patients (1 year, 82.8 vs. 93.9%; 3 years, 55.1 vs. 80.2%;

5 years, 41.3 vs. 64.7%; P = 0.004). With regards to antidiabetic

treatments, metformin users had better survival outcome (adjusted

hazard ratio [HR] 0.24; 95% confidence interval [CI], 0.07–0.80; P =

0.020) compared to patients without metformin treatment after

adjustments for potential confounders. Sulfonylureas and insulin

exposures did not achieve significant conclusions. For the whole

studied population including nondiabetic and diabetic patients, the

multivariate analysis revealed that maximum tumor size more than

2.5 cm (HR, 3.49; 95% CI, 1.74-6.99; P\0.001) and diabetic patients

without metformin treatment (HR, 3.34; 95% CI, 1.67-6.71, P =

0.001) were independent explanatory variables associated with

unfavorable survival.

Conclusions: Metformin users among diabetic patients with HCC

undergoing RFA had a favorable overall survival compared with

patients without metformin treatment.

PP19-015
The efficacy of transcatheter arterial chemoembolization in patients

with spontaneously ruptured hepatocellular carcinoma

June Sung Lee, Jong Yeon Kim, Dong-Hoon Oh, Yun Hyuk Yim, Hyo

Keun Lee, Kyung-Ah Kim

Inje University Ilsan Paik Hospital

Background: Spontaneous rupture causing a hemoperitoneum is a

life threatening complication of hepatocellular carcinoma (HCC). The

aims were to document clinical features, prognosis, and factors

influencing survival in patients with a ruptured HCC.

Methods: The medical records of 1,412 patients with HCC from

January 2000 to August 2010 were reviewed retrospectively. Clinical

features, treatment modalities, and outcomes were collected. Uni-

variate and multivariate analyses were conducted to analyze factors

affecting survival.

Results: Thirty-five of 1,412 patients diagnosed with a spontaneously

ruptured HCC were included. The median survival time was 59 days.

Transcatheter arterial chemoembolization (TACE) was performed in

24 patients, and 11 patients were managed conservatively. The 24

patients who received TACE achieved hemostasis without
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complications. Better Child–Pugh class, higher hemoglobin level,

lower creatinine level on admission, and performing TACE were

associated with a survival longer than 30 days in patients with a

ruptured HCC. In the group who received TACE, factors that were

associated with a survival were better Child–Pugh class and higher

hemoglobin level, and the multivariate analysis showed that Child–

Pugh class C was a poor prognostic factor of 30-day survival (odds

ratio, 0.053; p = 0.005). The cumulative survival rates in the TACE

group at 30 and 90 day were 83.3 and 62.5%, respectively.

Conclusions: TACE was a less invasive treatment with a high success

rate for hemostasis and increased 30-day survival in patients with a

ruptured HCC. Survival rates in patients with ChildVPugh class C

remained poor regardless of successful TACE.

PP19-016
Comparison of RFA therapeutic effect between a newly developed 4D US

and a conventional 2D US

Atsunori Kusakabe, Shunsuke Nojiri, Etsuko Iio, Kentaro Matsuura,

Noboru Shinkai, Tomokatsu Miyaki, Takashi Joh

Nagoya City University Graduate School of Medical Sciences

Background: For radiofrequency ablation (RFA) therapy of hepato-

cellular carcinoma (HCC), more accurate positioning of the inserted

needle in the tumor seems to be an important factor affecting the

therapeutic effect. 4D US is a new technology that incorporates

dynamic real-time 3D US with a continuous volume data set acqui-

sition and rendering process. In this study, we compared the ablation

effects of 4D and 2D US guided therapy to evaluate whether 4D US

guidance in RFA therapy is more effective.

Methods: Between January and August 2011, we conducted percu-

taneous RFA using 4D US for 20 subjects (4D group). Aplio XG

(Toshiba Medical Systems) was used as the US system and PVT-

375MV as the newly developed 4D US probe. On the other hand, 20

subjects treated with RFA using the conventional 2D probe were

categorized as the 2D group. For the assessment of RFA effects,

dynamic CT was carried out and the RFA effect was determined

according to R grade (R0-R3; R3: ablated margin is 5 mm all around

the tumor).

Results: There was no significant difference in the baseline charac-

teristics between two groups. In 2D group, R3 grade could be

achieved only in 10 subjects (50%). On the other hand, R3 grade

could be achieved in 19 subjects (95%) in 4D group. The proportion

of cases in which R3 grade could be achieved was significantly higher

in 4D group (P \ 0.01).

Conclusions: Using a 4D US device for RFA, more accurate insertion

could be achieved and more effective therapy could be performed.

PP19-017
Complications of transarterial chemoembolization (TACE) and factors

predicting post-TACE syndrome

Abbas Ali Tasneem, Zaigham Abbas, Syed Mujahid Hassan, Nasir Hassan

Luck

Sindh Institute of Urology and Transplantation

Background: Transarterial chemoembolization (TACE) improves

survival in hepatocellular carcinoma (HCC). However, it may be

followed by various complications. The objective of this study was to

document adverse events after TACE and factors predicting such

events.

Methods: Patients undergoing TACE were followed for the compli-

cations within first six weeks of the procedure. Post TACE syndrome

(PTS) was defined as development of fever, abdominal pain, rise in

white cell count and transaminases.

Results: Total of 65 patients (males 47) were studied. Median age 50

years (range 28–76). Adverse events developed in 37 (56.9%)

patients. Most common was PTS, seen in 31 (47.7%). One patient had

fever only without other features of PTS, another had melena sec-

ondary to gastropathy and one had hematoma at the site of femoral

catheterization. Of those with PTS, 19 patients had PTS alone, while

others had additional complications including renal dysfunction (3),

hypertensive crisis (2), and urinary tract infection (1). Decompensa-

tion of cirrhosis occurred in five patients; three patients with and two

without PTS. Former three cases developed sepsis and died. PTS was

associated with tumor size greater than 5 cm (p = 0.001), increased

dose of the chemotherapeutic/lipiodal mixture (p = 0.0001). No sta-

tistically significant association was observed with CTP score, MELD

score, Okuda stage, PT INR, bilirubin, albumin or alpha-fetoprotein

levels.

Conclusions: Serious complications may follow TACE, if performed

on patients with advanced liver disease. The risk factors related to the

development of PTS were the size of the tumor and dose of chemo-

therapeutic mixture.

PP19-018
Delayed complications of RFA killed patients with HCCs

Shozo Iwamoto, Taizo Yamaguchi, Osamu Hongo

Iwamoto Hospital

Background: Although there are many reports of early complication

of radio-frequency ablasion therapy (RFA),the reports of delayed

complication are few. In my hospital several delayed complications of

RFA (implantation to chest wall, dissemination in liver, metastasis to

other organs, and delayed local recurrences) were experienced and

these complications were fatal to patients with HCCs. So Ill report

them.

Methods: Since 2000 181 patients with HCCs were followed in our

hospital and 7 patients with HCCs were experienced RFA in other

hospitals.

Results: In these 7 patients one was implanted to chest wall and 4

were disseminated in the liver and other 2 were seen delayed local

recurrences. Moreover 2 had lung metastasis and other 2 had lymph

node metastasis. These complications were found out 0.5–5 years

later after RFA. 5 patients already died and 1 was rescued by living

donor transplantation and 1 was under treated by angiographic sub-

segmentectomy. Ill show 2 cases. One was found out implantation to

chest wall 4.5 years later after RFA and performed surgical resection

of chest wall, however metastasized to bone and lung and died.

Another one had 2 small HCCs. A small HCC was treated by AS and

other was treated by RFA. 4.5 years later a small HCC treated by RFA

recurred locally rapidly with simultaneous lymphnode metastasis.

HCCs grew rapidly and he died 5.5 years after RFA. Necropsy of

lymph node showed sarcomatous HCC.

Conclusions: In my hospital RFA was forbidden. We should take

care for delayed complications of RFA.

PP19-019
Excellent outcomes with angiographic subsegmentectomy in the treatment

of typical hepatocellular carcinoma. Second reports

Shozo Iwamoto1, Taizo Yamaguchi2, Osamu Hongo3, Hideki Iwamoto4

1Iwamoto Hospital; 2Iwamoto Hospital; 3Iwamoto Hospital; 4Kurume
University of Medicine

Background: Excellent outcomes with Angiographic subsegmen-

tectomy (AS) in the treatment of typical hepatocellular carcinoma

(HCC) were already reported in Cancer (2010, Jan. 15). In this time

further analysis of the effectiveness for typical HCCs was done, so

well report them.

Methods: AS is the treatment method of typical HCCs aimed

peripheral anatomical resection doing simultaneous embolization of

peripheral feeding arteries and portal veins. 182 patients with HCCs

have been performed AS since 2000. These 182 patients were 63

females and 119 males, aged 31 years old to 88 years old, offending

viruses were 127 HCV positive, 34 HBsAg positive and others 21.
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Liver function were 126 in Child A, 51 in B and 5 in C. TNM stagings

were stage I 47, II 73, III 44, IV 18.

Results: Overall survival rates of these 182 patients were 62.3% in 5

years and 44.2% in 10 years, respectively. There were no severe

complications (treatment death none).

Conclusions: AS was the safe and effective treatment method of

HCC. We recommend AS for the first line treatment method of HCC.

Details will be reported at the presentations of this article.

PP19-020
Intraperitoneal Distant Implantation After Radiofrequence Ablation

of Hepatocellular Carcinoma – Report of 2 Cases

Hsien-Ping Lin, Yu-Chiang Lin

Jen-Ai Hospital, Taichung, Taiwan

Background: Radiofrequency ablation (RFA) has been widely used

in direct local destruction of a variety of solid tumors. It had been

proved to be a promising treatment for early hepatomas. The com-

plications of RFA were mostly due to local damage of the

surrounding tissues or hemorrhage. Needle tract seeding was also a

rare but significant complication after RFA. The tract seeding of

tumors always occurred along the needle tract.

Methods: We presented 2 cases of an unusual type of tract seeding -

intraperitoneal distant implantation after percutaneous RFA for

hepatomas.

Results: The metastatic tumors were treated with surgical resection.

Conclusions: To our knowledge, these are the first 2 reported cases of

intraperitoneal distant implantation after RFA for hepatomas.

PP19-021
Neutrophil-to-lymphocyte ratio associated with mortality in early

hepatocellular carcinoma patients after radiofrequency ablation

Tsung-Ming Chen1, Chun-Che Lin2

1Tungs Taichung MetroHarbor Hospital, Taichung, Taiwan; 2Chung
Shan Medical University Hospital, Taichung, Taiwan

Background: Increasing evidence correlates the presence of systemic

inflammation with poor survival in patients with hepatocellular car-

cinoma (HCC). We studied whether peripheral blood neutrophil-to-

lymphocyte ratio (NLR), a marker of systemic inflammatory

response, would be a useful predictor for outcome in patients with

early HCC undergoing radiofrequency ablation (RFA).

Methods: A total of 158 patients with early HCC underwent RFA.

Potential prognostic factors such as age, gender, tumoral charac-

teristics, Child-Turcotte-Pugh (CTP) class and NLR were analyzed.

The study endpoints were overall survival (OS) and new

recurrence.

Results: We modeled NLR as a continuous explanatory variable in

regression analyses. Multivariate analysis revealed that tumor size

(P = 0.005) and high baseline NLR (P = 0.001) were independent

explanatory variables associated with unfavorable OS. Regarding new

recurrence, multivariate analysis showed that CTP class B

(P = 0.002), alpha-fetoprotein [400 ng/mL (P = 0.030), tumor size

(P = 0.002) and tumor multiplicity (P = 0.013) were found to be worse

prognosticators, but not baseline NLR. In a subset analysis of 140

patients whose post-RFA NLR data at first follow-up visit were

available, multivariate analysis revealed that high post-RFA NLR was

identified as an independent covariate, not only for OS (P = 0.006),

but for new recurrence (P = 0.010) as well.

Conclusions: High baseline NLR was associated with worse OS for

patients with early HCC; post-RFA NLR predicted not only OS, but

also tumor recurrence. Overall, these results suggest that emodin

exerts its anti-proliferative and pro-apoptotic effects through sup-

pression of STAT3 signaling cascade in HCC both in vitro and in

vivo.

PP19-022
Radiofrequency ablation of hepatocellular carcinoma under computed

tomographic guidance using iodized oil retentions as markers for targeting:

factors influencing local tumor progression

Joon-Il Choi1, Young Whan Koh2, Hyun Beom Kim3, Min Ju Kim4,

Joong-Won Park5

1Seoul St. Mary’s Hospital; 2National Cancer Center; 3National
Cancer Center; 4National Cancer Center; 5National Cancer Center

Background: To assess the factors influencing local tumor progres-

sion of radiofrequency ablation of hepatocellular carcinoma under

computed tomographic guidance using iodized oil retentions as

markers of the index tumors for targeting.

Methods: Seventy-one consecutive patients (male:female = 58:13;

mean age 64.4.

Results: Mean time required for targeting was 19.3 min (range: 7–43

min). Technical success was achieved in 98.8% and technical effec-

tiveness rate after one month was 96.4%. Major complications were

observed in 7.7% (6/78 sessions) and the sequel was remained only

one patient with the defect of the diaphragm. The median local tumor

progression-free survival was 34 months (95% confidence interval:

22.46–45.74). On multivariate analyses using Cox regression hazard

model, tumor number (more than three) and incomplete ablation of

targeted iodized oil were independent predictors of shorter local

recurrence-free survival.

Conclusions: Radiofrequency ablation of hepatocellular carcinoma

using iodized oil retentions as markers for targeting was effective and

safe. Local tumor progression can be minimized by complete ablation

of not only index tumors themselves, but also targeted iodized oil

retentions.

PP19-023
Comparison of Radiofrequency Ablation and Transarterial Chemoemb-

olization for Hepatocellular Carcinoma within the Milan Criteria:

A Propensity Score Analysis

Chia-Yang Hsu1, Yun-Hsuan Lee2, Han-Chieh Lin3, Fa-Yuah Lee4, Teh-Ia

Huo5

1 National Yang-Ming University Hospital; 2 Taipei Veterans General
Hospital; 3 Taipei Veterans General Hospital; 4 Taipei Veterans
General Hospital; 5 Taipei Veterans General Hospital

Background: Radiofrequency ablation (RFA) and transarterial

chemoembolization (TACE) are used to treat hepatocellular carci-

noma (HCC). To compare the long-term survival of HCC patients

within the Milan criteria receiving RFA and TACE.

Methods: A total of 315 and 215 patients with HCC within Milan

criteria undergoing RFA and TACE, respectively, were analyzed. A

quasi-randomized study with propensity score analysis was per-

formed. In the propensity model, 101 patients were selected from

each arm of study patients. Independent prognostic predictors were

determined by the Cox proportional hazard model.

Results: The long-term survival was significantly better for the RFA

group in the univariate survival analysis (p= 0.048). In the Cox model,

age[69 years (p= 0.026), serum alpha- fetoprotein level[20 ng/mL

(p= 0.003), ascites (p\ 0.001), performance status [/= 1 (p= 0.004),

total tumor volume (TTV) [ 8.2 cm3 (p= 0.02), vascular invasion

(p=0.023), but not TACE, were identified as independent poor

prognostic predictors. With similar patients baseline characteristics

generated in the propensity score model, there was no significant

difference of long-term survival between the two groups of patients.

Subgroup analysis showed that among patients with TTV less than 11

cm3, the RFA group had a significantly better long-term survival than

the TACE group (p= 0.032).

Conclusions: TACE and RFA provide comparable long-term survival

in HCC patients within the Milan criteria. Patients with smaller TTV

(\ 11 cm3) are likely to benefit more from RFA treatment. Further
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studies are needed to compare RFA and TACE in patients with early

cancer stage.

PP20-001
Hepatocyte growth factor can induce hepatocellular carcinoma

intrahepatic metastasis in a SCID mouse model

Chi-Tan Hu

Division of Gastroenterology and Research Centre for Hepatology,
Buddhist Tzu Chi Hospital

Background: Hepatocellular carcinoma (HCC) is the third most

common cause of death from cancer. The poor prognosis of HCC is

due to recurrence resulted from intrahepatic metastasis (IM). For

study, HCC intrahepatic metastasis model using direct injection

method of human HCC cell line (HepG2) into mice liver has been

established in our laboratory. Hepatocyte growth factor (HGF) may

trigger intracellular signaling via c-Met receptor for a lot of cellular

effects including epithelial–mesenchymal transition (EMT), migra-

tion of a lot of HCC cell lines.

Aims To evaluate whether the effect of HGF can induce IM in our

animal model.

Methods For observing if HGF may induce intrahepatic metastasis

(IM), HGF will be administrated intraperitoneally (IP) (5–20)

Results: After direct injection using 30.

Conclusions: Hepatocyte growth factor can induce HCC tumor

metastasis from the middle lobe to both the left and right lobes in a

SCID mouse model, which becomes a very useful model for the study

of HCC intrahepatic metastasis.

PP20-002
Strategic implication to enhance anti-VEGF treatment by a novel

data-driven approach

Hong-Hsing Liu

EnChuKong Hospital, National Taiwan University Children’s
Hospital

Background: Anti-VEGF treatment has been the first regimen

showing survival benefits in advanced hepatocellular carcinoma

(HCC). Unfortunately, such an approach has faced problems of

resistance and lack of tumor-regressing power in clinical trials. Per-

spectives or strategies to enhance such a regimen would be of great

clinical interest.

Methods: Genes co-expressed with VEGFA in a similar pattern under

a wide range of experimental conditions might have functions closely

associated with VEGFA. In the NCBI GEO database, genes with a

similar expression profile within each data series are pre-calculated

and accessible by queries to the GEO Profile database. As of Jan. 18th

2011, there were 3041 data series each of which carried a pre-cal-

culated set of genes with a similar profile to VEGFA; the

corresponding number of data series for mice and rats were 1,421 and

686, respectively. By meta-analyzing all data series, histograms based

on hit counts of these similarly profiled genes were constructed. The

identities of the leading 0.1% genes with highest hit counts were

compared among the three organisms.

Results: Intersecting the three species-specific sub-lists yielded only

one gene whose knockout phenotype in the literature is closely related

to glucose homeostasis. Preliminary analysis confirmed co-expression

of VEGFA and this candidate among several hepatic cell lines.

Conclusions: It would be intriguing to develop strategies enhancing

anti-VEGF treatment by targeting the newly identified candidate

because such a dual approach might effectively cut supplies of oxy-

gen and glucose to tumor cells simultaneously.

PP20-003
Increased percentage of CCR5 expressed effector Treg cells together

with increased CCL5 were correlated with disease severity in patients

with hepatoma

jayashri Mahalingam1, Wei-Chen Lee2, I-Shyan Sheen3, Shi-Ming Lin4,

Chau-Ting Yeh5, Chun-Yen Lin6

1 Department of HepatoGastroenterology, Chang-Gung Memorial
Hospital, Linkou Medical Center, Taiwan; 2 School of Medicine;
College of Medicine, Chang-Gung University; 3 Department
of HepatoGastroenterology, Chang-Gung Memorial Hospital, Linkou
Medical Center, Taiwan; 4 Department of HepatoGastroenterology,
Chang-Gung Memorial Hospital, Linkou Medical Center, Taiwan; 5

Department of HepatoGastroenterology, Chang-Gung Memorial
Hospital, Linkou Medical Center, Taiwan; 6 Department
of HepatoGastroenterology, Chang-Gung Memorial Hospital, Linkou
Medical Center, Taiwan

Background: Tumor escape from immune devastation by inducing

the immune tolerance through regulatory T cells (Treg). Previous

studies emphasized that increased prevalence of Treg cells in cancer

and its mainly recruited into tumor microenvironment. This study

explores the CCR5/CCL5 interact with effector Treg and play crucial

role to protect tumor progression.

Methods: The expression of CCR5, CD45RO, CD45RA, CD62L,

CCR7, CD4 & Foxp3 were analysed by BD-Facs Calibre and Serum

level of CCL5 in HCC patients were quantified by ELISA.

Results: We have previously described that increased percentage of

effector Treg was responsible for the loss of anti-tumor immunity in a

murine tumor model. Furthermore, the CCL5/CCR5 interaction was

responsible for the immune escape of the tumor. Here we extended

these observations into the human study of patients with hepatoma.

We found not only the frequency of Treg cells but the frequency of

effector Treg (CD45RO+/CD45RA-+Foxp3+CD4+T cells) were

increased in patients with hepatocellular carcinoma (HCC) and were

correlated with disease severity. Furthermore, the ratio of effector/

naı̈ve Treg cells was also increased in patients with hepatoma and

paralleled with disease severity as well. These effector Treg cells

were activated with low CD62L and CCR7. Interestingly, these cells

were also highly expressed CCR5. Corresponding to these results, the

serum levels of CCL5 were also increased in patients with hepatoma,

especially in advanced stage.

Conclusions: The effector Treg cells increased in patients with

hepatoma and were correlated with disease severity. These observa-

tions highlighted the importance of CCR5/CCL5 interaction in the

tumor-protection ability of Treg cells.

PP20-004
Comparison of different staging models for hepatocellular carcinoma

(HCC) in terms of outcome

Sana Tahir, Masood Ahmad, Saima Ambreen, Muhammad Umar,

Asad Anwar, Ayesha Mubeen, Hassan Shami, Hamama-tul-Bushra Khaar,

Zahid Mahmood Minhas

Rawalpindi Medical College

Background: HCC is the commonest primary malignant tumor of

the liver, fifth in all malignancies. In high incidence areas, its

incidence is 5 cases per 100,000 population/year. The prevalence of

HCC in cirrhotics in Pakistan range from 3.7 to 16.7%. Currently,

different staging systems (OKUDA, BCLC, CLIP and TNM) exist

for staging and management of hepatocellular carcinoma. The

BCLC staging system has come to be widely accepted and therefore
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it has been de facto staging system that is used (AASLD Guidelines

2010).

Methods: 87 Patients fulfilling the diagnostic criteria for HCC i-e

hepatic nodule on one of the imaging modality ultrasound abdomen or

CT scan and serum alpha protein level[400 ng/l were followed in a

case series study. The study was conducted at research clinic for

HCC, Holy Family Hospital, Rawalpindi.

Results: 87 Patients included in the study, 33(38%) were alive, 44

(55%) were dead and 10 (11%) lost follow up at the end of one year.

The staging models were analyzed in terms of components and out-

come. The modified AIC criterion (AICC) calculated for each

OKUDA, BCLC and CLIP staging systems was found to be 111.18,

120.54, and 92.94, respectively.

Conclusions: Since the modified AIC criterion is found to be less for

CLIP staging model as compared to OKUDA and BCLC hence, the

CLIP staging model proved to be better in terms of components and

outcome.

PP20-005
Comparison of hepatocellular carcinoma patients with active

versus resolved hepatitis b infection

Aris Antonino Pena, Stephen Wong, ACVelasco, JDSollano, AEIsmael,

MMChan

Section of Gastroenterology, University of Santo Tomas Hospital,
Espana, Manila, Philippines

Background: Patients with resolved hepatitis B (HBV) infection can

still develop hepatocellular carcinoma (HCC). However, clinical

differences between HCC patients with active and resolved HBV have

not been well elucidated.

Methods: Consecutive patients diagnosed with HCC at 2 tertiary

centers from January 2005-Sept 2011 were included. Patients with

positive serum HBsAg were classified as with Active HBV infection

while patients with isolated anti-HBc, positive anti-HBs and anti-HBc

with negative HBsAg, and anti-HBs with no vaccination history were

classified as resolved HBV. Demographic, biochemical and tumor

characteristics were compared.

Results: A total of 277 (active HBV=183 vs. resolved HBV=94)

patients were included. Patients with active HBV were significantly

younger (58±12.92 vs. 65.77±9.024; pB0.001) but had worse liver

function as characterized by higher INR (1.23 ±.429 vs.1.13±.

165;p=0.014) and incidence of ascites (21.1% vs. 9.2%;p=0.028) as

compared to resolved HBV. Although alfafetoprotein were higher in

patients with active HBV (14020.53±69792.32 vs. 1508.02±

5811.818; p=0.028), there was no difference in Barcelona clinic liver

cancer staging (p=0.495) between the two groups. Aside from

smoking (64.5% vs. 33%; p=0.028), other factors that may predispose

to HCC such as alcohol intake, diabetes, and body mass index were

similar between the two groups (p[0.05).

Conclusions: Although HCC patients with active HBV tend to be

younger, they had significantly worse liver function than patients with

resolved HBV at the time of HCC diagnosis. No other concomitant

risk factors can explain why patients with resolved HBV still devel-

oped HCC.

PP20-006
Hepatocellular carcinoma (HCC) in patients with and without hepatitis C

(HCV)

Sergey Lepkov, Aisurat Gettueva, Irina Subortseva, Alla Kovrigina,

Uriy Patytko, Evgeniy Chechuev, Aleksey Kotelnikov,

Gennadiy Storogakov, Svetlana Kosura, Tatiana Kondratieva

Therapy

Background: In Cancer Research Center (Moscow) from 2000 to

2010 observed 200 patients with HCC. 84 patients were with HCV,

116—without the virus hepatite (HO).

Methods: Radical operation was possible to carry out 21 patient with

HCV, even 58 for patients without virus infection. Median of age

HCV group was 60y, without hepatite—49 years. Cirrhosis of liver in

76% patients HCV group and in 24% HO group (P \ 0.05). For

extended resections it was possible to carry out 52% in HCV group,

without hepatite—76%. Metastases into lymph nodes of the liver

were revealed in 10% patients group HCV and in 34% patients with

HCC without virus hepatite. (p \ 0.05). The indices of cytolytic

syndrome, we revealed reliably higher values of level ALT/AST in

patients of HCV group on comparison of HO group V 68/72 and

46/48, respectively (p \ 0.05). Level of alpha-fetoprotein (AFP)

reliably did not differ in the compared groups.

Results: Kaplan–Meier analysis lifetime in group of sick HCC

against background HCV- of infection was reliably less than in group

HO HCC (p \ 0.05).

Conclusions: EFS viability influence such factors, as age, presence of

virus hepatite, volume of resection, form of increase, presence of

cirrhosis of liver, quantity of tumor units, degree of differentiation of

tumor, stage of tumor and the presence of metastases, presence of

clinical manifestations of cancerous intoxication. From laboratory

signs EFS viability influence such indices, as ALT and AST, biliru-

bin, fibrinogen.

PP20-007
Fatty acid synthetic metabolism is abnormally elevated in hepatocellular

carcinoma, C75 selectively inhibits the growth of hepatocellular carcinoma

cell

Xin Xu1, Juan Zhou2, Kunlun Chen3, Jing Zhao4, Ning Jing5, Haitao Zhu6

1The Second Affiliated Hospital, School of Medicine, Xi’an Jiaotong
University; 2School of Medicine, Xi’an Jiaotong University; 3The
Second Affiliated Hospital, School of Medicine, Xi’an Jiaotong
University; 4The First Affiliated Hospital, School of Medicine, Xi’an
Jiaotong University; 5School of Medicine, Xi’an Jiaotong University;
6The First Affiliated Hospital, School of Medicine, Xi’an Jiaotong
University

Background: Energy metabolism was proved closely related to

tumor, fatty acid synthase (FAS) is a key enzyme which could convert

acetyl-CoA and malonyl-CoA to palmitate. This research aimed to

investigate the role of fatty acid synthase (FAS) in hepatocarcinoma

(HCC) and assess its relationship with hepatocarcinoma proliferation.

Methods: HCC resection samples were obtained from the surgical

specimens of HCC patients, FAS expression in HCC samples and HCC

cell line was detected by reverse transcriptase polymerase chain reaction

(RT-PCR) and western-blot. FAS inhibitor C75 treatment was executed

to down-regulate the expression of FAS in HCC cell line, MTT assay

was executed to evaluate the cytotoxic effect of C75 on HCC cell line.

Results: The FAS expressed extremely higher in both HCC and HCC

LM3 cells than in adjacent liver tissues (P \ 0.05). C75 treatment for 48 h

significantly down-regulate FAS expression and eventually caused

cytotoxic effects on HCC cell line in dose-dependent manner (P\ 0.05).

Conclusions: High level of FAS expression may be a specific bio-

marker in liver neoplasm compared to normal liver tissue. Inhibition

of FAS induced by C75 could effectively suppress the proliferation of

HCC cell line probably by down-regulate metabolism of fatty acid in

cancer cells, highlighting a new target and mechanism for the treat-

ment of primary liver cancer.

PP20-008
Is TAE a valuable for treatment of Spontaneous rupture of Hepatocellular

Carcinoma: A South-Asian experience

Amna Butt1, nazish Butt2, Saeed Hamid3, Tanveer-ul Haq4, Wasim Jafri5

1 The Aga Khan University & Hospital; 2 Aga Khan University
Hospital, Karachi, Pakistan; 3 Aga Khan University Hospital,
Karachi, Pakistan; 4 Aga Khan University Hospital, Karachi,
Pakistan; 5 Aga Khan University Hospital, Karachi, Pakistan
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Background: Spontaneous rupture of hepatocellular carcinoma

(HCC) is a potentially life-threatening complication with variable

presentation.Aims:To evaluate the clinicopthalogical characteristics,

treatment outcome and survival of patients presented with spontane-

ously ruptured HCC treated with or without transarterial embolization

(TAE).

Methods: This was a retrospective cross sectional study. PatientsC 18

years, already diagnosed to have HCC, admitted to Aga Khan Uni-

versity Hospital during 2006-2011 were identified by using ICD code

1550. Those who presented with spontaneous rupture of HCC were

analyzed. The primary outcome measure was control of bleeding.

Secondary outcome measures were in-hospital mortality, 30-days

mortality, overall survival and factors associated with 30-day

mortality.

Results: Out of 850 patients, 12 patients had spontaneously ruptured

HCC. Mean age was 64.6±13.52 years & 91.7% were males. The

mean Child-Pugh score was 10.17±3.32 & MELD score was

17.58±5.97. Most of them presented with sudden abdominal pain

(75%), abdominal distension with ascites (75%), hemoperitonium

(58.3%), acute anemia (83.3%)and hypovolemic shock (41.7%). The

mean tumor diameter was 7.66 ±3.71cm(range 2.6-15cm.The lesion

was solitary in2 (10%), paucifocal in 1, multifocal in 7 and massive/

infiltrative in 2.9(75%) of patients had advanced HCC.PVT &

extrahepatic spread was found in 5(41.7%) and 5(41.7%) cases

respectively.

A total of 4(33.3%), 6(50%) and 2(16.7%) patients were treated

conservatively, underwent TAE and transarterial chemoemboliza-

tion(TACE). Success rate for control of bleeding via TAE/TACE was

higher than conservative treatment (87.5%vs.25%). Overall median

survival time was longer for patients treated with TAE/TACE

(45days, range 2-240 vs.7.50days, range 3-13) as compared to those

treated conservatively. In-hospital mortality was significantly lower in

TAE/TACE group (87.5% vs.00%,p0.01).Although difference was

not statistically significant,30 days mortality was lower in patients

treated with TAE/TACE (37.5% vs. 100, p 0.07).

Conclusions: Ruptured hematoma is a life threatening complication

requiring early diagnosis and treatment. TAE is an effective and well-

tolerated treatment in the management of ruptured HCC.

PP20-009
Should hypovascular nodules be evaluated when determining treatment

strategy in patients with primary hepatocellular carcinoma?

Tenyu Motoyama, Sadahisa Ogasawara, Yoshihiko Ooka, Tetsuhiro

Chiba, Shinichiro Okabe, Masaharu Yoshikawa, Fumihiko Kanai,

Osamu Yokosuka

Chiba University, Graduate School of Medicine

Background: We evaluated whether prognosis of hypovascular

nodules found by computed tomography (CT) during arterial porto-

gtaphy and CT during hepatic arteriography (CTAP/CTHA) in

patients with primary hepatocellular carcinoma (HCC) within BCLC

stage A.

Methods: Between April 2003 and March 2009, 316 patients with

primary HCC were diagnosed in our institution, and performed

CTAP/CTHA to 292 of them. We analyzed 92 patients classified

BCLC stage A except Child–Pugh C (CPC). We defined hypovascular

nodules as decreased arterial perfusion compared with background

liver at CTHA, and hypervascular nodules as increased arterial per-

fusion with portal perfusion defect; which was diagnosed as HCC.

Results: There were 70 Child–Pugh A (CPA), and 22 Child–Pugh B

(CPB). Median overall survival (OS) in each population were 75.9

months and 32.6 months (P = 0.0006). OS was 75.9 months for the

group (group I) that did not meet BCLC stage A by evaluating

number of tumors by the sum of hypervascular and hypovascular

nodules, compared with 39.2 months for the group (group II) that met

(P = 0.039). In CPA patients, OS of the group I was significantly

prolonged in comparison with the group II (78.6 vs 48.5 months,

P \ 0.0001).

Conclusions: It is important to evaluate hypovascular nodules in

addition to hypervascular nodules in determining treatment strategy

of HCC in CPA patients.

PP20-010
Motivation for comprehensive liver cancer control among stakeholders

in 11 countries

John Bridges1, Susan Joy2, Barri Blauvelt3, Weili Yan4, Jill Marsteller5

1Johns Hopkins Bloomberg School of Public Health; 2Johns Hopkins
Bloomberg School of Public Health; 3University of Massachusetts,
Amherst, Massachusetts; 4Johns Hopkins Bloomberg School of Public
Health; 5Johns Hopkins Bloomberg School of Public Health

Background: Liver cancer is the 6th most common cancer and 3rd

cause of cancer death. While comprehensive liver cancer control

(CLCC) may be an appropriate policy response, it is unclear if there

is motivation to implement it. We measured motivation for imple-

menting CLCC across diverse stakeholders in 11 countries and

explored sources of variation.

Methods: Diverse stakeholders in liver cancer were purposively

selected and completed a survey. Motivation was measured using a

valence-instrumentality-expectancy (VIE) approach where respon-

dents rated whether they could affect CLCC (expectancy), whether

CLCC would have an impact (instrumentality), and whether such

impacts were valuable (valence). Heterogeneity in the VIE score

(calculated by multiplying the individuals aspects) was then analyzed

using multiple regression and ANOVA.

Results: 220 respondents from Australia, China, France, Germany,

Italy, Japan, South Korea, Spain, Taiwan, Turkey, and USA (response

rate: 33%) working in hepatitis (32%), hepatocellular carcinoma

(49%), transplantation (12%) and metastatic liver cancer (7%) com-

pleted the survey. Measures of instrumentality and valence were

reliable (a Cronbachs alpha of 0.64 and 0.67, respectively). Above

average motivation was identified in China (p \ 0.001) and Taiwan

(p = 0.003), but in Germany (p = 0.004) and Italy (p \0.001) it was

below average. Respondents working internationally had above

average motivation (p = 0.033), but those working at the local/

municipal level were below average (p = 0.005).

Conclusions: We demonstrate that motivation for CLCC can be

measured reliably and varies systematically, with international col-

laborations serving as a catalyst to motivation. International

collaboration can help identify cross-country differences and best

practices for comprehensive liver cancer control.

PP20-011
A comparison of current European and Asian priorities for liver cancer

control

John Bridges1, Liming Dong2, Susan Joy3, Barri Blauvelt4, Weili Yan5,

Michael Manns6

1Johns Hopkins Bloomberg School of Public Health; 2Johns Hopkins
Bloomberg School of Public Health; 3Johns Hopkins Bloomberg
School of Public Health; 4University of Massachusetts, Amherst,
Massachusetts; 5Johns Hopkins Bloomberg School of Public Health;
6Hannover Medical School

Background: Liver cancer is the third leading cause of cancer death

worldwide. While both Asian and European countries could benefit

from comprehensive liver cancer control, little is known about the

comparability of the priorities that these regions place on competing

strategies. We measured and compared current priorities for com-

prehensive liver cancer control strategies in Asia and Europe.

Methods: Clinical, policy and advocacy liver cancer leaders were

surveyed and priorities were assessed via conjoint analysis. Eleven

liver cancer control strategies were separated into mutually exclusive
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and exhaustive subsets, with the respondents preferred control plans

analyzed using multivariate regression. The significance of individual

strategies and concordance among priorities were tested by the t-test

and Wald test, respectively.

Results: 160 respondents (response rate = 46%) were purposively

sampled from Asia and Europe. No differences were identified in

specialization (p = 0.09), but more Europeans had an international

profile (p = 0.02). Overall, Asian and European priorities were

concordant (Rho = 0.73, p = 0.01), yet European respondents placed

higher priority on centers of excellence (p \ 0.001), their highest

priority. Highest priority in Asia was on monitoring at-risk popula-

tions (p \ 0.001). While no within-group variation was identified

for Europe, significant differences were identified in Asia on the need

for transplantation infrastructure (p = 0.009), national guidelines

(p = 0.03), and measuring social burden (0.04).

Conclusions: The concordance of priorities in Asia and Europe

implies the benefit of international discussion and comparisons of

liver cancer control strategies. Differences in priorities within Asia

may relate to differences in etiology and prior implementation of the

liver cancer control strategies.

PP20-012
Combined hepatocellular and cholangiocarcinoma developed in a patient

with HIV/HCV coinfection

Koji Uchino, Ryosuke Tateishi, Hayato Nakagawa, Kenichiro Enooku,

Yoshinari Asaoka, Yuji Kondo, Tadashi Goto, Shuichiro Shiina,

Haruhiko Yoshida, Kazuhiko Koike

Graduate School of Medicine, The University of Tokyo

Background: A 42-year-old man suffering from hemophilia A and

co-infection of human immunodeficiency virus (HIV) and hepatitis C

virus (HCV) was referred to our institution because of liver tumors.

The patient had been treated with atazanavir, tenofovir disoproxill/

emtricitabine and ritonavir for HIV infection.

Methods: Ultrasonography showed multiple hypoechoic nodules in

the liver with a maximum diameter of 1.6 cm. Contrast-enhanced

dynamic computed tomography (CT) revealed hyperattenuation in the

arterial phase and hypoattenuation in the equilibrium phase in one

nodule, suggesting hepatocellular carcinoma (HCC). Other nodules

showed ring-enhancement in the arterial phase without hypoattenua-

tion in the equilibrium phase. Although enhancement pattern of them

were not typical for HCC, there was a possibility that he was affected

with advanced HCC with multiple tumors in his liver. Ultrasound-

guided biopsy was performed to investigate whether the former

nodule was similar to the others. Histological evaluation indicated the

former to be combined hepatocellular and cholangiocarcinoma

(cHCC-CC). No tumor cell was found in the latter nodule.

Results: The patient underwent partial hepatic resection for cHCC-

CC and the diagnosis of cHCC-CC was confirmed by pathological re-

evaluation of the surgical specimen. In the specimen, there were

several lesions of milky white color that differed from the main

tumor, corresponding to the multiple nodules on ultrasonography and

CT. Histologically, these lesions showed loss of hepatocytes, prolif-

eration of bile duct, and fibrosis. He is currently alive without

recurrence 15 months after surgery.

Conclusions: It is quite interesting that cHCC-CC and multiple

nonneoplastic nodules coexisted in the liver of patient with HIV/HCV

coinfection.

PP20-013
The prognosis of hepatocellular carcinoma patients who treated

with TACE administerd LIVACT

Naruhiko Nagata, Tetsuya Mine

Tokai University school of Medicine

Background: LIVACT is administerd for the purpose of hypoalbu-

minemia in patients with decompensated cirrhosis. In addition,

LIVACT are reported to extend prognosis and improve the nutritional

status of liver cirrhosis. We examined the prognosis of patients with

hepatocellular carcinoma treated with TACE administered LIVACT.

Methods: The patients with hepatocellular carcinoma treated with

TACE our Hospital from 1998 to 1997. Patient’s blood data, Kaplan-

Meier survival curves, one and two years survival rate after treatment

was examined.

Results: Nine patients were treated LIVACT, 12 cases were untreated

LIVACT. Classified with Child-Pugh, the LIVACT teated group one-

year survival rate was significantly longer compared to the untreated

group in patients with Child A and B. Tratified analysis by CLIP

score, the LIVACT teated group one and two year survival rate was

significantly longer compared to the untreated group in patients over

CLIP2.

Conclusions: LIVACT granules were considered to have potential to

improve prognosis in Cirrhosis patients with hepatocellular

carcinoma.

PP20-014
Perioperative exercise for cirrhosis patients with hepatocellular carcinoma

undergoing hepatectomy

Masaki Kaibori, Kosuke Matsui, Morihiko Ishizaki, Yutaka Kimura,

A-Hon Kwon

Kansai Medical University

Background: Little is known about the role of exercise in the man-

agement of hepatectomy, so the efficacy of exercise therapy was

examined in cirrhosis patients with hepatocellular carcinoma (HCC)

undergoing hepatectomy.

Methods: The subjects were HCC patients with chronic hepatitis or

cirrhosis. The diet group (n = 25) received diet alone and the exercise

group (n = 26) received exercise combined with diet. Exercise was

started 1 month preoperatively, resumed from 1 week postoperatively,

and continued for 6 months at the anaerobic threshold (AT) of each

patient. Parameters were evaluated by using exercise testing, whole

body dual energy X-ray absorptiometry, and biochemistry tests.

Results: The whole body mass and fat mass of the exercise group

were significantly decreased at 6 months postoperatively. Fasting

serum insulin and the homeostasis model assessment score (an index

of insulin resistance) were also significantly decreased. The exercise

group was divided into standard and high frequency subgroups that

exercised 3 and 5–6 times/week, respectively. At 6 months, AT and

peak oxygen consumption were significantly increased, while whole

body mass and fat mass were significantly decreased in the high

frequency subgroup. Both serum insulin and insulin resistance were

also significantly improved.

Conclusions: Perioperative exercise therapy for HCC patients with

liver dysfunction may improve insulin resistance associated with

hepatic impairment, maintain physical strength, and promote early

resumption of daily activities after hepatectomy.

PP20-015
Clinicopathological characteristics of patients with non-B non-C hepatitis

virus hepatocellular carcinoma after hepatectomy

Masaki Kaibori, Kosuke Matsui, Morihiko Ishizaki, A-Hon Kwon

Kansai Medical University

Background: A substantial population of hepatocellular carcinoma

(HCC) patients is negative for, markers of hepatitis B and C virus

(HBV and HCV) infection (non-B non-C hepatitis virus: NBC).

Methods: Clinicopathological data and outcomes were retrospec-

tively compared for HCC patients with HBV, HCV, and NBC who

had undergone hepatectomy.

Results: The TNM stage was significantly higher, and the prevalence

of cirrhosis was significantly lower, in the NBC group compared with

the HCV group. Among patients with a maximum tumor diameter of.
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Conclusions: NBC-HCC patients had more advanced tumors com-

pared with HCV-HCC patients, but significantly higher survival rates.

Measurement of DCP is potentially significant for early diagnosis of

NBC-HCC, which may increase the chance of curative therapy

without recurrence.

PP20-016
Clinical characteristics of Liver abscess in patients with Hepatocellular

carcinoma and liver cirrhosis

Wei-Chen Lin, Tsang-En Wang, Chen-Wang Chang, Shee-Chan Lin,

Horng-Yuan Wang, Shou-Chuan Shih

Mackay Memorial Hospital, Taipei, Taiwan

Background: Patients with liver cirrhosis and hepatocellular carci-

noma (HCC) show relative immunosuppression and are more

susceptible to infection, including liver abscess. Due to heteroge-

neous, coarse echogenic pattern of liver parenchyma in liver cirrhosis

and ultrasound appearances of abscesses can be similar to those of

necrotic tumors, liver abscess is difficult to be diagnosed in patients

with liver cirrhosis and HCC. We discussed the risk factors and casual

pathogens of liver abscess in patients with HCC and liver cirrhosis.

Methods: This study retrospectively reviewed the medical records of

287 patients of liver abscess treated between January 2009 and April

2011 at Mackay Memorial Hospital. Data were collected for all

diagnosed liver abscess patients who had underlies of liver cirrhosis

and HCC.

Results: A total of 10 patients (10/287, 3.5%) (2 females, 8 males),

with a mean age of 60.7 years (range, 39–84 years) was found in

our hospital. 3 patients were just received transarterial embolization

and 4 patients had gallbladder stone in the risk factors. 1 patient

was diagnosed HCC and abscess in the same time. The blood

culture in 4 patients was not growth. There was no predominant

pathogen in our study. 1 patient was expired due to multiple organ

failure.

Conclusions: Liver abscess and tumor necrosis in liver cirrhosis are

difficult to distinguish. Post-transarterial embolization status and

gallbladder stone stones were the risk factors of liver abscess in HCC

and liver cirrhosis. Multiple pathogens were related to liver abscess in

HCC and liver cirrhosis in our study.

PP20-017
A case of teenaged hepatocellular carcinoma with a history of growth

hormone treatment

Noriyuki Oba, Y. Kyoden, J. Iseki, M. Takagi, K. Ohata, M. Watanabe,

S. Sato, E. Nagai, K. Oshima, M. Tsuneizumi

Shizuoka General Hospital

Background: Introduction: We report a 17-year-old male patient with

the history of growth hormone (GH) treatment, who had hepatocel-

lular carcinoma (HCC) with his good progress after hepatectomy.

Methods: Case description: He was pointed out hematuria in medical

checkup of his high school. He consulted a clinic and liver mass was

found by ultrasonography. Then, he was admitted to our hospital.

Abdominal CT showed a large mass, 9.0 cm in diameter, in the left

lobe of the liver. Both hepatitis B (HB) surface antigen and hepatitis

C antibody were negative. Alpha-fetoprotein and protein-induced by

vitamin K absence or antagonist were elevated. He was diagnosed as

having HCC.

Results: We planed the liver resection because he belonged to Child

Pugh class A and the tumor was not applied to Milan Criteria. He had

extended left liver dissection and left our hospital 10 days after the

operation. He is now 24 years old without recurrence.

Conclusions: Discussion: Teenaged HCC is very rare. It is 0.064% of

HCC in Japan. The most common background is continuous infection

with HB virus, but this case had no hepatic viral infection. High levels

of GH and insulin-like growth factor 1 have been reported to play a

role in development of some cancer such as HCC. In this case, the GH

injections might be a very important factor for the development of

HCC. Some juvenile HCC makes a rapid progress, however, good one

will be expected by complete surgical resection of the tumor.

PP20-018
Therapeutic efficacy and safety of hepatic arterial infusion chemotherapy

with cisplatin fine-powder (IA-call)

Yusuke Kajima, Toshiyuki Kawai, Yoko Yashima, Takafumi Sugimoto,

Sato Takahisa, Shinpei sato, Shuntaro Obi

Kyoundo Hospital

Background: Current therapeutic options for highly advanced

hepatocellular carcinoma (HCC) include molecular target therapy and

hepatic arterial infusion chemotherapy (HAIC), although treatment of

the disease often remains difficult. In this study, we evaluated the

safety and efficacy of HAIC with cisplatin fine-powder (IA-call).

Methods: The subjects were 14 patients with advanced HCC who

received HAIC using IA-call.

Results: The mean age of the patients was 66 years. One patient had

Stage III HCC, 11 had IVa and 2 IVb. Eleven (79%) patients had

tumor thrombi in the portal vein. Nine (64%) patients received prior

therapy with hepatic arterial infusion of 5-FU in combination with

IFN. Two patients achieved CR, 1 PR, 4 SD, and 7 PD, with the

response rate of 21% and disease control rate of 50%. The median

survival time (MST) was 5.7 months after the start of HAIC using

cisplatin. Two patients with CR had a long-term survival longer than

3 years. No significant change was observed in hepatic and renal

function parameters at post-treatment, 2 weeks and 1 month as

compared with the baseline. No patients discontinued treatment due to

adverse reactions.

Conclusions: HAIC using cisplatin is considered to be safe and

effective for highly advanced HCC that is difficult to control by

existing treatment.

PP20-019
Which dysplastic nodules frequently Develop into hepatocellular

carcinoma? Long-term follow-up in Korea

Myoung Ki Oh, Soo Hyung Ryu, Sun Young Kim, Seong Yeon Jeoung,

Jin Nam Kim, You Sun Kim, Jeong Seop Moon

Seoul Paik Hospital, Inje University College of Medicine, Seoul,
Korea

Background: Recent advances in diagnostic imaging techniques have

made it possible to detect small intrahepatic nodules in patients with

high-risk of hepatocellular carcinoma (HCC) such as chronic viral

hepatitis and alcohol abuse. The purpose of this study was to identify

risk factors of intrahepatic nodules developing into HCC during long-

term follow-up.

Methods: We retrospectively investigated clinical, laboratory, and

radiologic findings of 49 cases of intrahepatic nodules from January

2003 to December 2011. All of them were regarded as dysplastic

nodules (DNs) by CT/MRI findings or biopsy. They were followed at

least for 12 months (median; 27 months, range; 12–79 months).

Results: Patients mean age was 61 years, and 32 (65%) were male.

Underlying liver disease was CHB 33 (67.3%), CHC 9 (18.4%),

alcoholic 6 (12.2%), and cryptogenic 1 (2.0%). Liver cirrhosis was

noted in 46 (94%) patients. Child–Pugh grade was A 18 (37%), B 20

(41%) and C 8 (16%). DNs mean size and numbers were 12.8 ± 6

mm, 1.78 ± 0.2, respectively. Coexistence of HCC and DN was

noted in 16 (32.6%). DN developing into HCC was found in 22 (45%)

and mean HCC development interval was 16.9–2.8 months from

diagnosis of DN. AFP levels were increased in 15 (68%) among 22

patients developed into HCC compared with baseline levels. Coex-

istence of HCC and DN group more frequently developed into HCC
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(P \ 0.005). Patients aged over 61 years showed a tendency to

develop into HCC (P = 0.08).

Conclusions: Coexistence of HCC and DN was an important risk

factor for DNs developing into HCC, therefore, close follow-up is

essential in these patients.

PP20-020
Serum HBV DNA suppression does not eliminate development

of hepatocellular carcinoma (HCC) in chronic hepatitis B patients

with cirrhosis receiving oral nucleotide analogue

Ken-Sheng Cheng, Shih-Feng Chen, Jen-Wei Chou, Fu-Tsan Chou,

Cheng-Ju Yu, Mei-Due Yang

Digestive disease

Background: Long-term therapy with oral nucleotide analogue can

suppress serum HBV DNA level and improve the risk of complication

from HBV infection, but its effect on the incidence of HCC has not

been clarified, HCC still develops in some patients with treatment.

Our cases presentation sought to show risk factors involved in

development of HCC after chronic hepatitis B oral antiviral treatment.

Methods: Case report.

Results: 1, A 62-year-man had diabetes with treatment over 20 years.

His serum ALT, AST fluctuated between 200 to 800 IU/L, negative

HBeAg and HBV DNA over 105 IU/mL, so he was treated entecavir

0.5 mg per day for 15 months. The level of ALT and AST returned

normal level after 1 month therapy and throughout the course, HBV

DNA levels were below 12 IU/L. Abdominal sonography detected a

liver mass, and was proved HCC. 2, A 54-year-man received partial

hepatectomy for hepatitis B related HCC 5 years ago. Two years later,

he was found elevated serum ALT, AST level, negative HBeAg and

HBV DNA over 105 IU/L, so he started to take entecavir 0.5 mg per

day for 30 months, and ALT, AST level returned to normal range

after one month later and throughout the course, HBV DNA below 12

IU/L. Abdominal sonography showed recurrent liver mass and was

proved HCC.

Conclusions: Long-term nucleoside analogue treatment remain at

risk of developing HCC in chronic hepatitis B patients who achieved

low or undetectable serum HBV DNA and normal biochemical

parameters.

PP20-021
Follow-up of hepatocellular carcinoma after transarterial chemoemboli-

zation; the concordance of contrast enhanced ultrasonography and lipiodol

CT

Jae Young Jang1, Gene Hyun Bok2, Soung Won Jeong3, Sae Hwan Lee4,

Sang Gyune Kim5, Sang-Woo Cha6, Young Seok Kim7, Young Deok Cho8,

Hong Soo Kim9, Boo Sung Kim10

1Soonchunhyang University Hospital

Background: To evaluate the concordance of contrast-enhanced

ultrasonography (CEUS) and lipiodol computed tomography (L-CT)

for the assessment of viable hepatocellular carcinoma (HCC) after

transarterial chemoembolization (TACE).

Methods: We retrospectively reviewed the post-TACE CEUS and

L-CT images of 65 consecutive HCCs in 41 patients to assess the

presence of viable tumor tissue. Forty seven HCCs in 31 patients that

underwent post-TACE L-CT within 4 weeks of the CEUS examina-

tion were included. The degree of concordance between CEUS and

L-CT and factors related to concordance were analyzed.

Results: The overall concordance of CEUS and LDCT was 78.7%

(37/47). The concordance with L-CT for viable tumor and non-viable

tumor tissue on CEUS was 95.2, and 65.4%, respectively (p \ 0.013).

Diffuse tumors had a tendency for non-concordance (p = 0.066).

Although 3 of 4 lesions located in the hepatic dome were non-con-

cordant, the sample size was too small to establish significance. The

mean tumor size, for concordant and non-concordant tumors was 2.9

and 3.0 cm, with no significant difference.

Conclusions: Although the concordance of CEUS and L-CT for

viable tumor tissue was high, the concordance for non-viable tumor

tissue was relatively low. Prospective studies using angiography as a

gold standard should be performed in the future.

PP20-022
Characteristics, management, and survival of the rare subtype of liver

cancer: combined hepatocellular carcinoma and cholangiocarcinoma

Wu Cheng-Hui, Chang Ching-Wei, Wang Tsang-En, Chu Chng-Hsin,

Wang Horng-Yuan, Shih Shou-Chuan

Gastroenterology Division

Background: The combined hepatocellular carcinoma and cholan-

giocarcinoma (cHCC-CC), which derived from both hepatocellular

and glandular differentiation, is less than 5% instead of hepatocellular

carcinoma (HCC) in 80% and cholangiocarcinoma (CC) in 15% of

liver cancer, respectively.

Methods: From 2001 to 2011 October, nineteen patients with cHCC-

CC are described from a retrospective database in Mackay Memorial

Hospital and confirmed under the pathologic findings.

Results: The frequency of cHCC-CC was 1.9% among 1,004 patients

with primary liver cancer. The median age was 56 years old and the

mean age was 54.68 13.47 years old. The male to female ratio was

8.5. The proportion of positive serology for hepatitis B and C virus

were 68.42 and 15.79%, respectively. The proportion of patients was

52.63% with liver cirrhosis and 31.58% with chronic hepatitis. The

initial diagnosis of the patients by image study (CT/MRI) was 57.89%

diagnosed as HCC, 21.05% diagnosed as CC, and 21.06% not dif-

ferentiated. The serum level of AFP, CA-199 and CEA were

7940.89 ± 0853.85 ng/mL, 159.98 ± 45.65 U/mL, and 4.47 ± .57

ng/mL. Eight of nineteen patients undergoing resection had mean

survival time of 22.7 ± 9.74 months. However, patients undergoing

other management had mean survival time of 7.99 ± .82 months. The

difference in cumulative survival curves between operative group and

non-operative group was significant (p = 0.03).

Conclusions: The cHCC-CC is a seldom liver cancer. The sex ratio,

hepatitis virus infection, image study, and tumor markers of patients

with cHCC-CC are similar to ones with HCC than ones with CC. The

patients undergoing operation may have the better survival time.

PP20-023
Therapeutic outcomes of hepatic arterial infusion chemotherapy (HAIC)

and systemic chemotherapy with interferon and 5-FU accompanying

biliary drainage to treat obstructive jaundice in patients with advanced

hepatocellular carcinoma

Toshihiro Kawai1, Shinpei Sato2, Yusuke Kajiyama3, Takahisa Sato4,

Yoko Yashima5, Takafumi Sugimoto6, Miho Kanda7, Shuntaro Obi8,

Nobuo Toda9

1Kyoundo Hospital; 2Kyoundo Hospital; 3Kyoundo Hospital;
4Kyoundo Hospital; 5Kyoundo Hospital; 6Kyoundo Hospital;
7Kyoundo Hospital; 8Kyoundo Hospital; 9Mitsui Memorial Hospital

Background: Patients with advanced hepatocellular carcinoma

(HCC) who also have obstructive jaundice due to biliary infiltration

by HCC or lymph node metastasis in the hepatic portal region have a

poor prognosis. The current study achieved biliary decompression

through aggressive biliary drainage and examined the effectiveness of

that procedure by analyzing patients who were able to undergo sub-

sequent chemotherapy.

Methods: At our hospital from 2006 to 2010, 13 patients underwent

biliary drainage to treat obstructive jaundice due to biliary infiltration

by HCC or lymph node metastasis. Their clinical course, the effec-

tiveness of biliary decompression, the rate of their response to

chemotherapy, and their survival rate since drainage was performed

were studied.

Results: Patients consisted of 12 males and 1 female with a mean age

of 62.1 years. Patients were divided into 2 groups based on their
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clinical course: patients in whom biliary decompression was achieved

and patients in whom biliary decompression was not achieved. In 2

patients, drainage was technically successful but biliary decompres-

sion was not achieved; these patients were deemed ineligible for

chemotherapy and received palliative care. Therapeutic outcomes for

the 11 patients who underwent chemotherapy were that none had CR,

one patient had PR, 2 patients had SD, and that 8 patients had PD. The

MST for patients in whom biliary decompression was achieved was

224 days versus 147 days for patients in whom biliary decompression

was not achieved.

Conclusions: Aggressive biliary decompression and effective HAIC

or systemic chemotherapy should improve the prognosis for patients

with highly advanced hepatocellular carcinoma and obstructive

jaundice.

PP20-024
Favorable clinical factors of sorafenib response in patients in advanced

hepatocellular carcinoma whom TACE was unsuitable

Sung Bum Cho1, Chung-Hwan Jeon2, Ki-Hoon Lee3, Sun-Young Park4,

Chang-Hwan Park5, Young-Eun Joo6, Hyun-Soo Kim7, Jong-Sun Rew8,

Sung-Kyu Choi9

1Chonnam National University Medical School

Background: Sorafenib provides a survival benefit for patients with

advanced hepatocellular carcinoma (HCC). However, there has been

little clinical experience of sorafenib in Korea. This study evaluated

efficacy, safety and favorable clinical factors after using sorafenib in

advanced HCC.

Methods: Clinical data for seventy one patients who hadbeen treated with

sorafenib for advanced HCC were retrospectively reviewed from 3 years.

Results: Median age was 58 years, and 86% of patients were man. The

causes of underlying liver disease were HBV infection (71%), alcoholics

(18%), HCV infection (8%), others (3%). The patients with child A were

86%, child B were 14%. The clinical characteristics of two groups was

no significant difference. The median duration of using sorafenib was 83

days (range, 3–623 day). Among 71 patients, 2 achieved partial response

and 27 achieved stable disease, making the disease control rate 41%.

The objective adverse events related to sorafenib were hand foot skin

reaction (23%), mild alopecia (12%), stomatitis (10%), skin rash (7%).

The patients frequently complained to general weakness (66%), anorexia

(41%), diarrhea (25%), nausea (16%). The favorable clinical factors

affecting to disease control were old age ([60), early T stage (I and II),

hand foot skin reaction and unfavorable clinical factors were massive

tumor volume ([1/2 of liver), main portal vein thrombosis, initial high

aminotransferase level ([150 IU/mL) (p\0.05).

Conclusions: Careful choice of sorafenib should be need that

avoiding to poor sorafenib response in patient with high risk.

PP20-025
Interferon Gamma Correlates with Clinical Outcome in Patients

with Hepatocellular Carcinoma

I-Cheng Lee, Yi-Hsiang Huang, Gar-Yang Chau, Teh-Ia Huo, Chien-Wei

Su, Jaw-Ching Wu, Han-Chieh Lin Shou-Dong Lee

Taipei Veterans General Hospital

Background: Immune regulators may have some role in the prog-

nosis of hepatocellular carcinoma (HCC). The aim of this study was

to evaluate the correlation between immune regulators and clinical

outcome in patients with HCC.

Methods: Sixty-three HCC patients were prospectively enrolled.

Serum levels of interleukin-10 (IL-10), transforming growth factor-

beta (TGF-]), interferon-gamma (IFN-c) and interferon gamma-

induced protein 10 (IP-10) were measured, as well as prevalence of

regulatory T cells (Treg), natural killer (NK) cells, invariant natural

killer T cell (iNKT), and programmed cell death-1 (PD-1) expression

in peripheral blood lymphocytes. Correlation between these immune

regulators and clinical outcome were analyzed.

Results: Baseline serum levels of IL-10, TGF-], IP-10 and frequency

of Treg, NK cells, iNKT and PD-1 expression in the peripheral blood

lymphocytes were not associated with BCLC stage or tumor size. A

low serum IFN-c level (\50 pg/ml) was significantly associated tumor

stage (BCLC stage B: 61.25% vs stage A: 25%, p=0.010) and tumor

size ([5 cm: 53.8% vs \5cm: 25%, p=0.047). Recurrence-free sur-

vival (RFS) was evaluated in 48 patients receiving curative treatment

of HCC. By multivariate analysis, BCLC stage B (hazard ratio

(HR)=19.646, p=0.001), tumor size (HR=8.303, p=0.019), AST

(HR=3.188, p=0.029) and IFN-c (HR=0.257, p=0.034) levels were

independent factors associated with RFS.

Conclusions: In HCC patients, serum IFN-c level had an inverse

correlation with tumor stage and tumor size. Lower IFN-c level

predicts tumor recurrence after curative treatment. IFN-c may play an

important role in suppressing tumor growth and may be a potential

immunotherapeutic target for HCC.

PP20-026
Assessment of the 7th AJCC staging system in prognostic stratification

of resected hepatocellular carcinoma

Regina Lo, Irene OL Ng, Ronnie TP Poon

Li Ka Shing Faculty of Medicine, The University of Hong Kong

Background: The American Joint Committee on Cancer (AJCC)

staging system is recognized as superior in discriminating the survival

of hepatocellular carcinoma (HCC) patients after surgical resection.

Methods: In this study, clinicopathological parameters and survival

data of 789 HCC patients were reviewed and analyzed with respect to

the latest 7th edition.

Results: In our cohort, 36.7, 28.1, 33.6, and 1.7% was defined as

stage I, stage II, stage III, and stage IV, respectively. Using Cox’s

regression analysis, advanced tumor stages, venous invasion,

microsatellite formation and liver cirrhosis were found to be

independent unfavorable prognostic factors for overall survival

(OS); while microsatellite formation, number of tumor nodules and

liver cirrhosis were independent prognosticators for tumor recur-

rence. The 7th (and 6th) edition is a better indicator of survival for

early-stage disease as compared to the 5th, which is a better indi-

cator for advanced disease. The disease-free survival (DFS)

between stages I and II, as well as the OS between stages I and II

and between stages II and IIIA, was statistically significant. The

DFS or OS correlation between stage II and stage IIIA was still

significant if the tumor size is redefined as 7 cm while keeping

other criteria unchanged; only the correlation with OS remained for

a cut-off value at 8 cm. No correlation (OS or DFS) was identified

with a cut-off point at 10 cm.

Conclusions: In conclusion, the AJCC 7th edition is generally sat-

isfactory in prognostic stratification for HCC. The predictive power

could possibly be enhanced with incorporation of new clinicopatho-

logical and molecular parameters.

PP20-027
No association for Chinese hepatocellular carcinoma susceptibility SNP

in Japanese and Korean populations

Hiromi Sawai1, Nao Nishida2, Koichi Matsuda3, Kwang-Hyub Han4, Sang

Hoon Ahn5, Kentaro Matsuura6, Yusuke Nakamura7, Yasuhito Tanaka8,

Masashi Mizokami9, Katsushi Tokunaga10

1The University of Tokyo; 2National Center for Global Health
and Medicine, 3Institute of Medical Science, 4Yonsei University
College of Medicine, 5Yonsei University College of Medicine,
6Nagoya City University Graduate School of Medical Sciences,
7Institute of Medical Science, the University of Tokyo, 8Nagoya City
University Graduate School of Medical Sciences, 9National Center
for Global Health and Medicine, 10The University of Tokyo

Background: A recent genome-wide association study (GWAS)

using chronic HBV (hepatitis B virus) carriers with and without
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hepatocellular carcinoma (HCC) in five independent Chinese popu-

lations found that one SNP (rs17401966) in KIF1B was associated

with susceptibility to HCC. In the present study, we performed rep-

lication studies using Japanese and Korean cases and controls in order

to evaluate the reported association with HBV-derived HCC in other

East Asian populations.

Methods: We examined two independent Japanese case-control

samples; 179 HBV-derived HCC cases and 769 chronic hepatitis B

(CHB) controls from Biobank Japan (replication 1), and 142 HCC

cases and 251 CHB and asymptomatic carrier (ASC) controls from

various hospitals (replication 2). We further examined Korean case-

control samples comprising 164 HCC cases and 144 CHB controls

(replication 3).

Results: We did not detect any associations between rs17401966 and

HCC in the Japanese cohorts (replication 1: OR = 1.09, 95% CI =

0.82–1.43; replication 2: OR = 0.79, 95% CI = 0.54–1.15) or in the

Korean cohort (replication 3: OR = 0.95, 95% CI = 0.66–1.36).

Conclusions: None of the replication cohorts showed associations

between rs17401966 and HBV-derived HCC. This may be due to

differences in the genetic diversity among the Japanese, Korean and

Chinese populations. Another possibility is heterogeneity in genetic

backgrounds among the five Chinese populations. A much wider

range of investigations is needed in order to elucidate the differences

in HCC susceptibility among these Asian populations.

PP20-028
Recent trend of clinical features in Patients with hepatocellular carcinoma

Yuko Nagaoki, Hideyuki Hyogo, Hiroshi Aikata, Kazuaki Chayama

Graduate School of Biomedical Science, Hiroshima University

Background: In this study, we evaluated the clinical characteristics

of HCC because the etiology of HCC has been changing recently.

Methods: Consecutive 1374 HCC patients at our institution from

1995 to 2009 were enrolled and clinical characteristics were

investigated.

Results: Seventeen percent and 67% of HCC were related to hepatitis

B virus (HBV-HCC) and hepatitis C virus (HCV-HCC), respectively.

Fifteen percent of that was negative for hepatitis B surface antigen

(HBsAg) and antibody to hepatitis C virus (HCVAb) (NBNC-HCC).

HCV-HCC tended to decrease and NBNC-HCC tended to increase in

recent years. Patients with NBNC-HCC and HCV-HCC were signif-

icantly older than those with HBV-HCC. The complication rates of

diabetes mellitus (DM), heavy alcohol consumption, hypertension,

and hyperlipidemia in NBNC-HCC were significantly higher than

those in other groups. Furthermore, the platelet counts and body mass

index in NBNC-HCC were significantly higher than those of other

groups. Among 209 NBNC-HCC patients, 58 patients underwent

hepatic resection in which 29%, 36%, and 35% of those were based

on NASH, heavy alcohol consumption, and unknown etiology,

respectively. DM was prevalent especially in nonalcoholic steato-

hepatitis (NASH) and heavy alcohol consumption. Cirrhosis was

detected in 65%, 81%, and 15% in NASH-HCC, heavy alcohol

consumption -HCC, and unknown etiology, respectively.

Conclusions: NBNC-HCC has gradually been increasing in recent

years. The present study elucidated that the presence of NASH, metabolic

syndrome were important risk factors for NBNC-HCC and suggests that

these patients should receive surveillance for HCC development.

PP20-029
The characteristics of background of HCC in patients first diagnosed

at over 80 years old

Masashi Otani, Hiroshi Yatsuhashi, Yasuhide Motoyoshi, Satoru

Hashimoto, Sung Kwan Bae, Akira Saeki, Shinya Nagaoka, Seigo Abiru,

Atsumasa Komori, Hiromi Ishibashi

Nagasaki Medical Center

Background: Recently, hepatocellular carcinoma (HCC) has been

increasing in elderly patients in japan. The aim of this study is to

clarify the characteristics of HCC first diagnosed at over 80 years

old.

Methods: A total of 823 patients diagnosed with HCC at our insti-

tution during 1999 to 2010 were divided into 2 groups as follows;

group A: 80 years or older;group B: less than 80 years. The Back-

ground of HCC were compared among 2 groups.

Results: The A and B groups were comprised of,71(41 men,30

women),and 752(516 men,236women) patients, respectively. The

number of patients with HBV, HCV, HBV+HCV, and nonBC-related

HCC were 168, 447, 17, and 119 in group A, and 5, 48, 0,and 18 in

group B, respectively. The rate of HBV-related HCC patients in the

group A was 7% (5/71), less than group B 22% (168/751);\
p=0.0025[. On other hand, the rate of nonBC-HCC patients in group

A was 25% (18/71), higher than group B 16% (119/751);\
p=0.0405[. In addition, cirrhosis (LC) in group A was 59% (42/71),

less than group B 73% (550/752);\p=0.0087[. In men observed, LC

in group A was 44% (18/41), less than group B 70% (360/516);\
p=0.0005[, whereas in women, there was no such difference. The

5-year survival rate in group A was 37%.

Conclusions: The rate of HBV-related HCC was less, and that of

nonBC was high in elderly HCC patients. Furthermore, the rate of

HCC occurred on a background of nonLC was higher in elder,

especially in men observed.

PP20-030
Alpha-fetoprotein (AFP) is a potential indicator of poor prognosis

and related to histological grade for non-B non-C related hepatocellular

carcinoma (HCC)

Yasuhide Motoyoshi, Hiroshi Yatsuhashi, Yoko Tamada, Satoru

Hashimoto, Sung-Kwan Bae, Akira Saeki, Shinya Nagaoka, Seigo Abiru,

Atsumasa Komori, Hiromi Ishibashi

National Hospital Organization Nagasaki Medical Center

Background: The aim of this study is to find a predictive tumor

marker for the prognosis, and to examine a relationship between the

tumor marker and histological malignant grade in patients with

NonB-NonC-related hepatocellular carcinoma (NBNC-HCC) in

comparison with HCV-related HCC (HCV-HCC).

Methods: We investigated 167 patients (136: HCV vs. 31: NBNC)

with HCC histologically diagnosed between 1999 and 2009 in

Nagasaki Medical Center. The TNM stage of HCC and Child–Pugh

stage belonged to I+II and A+B, respectively. We defined 20 ng/ml,

40 mAU/ml and 10% for AFP, DCP and AFP-L3 as cut-off values in

this study, and classified HCC histologically into well or non-well

differentiated HCC.

Results: Overall survival (OS) between negative/positive for each

tumor marker showed no significant difference for all markers in

HCV-HCC. However, AFP showed significant difference between

negative/positive in the OS in NBNC-HCC (5 years survival rate:

91.7%/55.6%, P\0.05). Disease-free survival (DFS) showed signifi-

cant difference between negative/positive for AFP both of in HCV-

HCC (3 years DFS rate: 42.6%/24.3%, P \ 0.05) and in NBNC-HCC

(3 years DFS rate: 62.1%/16.7%, P \ 0.05). The frequency of well

differentiated HCC was related to DCP negativity (DCP positive/

negative: 67.4%/32.0%, P \ 0.01) and AFP-L3 negativity (AFP-L3

positive/negative: 62.7%/29.4%, P \ 0.01) in HCV-HCC, and to AFP

negativity (AFP-L3 positive/negative: 44.0%/0.0%, P \ 0.01) in

NBNC-HCC.

Conclusions: AFP positivity in NBNC-HCC was revealed to be a

useful marker for the prediction of prognosis and the best indicator

for estimating histological malignant grade among three tumor

markers.
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PP20-031
Family history of liver cancer is not a risk factor for hepatocellular

carcinoma in chronic hepatitis B patients

Maria Thea Nido, Stephen Wong

University of Santo Tomas Hospital

Background: Previous studies show conflicting results on the sig-

nificance of a family history of hepatocellular carcinoma (HCC) in the

development of HCC in patients with Hepatitis B. The objective of

the study is to determine the association of family history of HCC and

the risk of HCC in patients with Hepatitis B, and to identify inde-

pendent predictors of HCC in these patients.

Methods: Consecutive patients from January 2005 to September

2010 with active/resolved Hepatitis B infection and HCC (n = 110)

were compared with 150 age and sex-matched Hepatitis B infected

controls. Family history of HCC and other cancers, and other co-

morbid factors that may contribute to HCC risk (e.g. alcohol intake,

diabetes, cirrhosis, etc.) were compared between the two groups.

T-Test and Chi-square, and Logistic Regression analysis were used

for univariate and multivariate analyses, respectively.

Results: In patients with HCC, 10.0% have a first-degree relative with

HCC as compared to 6.7% in the controls (p = 0.330) while the

prevalences were 11.8 versus 6.7% for cases and controls, respec-

tively (p = 0.148) if non-first degree relatives were included. On

multivariate analysis, age (OR = 1.03; 95% CI = 1.01-1.06), dia-

betes mellitus (OR = 2.33; 95% CI = 1.12–4.85), and cirrhosis

(OR = 2.77; 95% CI = 1.53–5.02) were the only independent pre-

dictors of HCC in patients with Hepatitis B.

Conclusions: Although numerically greater in patients with HCC, a

family history of HCC was not significantly associated to HCC

development in patients with Hepatitis B. Older age, diabetes melli-

tus, and presence of cirrhosis were independently associated with

HCC.

PP20-032
Late evening snack have an impact on patients undergoing treatment

for advanced hepatocellular carcinoma

Takahisa Sato1, Shinpei Sato2, Yusuke Kajiyama3, Toshihiro Kawai4,

Youko Yashima5, Takafumi Sugimoto6, Miho Kanda7, Shuntaro Obi8

Kyoundo Hospital

Background: To investigate the benefits of branched chain amino

acid (BCAA) preparation used as late evening snack (LES) in patients

with advanced liver cancer.

Methods: Among those who were admitted to the hospital for a

treatment of advanced liver cancer on October 2009 and afterward, all

of the 26 patients who gave an informed consent received nutrition

counseling and took one package of Aminoleban EN as LES. The

hematological examination, a questionnaire about subjective symp-

toms were conducted before and one, three, and six months after

administration. The laboratory data was examined in comparison with

the control group (historical control). The primary endpoint was

incidences of individual events affecting prognosis. The secondary

endpoints included subjective symptoms, QOL and blood biochemi-

cal examination.

Results: 26 patients (age 69.3 3´_w €€6.9; male/female = 20/6; Child

A/B/C = 11/15/0; stage 1/2/3/4a/4b = 0/3/6/15/2), the median survival

was 300 days, with 16 deaths which were all due to cancer. The

compliance was favorable. There was a significant difference in the

incidence of events at three months; 42.3% in the control group and

15.4% in the LES group (P = 0.034). At three months, the LES group

showed no significant difference while the control group demon-

strated a decrease in albumin (P .025). For subjective symptoms, the

trend toward improvement for leg clamps at one month was noted.

Conclusions: In the patients with advanced liver cancer, LES may be

associated with favorable compliance, inhibit an onset of liver-related

events, and improve liver reserve function and the symptoms of

hepatic failure.

PP20-033
Long-term outcome after endoscopic obturation using N-butyl-2-cyanoac-

rylate for gastric varices in patients with hepatocellular carcinoma

and portal vein tumor thrombosis

Jihyun An, Young-suk Lim, Ju hyun Shim, Danbi Lee, Kang Mo Kim

Department of Internal Medicine, Asan Medical Center, University
of Ulsan College of Medicine, Seoul, Republic of Korea

Background: Hepatocellular carcinoma (HCC) often causes portal

vein tumor thrombosis (PVTT) leading to abrupt increase of portal

venous pressure and life-threatening variceal bleeding. There have

been little data about the effect of endoscopic variceal obturation

(EVO) using N-butyl-2-cyanoacrylate for gastric varices (GV) in

patients with HCC accompanying PVTT.

Methods: Data of 38 consecutive HCC patients with PVTT who

underwent EVO for GV between 2003 and 2007 were retrospectively

analyzed.

Results: EVO was performed for the purpose of primary prevention

in 19 (50.0%) patients, secondary prevention in 9 (23.7%) patients,

and primary hemostasis in 10 (26.3%) patients. Most patients

(n = 33, 86.8%) died within 14 months (median, 3 months). The most

common cause of death was liver failure associated with HCC pro-

gression (n = 19, 57.5%). Five (13.2%) patients died of intractable

rebleeding. There was no procedure-related mortality. Overall, reb-

leeding occurred in 9 (23.7%) patients; from GV (n = 7), esophageal

varix (n = 1), ulcer (n = 1). Post-procedure major adverse events

occurred in 6 patients (15.8%); 3 hepatic encephalopathy, 2 liver

failure, 1 injection site ulcer bleeding.

Conclusions: EVO using cyanoacrylate is effective and safe for GV

in patients with HCC and PVTT. Because transjugular intrahepatic

porto-systemic shunt stent (TIPS) is not applicable in most of these

patients, EVO may be a viable option for the prevention and treatment

of GV bleeding in patients with HCC and PVTT.

PP20-034
Primary liver carcinosarcoma: a case report

Yang-Sheng Lin, Horng -Yuan Wang, Jiunn-Chang Lin, Ming-Jen Chen

Mackay Memorial Hospital

Background: Primary liver carcinosarcoma (PLC) is extremely rare

and it has been defined by Ishak et al as a malignant tumor containing

an intimate mixture of carcinomatous (either hepatocellular or cho-

langiocellular) and sarcomatous elements.

Methods: We present a 72-year-old man who complained of right hy-

pochondrial pain and poor appetite for a month. Contrast computed

tomographic scan revealed a 9 cm mass in segments V and VI of the liver

with heterogeneous enhancement during arterial phase and a delayed

wash-out pattern in latter phases. Surgical resection was performed under

a provisional diagnosis of atypical hepatocellular carcinoma.

Results: Histologically, the mass had mixed structures of a carcino-

matous component and a sarcomatous component. Immuno-

histochemically, carcinomatous cells were positive for HepPar-1

(hepatocyte), CK, and weakly positive for alpha-fetoprotein, but

negative for vimentin. There were nests of undifferentiated epithelial

cells with neuroendocrine differentiation found in the carcinomatous

component, which were immunopositive for chromogranin A and

synaptophysin. Sarcomatous cells were positive for vimentin, but

negative for HepPar-1 (hepatocyte), CK and alpha-fetoprotein. These

findings led to a diagnosis of PLC with focal neuroendocrine

differentiation.

Conclusions: There are approximately 27 documented cases reported

to date. The median age of the patients was 62 years (40–84 years),

with Asian ethnic (Japanese, Chinese and Korean) and male
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predominance. The prognosis for PLC is poor, and most patients died

within a year, except for a few cases in which curative and radical

operation for the tumor was performed as an initial treatment.

PP20-035
Life Expectancy of HCC Patients Living in the Middle Black Sea Region

of Turkey and Their Retrospective Evaluation

Ozgur Ecemis1, Tulay Bakir2, Ahmet Bektas3, Bunyamin Sahin4,

Ibrahim Goren5, Rahmi Aslan6, Fikret Goren7, Muge Ustaoglu8

1 Ondokuz Mayis Univercity; 2 Ondokuz Mayis Univercity; 3Ondokuz
Mayis Univercity; 4 Ondokuz Mayis Univercity; 5 Ondokuz Mayis
Univercity; 6 Ondokuz Mayis Univercity; 7 Ondokuz Mayis
Univercity; 8 Trabzon Numune Egitim and Arastirma Hospital

Background: Hepatocellular carcinoma (HCC) is responsible for

85-90 % of primary malignant tumors of liver. We aimed to examine

the patients with HCC according to the demographic, clinical and

biochemical characteristics and to determine the factors affecting life

span.

Methods: 114 HCC patients were retrospectively evaluated between

2005 and 2010 in Ondokuz Mayis Univercity, Gastroenterology

Discipline. Liver volume, total tumor volume, liver volume free of

tumor and the ratio of total tumor volume to liver volume on the CT

and MR images were calculated by Cavalieri method with the help of

Onis 2.2 free edition program.

Results: There were 84,2% male, 15,8 % female and the mean age

was 60.74 2.36 year. The most frequent etiology was hepatitis B virus

and the second most common cause was hepatitis C virus. The

average life expectancy was 12,05+-11,02 months. The strongest

relationship was determined between life span and BCLC

stage(r=0.67, p=0,000001), TNM stage (r=0,543, p=0,000001), Child-

Pugh classification (r=0,499, p=0,000001), total tumor volume

(r=0,366, p=0,003), tumor volume/volume of liver (r=0,376 p=0,003),

respectively. According to BCLC staging; patients 1.8 % were Stage

0, 21.2 % were Stage A, 36.3 % were Stage B, 29.2 % were Stage C

and 11.5 % were Stage D.

Conclusions: In our region; the most common etiology of HCC was

HBV.The factors which effecting on life expectancy of HCC patients

are BCLC stage, Child-Pugh classification, TNM stage, total tumor

volume total tumor volume/volume of liver respectively. Total tumor

volume may be useful prognostic parameter for HCC.

PP20-036
Introduction of Taiwan Liver Cancer Network

Shiu-Feng Huang1, Chi-Ling Chen2, Chau-Ting Yeh3, Tseng-Chang Yen4,

Pei-Jer Chen5, Yun-Fan Liaw6

1National Health Research Institutes; 2National Taiwan University;
3Chang Gung Memorial Hospital, Chang-Gung University; 4National
Chung-Hsing University; 5National Taiwan University; 6Chang Gung
Memorial Hospital, Chang-Gung University

Background: The establishment of tissue bank for translational

research became very important. Since hepatocellular carcinoma is

one of the leading cancers in Taiwan. Organization of an HCC

research network that can coordinate the major medical centers in

Taiwan to conduct a prospective study was proposed in 2005 by the

support from National Research Program for Genomic Medicine

(NRPGM).

Methods: The liver cancer research network includes five major

medical centers in northern, central, and southern parts of Taiwan

(National Taiwan University Hospital, Chang-Gung Memorial Hos-

pital-Linko, Veteran General Hospital-Taichung, Chang-Gung

Memorial Hospital-Kaohsiung, Veteran General Hospital-Ka-

ohsiung). All participating centers will follow the same standard

protocol to collect tumor tissues from patients with liver tumors, as

well as their clinical, pathological and epidemiological information.

A Working Committee composed of ten famous scientists in liver

research was organized to be in charge of this network.

Results: This network started to collect biosamples since October,

2005. By July 30, 2011, we have successfully collected 5,800 liver

cancer patients with tumor tissue or blood samples and sufficient

clinical and pathological information. Among them, 85% were HCC

patients. Since 2007, this network has started to accept applications

for biosamples and associated clinical data, from individual investi-

gators in Taiwan. So far, we already have 52 applications, and have

sent out more than 15,000 biosamples.

Conclusions: The success of Taiwan Liver Cancer Network will

become an important resource for the molecular biomarker research

for HCC research not just in Taiwan, but also for the world through

international collaborations.

PP20-037
Long-term outcome of elderly patients with hepatocellular carcinoma aged

75 years or older

Ando Eiji1, Masatoshi Tanaka2, Maisa Hori3, Kazunori Harada4,

Kei Kuraoka5, Shigeo Simose6, Miki Ono7, Michio Sata8

1Inoue Hospital; 2Kurume University Medical Center; 3Kurume
University Medical Center; 4Kurume University Medical Center;
5Kurume University Medical Center; 6Kurume University Medical
Center; 7Kurume University Medical Center; 8Kurume University
School of Medicine

Background: The aim of this study was to evaluate the long-term

outcome of elderly patients with hepatocellular carcinoma (HCC)

aged 75 years or older.

Methods: The study included 422 patients with HCC. The patients

were divided into two groups according to the age: 75 years or older

(n = 140) and 74 years or younger (n = 282). Outcomes were

compared between two groups.

Results: Elderly patients had higher frequency of HCV-and HBV-

unrelated liver disease than younger patients. Elderly patients had

better hepatic reserve capacity than younger patients. Tumor char-

acteristics were almost comparable between two groups. The number

of patients treated with supportive care alone was significantly higher

in the elderly patients (33 patients; 24%) than in the younger patients

(30 patients; 11%) (p = 0.001). The overall survival rates at 1-, 3-,

and 5-year of the elderly patients (81, 54, and 37%, respectively) were

tended to be worse than those of younger patients (85, 62, and 47%,

respectively, p = 0.050). However, excluding 63 patients treated with

supportive care alone, the overall survival in the elderly patients were

comparable to younger patients (p = 0.785). Multivariate analysis

identified age, total bilirubin levels, serum levels of AFP and DCP,

tumor number, vascular invasion, extra-hepatic metastasis, Milan

criteria for HCC, and treatment as independent and significant factors

of overall survival.

Conclusions: Advanced age was one of the adverse prognostic fac-

tors of patients with HCC because of the lower frequency of

locoregional or surgical treatments. However, efficacy of treatments

in the elderly patients was similar to younger patients.

PP20-038
Extracts of Five Medicinal Herbs Induced Cytotoxicity in Both Hepatoma

and Myeloma Cell Lines

Hanaa i. HasSanEin1, Eman G. El-Ahwany2, Faten M. Salah3, Olfat A.

Hammam4, LaIla Refai5, Manal Hamed6

Theodor Bilharz Research Institute

Background: The aim of this study is to assess the effect of the crude

methanol extracts of five herbs (Pelargonium zonale, Terminalia

bellerica, Philodendron selloum, Ulmus pumila and Ulmus parvifolia)

on human hepatoma and murine myeloma cell lines.

234 Hepatol Int (2012) 6:67–309

123



Methods: Assessment included in vitro neutral red cytotoxicity assay

and cytopathological diagnosis.

Results: IC50 values obtained in both cell lines using neutral red

assay showed that the Ulmus pumila was the most effective in

inducing cytotoxicity in Myeloma cell line, IC50 (14.27±0.13lg/ml)

and the plant extracts of both Terminalia bellerica and Philodendron

selloum, were the most effective in inducing cytotoxicity in HepG2,

IC50 (16.25±0.20 lg/ml, 17.51±0.70 lg/ml respectively). Also, the

result showed that there was no significant difference in the IC50

between the different plants extract in Myeloma cell line. However, in

hepatoma cell line, the IC50 of both Terminalia bellerica.and Philo-

dendron selloum were significantly lower (p\0.01) than the IC50 of

Ulmus pumila, Ulmus parvifolia and Pelorgonium zonale. The results

indicated that the in vitro NR assay of cytotoxic activities induced by

plant methanol extracts were supported by the cytopathological

changes on the same population of cells.

Conclusions: The present results showed that Terminalia bellerica

and Philodendron selloum methnol extracts induced cytotoxicity on

HepG2 cells, while Ulmus pumila showed the highest cytotoxic effect

on myeloma cell line, but not significant from the other plant extracts.

The identification of the effect of individual constituents of each plant

methanol extract recommended. In vivo study on experimental level

is needed to verify the mechanism of action.

PP20-039
The CX3CL1 produced from HBV-replicated human hepatoma cells could

affect the migration activity of lymphoid cells

Yasuteru Kondo, Osamu Kimura, Eiji Kakazu, Masashi Ninomiya,

Yoshiyuki Ueno, Tooru Shimosegawa

Tohoku University Hospital

Background: We previously reported that soluble stress-related

protein could affect the function of regulatory T cells (Tregs)

(JID2010). The aim of this study is to analyze the chemokines and

stress-related proteins derived from HBV (genotype A, B and C) -

infected hepatoma cells.

Methods: Plasmid Construction: At least 5 clones of each fragment

were sequenced and consensus sequence was identified and used as

template for 1.24-fold the HBV genome of different genotypes (2

strains each for A, B and C). Cells: Huh7 and HepG2 cells were used

for the experiment of transfection. cDNA array: cDNA array for

84-chemokine-related genes were carried out. Migration Assay: var-

ious kinds of human primary lymphocyte were negatively isolated by

MACS beads and used for the migration assay.

Results: CCBP2, IL18, CMTM3, CMTM4, CX3CL1, CXCL12,

TYMP, GPR81, LTB4R, SDF2 and VHL were well expressed

(threshold cycle value range\28) in HBV- replicated-Huh7 cells and

significantly up-regulated in comparison to mock transfected Huh7

cells (p\0.01). Among these chemokines-related genes, the expres-

sion level of CX3CL1 mRNA was significantly different among

genotype A, B and C (relative expression: 1.41, 2.04 and 3.31)

(p\0.05). Serum amounts of sHSP60 were significantly different

among genotype A, B and C (p\0.05). The migration activity of

lymphoid cells and suppression activity of Tregs were significantly

different among genotype A, B and C (p\0.05).

Conclusions: The differential expression levels of CX3CL1 and

sHSP60 might be involved in the progression of liver fibrosis and

hepatocellular carcinoma by affecting immune cells.

PP20-040
Prognosis of hepatocellular carcinoma in hemodialysis patients

Takamasa Ohki, Yu Ishimoto, Lisa Uchida, Nagaaki Kotera, Shinji

Tanaka, Tokuichiro Sugimoto, Naobumi Mise, Nobuo Toda, Kazumi

Tagawa

Mitsui Memorial Hospital

Background: The optimal management strategy for hemodialysis

patients with hepatocellular carcinoma (HCC) has not been estab-

lished. The aim of this study is to elucidate applicable treatment

methods and prognostic factors in hemodialysis patients with HCC.

Methods: This retrospective observational study comprised 26 con-

secutive hemodialysis patients with naı̈ve HCC detected in our

hospital between 1994 and 2009. Recurrent HCC and HCC diagnosed

before dialysis initiation were excluded. We investigated the overall

survival rate, causes of deaths, and possible prognostic factors.

Results: The study cohort comprised 25 male and 1 female, aged

63±6 years, who were on chronic hemodialysis for 9.2 ± 8.6 years

with follow-up period of 2.2±2.0 years. The causes of chronic liver

diseases were HCV infection in 22 (84.6%), heavy alcoholic con-

sumption in 2, and unknown in 2 patients. Among these patients, 17

were treated with transcatheter arterial chemoembolization (TACE), 6

with radiofrequency ablation (RFA), and 2 with percutaneous ethanol

injection therapy (PEIT) as an initial treatment for HCC. The rest 1

patient received supportive therapy due to severe progression of HCC.

The median survival time after HCC treatment was 2.2 years and the

3-year survival rate was 37%, lower than 55% in overall Japanese

HCC patients. During the follow-up period, a total of 20 patients

(77%) died. Thirteen deaths were attributed to HCC progression, 2 to

liver failure, and 5 to others. TACE was adopted for 8 patients who

met the indications for RFA, due to possible risk of hemorrhagic

complications. The 3-year survival in patients treated with RFA was

higher than those with TACE (62.5% and 26.9%, respectively),

although the difference did not reach a statistical significance (P =

0.13).

Conclusions: HCC progression was the predominant cause of death

even in hemodialysis patients. The same strategy for HCC treatment

should be considered both in dialysis and non-dialysis patients.

PP20-041
HDAC inhibitors up-regulate expression of major histocompatibility

complex class I-related chain A on hepatocellular carcinoma cells

and enhance their susceptibility to cytokine-induced killer cell lysis

Su Jong Yu1, Jung-Hwan Yoon2, Jeong-Hoon Lee3, Eun Sun Jang4, Min-

Sun Kwak5, Eun Ju Cho6, Yoon Jun Kim7, Hyo-Suk Lee8, Chung Yong

Kim9

1Seoul National University Hospital; 2Seoul National University
Hospital; 3Seoul National University Hospital; 4Seoul National
University Hospital; 5Seoul National University Hospital; 6Seoul
National University Hospital; 7Seoul National University Hospital;
8Seoul National University Hospital; 9Seoul National University
Hospital

Background: Cytokine-induced killer (CIK) cells are ex vivo expanded

T cells with natural killer (NK) cell phenotypes and functions. The

strength of an anti-tumor immune response of NK cells depend on the

expression of NK cell surface activating receptor, NKG2D and its

ligand, major histocompatibility complex I-related chain A (MICA) on

tumor cells. Recently, it has been reported that histone deacetylase

(HDAC) inhibitor may up-regulate the expression of MICA, thereby

rendering them more sensitive to NK cell mediated killing. In this study,

we examined if HDAC inhibitors may augment anti-tumor response of

CIK cells against hepatocellular carcinoma (HCC) cells.

Methods: CIK cells were used as effector cells, which were procured

and expanded ex vivo from an HCC patient. SNU-761 cells were used

as target cells. HDAC activity was inhibited by sodium butyrate,

sodium valproate, or vorinostat. The susceptibility of target cells to

CIK cells was evaluated by CIK lytic activity. Cell surface expression

of MICA was detected by flow cytometry.

Results: CIK cells showed lytic activity against HCC cells. HDAC

inhibitors increased CIK lytic activity significantly in HCC cells

compared to control group. FACS analysis revealed that HDAC

inhibitors up-regulated expression of MICA on HCC cells.
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Conclusions: This study demonstrates that HCC cells can be killed by

CIK cells and this killing effect is significantly enhanced by HDAC

inhibitor pre-treatment through the induction of MICA expression on

HCC cells. Therefore, HDAC inhibitors may therapeutically be useful in

HCC patients via augmenting immune responses targeting HCC cells.

PP20-042
Primary hepatic carcinoma after operation with transcatheter hepatic

artery chemotherapy embolization (TACE) and pulmonary metastasis

Zhi Hao Wang, Ying Kai Wang, Xiu Xian Zang

the Bethune First Hospital, Jilin University Changchun 130021,
China

Background: To explore the situation of developing pulmonary

metastasis of primary hepatic carcinoma after TACE.

Methods: Fifty primary hepatic carcinoma patients (from 2006 to

2008 of our hospital)after TACE were analyzed retrospectively and

30 cases were found to have pulmonary metastasis after TACE. The

age, metastasis time, survival time, imaging changes and psycho-

logical factor of the patients were analyzed. We divided patients into

Group A (from 30 to 45 years old), Group B (from 46 to 60 years old)

and Group C(from 61 to 70 years old),the patients were 12,21and 17

people respectively. Transfer number and time of three groups were

9A14A7 people respectively and 3 to 6 monthsA4 to 12 months and 9

to 36 months. Survival time of Group A was short. There were 14

Nodular type, 6 Miliary type, 7 Mixed type in Pulmonary CT (about

imaging changes) and 3 people were found pleural effusion and rib

metastasis.

Results: The rate of patients who developed pulmonary metastasis

after TACE was 60. 0% and most of them were young patients. The

patients who knew the facts had serious mental depression.

Conclusions: The young patients were prone to develop pulmonary

metastasis. The serious depression was the important factor promot-

ing the death. Most causes of death were hepatic and pulmonary

failure.

PP20-043
Pulmonary embolism in HCC patients: an analysis of 12 clinical cases

Wei-Chen Lin, Shee-Chan Lin, Horng-Yuan Wang, Shou-Chuan Shih

Mackay Memorial Hospital, Taipei

Background: Pulmonary embolism is a rare complication of HCC.

The incidence and significance of portal vein thrombosis has been

studied in patients with HCC, but little is known about the incidence

of pulmonary embolism in patients with HCC. The aim of this study

was to determine risk factors of pulmonary embolism in patients with

HCC.

Methods: Clinical cases were retrospectively collected at Mackay

Memorial Hospital between December 1991 and August 2010. We

collected the age, gender, tumor type, intervention treatment and life

span after diagnosed pulmonary embolism to analyze the risk factors

of pulmonary embolism in patients with HCC.

Results: A total of 12 patients (5 female, 7 male), with a mean age of

73.2 years (range 58–90 year) was found in our hospital in 20 yours.

10 patients were related to tumor embolism and 2 patients were

related to post-TAE lipiodol embolism. 33% (4/12) patients had dif-

fuse hepatoma, 50% (6/12) patients had tumor size larger than 3 cm,

50% (6/12) patients had thrombus in portal vein or inferior vena cava

before pulmonary embolism occurred. The average life span from

pulmonary embolism to death was 2.5 months. The risk factors of

tumor embolism were related to diffuse HCC type or thrombus in IVC

or portal vein.

Conclusions: When hepatoma patients with diffuse HCC, tumor size

larger than 3 cm and prior IVC or portal vein thrombosis present with

acute respiratory failure or distress, shock status, we should take the

pulmonary embolism into consideration.

PP20-044
The role of extrahepatic feeding arteries in patients exhibiting extrahep-

atically growing hepatocellular carcinoma growth with infiltration

into other organs

Masami Miyagawa1, Yasuko Miyanaga2, Yoji Yasuda3, Kazushige Ueda4,

Yoshito Itoh5

1Kameoka Municipal Hospital; 2Kameoka Municipal Hospital;
3Kameoka Municipal Hospital; 4Kameoka Municipal Hospital;
5Kyoto Prefectural University of Medicine

Background: Extrahepatically growing hepatocellular carcinoma

(EG-HCC) is defined as a rare type of hepatocellular carcinoma

(HCC) that is localized to the marginal regions of the liver and grows

extensively into the peritoneal space. EG-HCC rarely infiltrates sur-

rounding organs directly. HCCs primarily utilize feeding vessels that

originate from the hepatic artery; however, EG-HCCs are often

nourished by extrahepatic arteries that maintain other organs. We

investigated the features exhibited by EG-HCC infiltrations and the

relationships between the infiltrations and extrahepatic feeding

arteries.

Methods: We identified 157 EG-HCC cases using a database in Japan

from 1984 to 2010, and classified cases into two groups; infiltrated or

non-infiltrated. We compared tumor features and backgrounds

between the groups. The feeding vessels were described in 58 cases.

In these cases, we determined the correlations between invasion,

tumor size and the involvement of extrahepatic artery.

Results: The average tumor size in the infiltrated group was larger

than that in the non-infiltrated group (mean: 12.0 cm vs 8.3 cm;

p = 0.008). There were no differences in age, sex, histological dif-

ferentiation and location of tumor, rate of chronic hepatitis or liver

cirrhosis, or rate of hepatitis virus infection between the two groups.

The size of EG-HCCs with extrahepatic arteries was larger compared

with EG-HCCs without extrahepatic arteries (mean: 13.1 cm vs 8.1

cm; p = 0.0009). In the infiltrated group, the tumor size was larger

and the percentage of tumor with extrahepatic arteries was increased.

Conclusions: Because of its localization, EG-HCC exhibits an

advantage in terms of the development of extrahepatic feeding

arteries; there are no hurdles to arrest growth into the surrounding

peritoneal space. Thus, as a well-nourished EG-HCC with extrahe-

patic artery increases in size, infiltration into other organs along the

arteries occurs. Our results indicate that EG-HCC in combination with

extrahepatic arteries exhibits a significant risk of infiltration into

surrounding organs.

PP20-045
Study on ginsenosides induced differentiation of human hepatocellular

carcinoma cells

Zhi Hao Wang, Ying Kai Wang, Yang Wu

The Bethune First Hospital, Jilin University, Changchun 130021,
China

Background: To study the effect of ginsenosides on the morphologic

changes and the expression of telomerase activity of human hepato-

cellular carcinoma (HCC) cells SMMC – 7721.

Methods: The hepatocellular carcinoma cells were divided into two

groups. Group A : SMMC – 7721 were made 19105/ml single cell

suspension adding ginsenosides 0.5mg/ml .Group B: without medi-

cine. After 5ds we observed morphologic changes with HE method

and electron microscope, we drew cell growth curve and determinated

the rate of cell colony formation. TRAP(Telomere repeat amplifica-

tion protocol-silver-staining assay) was used to made telomerase

activity.

Results: Compared with group B, the cells in group A: the nuclear

were small and deep dyeing, cytoplasm were rough with HE method

.Under electron microscope, nuclear were condensation, mitochondria

were vacuolar degeneration and microvillus were reduction.
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Compared with the cells survival rate of group B(100%), the rate of

group A was about 78.25%.The rate of cell colony formation of group

A was 80.16%. In TRAP test, the bar of 6bp was found in group A,

the result was positive. It means that the ginsenosides didnt effect the

telomerase activity.

Conclusions: Ginsenosides cant inhibit telomerase activity, but can

suppress HCC cells proliferation by induing differentiation.

PP20-046
Ascites in patients with hepatocellular carcinoma: prevalence, associated

factors, prognostic impact and staging strategy

Chia-Yang Hsu1, Chien-Wei Su2, Han-Chieh Lin3, Fa-Yauh Lee4,

Teh-Ia Huo5

1National Yang-Ming University Hospital; 2Taipei Veterans General
Hospital; 3Taipei Veterans General Hospital; 4Taipei Veterans
General Hospital; 5National Yang-Ming University

Background: Ascites may develop in patients with hepatocellular

carcinoma (HCC) and coexisting liver cirrhosis. Few studies specif-

ically evaluated the role of ascites in HCC. This study investigated its

prevalence, associated factors, prognostic impact and staging strategy

in a large HCC patient cohort.

Methods: A total of 2,203 HCC patients were analyzed. The grading

of ascites was according to the European Association for the Study of

Liver. The prognostic ability of the Cancer of the liver Italian Pro-

gram (CLIP), Barcelona Clinic Liver Cancer, Japan Integrated

Scoring and Taipei Integrated Scoring system in HCC patients with

ascites was compared by using the Akaike information criterion

(AIC).

Results: Ascites was present in 498 (23%) patients at diagnosis.

Thirteen, 5 and 5 percent of patients had grade 1, 2 and 3 ascites,

respectively. The severity of ascites significantly correlated with

hyperbilirubinemia, hypoalbuminemia, hyponatremia, prothrombin

time prolongation and renal insufficiency (all p \ 0.001). Larger

tumor burden and more frequent vascular invasion were often

observed in patients with more severe ascites (both p \ 0.001). In the

Cox proportional hazard model, ascites was identified as an inde-

pendent prognostic predictor with 80–94% increased risk of mortality

(p \ 0.001). Among HCC patients with ascites, the CLIP system had

the lowest AIC value.

Conclusions: Ascites is often seen in HCC patients, and is associated

with both tumoral and cirrhosis factors and decreased long-term

survival. The CLIP staging system is a more feasible prognostic

model for HCC patients with ascites. The optimal treatment strategy

for these patients remains to be investigated.

PP20-047
Renal insufficiency as a prognostic determinant for hepatocellular carci-

noma: a propensity score analysis

Yun-Hsuan Lee1, Chia-Yang Hsu2, Cheng-Yuan Hsia3, Han-Chieh Lin4,

Teh-Ia Huo5, Shou-Dong Lee6

1Taipei Veterans General Hospital; 2Taipei Veterans General
Hospital; 3Taipei Veterans General Hospital; 4Taipei Veterans
General Hospital; 5Taipei Veterans General Hospital; 6Taipei
Veterans General Hospital

Background: Renal insufficiency (RI) may coexist in patients with

hepatocellular carcinoma. This study analyzed the prognostic impact

of RI on patients with HCC and determined the optimal staging

strategy for these patients.

Methods: RI was defined as estimated glomerular filtration rate \60

mL/min/1.73 m2. A total of 502 and 1701 HCC patients with and

without RI, respectively, were enrolled. One-to-one matched patient

cohorts according to treatments were built by using the propensity

model. The prognostic ability of the Cancer of the Liver Italian

Program, Barcelona Clinic Liver Cancer, Japan Integrated and Taipei

Integrated Scoring (TIS) systems in HCC patients with RI was

compared by using the Akaike information criterion (AIC).

Results: For patients undergoing percutaneous ablation and transarterial

chemoembolization (TACE), RI was significantly associated decreased

long-term survival (p = 0.001 and 0.004, respectively). In patients

receiving resection and other treatments, there were no significant survival

differences between patients with and without RI. With similar demo-

graphics generated in the propensity model, significantly decreased

survival was found in patients with RI in the TACE group (p = 0.018), but

not in the resection, percutaneous ablation and other treatment groups.

Among HCC patients with RI, the TIS system had the lowest AIC value.

Conclusions: RI is often present in patients with HCC and predicts a

poor outcome in patients undergoing TACE. The survival of HCC

patients receiving resection, percutaneous ablation and other treat-

ments is not affected by RI. The TIS staging system is a more feasible

prognostic model for HCC patients with RI.

PP21-001
Cyberknife stereotactic body radiation therapy for unresectable hepato-

cellular carcinoma and advanced hepatocellular carcinoma with portal

vein tumor thrombosis

Hyunjeong Jang, Eunyoung Yun, Hongjun Kim, Changyoon Ha, Hyunju

Min, Taehyo Kim, Hyunjin Kim, Woontae Jung, Okjae Lee, Kimoon Kang

School of Medicine, Gyeongsang National University

Background: Stereotactic body radiation therapy (SBRT) has

emerged as a treatment option for local tumor control of hepatocel-

lular carcinoma (HCC). We report on our updated experience with

SBRT in patients with unresectable HCC, and for advanced HCC with

portal vein tumor thrombosis (PVTT).

Methods: From February 2010 to October 2011, total 17 patients

were treated with SBRT for unresectable HCC (n = 11) and

advanced HCC with PVTT (n = 6) in Gyeongsang national univer-

sity hospital. The mean age of the patients was 54.2 + 1.5 years, and

male to female ratio was 4.7:1. All patients of advanced HCC with

PVTT were received further loco-regional treatments including

transarterial chemo-embolization (TACE) to control the advanced

hepatoma lesions. Treatment response was assessed every three

months after cyberknife SBRT.

Results: A complete response (CR) was achieved in 5 cases (4 HCC

and 1 PVTT, respectively), a partial response (PR) in 9 cases, stable

disease was noted in 3 cases, and disease progression was not noted.

The response rate (CR+PR) was 83%. Complication was observed in

only one patient (Duodenal ulcer bleeding).

Conclusions: These results suggest that cyberknife SBRT could be

considered as an effective and safe treatment modality with unre-

sectable HCC and advanced HCC with PVTT.

PP21-002
Partial splenic embolization (PSE) for patients of hepatocellular carci-

noma (HCC) with portal hypertension (splenectomy vs. PSE)

Nobuhiko Taniai, Hiroshi Yoshida, Yasuhiro Mamada, Masato Yoshioka,

Youichi Kawano, Yoshiaki Mizuguchi, Tetsuya Shimizu, Junji Ueda,

Hidetoshi Takada, Eiji Uchida

Nippon Medical School

Background: Partial splenic artery embolization (PSE) has been

widely used for treatment of esophago gastric varices, pancytopenia,

and recovering hepatic functions in patients with portal hypertension.

We evaluated the effectiveness of PSE for treatment of hepatocellular

carcinoma (HCC).

Methods: The changes of a platelet count and liver function before

and after PSE, overall survival rates, and complications were com-

pared between groups of PSE and splenectomy.
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Results: A platelet counts before PSE or splenectomy were

4.8 9 104/mm3B4.9 9 104/mm3, respectively. Those counts on 2

postoperative weeks after PSE, splenectomy were 9.9 9 104/

mm3B19.4 9 104/mm3, respectively. And they were higher than

those before operations significantly. The dates of liver function

after PSE were lower than those before PSE, the dates after sple-

nectomy were higher than those before splenectomy. The values of

coagulation of two groups were getting higher than those before

operation. The overall 3-year survival rates of group PSE were

56.3% and those of patients with HCC in Child B classification in

our institution were 49.3%, respectively. No statistically significant

differences between two groups were found. There were no severe

complications at group of PSE, severe thrombocytopenia at group of

splenectomy highly.

Conclusions: Comparing with splenectomy, PSE is able to perform

easily, has no severe complications. So it is more effective treatment

for HCC of having a good prognosis with spreading the indication for

hepatectomy.

PP21-003
Clinical observation of model for end-stage liver disease to interventional

therapy in advanced hepatocellular carcinoma

Wei Jian, Li Chang-Qing

The Department of Interventional Radiology

Background: To compare the MELD model and the CTP score (CS)

and classification (CC) are significant predictors for survival in

patients with advanced hepatocellular carcinoma which washed

international therapy.

Methods: Collection of Beijing Ditan Hospital in October

2008–2010 hospitalized in October during the 100 patients with

hepatocellular carcinoma. All patients were CT enhancement,

tumor markers AFP examination confirmed to the diagnosis of liver

cancer, which wased BCLC stage (C and D of the period). All

patients were treated with transhepatic artery chemoembolization

of super selective therapy. Collection of medical records and fol-

low-up results, edit the database and do the appropriate statistical

analysis (receiver operating characteristic curve, ROC and area

under the curve, AUC). All interventional procedures were DSA

angiography, GE (Model INNOVA) manner. Intraoperative use of

iodine contrast agent is more than music, hepatic angiography

contrast agent flow 4 ml/min, volume 16 ml; superselective angi-

ography contrast agent by the micro-catheter flow of 1–2 ml/h, the

total amount of 3-6ml/h.

Results: The AUC values generated by the ROC curves for the

MELD were 0.88 in predicting 3-month, and 0.78 for 1-year survival,

respectively, whereas the AUC values for CTP score and CTP clas-

sification were 0.66, 0.68 in predicting 3-month, and 0.59, 0.57 for

1-year survival, respectively. The differences of AUCs between the

MELD and CTP score and classification were all significant in pre-

dicting above period survival (p \ 0.05).

Conclusions: MELD is a good prognosis indictor in patients with

advanced Hepatocellular Carcinoma after international therapy. The

ability of prognosis of MELD is superior to Child–Turcotte–Pugh

score and classification.

PP21-004
Our experience of portal vein embolization before major hepatectomy

for the liver with obstructive jaundice

Youichi Kawano, Nobuhiko Taniai, Masato Yoshioka, Akira Matsushita,

Yoshiaki Mizuguchi, Tetsuya Shimizu, Junji Ueda, Hiroshi Yoshida, Eiji

Uchida

Nippon Medical School

Background: In recent years, portal vein embolization (PVE) for

major hepatectomy has been performed commonly. However, this

procedure before major hepatectomy with obstructive jaundice

also has diversity such as method of jaundice reduction, differ-

ences of primary disease and so on. Now, we had an opportunity

to review and report our experience of portal vein embolization

(PVE) before major hepatectomy for the liver with obstructive

jaundice.

Methods: We investigated with 20 cases who had undergone PVE

before major hepatectomy for the liver with obstructive jaundice in

our hospital between January, 1999 and December, 2009.

Results: Primary diseases were hilar cholangiocarcinoma in 8 cases,

common bile duct carcinoma in 5, intrahepatic bile duct carcinoma in

3, cystic duct carcinoma in 3 and gallbladder carcinoma in 1.

Although scheduled major hepatectomy was performed in 15 cases, 3

cases in remained 5 cases were cystic duct carcinoma (2 cases) or

gallbladder carcinoma (1 case). Hospital mortality was recognized in

2 cases.

Conclusions: PVE before major hepatectomy for the liver with

obstructive jaundice was effective and safe procedure, and could

improve safeness of the hepatectomy. However, further consider-

ations were necessary for cases with cystic duct carcinoma or

gallbladder carcinoma which were some kinds of progressive carci-

noma or cases with refractory cholangitis before the operation.

PP21-005
Our experience of portal vein embolization before major hepatectomy

for hepatocellular carcinoma

Youichi Kawano, Nobuhiko Taniai, Masato Yoshioka, Akira Matsushita,

Yoshiaki Mizuguchi, Tetsuya Shimizu, Junji Ueda, Hiroshi Yoshida, Eiji

Uchida

Nippon Medical School

Background: In recent years, portal vein embolization (PVE)

intended to extend the indication of major hepatectomy for hepato-

cellular carcinoma (HCC) has been performed commonly. However,

this procedure also has diversity such as necessity of pre-operative

transcatheter arterial chemo-embolization (TACE), its moment to

perform and so on. Now, we had an opportunity to review and report

our experience of portal vein embolization (PVE) before major hep-

atectomy for HCC.

Methods: We investigated with 13 cases who had undergone PVE

before major hepatectomy for HCC in our hospital between January,

2001 and December, 2009.

Results: TACE was performed in all cases at the 17 days (median, 0

vs. 80 days) before PVE. Percutaneous transhepatic approach was

applied in all case for PVE. Although simultaneous procedure with

TACE and PVE was performed in two cases, severe complications

were not observed in them. PVE was performed at the 21 days (14 vs.

26 days) before the major hepatectomy, and the proposed operation

was performed in all cases with increasing the scheduled preserving

liver volume. Hospital mortality was zero and survival rate at 1, 3 and

5 years after the operation were 88.9, 59.3 and 29.6%.

Conclusions: Combined procedure with PVE and TACE was effec-

tive and safe procedure before major hepatectomy for HCC, and could

improve safeness of the hepatectomy. Simultaneous procedure with

TACE and PVE might be considered to do in the patient who must to

be performed the operation as soon as possible.

PP21-006
Radiotherapy for lymph node metastases in patients with hepatocellular

carcinoma

Seul Young Kim, Heon Young Lee, Byung Seok Lee, Seok Hyun Kim,

Eaum Seok Lee, Kyu Seop Kim, Il Soon Jung, Kwang Hun Ko

Chung Nam University College of Medicine

Background: As survival of hepatocellular carcinoma (HCC) has

improved, detection of lymph node (LN) metastasis of HCC is

increasing. HCC metastasis to the LN has been reported in 1.6–5.9%

of HCC patients and 25.5–32.9% of autopsies.
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Methods: Most LN metastasis of HCC is asymptomatic and treatment

of LN metastasis has little effect on survival. Because of these reasons

there is no definite guideline in treating LN metastasis of HCC. LN

metastasis usually involves portal nodes, peripancreatic nodes, para-

aortic node. We report a case of supraclavicular LN (SCLN)

metastasis of HCC which remission was achieved after radiation

therapy (RT).

Results: 61 years old male with HCC, liver cirrhosis due to hepatitis

B infection, previously treated with transarterial chemoembolization

(TACE) for HCC, presented with solid neck mass on outpatient

department. 4 cm sized Lymphadenopathy on both side of neck,

including supraclavicular fossa was shown on neck CT scan. Fine

needle aspiration of lymphadenopathy was done for cytological

examination and was diagnosed with metastatic lymphadenopathy of

HCC. RT was performed for symptomatic relief of pain and dys-

phagia in left SCLN. The radiation dose was 50 Gy with a fraction

size of 2.5 Gy. After RT, size of SCLN was significantly decreased

and was not palpable on physical examination.

Conclusions: Recently RT for metastatic LN of HCC is increasing,

even in asymptomatic cases, and can be an effective treatment option.

PP21-007
Efficacy and safety of short-course carbon ion radiotherapy for elderly

hepatocellular carcinoma patients

Kazuhiko Oonishi, Hiroshi Imada, Shigeo Yasuda, Shigeru Yamada,

Makoto Shinoto, Satoshi Endo, Tadashi Kamada, Osamu Yokosuka

National Institute of Radiological Sciences

Background: Since 1995, carbon ion radiotherapy (C-ion RT) has

been performed for treatment of HCC, and clinical trials were initi-

ated at the National Institute of Radiological Science (NIRS). This

study was conducted to evaluate the efficacy and safety of C- ion RT

in elderly patients with hepatocellular carcinoma (HCC).

Methods: Sixty-four patients with HCC, including 24 elderly (aged

[70 years) patients, were treated with C-ion RT of 52.8GyE in 4

fractions between April 2000 and March 2003. Baseline characteris-

tics, local control/survival rates, and adverse events were compared

between elderly and non-elderly patients.

Results: There were no significant differences in UICC clinical stage

and Child–Pugh grade between the 2 groups. No hepatic failure

resulting from the therapy and no treatment-related death occurred.

The cumulative overall survival rates in the elderly group were 58.3%

at 3 years and 29.2% at 5 years, which was equivalent to the non-

elderly group. The local control rates after both 3 and 5 years were

95.8 and 92.4% in the elderly group and the non-elderly group,

respectively. There were no significant differences between the 2

groups.

Conclusions: Short-course C-ion RT for the patients with HCC

appears to be safe and effective in elderly patients, as well as non-

elderly patients.

PP21-008
Incidence Of Severe Complications After Percutaneous Radiofrequency

Ablation Therapy For Malignant Liver Tumors: An Analysis Of 817 Cases

In A Single Center

Jun Hamanaka1, Shihoko Seki2, Shuhei Nishigori3, Yuki Otsuka4, Akihiro

Takahashi5, Tomonori Ida6, Taiki Morohashi7, Hiroshi Ohara8, Toru

Goto9, Manabu Morimoto10

1 Department of Gastroenterology, Omori Red Cross Hospital, Tokyo,
Japan; 2 Department of Gastroenterology, Omori Red Cross Hospital,
Tokyo, Japan; 3 Department of Gastroenterology, Omori Red Cross
Hospital, Tokyo, Japan; 4 Department of Gastroenterology, Omori
Red Cross Hospital, Tokyo, Japan; 5 Department of Gastroenterology,
Omori Red Cross Hospital, Tokyo, Japan; 6 Department
of Gastroenterology, Omori Red Cross Hospital, Tokyo, Japan;
7 Department of Gastroenterology, Omori Red Cross Hospital, Tokyo,

Japan; 8 Department of Gastroenterology, Omori Red Cross Hospital,
Tokyo, Japan; 9 Department of Gastroenterology, Omori Red Cross
Hospital, Tokyo, Japan; 10 Yokohama City University Medical Center

Background: Percutaneous radiofrequency (RF) ablation has

recently become established as a first- line curative treatment in

patients with unresectable hepatic tumors. In this study, we analyzed a

risk of severe complications of percutaneous RF ablation therapy

encountered at a single center in Japan.

Methods: Between December 1999 and August 2011, 2420 patients

with hepatic tumors were admitted to our institute. Eight hundred

seventeen (591 male, 226 female; age range, 37-92 years; mean age

68.8 years) of the 2420 patients were received percutaneous RF

ablation therapy and were enrolled in this study. Among them, 611

had hepatocellular carcinoma, 206 had metastatic liver tumors.

Maximum diameter of the tumors ranged 23.0±14.6 mm

(mean±SD). Total 2112 RF ablation sessions were performed with a

17-gauge cool-tip perfusion electrode. Seventy percent of total abla-

tion procedures were performed by one author who had 10 years

experience in performing percutaneous ablation therapy (specialist)

and remaining thirty percent of the ablation procedures were per-

formed by 3 hepatologists who had less than 6 years experience in

performing percutaneous ablation therapy (non-specialists).

Results: A total of 20 severe complications (0.95% per ablation

sessions) were observed during the study periods. Neither permanent

adverse sequelae nor treatment-related deaths were experienced. The

probability of the severe complications being experienced after RF

ablation was higher in cases performing by the non-specialists than in

those performing by the specialist (1.26% per ablation session vs.

0.81% per ablation session).

Conclusions: Percutaneous RF ablation has been performed as a safe

procedure with acceptable incidence of severe complications.

PP22-001
Postoperative bile leakage managed successfully by intrahepatic biliary

ablation with ethanol

Tetsuya Shimizu, Hiroshi Yoshida, Yasuhiro Mamada, Nobuhiko Taniai,

Masato Yoshioka, Youichi Kawano, Yoshiaki Mizuguchi, Junji Ueda,

Eiji Uchida

Nippon Medical School

Background: Bile leakage is one of the major postoperative com-

plications that may occur after hepatectomy.

Methods: We reported a case of postoperative refractory bile leakage

managed successfully by intrahepatic biliary ablation with ethanol.

Results: A 75-year-old man diagnosed with hepatocellular carci-

noma underwent extended posterior segmentectomy. Fluid drained

from the liver surface postoperatively contained high concentra-

tions of total bilirubin, at a constant volume of 150 mL per day. On

day 32 after surgery, a fistulogram of the drainage tube demon-

strated an enhancement of the anterior bile duct. On day 46 after

surgery, a retrograde transhepatic biliary drainage (RTBD) tube

was inserted into the anterior bile duct under open surgery.

However, a contrast study of RTBD taken 7 months post-surgery

revealed that the fistula remained patent despite prolonged con-

servative management, so we decided to perform ethanol ablation

of the isolated bile duct. 4.0 mL pure ethanol was injected into the

isolated anterior bile duct for 10 min, the procedure being repeated

five times a week. Following 23rd attempts, the volume of bile

juice reached less than 10 mL per day. The RTBD was clamped

and removed two days later. After RTBD removal, the patient had

no complaints or symptoms. Follow-up magnetic resonance

imaging demonstrated atrophy of the ethanol-injected anterior

segment without liver abscess formation.

Conclusions: Ethanol ablation of the bile duct provides a manage-

ment option in postoperative bile leakage cases.
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PP22-002
Hepatocellular carcinoma (HCC) in patients with and without hepatitis B

infection (HBV)

Sergey Lepkov, Irina Suboretseva, Aisurat Gettueva, Alla Kovrigina,

Uriy Patytko, Evgeniy Chechuev, Aleksey Kotelnikov,

Gennadiy Storogakov, Svetlana Kosura, Tatiana Kondratieva

Therapy

Background: In Cancer Research Center (Moscow) from 2000 to

2010 observed 246 patients with HCC. 120 patients were with HBV,

116—without the virus hepatite (HO).

Methods: Radical operation was possible to carry out 41 patient with

HBV, even 58 for patients without the virus infection. Median of age

HBV group was 57 years, without hepatite - 49 years. Hepatocellular

carcinoma was diagnosed men - 73 men. (74%), quantity of women

26. Cirrhosis of liver in 32 (78%) patients HBV group and in 15 (24%)

HO group (P \ 0.05). For extended resections it was possible to carry

out 49% in HBV group, without hepatite - 76%. Metastases into lymph

nodes of the liver were revealed in 4 (10%) patients group HBV and in

20 (34%) patients with HCC without virus hepatite. (p \ 0.05). The

indices of cytolytic syndrome, we revealed reliably higher values of

level ALT/AST in patients of HBV group on comparison of HO

group—76/73 and 46/48, respectively (p \ 0.05). Level alpha-feto-

protein (AFP) reliably did not differ in the compared groups.

Results: Kaplan–Meier analysis lifetime in group of sick HCC

against background HBV- of infection was reliably less than in

group HO HCC (p \ 0.05).

Conclusions: EFS viability influence factors: age, presence HBV,

volume of resection, presence cirrhosis of liver, quantity of tumor

units, degree of differentiation of tumor, stage of tumor, presence of

metastases, presence of clinical manifestations of cancerous intoxi-

cation. From laboratory signs EFS viability influence such indices, as

ALT and AST, bilirubin, fibrinogen.

PP22-003
Intraoperative contrast-enhanced ultrasonography is a useful modality

for final decision of liver resection in HCC patients

Yuji Iimuro, Yuichi Kondo, Seikan Hai, Kazuhiro Suzumura, Hironori

Tanaka, Hiroko Iijima, Shuhei Nishiguchi, Yasukane Asano, Tadamichi

Hirano, Jiro Fujimoto

Hyogo College of Medicine

Background: Among diagnostic modality of hepatocellular carci-

noma (HCC), contrast-enhanced ultrasonography (CE-US) has

recently occupied an important position. We have employed routine

intraoperative CE-US for HCC patients in our department since 2009.

In the present study, we analyzed efficacy of intraoperative CE-US in

final decision of liver resection for HCC.

Methods: During Jan 2009 and Oct 2011, 109 HCC patients under-

went intraoperative CE-US for liver resection. After B-mode

scanning, 0.5 ml of Sonazoid was injected intravenously. Then, early-,

late-, and post-vascular phases were analyzed. Finally, Sonazoid was

re-injected, and microflow imaging (MFI) of the tumors was obtained.

Based on these findings, final decision of liver resection lines was

made.

Results: Typical findings in CE-US of HCC were hyper in early-,

hypo in late-, and very hypo in post-vascular phases. However, rela-

tively early HCC was hypoechoic only in post-vascular phase, while

some lesions depicted only by EOB-MRI were hardly detected in

CE-US. In patients with local recurrence after radiofrequency ablation

or transarterial chemoembolization, difference between viable lesions

and ablated area turned obvious after Sonazoid injection. As for portal

vein tumor thrombus (PVTT), even peripheral PVTT within subseg-

ment was clearly visualized after Sonazoid injection. Vascular patterns

of MFI were divided into three types; fine, vascular, and irregular as

previously reported, and the irregular pattern tended to be related to

malignant potential. According to these findings of intraoperative CE-

US, anatomical resection without remnant tumor could be possible.

Conclusions: Intraoperative CE-US proved very useful for final

decision of liver resection in HCC patients.

PP22-004
Our ingenious techniques for laparoscopic hepatectomy

Youichi Kawano, Nobuhiko Taniai, Masato Yoshioka, Akira Matsushita,

Yoshiaki Mizuguchi, Tetsuya Shimizu, Junji Ueda, Hiroshi Yoshida,

Eiji Uchida

Nippon Medical School

Background: Although laparoscopic hepatectomy (Lap-H) has

become increasingly in worldwide, there are various technical diffi-

culties according to the tumor location or patients background.

Therefore, surgical techniques and devices for Lap-H should be

innovated. Now, we had an opportunity to review and report our

ingenious techniques for Lap-H.

Methods: We have apprised a new device, sponge spacer, developed

in our department from Dec., 2009, the pringle maneuver from Sep.,

2010, the VIO systemTM from Dec., 2010, and other techniques in

recent cases. We reviewed recent cases who had undergone laparo-

scopic liver resection using various ingenious techniques in our

department and assessed those efficacy.

Results: Some advantages during laparoscopic liver resection such as

the capability of gentle retraction of any organs without exchange

another laparoscopic instrument as a retractor, the ability to absorb

bodily fluid making to take off the absorption fluid easily by suction

to keep operative field dry and clear and the capability as a safety

spacer between resecting tissue and preserving tissue were confirmed.

And we could confirm usefulness of Pringle maneuver to reduce

intraoperative bleeding volume during laparoscopic liver resection.

Now, our techniques for Lap-H are developing to expand the indi-

cation for major hepatectomy or subsegmentectomy.

Conclusions: Surgical techniques and devices for Lap-H should be

innovated to improve the safeness and the results.

PP22-005
Surgical resection of a solitary para-aortic lymph node metastasis

from hepatocellular carcinoma: a case report

Junji Ueda1, Hiroshi Yoshida2, Nobuhiko Taniai3, Yasuhiro Mamada4,

Masato Yoshioka5, Youichi Kawano6, Yoshiaki Mizuguchi7,

Tetsuya Shimizu8, Eiji Uchida9

1Nippon Medical School; 2Nippon Medical School Tama-nagayama
Hospital, Tokyo, Japan

Background: Introduction: Lymph node (LN) metastases from

hepatocellular carcinoma (HCC) are considered uncommon.

Methods: We describe the surgical resection of a solitary para-aortic

LN metastasis from HCC.

Results: Case presentation: A 65-year-old Japanese man with B type

liver cirrhosis was admitted for evaluation of a liver tumor. He had

already received radiofrequency ablation, transcatheter arterial

chemoembolization, and percutaneous ethanol injection therapy for

HCC. Despite treatment, viable regions remained in segment 4 and 8.

We performed a right paramedian sectionectomy with partial resec-

tion of the left paramedian section of the liver. Six months later,

serum concentrations of alpha-fetoprotein level (189 ng/ml) and

PIVKA-2 level (507 mAU/mL) increased. Enhanced computed

tomography of the abdomen revealed a tumor, 20 mm in diameter

with slight enhancement, in the right side of the abdominal aorta.

Fluorine-18 fluorodeoxyglucose positron emission tomography

showed an increased standard uptake value. There was no evidence of

recurrence in other regions. Esophagogastroduodenoscopy and

colonoscopy revealed no malignant tumor in the gastrointestinal tract.

Para-aortic LN metastasis from HCC was thus diagnosed. We per-

formed lymphadenectomy. Histopathological examination revealed
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that the tumor was largely necrotic, with poorly differentiated HCC

on its surface, confirming the suspected diagnosis. After 6 months

tumor markers were normal, with no evidence of recurrence.

Conclusions: FDG-PET was a useful tool for follow-up to detect

extrahepatic metastasis in a patient with a solitary para-aortic LN

metastasis from HCC. Our experience suggests that a solitary para-

aortic LN metastasis from HCC can be treated surgically.

PP22-006
A prospective randomized controlled trial of preoperative whole-liver

chemolipiodolization for hepatocellular carcinoma

Masaki Kaibori, Morihiko Ishizaki, Kosuke Matsui, A-Hon Kwon

Kansai Medical University

Background: We previously reported that preoperative chemoli-

piodolization of the whole liver is effective for reducing the incidence

of postoperative recurrence and prolonging survival in patients with

resectable hepatocellular carcinoma (HCC). The present randomized

controlled trial was performed to evaluate the influence of preoper-

ative transcatheter arterial chemoembolization (TACE) on survival

after resection of HCC.

Methods: Operative results and long-term outcome were prospec-

tively compared among 42 patients who received only selective

TACE targeting the tumor (selective group), 39 patients who received

TACE targeting the tumor plus chemolipiodolization of the whole

liver (whole-liver group), and 43 patients without preoperative TACE

or chemolipiodolization (control group).

Results: There were no serious side effects of TACE or chemoli-

piodolization and the operative outcomes did not differ among the

three groups. Even though preoperative TACE induced complete

tumor necrosis, there were no significant differences in the pattern of

intrahepatic recurrence or the time until recurrence among the three

groups. There were also no significant differences in disease-free

survival or overall survival among the three groups, even among

patients with larger tumor size.

Conclusions: These results indicate that preoperative selective TACE

and whole-liver chemolipiodolization plus TACE do not reduce the

incidence of postoperative recurrence or prolong survival in patients

with resectable HCC.

PP22-007
Long-term outcomes following resection versus transplantation

for hepatocellular carcinoma within UCSF criteria

Cheng-Maw Ho, Yao-Ming Wu, Ming-Chih Ho, Rey-Heng Hu,

Po-Huang Lee

National Taiwan University Hospital

Background: We aimed to compare the long-term outcomes of

resection and transplantation forhepatocellular carcinoma (HCC)

satisfying the University of California at San Francisco criteria.

Methods: HCC patients who underwent liver resection (n = 746) and

transplantation (n = 54) between 2001 and 2007 were reviewed.

Overall and disease-free survival rates were evaluated using the

Kaplan–Meier estimator, and independent prognostic factors were

determined using the Cox proportional regression model. The pres-

ence of cirrhosis was used to divide the patients into groups. The

patients who received primary transplantation were further analyzed.

Results: Nine years after surgery, the patients overall survival was

similar in the resection and transplantation groups (75.9 and 77.2%,

respectively). Further, the recurrence rate in the resection group was

higher than that in the transplantation group [65.0 vs. 34.4%; adjusted

hazard ratio, 3.27 (1.76 vs. 6.08)], especially in the cirrhosis patients

[adjusted hazard ratio 4.28 (2.14 v. 8.56)]. The results suggested that

the non-cirrhotic patients who underwent resection had a better sur-

vival advantage than the primary liver transplant recipients did

[adjusted hazard ratio, 0.46 (0.18 vs. 1.21)]. However, the non-cir-

rhotic patients had higher recurrence rates [59.2 vs. 15.8%; adjusted

hazard ratio, 3.98 (1.26 vs. 12.58)]. Similar trends were also noted in

patients with hepatitis B virus infection and/or a single tumor.

Conclusions: Long-term survival rates after liver transplantation and

resection were similar, but the latter was associated with a higher

recurrence rate.

PP22-008
What is re-treatment for recurrent patients with hepatocellular carcinoma

undergoing hepatectomy?

Nobuhiko Taniai, Hiroshi Yoshida, Yasuhiro Mamada, Masato Yoshioka,

Youichi Kawano, Yoshiaki Mizuguchi, Tetsuya Shimizu, Junji Ueda,

Hideyuki Takada9, Eiji Uchida

Nippon Medical School

Background: The present study aimed to evaluate the best re-treat-

ment for recurrent patients with hepatocellular carcinoma (HCC)

undergoing hepatectomy.

Methods: Among 404 patients with HCC undergoing initial hepa-

tectomy, 145 patients have hepatic recurrent regions without other

recurrent regions. Overall survival rates from initial hepatectomy and

from re-treatment of recurrent patients undergoing hepatectomy for

re-treatment in 32 patients (OP group) were clarified and compared

with those of 24 patients undergoing Radiofrequency Ablation (RFA)

(RFA group), and those of 89 patients undergoing Transcatheter

Arterial Chemoembolization (TACE) (TACE group).

Results: The overall 5-year survival rates of patients of OP group,

RFA group and TACE group from initial hepatectomy were 37.3,

19.5 and 18.5%, respectively. And the overall 5-year survival rates of

patients of OP group, RFA group and TACE group from re-treatment

were 31.4, 60.9 and 32.0%, respectively. The rates of RFA group

significant higher than those of TACE group (p \ 0.05).

Conclusions: RFA is best re-treatment or recurrent patients with

HCC undergoing hepatectomy.

PP22-009
Analysis of risk factors in hepatic resection for elderly patients over 75

years old

Koji Kitada, Masaru Inagaki, Yuji Kimura, Naoyuki Tokunaga,

Kenta Isoda, Manabu Nishie, Ryosuke Hamano, Hideaki Miyaso,

Kazuhide Iwakawa, Hiromi Iwagaki

National Hospital Organization Fukuyama Medical Center

Background: The aim of this study was to clarify the characteris-

tics in anatomical hepatic resection for elderly patients over 75 years

old.

Methods: 142 patients undergoing anatomical hepatic resection were

divided into 2 groups by the age. Intraoperative factors, postoperative

complications, length of hospital stay, and operative morbidity were

retrospectively analyzed.

Results: Among these patients, 29 patients (20.4%) were over the age

of 75, and the remaining 113 patients were under 74years old. Preop-

erative factors; liver function, coagulation factors, and the number of

platelet, were not different between the two groups. Otherwise having

cerebrovascular disease was significantly higher in the elderly group

(p = 0.047). The albumin, cholinesterase, hematocrit and hemoglobin

values were significantly fewer in the elderly group (p = 0.001,

p = 0.003, p = 0.002 and p = 0.002, respectively). There were no

significant differences between the two groups with regard to operating

time, operation procedures, intraoperative blood loss, resected liver

weight, postoperative complications, length of hospital stay, operative

morbidity, and postoperative total-bilirubin max value. But the cases of

require intraoperative transfusion of packed red blood cells and

developing postoperative delirium were significantly higher in elderly

patients (p = 0.016 and p = 0.000, respectively).

Conclusions: These results suggested that elderly patients tend to

have preoperative cerebrovascular disease and poor nutrition require

intraoperative blood transfusion and experienced postoperative
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delirium, although the two groups underwent similar degree of

invasive procedures.

PP22-010
A comparison of prognosis between patients with hepatitis B and C virus-

related hepatocellular carcinoma undergoing resection surgery

Wei Yu Kao, Chien-Wei Su, Gar-Yang Chau, Jaw-Ching Wu,

Han-Chieh Lin, Shou-Dong Lee

Taipei Veterans General Hospital, Taipei, Taiwan

Background: The impact of viral factors on the prognosis of hepa-

tocellular carcinoma (HCC) remains controversial because of

heterogeneous populations included in previous reports. This study

aims to compare clinicopathologic features and prognoses between

patients with hepatitis B- and hepatitis C-related HCC who underwent

resection surgery.

Methods: We enrolled 609 patients with positive serum hepatitis B

virus (HBV) surface antigen (HBsAg) and negative serum antibody

against hepatitis C virus (anti-HCV) as the B-HCC group and 206

patients with negative serum HBsAg and positive anti-HCV as the

C-HCC group. The overall survival rates and cumulative recurrence

rates were compared between these two groups.

Results: B-HCC patients were significantly younger, predominantly

male, had better liver functional reserve, but more advanced tumor

stage than C-HCC patients. After a median follow-up period of 40.6

months, 427 patients had died. Furthermore, 501 patients had tumor

recurrence after surgery. The postoperative overall survival rates

(p = 0.640) and recurrence rates (p = 0.387) of the two groups were

comparable. However, the overall survival rate was higher in the B-HCC

group than in the C-HCC group in the cases of transplantable HCC (p =

0.021) and Barcelona-Clinic Liver Cancer stage A HCC (p = 0.040).

Conclusions: Viral etiologies were not apparent in determining out-

comes of HCC patients who underwent resection due to

heterogeneous studied populations. In early stage HCC, B-HCC

patients had better outcomes than C-HCC patients did because of

better liver reserve and less hepatic inflammation.

PP22-011
Palliative surgical treatment in rib metastasis of HCC

Seul Young Kim, Heon Young Lee, Byung Seok Lee, Seok Hyun Kim,

Eaum Seok Lee, Kyu Seop Kim, Il Soon Jung, Kwang Hun Ko

Chung Nam University College of Medicine

Background: Recent advances in diagnostic techniques and thera-

peutic methods have contributed to an improved prognosis and

survival for patients with hepatocellular carcinoma (HCC). Recently

extrahepatic metastasis of HCC has been increasing.

Methods: The frequency of bone metastasis from HCC is known to be

3–20%, but the treatment of extra-hepatic metastasis of HCC is fre-

quently overlooked because of its poor prognosis. Radiation therapy is

usually performed to bone metastasis of malignancy for alleviating pain.

Results: We report 2 cases of rib metastasis of HCC who received

surgical treatment for the metastatic lesion. Two patients had hepatitis

B, liver cirrhosis, and HCC. They complained of mass lesion and pain

on thorax. Chest CT, PET CT were performed to assess the problem.

Metastatic lesion was found on rib of both patients.

Conclusions: Surgical treatment was performed to rib metastasis and

symptom was relieved. Surgical treatment can be a therapeutic option

for patients with rib metastasis of HCC.

PP22-012
Factors affecting prognosis and 5-year survival of hepatocellular carci-

noma in Korean patients following hepatic resection

Sung Keun Park, Sun Young Na, Yun Jeong Jo, Byung Soo Na, Kwang Il

Ko, Young Kul Jung, Oh Sang Kwon, Yun Soo Kim, Duck Joo Choi,

Ju Hyun Kim

Gachon University Gil Medical Center

Background: This study aimed to identify prognostic factors

affecting the overall survival (OS) and disease free survival (DFS) of

patients with hepatocellular carcinoma (HCC) after hepatic resection.

Methods: Between January 2005 and December 2010, a total of 126

patients who underwent hepatic resection for HCC were reviewed

retrospectively. Various clinical, laboratory, and pathologic data were

evaluated to determine the prognostic factors affecting the OS and

DFS. In subgroup analysis, patients with early recurrence (ER,

defined as within 1 year) were compared with those who remained

free of disease for more than 1 year.

Results: The 5-year OS rate and DFS rate were 65, 26.6%, respec-

tively. In the multivariate analysis, preoperative alfa-fetoprotein

([400 ng/mL, P = 0.024; hazard ratio [HR], 3.795; 95% confidence

interval [CI], 1.193–12.075), size of tumor.

Conclusions: The presence of a vascular invasion was the indepen-

dent poor prognostic factor affecting the OS, DFS and ER of patients

with HCC after hepatic resection.

PP22-013
Long-term results of liver transplantation for hepatocellular carcinoma

within or without Milan criteria

Yury Kovalenko, Alexsey Zhao, Andrey Chugunov, Anastasiy Salienko

Yes

Background: Liver transplantation (LT) for hepatocellular carcinoma

(HCC) against the background liver cirrhosis within Milan criteria is

the golden standard in transplantology. Purpose: to study of long-term

results of liver transplantation in patients with HCC within or without

Milan criteria.

Methods: We reviewed the medical records of 31 patients who

underwent liver transplantation for HCC. In one case LT was per-

formed without liver cirrhosis. The patients within Milan criteria were

10 (32.3%) and extended criterions V 21 (67.7%). The median serum

alfa-fetoprotein (AFP) levels was 350 ME/ml (range normal 0–5) for

Milan criteria, in patients with extended criterions serum AFP was

8925,5 ME/ml. The patients before operation were performed: 3

(8.8%) chemotherapy, 9 (26.5%) percutaneous alcohol injection, 4

(11.8%) transarterial chemo-embolisation, 2 (5.9%) liver resection, 2

(5.9%) radiofrequency ablation.

Results: Survival in patients with HCC after liver transplantation

was analyzed. Survival was estimated using the Kaplan–Meier

analysis. The overall and recurrence-free 5-year survival rates were

53.4 and 43.4%, respectively. The overall 5-year survival rate was

77% in patients within Milan criteria. One patient had tumor

recurrence. The overall and recurrence-free 52 months survival rates

were 44,7% and 24,6%, respectively for extended criterions. The

cause of death (total n = 12) was 8 (66.7%) recurrence of tumor,

one of these patients was within Milan criteria. Other cause that

accounted were 4 (33.3%).

Conclusions: The Milan criteria have improved long-term outcome

of liver transplantation in patients with HCC, however, need further

studies and analyses genetic markers in this patients.

PP23-001
Liver homogeneity measurement of healthy and cirrhotic liver using ASQ

Yoko Yashima, Shuntaro Obi, Yusuke Kajiyama, Toshihiro Kawai,

Takafumi Sugimoto, Takahisa Sato, Miho Kanda, Shinpei Sato

Kyoundo Hospital

Background: Acoustic Structure Quantification (ASQ) analysis is a

relatively new method to quantify the homogeneity of tissue nonin-

vasively during routine B-mode ultrasound examination. We evaluate

ASQ value of healthy liver and cirrhotic liver.

Methods: We evaluate ASQ values of two groups, healthy liver

volunteers and cirrhotic liver patients between September and

November 2011. ASQ is the software installed in the ultrasound

device, Aplio XG (Toshiba Medical Systems Corporation, Japan). B
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mode image of the liver was acquired between the limbs of right

upper abdomen. We used the peak value (mode) of a Cm2 histogram

(Cm2 mode) as the indicator of homogeneity.

Results: Thirty nine healthy volunteers (age 45.9 ± 13.2; male 12),

and 14 patients with liver cirrhosis (age 68.9 ± 8.1; male 11; Child

A/B/C = 6/6/2) were examined. The values of Cm
2 mode were 114.1 ±

12.7 and 114.4±2.4 (p=0.9). In the healthy liver group, the values of

Cm
2 mode were inversely correlated with age (p=0.02). Limited to the

age over 60, the values of Cm
2 mode were significantly different

between healthy liver group (103.2 ± 3.3; n=7) and cirrhotic liver

group (114.7 ± 2.4; n = 13) (p=0.01). In the cirrhosis group, the values

of Cm
2 mode were only correlated with Alb (p=0.01) and not signifi-

cantly different with Plt, PT%, age and Child-Pugh classification.

Conclusions: The values of Cm2 mode were inversely correlated

with age in healthy liver. The values were higher in cirrhotic liver

than in healthy liver over 60 years old group.

PP23-002
Contrast enhanced ultrasonography for the diagnosis of liver masses;

comparison to CT and MRI

Jae Young Jang, Gene Hyun Bok, Soung Won Jeong, Sae Hwan Lee,

Sang Gyune Kim, Sang-Woo Cha, Young Seok Kim, Young Deok Cho,

Hong Soo Kim, Boo Sung Kim

Soonchunhyang University Hospital

Background: To evaluate the diagnostic value of contrast

(SonoVue).

Methods: CEUS (n = 50), CT (n = 47), and MRI (n = 43) of 50

liver masses in 48 patients was performed for baseline mass charac-

terization. The most likely impression for each modality and the final

diagnosis based on the combined biopsy results (n = 14), angiogra-

phy findings (n = 35) and clinical course was determined. The

diagnostic value of CEUS was compared to CT and MRI.

Results: The male female ratio was 37:12. The final diagnosis of the

masses was hepatocellular carcinoma (HCC) (n = 43), hemangioma

(n = 3), benign adenoma (n = 2), eosinophilic abscess (n = 1), and

liver metastasis (n = 1). The sensitivity of CEUS, CT and MRI for

the differentiation of liver masses was 84.0% (42/50), 91.4% (43/47)

and 93.0% (40/43) respectively. All 10 lesions incorrectly diagnosed

on CEUS, 8 were HCCs. Of the 8 misdiagnosed HCCs, 5 showed

atypical findings on CT or MRI and 3 had inadequate acoustic win-

dow on examination.

Conclusions: CEUS is comparable to CT and MRI for the diagnosis

of liver masses. Limitations of CEUS in this study, was poor visu-

alization according to the location of the tumor.

PP23-003
Usefulness of real-time tissue elastography for the noninvasive and visual

assessment of liver stiffness in patients with chronic liver disease

Hiroyasu Morikawa, Miki Fujii, Etsushi Kawamura, Atsushi Hagihara,

Hideki Fujii, Sawako Kobayashi, Shuji Iwai, Masaru Enomoto,

Akihiro Tamori, Norifumi Kawada

Osaka City University

Background: We reported the usefulness of real-time tissue elas-

tography (RTE) as noninvasivevisual assessment of liver stiffness in

patients with chronic hepatitis C (Morikawa H, et al. J Gastroenter-

ology 2010). We show here an additional value of RTE in patients

with chronic liver disease.

Methods: Two hundred and one patients with chronic hepatitis

received liver biopsy and FS examination within two days after RTE

procedure. Etiologies of chronic liver diseases were hepatitis C virus

or hepatitis B virus infection, alcohol, non-alcohol steatohepatitis or

others. Liver fibrosis was evaluated according to METAVIR score.

RTE was performed for all patients using EUB-8500 and EUP-L52

Linear probe, 3–7 MHz (Hitachi Medical Corporation). Details of the

technical procedure have been described.

ResultsHistologically and laparoscopically, 16 (8%) patients were

classified as F0, 98 (49%) as F1, 33 (16%) as F2, 27 (13%) as F3, and

27 (13%) as F4 (cirrhosis). The area under the receiver operating

characteristic curve (AUC) for stage F0-1 was 0.69, 0.68, 0.69, 0.67,

and 0.78 for mean, standard deviation, area, complexity, and FS,

respectively. The AUC for cirrhosis (F4) was 0.78, 0.68, 0.77, 0.76,

and 0.84 for each of them.

Conclusions: RTE is useful to detect cirrhosis in patients with

chronic liver disease.

PP23-004
Anatomical resection of an undetectable hepatocellular carcinoma

using 3D image processing software—a case report

Yoshihiro Mise, Nobutaka Tanaka, Takatoshi Furuya, Yukihiro Nomura,

Motoki Nagai, Yukihiro Yoshida, Takatsugu Matsumoto, Daisuke Koike

Asahi General Hospital

Background: Small lesions which have been preoperatively diag-

nosed in precision modalities are often difficult to detect using

conventional intraoperative ultrasonography (IOUS). Recent advan-

ces in image processing software have enabled the vascular territories

of each corresponding branch to be calculated, providing three-

dimensional (3D) visualization of complex liver structures. In this

case report, preoperative mapping of liver segment using 3D image

processing software enabled us to resect an intraoperatively unde-

tectable tumor by performing anatomical segmentectomy.

Methods: A 75 year-old male with a 2 cm hepatocellular carcinoma

(HCC) in segment 8 was referred to our department in this February.

Preoperative dynamic computed tomography (CT) detected another

5 mm HCC near the liver dome. We performed virtual anatomical

resection of segment 8 to predict the liver remnant volume and to

assess the location of the tumors using 3D image processing software,

which revealed that the smaller lesion near the liver dome was located

in segment 8.

Results: During the operation, IOUS could not detect the liver dome

lesion. However, preoperative targeting of the tumors with virtual

hepatectomy assured that the small lesion was included in the area of

segment 8. We performed anatomical resection of segment 8 by

staining the portal branches of segment 8.

Conclusions: After the completion of anatomical resection, the liver

dome lesion was detected by slicing the resected specimen. Patho-

logical findings were consistent with HCC.

PP23-005
Value of visual inspection, bimanual palpation, and intraoperative

ultrasonography during hepatic resection for liver metastases of colorectal

carcinoma

Shojiro Hata, Hiroshi Imamura, Masatoshi Makuuchi, Norihiro Kokudo

University of Tokyo

Background: Intraoperative detection of new nodules is common

in patients undergoing hepatectomy for colorectal liver metasta-

ses, although the value of intraoperative diagnosis is not well

assessed.

Methods: A prospectively collected and recorded database was ret-

rospectively analyzed. Helical computed tomography (CT) results

were correlated with those of the intraoperative diagnosis in 183

consecutive patients undergoing 254 consecutive hepatectomies,

including repeated resection for colorectal liver metastases.

Results: In total, 270 nodules were newly detected during 65 hepa-

tectomies. The sensitivity of CT to detect metastatic nodules was

72.8% (722/992), but it decreased to 34.6% (125/361) for small.

Conclusions: Visual inspection, palpation, and IOUS had equally

indispensable roles in detecting new nodules during hepatectomy.

Detection was common and usually necessitated alteration, albeit

moderately, of the surgical plan.
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PP23-006
Diagnostic accuracy of multidetector row computed tomography and gad-

oxetic acid enhanced magnetic resonance imaging with diffusion weighted

images in predicting the appropriateness of a transplant recipient based

on Milan criteria

Joon-Il Choi, Whi Young Jang, Young Joon Lee

Seoul St. Mary’s Hospital, The Catholic Univ. of Korea

Background: To evaluate and compare diagnostic accuracy of mul-

tidetector CT (MDCT) and gadoxetic acid enhanced MR with

diffusion weighted images in predicting the appropriateness of a

transplant recipient with HCC based on Milan Criteria.

Methods: 38 patients who underwent liver transplantation for liver cir-

rhosis accompanied by hepatocellular carcinoma between January 1,

2009, and March 31, 2011, were retrospectively reviewed. Two radiolo-

gists independently reviewed pre-operative MDCT and gadoxetic acid

enhanced dynamic MRI with diffusion weighted images for presence and

size of viable HCC and eligibility for transplantation based on Milan

criteria. The post-operative pathologic findings were correlated.

Results: Among 38 enrolled patients, 13 recipients were found to be

failed to meet the Milan criteria according to post-operative patho-

logic examination. The interobserver agreement between readers 1

and 2 were uniformly fair for both MDCT and MRI (e value, CT:

0429, MR: 0.540). Sensitivities of MDCT and gadoxetic acid

enhanced MRI for predicting the recipient classified as beyond Milan

criteria were 15.4 and 69.2% for reader 1 and 7.7% and 53.9% for

reader 2. Specificities of MDCT and MRI were 90.0 and 92.0% for

reader 1 and 76.3 and 88.0% for reader 2. Accuracies for predicting

beyond Milan criteria using MDCT and MRI were 60.6 and 84.2% for

reader 1 and 54.6 and 76.3% for reader 2 and better with gadoxetic

acid enhanced MRI than with MDCT in both readers (p = 0.039 in

both readers). The most common cause of false negative was tumors

less than 1 cm.

Conclusions: Gadoxetic acid enhanced MRI showed significantly

better diagnostic accuracies for assessing the appropriateness of a

transplant recipient based on Milan criteria than MDCT, suggesting

the usefulness of gadoxetic acid enhanced MRI for the evaluation of

transplantation candidates.

PP23-007
Hepatic vein waveform in liver cirrhosis: correlation with Childs class

and size of varices

Amanullah Amanullah1, Abdul Rabb Bhutto2, Nazish Butt3,

Azizullah Khan Dhiloo4, Muhammad Mnuir Syed5

1Hepatology; 2JPMC Karachi; 3Aku Karachi; 4JPMC Karachi;
5JPMC Karachi

Background: Doppler ultrasound has emerged as a non invasive

technique that can be performed on outpatient basis. Hepatic venous

waveform (HVW) is useful in the noninvasive evaluation of severity

of portal hypertension.

Methods: Cirrhotic patients with portal hypertension were enrolled in

study. Patients with acute variceal bleeding, previous treatment with

beta blockers or nitrates, sclerotherapy or endoscopic band ligation,

portal vein thrombosis, severe clotting defects, hepatic encephalopa-

thy grade III or IV and noncirrhotic portal hypertension; were

excluded from the study. Esophageal varices were classified accord-

ing to Baveno III while hepatic function assessed by Child–Pugh

classification. Upper G I endoscopy and Color Doppler ultrasound

was carried out on all patients. Their waveforms were classified as

monophasic, biphasic triphasic and the correlation of these hepatic

vein waveforms with Child–Pugh class and size of esophageal varices

was evaluated.

Results: Total of 65 patients who met the inclusion criteria and

included in the study with mean age of 47.39 ± 0.91 (range 23–70)

years. Among these 51 (78.5%) were males while 14 (21.5%) were

females. On the basis of hepatic function 32 (49.2%) patients pre-

sented in Child–Pugh Class A, 23 (35.4%) with Class B and 10

(15.4%) patients had Class C. Hepatic venous waveform was tri-

phasic in 5 (7.7%), biphasic in 18 (27.7%), and monophasic in 42

(64.6%) cases. The relation ship of these waveforms had significant

relation with hepatic dysfunction (p 0.012) while insignificant with

grading of esophageal varices (p 0.29). Upper GI endoscopy

revealed large grade varices in 37 (56.9%) patients, 17 (26.2%)

patients had small grade varices while no varices found in 11

(16.9%) patients.

Conclusions: Hepatic venous waveform pressure changes have sig-

nificant relation with severity of hepatic dysfunction but insignificant

relation with grading of esophageal varices. Further studies using a

combination of various Doppler parameters are required to create

indices with a better predictive value.

PP24-001
Correlation of transient elastography with computer-assisted morphomet-

ric image analysis and fibrosis staging by METAVIR and Ishak, in chronic

hepatitis B and C

Arvind Ahuja, Archana Rastogi, Chhagan Bihari, Manoj Kumar, Ashish

Kumar, Shiv Sarin

Institute of Liver and Biliary Sciences

Background: The prognosis and treatment of chronic liver diseases

depend on the stage of liver fibrosis. Liver biopsy remains the current

gold standard for assessing liver fibrosis. Fibrosis is usually semi-

quantitatively assessed by the numerical systems and recently by the

direct measurement of the amount of fibrosis by computer-assisted

morphometric image analysis. Liver stiffness measurement (LSM) by

transient elastography (TE) is being used as a non-invasive alternative

to liver biopsy for the evaluation of the stage of chronic liver diseases.

Aim To correlate TE with liver biopsy fibrosis % assessed by Image

analysis and METAVIR and Ishaks staging score.

Methods: Total 307 patients with chronic viral hepatitis B (182) and

C (125) with liver biopsy and TE done, were included in the study. TE

was performed using FibroScan (Echosens, France). Computer-

assisted morphometric image analysis using image pro-plus 6 soft-

ware was done on Massons trichrome stained liver biopsies.

METAVIR (0–4) and Ishaks (0–6) scoring for fibrosis was done.

Results: In the study group, median age of patients was 40 years,

median AST level 46 IU/L, median ALT 48 IU/L and median fibrosis

area was 3.04%. Spearman rho to see correlation of LSM by TE in

relation to Ishaks, METAVIR, Fibrosis % was 0.631, 0.627, 0.633,

i.e. strong agreement (p \ 0.0001).

Conclusions: LSM measured by TE correlates well with the pro-

portion of fibrosis area quantitatively measured by image analysis and

the semi-quantitative fibrosis staging.

PP24-002
The increased IL-22-producing cells associates with the progression

of liver fibrosis in hepatitis B virus infection

Zheng Zhang, Juanjuan Zhao, George Lau, Fu-Sheng Wang

Beijing 302 Hospital

Background: Interleukin (IL)-22 has been found to be up-regulated

in the liver in patients with chronic hepatitis B and C virus infection.

The present study aims to identify the characteristics of IL-22 and its

correlation with liver fibrosis in HBV-infected subjects.

Methods: Intrahepatic and peripheral IL-22-producing cells were

comprehensively investigated in 50 patients with chronic hepatitis B

(CHB) and 27 patients with liver cirrhosis, as well as 30 healthy

individuals. Their impacts on liver fibrosis were analyzed in vitro

assays.

Results: IL-22 is mainly produced by peripheral T cells in these

individuals. However, IL-22 expression was shifted to innate immune

cells including NK, NKT and T cells in the liver of the subjects. In
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particular, liver-infiltrating NK cells produced higher levels of IL-22

in patients with liver cirrhosis than CHB patients and healthy subjects.

In addition, IL-22 production by liver NK cells was positively asso-

ciated with liver fibrosis score in these chronic HBV-infected

subjects. We further found that LX-2 cells (a type of hepatic stellate

cell line) preferentially express IL-22 receptor 1 and have the capacity

to express high levels of alpha-SMA and collagen I and III upon the

IL-22 stimulation in vitro. More importantly, IL-22 can block

TRAIL-induced apoptosis of LX-2 cells in vitro.

Conclusions: IL-22-producing cells were enriched in the livers,

preferentially in the activated hepatic stellate cells and may prevent

their apoptosis in situ in HBV-infected individuals. These findings

may facilitate the rational development of immunotherapeutic strat-

egies targeting IL-22 for the blockade of liver fibrosis.

PP24-003
The relationship of expression of BMP-7 in the Hver and hepatic

inflammation and fibrosis in patients with chronic HBV infection

Hong Cao, Xin Shu, Ka Zhang, Gang Li

The Third Affiliated Hospital of Sun Yat-sen University

Background: To evaluate the relationship of the expression of bone

morphogenetic protein-7 (BMP-7) in the liver and the liver fibrosis

and inflammation in patients with chronic hepatitis B virus (HBV)

infection, to explore the role of BMP-7 in the fibrogenesis of chronic

hepatitis B.

Methods: 81 patients chronically infected with HBV were enrolled.

Liver biopsy were performed in all these patients. The hematoxylin

staining and reticular fiber staining were performed for the grading of

inflammation and staging of fibrosis, respectively. The patients were

divided into different groups by the inflammatory grade or fibrosis

stage (8, 14, 19, 22, 18 patients with inflammatory grade of G0, G1,

G2, G3, G4, respectively; 8, 16, 21, 24, 12 patients with fibrosis stage

of S0, S1, S2, S3, S4, respectively). Then the immunohistochemical

staining by BMP-7 were performed. The expression of BMP-7 in the

liver was evaluated by digital image quantitative analysis system. We

compared the expression of BMP-7 in the liver with different

inflammatory grade and fibrosis stage.

Results: The expression of BMP-7 in the liver tissue increased with

the increase of hepatic inflammatory grade and fibrosis. When liver

biopsy showed a severe intrahepatic inflammation, the expression of

BMP-7 significantly increased, regardless the intrahepatic fibrosis

stage. Similarly, when liver biopsy showed a severe intrahepatic

fibrosis, the expression of BMP-7 also significantly increased,

regardless the intrahepatic inflammatory grade.

Conclusions: BMP-7 may play an important role as anti-inflamma-

tory and anti-fibrogenic effect in the fibrogenesis of chronic

hepatitis B.

PP24-004
A water-soluble extract from Artemisia iwayomogi Kitamura attenuates

against bile duct ligation-induced ROS production and cholestatic liver

fibrosis

Jong-Min Han, Hyeog-Gueg Kim, Min-Kyung Choi, Jin-Suk Lee,

Hye-Jung Park, Jing-Hua Wang, Chang-Gue Son

Liver and Immunology Research Center

Background: Liver fibrosis is characterized by an excessive depo-

sition of several extracellular matrix (ECM) proteins of which type I

collagen predominates. The excess deposition of ECM disrupts the

normal architecture of the liver resulting in pathophysiological

damage to the organ. In this study, we evaluate the therapeutic effect

of a water-soluble extract, named WHIJ, prepared from Artemisia

iwayomogi Kitamura, traditional hepatoprotective herbal, on the bile

duct ligation (BDL)-induced chronic liver injury model in rats for 2

weeks.

Methods: WHIJ was given in a daily dose of 25 and 50 mg/kg for 14

days after BDL. Blood and liver were collected for biochemical

estimation, molecular and histopathological studies.

Results: The levels of serum bilirubin, aspartate transaminase (AST),

alanine transaminase (ALT), malondialdehyde (MDA) and liver

hydroxyproline were significantly increased in BDL model. However,

WHIJ administration markedly reduced these markers, but in a dose

independent manner. Further, WHIJ treatment attenuated the reactive

oxygen species (ROS) levels and restored glutathione (GSH) content

and glutathione-peroxidase (GPx) activity. Moreover, hepatic colla-

gen deposition was significantly decreased, and it was paralleled by a

significant suppression of fibrogenic gene expression including

hepatic alpha smooth muscle actin (SMA), platelet-derived growth

factor (PDGF), and transforming growth factor (TGF)-] in WHIJ-

treated BDL mice. WHIJ 25 mg/kg treatment was most strong

activity. Cholestatic liver injury was markedly attenuated by WHIJ

treatment as shown by histology.

Conclusions: Our data suggest that WHIJ may have great potential as

an anti-fibrotic agent in that both inhibition of ROS production and

fibrotic ECM production in liver injury.

PP24-005
Glucose regulated protein 78 reduced in liver fibrosis but induced in fatty

liver plays crucially in the development of liver diseases

Chun-Chia Cheng, Fu-Der Mai, Ai-Sheng Ho, Chia-Chi Wang, Jungshan

Chang

Taipei Medical University

Background: Liver diseases, caused by toxicities express different

pathological characters, including fatty liver or liver fibrosis. Previous

studies indicated that apoptosis of hepatocyte leaded by endoplasmic

reticulum (ER) stress triggers the development of liver diseases. However,

the role of ER stress chaperon, glucose regulated protein (GRP78), in the

development of liver diseases is still unclear. This study aimed to inves-

tigate the mechanism of GRP78 in fatty liver and liver fibrosis.

Methods: Wistar rats were treated by ethanol, fructose or thioace-

tamide (TAA) to induce alcoholic fatty liver (AFL), non-AFL

(NAFL), or liver fibrosis, respectively. First, two-dimensional dif-

ferential gel electrophoresis (2D-DIGE) was performed to discover

the differential proteins of liver fibrosis. GRP78 was identified by

MALDI-TOF MS, and detected by western blotting to observe the

protein expression. Moreover, apoptosis was detected by TUNEL

assay.

Results: We found that the fibrotic stage was unrelated with the

steatosis in NASH and liver fibrosis patients in clinical. GRP78

was down-regulated in the tissue of TAA-induced liver fibrosis, but

up-regulated in that of AFL or NAFL, which were restored by

silibinin. The histological activity index (HAI) and apoptosis were

higher in liver fibrosis compared to other type of liver diseases,

indicating that down-regulation of GRP78 may lead to ER-medi-

ated apoptosis.

Conclusions: In this study, we found that GRP78 plays crucially to

maintain ER homeostasis, otherwise loss of GRP78 leaded to apop-

tosis and triggered liver fibrosis. Therefore, the strategy to suppress

ER stress and apoptosis may be applied for liver fibrosis therapy.

PP24-006
Persistent activation of adaptive immunity and suppression of innate

immunity in HIV-HBV co-infected patients despite suppression of HIV

RNA and HBV DNA

Megan Crane, Lisa Barrett, Chloe Thio, Alexander Thompson, Gregory

Dore, Stephen Locarnini, Shyam Kottilil, Sharon Lewin

Monash University

Background: Although combination antiretroviral therapy (cART) is

effective in slowing HIV progression, liver-related mortality remains

increased in patients with HIV-hepatitis B virus (HBV) co-infection.
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Residual immune activation that persists in HIV-infected patients on

cART may contribute to progression of liver disease in HIV/HBV co-

infected patients.

Methods: Peripheral blood mononuclear cells (PBMC) were col-

lected from HBV mono-infected (n = 6), HIV/HBV co-infected

(n = 10), and HIV mono-infected patients (n = 10) after one year of

cART. All HBV-positive patients had HBV DNA \30 IU/ml, were

HBsAg positive and HBeAg negative with normal ALT. All HIV-

positive subjects had HIV RNA \50 c/ml. DNA microarray analysis

(Affymetrix Hu133 plus 2.0) was performed on PBMC-extracted

RNA. RNA normalization and mixed model ANOVA analysis iden-

tified differential gene expression between the 3 groups (fold change).

Results: 374 genes were differentially regulated between the 3 patient

groups, 45 were validated. Despite undetectable HBV DNA, innate

immunity genes (NCR1 and 3, KIR3DL1, TLR4, CCL20, CCL4 and

CCR1) were significantly upregulated in HBV mono-infected

patients, but decreased in HIV/HBV co-infected patients, while most

HIV mono- and co-infected patients had upregulated cellular immu-

nity related genes (IL7R, CD27, CD180, CD84 and CCR4). CD33,

IL-18, BAFF and CD300LB were downregulated in HIV-HBV co-

infection.

Conclusions: Despite control of HIV and HBV replication patients

still have evidence of B and T cell activation and depressed innate

immunity. Differential expression of inflammatory genes may con-

tribute to disease progression in HIV/HBV co-infection.

PP24-007
E3 Ubiquitin ligase synoviolin is involved in liver fibrosis

Daisuke Hasegawa1, Nobuyuki Matsumoto2, Naoko Yagishita3,

Satoko Aratani4, Yoshihisa Yamano5, Kusuki Nishioka6, Scott Friedman7,

Toshihiro Nakajima8, Fumio Itoh9

1St. Marianna University School of Medicine; 2St. Marianna
University School of Medicine; 3St. Marianna University School
of Medicine; 4Tokyo Medical University; 5St. Marianna University
School of Medicine; 6Tokyo Medical University; 7Division of Liver
Diseases; 8Tokyo Medical University; 9St. Marianna University
School of Medicine

Background: The mechanism by which E3 ubiquitin ligase is

involved in collagen synthesis in liver fibrosis is incompletely

understood. This study aimed to explore the involvement of the E3

ubiquitin ligase synoviolin (Syno) in liver fibrosis.

Methods: The expression and localization of synoviolin in the liver

were analyzed in CCl4 mice models. The degree of liver fibrosis and

the number of activated hepatic stellate cells (HSCs) was compared

between wild type (wt) and Syno+/V mice. We compared the ratio of

apoptosis in activated HSCs between wt and Syno+/V mice. We also

analyzed the effect of synoviolin on collagen synthesis in the cell line

from HSCs (LX-2) using siRNA-synoviolin and a mutant synoviolin

in which E3 ligase activity was abolished. Furthermore, we compared

collagen synthesis between wt and SynoV/V mice embryonic fibro-

blasts (MEF), immunohistochemically analyzed the localization of

collagen in SynoV/V MEF cells.

Results: In the hepatic injury model, synoviolin was upregulated in the

activated HSCs, while Syno+/V mice developed significantly less liver

fibrosis than in wt mice. The number of activated HSCs was decreased

in Syno+/V mice, and some of these cells showed apoptosis. Further-

more, collagen I expression was upregulated by synoviolin

overexpression, while synoviolin knockdown led to reduced collagen

expression. Moreover, in SynoV/V MEF cells, the amounts of intra-

cellular and secreted mature collagen were significantly decreased, and

procollagen was abnormally accumulated in the endoplasmic reticulum.

Conclusions: Our findings demonstrate the importance of the E3

ubiquitin ligase synoviolin in liver fibrosis.

PP24-008
Insulin-like growth factor I reduces collagen production by hepatic stellate

cells even when their proliferative activity is stimulated

Takako Nishikawa1, Tomoaki Tomiya2, Natsuko Ohtomo3, Yukiko Inoue4,

Hitoshi Ikeda5, Hiromichi Shirataki6, Kazuhiko Koike7

1University of Tokyo; 2University of Tokyo; 3University of Tokyo;
4University of Tokyo; 5University of Tokyo; 6Dokkyo University;
7University of Tokyo

Background: Serum levels of insulin-like growth factor I (IGF-I) are

decreased in cirrhotic patients, and favorable effects of supplemen-

tation therapy have been reported. However, controversy exists as to

whether IGF-I enhances or reduces collagen deposition in the liver.

We evaluated direct effect of IGF-I on collagen production and

related molecules by hepatic stellate cells (HSCs).

Methods: A HSC clone (cHSC), named CFSC-8B was used for

evaluation.

Results: When the cells were cultured in the medium added with

IGF-I, 24 h incubation with IGF-I enhanced DNA synthesis in a dose-

related manner with no significant change of the number of cells.

Dose-related increase of the number of cells was shown when the

incubation period was 48 h. Collagen deposition in the culture wells

quantified by Sirius red dye binding method was significantly reduced

by the treatment with IGF-I for both 24 and 48 h. Transforming

growth factor beta (TGF-beta) levels were not affected by IGF-I

addition. Expressions of matrix metalloproteinase (MMP) -2 and

MMP-9 as well as activated MMP-2 assessed by zymography were

up-regulated by IGF-I treatment. In addition, expression of tissue

inhibitor of metalloproteinase (TIMP) -1 determined by western

blotting was drastically suppressed by IGF-I.

Conclusions: In general, proliferative activity, TGF-beta synthesis,

collagen accumulation and TIMP-I expression are up-regulated when

HSCs are activated. IGF-I seems not to be a simple activator of HSCs,

and even though IGF-I stimulates HSC proliferation, IGF-I reduces

effective collagen deposition by HSCs through changes in the pattern

of matrix degradation.

PP24-009
Effect and mechanism of connective tissue growth factor (CTGF/CCN2)

on human hepatic stellate cells

Xiujun Zhang, Zhenzhen Tian, Hongli Shan, Jie Zhu, Fanghui He,

Rongli Piao, Runping Gao

First Hospital, Jilin University

Background: Hepatic stellate cell (HSC) activation and transformation

into fibrogenic and proliferative myofibroblast-like cells is the major

cause of hepatic fibrosis. Connective tissue growth factor (CTGF/

CCN2) acts as an autocrine and paracrine matricellular protein that

plays a crucial role in HSC-mediated fibrogenesis. Previous studies

demonstrated that endogenous CCN2 is a mediator of basal or TGF-

Methods: Recombinant CCN2 was assessed for its stimulation of

LX-2 cell adhesion, migration, proliferation, and cell cycle progress.

Adhesion of LX-2 cell to CCN2 was studied in the presence of

EDTA, divalent cations, anti-integrin 3 antibodies, anti-CCN2 anti-

bodies, or heparin, or after pretreatment of the cells with heparinase I.

CCN2 integrin 3 binding was analyzed in cell free systems.

Results: LX-2 cell adhesion was stimulated by CCN2 and supported

by Mn2+ but not Ca2+. CCN2 supported LX-2 cell adhesion was

partially blocked by anti-integrin 3 antibodies or fully blocked by

treatment of cells with heparin or heparinase I. A direct interaction

between CCN2 and integrin 3 was also demonstrated in cell free

assays. LX-2 cell migration, proliferation, and cell cycle progress

were enhanced by CCN2. CCN2 supported LX-2 cell adhesion,

migration, and proliferation were partially blocked by anti-CCN2

neutralizing antibodies.
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Conclusions: These data supported a role for CTGF in HSC-mediated

fibrogenesis and highlight CCN2 neutralizing antibody as potential

novel therapeutic tools.

PP24-010
Experimental study of liver fibrosis therapy with chinese herbal

of turtlecrust

Zhi Hao Wang, Ying Kai Wang, Ying Tang

the Bethune First Hospital, Jilin University A Changchun 130021,
China

Background: Comparing the effects of herbal medicine of turtle crust

soften hard tissue (including turtle crust, ginseng, leech, astragalus,

zedoary turmeric, bupleurum and so on) and colchicines on liver

cirrhosis in rate.

Methods: We selected 150 Wistar rats, 150-200g, divided into 6

groups and 30 rats were in every group. Group 1 (liver cirrhosis

model group): using CCl4 to make model. Group 2 (colchicines): rats

were given 40ug/kg.bw colchicines 3 times per week. Group 3, 4, 5

were traditional Chinese medicine Low, middle, high dose groups

respectively and rats were given 20g, 10g, 5g/kg.bw one time

everyday. Group 6 (normal control group): given 1.5ml/10g.bw water

one time everyday. All groups except Group 1 had been fed gastric

lavage until 4 weeks. We got all rats eye blood at the end of 10th

week, and measured serum hyaluronic acid (HA) and Laminin with

radioimmunoassay and ALT, ALB with automatic biochemical ana-

lyzer. Liver pathology were measured by HE, rG and reticular fiber

staining.

Results: In model group: Liver cell necrosis and lots of false floc-

culus were be found. In turtle crust groups, fibrous tissue were basicly

absorpted. The effect was better than colchicines group and positively

related to the dosage. Compared to model group, each treatment

groups can reduce ALT, HA, LN and increase ALB. The effects of

turtle crust were better than colchicines group and positively related

to the dosage.

Conclusions: Herbal medicine of turtle crust can treated liver fibrosis,

the biochemical and liver morphology were significantly improved in

the herbal groups than those in colchicines groups.

PP25-001
Diagnostic accuracy of hepatic venous pressure gradient measurement

in the prediction of stage 1 compensated liver cirrhosis in patients

with chronic viral hepatitis

Ki Tae Suk1, Seung Ha Park2, Dong Joon Kim3

1 Hallym University College of Medicine; 2 Inje University College
of Medicine; 3 Hallym University College of Medicine

Background: Chronic hepatitis B (CHB) may cause liver cirrhosis

(LC) which is an important clinical issue for physicians since it is

associated with bad prognosis. Hepatic venous pressure gradient

(HVPG) between 6 and 10 mmHg has been known as a hemodynamic

parameter of stage 1 compensated LC. We investigated the diagnostic

accuracy of HVPG in the prediction of stage 1 compensated LC.

Methods: A total of 219 patients with CHB who underwent HVPG

and liver biopsy before antiviral therapy were recruited. All patients

had no evidences of LC in abdominal ultrasound or endoscopy. Risk

factors and models for the diagnosis of stage 1 compensated LC based

on the findings of HVPG, biopsy, and both HVPG and biopsy were

evaluated.

Results: The mean level of HVPG was 3.7±2.5. HVPG was posi-

tively related with stage of biopsy (p\0.01, r=0.36). Fifty one (23%),

35 (16%), and 23 (10%) patients had stage 1 compensated LC based

on the findings of HVPG, biopsy, and both HVPG and biopsy

(p\0.01), respectively. Platelet and age (-1.29-0.01 9 platelet+0.03 9

age), platelet and albumin (5.72-1.49 9 albumin-0.01 9 platelet), and

platelet and albumin (4.82-1.37 9 albumin-0.01 9 platelet) were risk

factors (model) for the diagnosis of stage 1 compensated LC based on

the findings of HVPG, biopsy, and both HVPG and biopsy.

Conclusions: Though HVPG was correlated with stage of biopsy,

discrepancy was present in the diagnosis of stage 1 compensated

LC between HVPG and biopsy. Platelet was common risk factor

and LC could be fairly diagnosed by using models in patients with

CHB.

PP25-002
The change of liver stiffness and associated factors in patients with chronic

hepatitis B under Entecavir therapy

Chih-Ming Liang, Jing-Houng Wang, Sheng-Nan Lu, Chao-Hung Hung,

Chien-Hung Chen, Kwong-Ming Kee, Kuo-Chin Chang, Tsung-Hui Hu

Kaohsiung Chang Gung Memorial Hospital and Chang Gung
University College of Medicine, Kaohsiung, Taiwan

Background: Long-term antiviral therapy had been demonstrated to

improve histological fibrosis and liver stiffness. To evaluate the

change of liver stiffness (LS) and its associated factors in patients

with chronic hepatitis B in Entecavir therapy.

Methods: Patients with chronic hepatitis B in Entecavir therapy were

enrolled prospectively. At enrollment, LS measurement (Fibroscan).

Results: One hundred and six-nine consecutive patients (male/

female: 115/54; mean age: 51.4) with reliable LS results were ana-

lyzed. The initial mean LS was 13.7 ± 0.7 kPa (range: 3.5–63.9) and

the last mean LS was 9.8 .8 kPa (range: 3.3–67.8). LS decrease was

3.9 ± .2 kPa (range: -26.5–34.8). Uni-variate analysis showed larger

degree of decrease was associated with age \50 year, aminotrans-

ferase [200 u/l, total bilirubin level [1.4 mg/dl, positive e-antigen

(HBeAg), alpha-fetoprotein[15 ng/ml and the duration of Entecavir

treatment 4 weeks before initial LS measurement. Higher initial LS

value, aspartate aminotransferase [200 l/l and total bilirubin level

[1.4 mg/dl were associated factors with higher degree of decrease in

LS value in multivariate analysis.

Conclusions: Liver stiffness decreased in patients with Entecavir

therapy. Patients with high initial stiffness level and acute exacer-

bation had larger degree of improvement in liver stiffness during

follow-up.

PP25-003
Comparison between transient elastography (Fibroscan) and liver biopsy

for diagnosis of hepatic fibrosis in chronic hepatitis C genotype 4

Gamal Shiha, Shahira Eletreby, Maha Maher, Aymen Eldesouky,

Waleed Samir, Amira Elbeeh, Khaled Zalata

Prof

Background: Due to the limitations of liver biopsy, noninvasive

alternatives including transient elastography (Fibroscan) have been

developed. This study was assigned to compare between Fibroscan

and liver biopsy for diagnosis of hepatic fibrosis among chronic

hepatitis C genotype 4 patients and to evaluate the effects of activity,

steatosis and presence of Schistosomiasis on transient elastography

measurements.

Methods: This cross sectional study included 519 chronic HCV

patients with genotype 4 selected from attendees of Mansoura Spe-

cialized Hospital, in the period between January 2009 and December

2010. All patients were subjected to liver biopsy and Fibroscan

examination. Liver fibrosis was staged on a 0–4 scale according to the

METAVIR system. The diagnostic performance of Fibroscan was

assessed by analysis of the receiver operator characteristics curve

(ROC), sensitivity, specificity and predictive values.

Results: The cut off value of significant fibrosis.

Conclusions: This study suggests that, Transient elastography by

Fibroscan can be a new noninvasive tool to diagnosis and monitor

liver fibrosis among patients with CHC.
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PP25-004
The diagnostic accuracy of liver stiffness measurement and hyaluronic

acid in detecting significant liver fibrosis in chronic hepatitis B according

to ALT levels

Pisit Tangkijvanich, Prachya Kongtawelert, Theerawut Chanmee,

Kittiyod Poovorawan, Yong Poovorawan

Chulalongkorn University

Background: The assessment of liver fibrosis in chronic hepatitis B

(CHB) is crucial in clinical practice. This study compared the diag-

nostic accuracy of liver stiffness measurement (LSM) using transient

elastography and serum hyaluronic acid (HA) in detecting significant

fibrosis (METAVIR stage F2-F4) in CHB, according to ALT levels.

Methods: Patients with CHB underwent liver biopsy were enrolled.

The predictive accuracy was analyzed by comparing the areas under

the receiver-operating characteristic curves (AUROCs).

Results: One hundred and fifty-six Thai patients were included,

comprising 112 (71.8%) men. The mean age of the patients was

40.1±12.2 years. LSM was superior to HA in predicting significant

fibrosis (AUROCs were 0.820 vs 0.727, p=0.010). The optimal cut-off

values for LSM and HA were 6.8 kPa and 65 ng/mL, respectively.

There was correlation between ALT level and LSM value, while there

was no significant correlation between ALT and HA levels. Regard-

ing only patients with ALT levels[80 IU/L (2 x ULN), AUROCs of

LSM and HA for predicting significant fibrosis were not significantly

different (0.733 vs 0.696, p[0.05).

Conclusions: Overall, LSM was superior to HA in predicting significant

fibrosis in patients with CHB. However, the diagnostic performance of

LSM was reduced in patients with high ALT levels. Thus, the accuracy of

both methods was comparable in this subgroup of patients.

PP25-005
Ischemic stroke in liver cirrhosis patients

Jong Woon Hwang, Sang Goon Shim, Kil Jong Yu, Dae Hyeon Cho, Chang

Wook Chung, Ji Eun Oh, Hyun Chin Cho, Yun Young Kim

Samsung Changwon Hospital, Sungkyunkwan University School
of Medicine

Background: A number of studies have reported that patients with

cirrhosis are associated with a reduced prevalence of ischemic stroke.

We evaluated the clinical characteristics of ischemic stroke in liver

cirrhosis patients.

Methods: We retrospectively analyzed 23 patients of ischemic stroke in

liver cirrhosis who were admitted from January 2001 to December 2010,

by reviewing their charts and brain MRIs. The risk factor, localization and

arterial territory of ischemic stroke and Child–Pugh class, the cause of

liver cirrhosis and results of treatment were analyzed.

Results: The mean age was 65.1 years. Child–Pugh class B was the

most common. The most common cause of liver cirrhosis was alco-

hol. Obesity (39.1%), abnormal EKG (30.4%), smoking (30.4%),

diabetes (26%) and hypertension (21.7%) were observed in patients.

The most common site and arterial territory of ischemic stroke were

cerebral cortex and MCA. 3 cases were not improved and 2 of them

were deceased.

Conclusions: Ischemic stroke is quite rare but it does happen in liver

cirrhosis patients. It isconsiderable that ischemic stroke for the cause

of decreased mentality in liver cirrhosis patients with the risk factors,

especially.

PP25-006
Correlation between liver fibrosis and the sex, age, HBV DNA loads

in patients with HBeAg positive chronic hepatitis B

Ying Yan, Li Mai, Jing Lai, Ying Zhang, Wen-Xiong Xu

The Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the relationship between liver fibrosis

stage and the sex, age and HBV DNA loads in patients with HBeAg

positive chronic hepatitis B.

Methods: In a retrospective study, 214 patients with HBeAg positive

chronic hepatitis B received liver biopsy. The stratified analysis was

used to analyze the factors mentioned above.

Results: The ratio of patients with liver fibrosis.

Conclusions: In patients with HBeAg positive chronic hepatitis B,

the liver fibrosis increased with years. And the proportion of patients

with liver fibrosis.

PP25-007
Correlation between portal vein diameter and the histopathological

changes in liver tissue in 120 patients with chronic hepatitis B

Li Mai, Ying Yan, Shao-quan Zhang, Jing Liu, Hong Cao

The Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the relationship between the portal vein

diameter and the liver inflammation grades and fibrosis stages in

patients with chronic hepatitis B.

Methods: In a retrospective study, the portal vein diameter and the

liver inflammation grades and fibrosis stages of 120 chronic hepatitis

B patients were reviewed. The one-way analysis of variance

(ANOVA) was used.

Results: The histopathology of liver inflammation showed S G0*1 in

29 patients, G2 in 63 patients and G3*4 in 28 patients. The portal vein

diameter of patients from G0*1 to G3*4 group was 11.7±1.2 mm,

11.6±1.3 mm, 11.9±1.2 mm respectively as analyzed by ultrasono-

graphic examination. And the difference was insignificant(P =0.480).

The histopathology of liver fibrosis showed S0*1 in 36 patients, S2 in

39 patients and S3*4 in 45 patients. The portal vein diameter of

patients from S0*1 to S3*4 group was 12.0±1.0 mm, 11.5±1.4 mm,

11.8±1.2 mm respectively as analyzed by ultrasonographic exami-

nation. And the difference was insignificant (P =0.183).

Conclusions: These results suggested that examination the diameter

of portal vein by ultrasonography may not help for diagnosis of liver

inflammation and fibrosis in patients with chronic hepatitis B.

PP25-008
The effect of the short course of the recombinant interleukin-2 (rIL2)

in patients with liver cirrhosis causes by HBV and HCV infection

Bibigul Ilyassova, Gauchar Issakova, Saltanat Madenova

Institute of Cardiology and Internal Diseases

Background: The basic of liver encephalopathy pathogenesis is

synergic action ammonia and inflammation, which leads to the

endotoxemia and immune paralysis. The standart treatment of HE

doesnt act on the inflammation pathogenesis. The aim of study to

estimate effectiveness of the including the recombinant interleukin-2

to treatment of liver encephalopathy.

Methods: Thirty-seven patients with liver cirrhosis Class B and C,

HE Degree I caused by HBV and HCV were included in study. Group

A, N=19 took during 10 days the ceftriaxon 2 g and lactulosa 3 time

per day. The Group B, N=18 took the same drugs and rIL2 (Ron-

koleukin, Biotech) 500 000 IU N2 1 time per 3 days. The lymphocyte

subtypes were cytometrically quantified. IL2, TNF-a, INFc (pg/ml) in

the serum were estimated by ELISA, IBL. For quantitative measuring

of MHE were included NCT-A test and Questionnaire SF-36.

Results: The levels of lymphocytes subpopulation and of cytokines

not significant change in Group A: P [0,5. Including of rIL2 signif-

icant improved levels of the same dates: P\0,001. The research of

psychometric test NCT-A in Group A showed significant improving

(P\0,05). However the results of Questionnaire SF-36 in this Group

were not significant higher after treatment (P[0,5). In the Group B

both the dates of NCT-A and Questionnaire SF-36 were significant

better after treatment (P\0,05).

Conclusions: The effects of rIL2 in liver cirrhosis drive to increasing

the effectiveness of antibiotic and lactulosa, to reduction of tiredness,

weakness, to decreasing of the level of endotoxemia of brain and to

rise of capacity of work.
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PP25-009
The increasing proportion of acetyl-histone-positive hepatocytes indicates

the functional deterioration during progressive cirrhosis

Yujun Shi, Ping Zhou, Jun Wan, Gang Guo, Hong Feng, Hong Bu

West China Hospital, Sichuan University

Background: We have previously proposed a novel concept of

functional heterogeneity of hepatocytes based on their different

expression of acetylated histones, the markers of active gene tran-

scription. The hepatocytes were divided into active cells which are

competent for routine physiological requirement, and inactive cells,

act as a functional reservoir. We hereby aimed to investigate whe-

ther the proportions of the acetylation-positive hepatocyte are

correlated with the liver function during the progression of liver

cirrhosis.

Methods: We collected 624 available cases of cirrhotic patients

induced by chronic virus hepatitis B. Paraffin tissue micro-array was

made for immunohistochemistry to examine the expression of acet-

ylated histones including Ace-H3(K4/9), Ace-H3(K27) and Ace-

H2A(K5). The proportions of the positive hepatocytes were recorded

and their correlations to the clinical and laboratory indexes were

statistic analyzed.

Results: Within the 624 patients, 464 cases were in A stage of

Child-Turcotte-Pugh score classification, B, 318 and C, 42. The

positive proportions of the Ace-H3(K4/9), Ace-H3(K27) and Ace-

H2A(K5) were progressively increasing in stage A, B, and C,

respectively, which also positively correlated with the PT value,

but negative with albumin value. The positive proportions of Ace-

H3(K27) and Ace-H2A(K5) were positively correlated with bili-

rubin level. In a multivariable analysis of the data from 154

follow-up patients, the expression of Ace-H3K(4/9), accompanied

with age, PT and AFP, was significant associated factor with the

prognosis.

Conclusions: With the progression of cirrhosis, the inactive/acetyl-

histone-negative hepatocytes are gradual exhausted. Therefore, a

biopsy to evaluate the proportion of the acetyl-histone-positive

hepatocytes offers a potential strategy to reveal hepatic functional

reserves.

PP25-010
The correlation between serum-ascites total protein gradient (SATPG) and

portal-hypertension syndrome

Zhang Ka, Cao Hong, Shu Xin, Liang Jia-Yi, Xu Qi-Huan, Li Gang

Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the correlation between serum-ascites

total protein grdient (SATPG) and portal venous pressure.

Methods: Five hundred and ninety-four liver cirrhosis patients with

ascites were examined with color doppler ultrasonography. Using

portal vein C13mm as the cut-off value, the patients were classified

into two groups, the portal hypertension group and the non-portal

hypertension group. SATPG was examined with abdominal para-

centesis, which was the difference of total protein between serum and

ascites. Pearson correlation analysis was used to assess the correlation

between SATPG and portal pressure.

Results: There were correlations between the levels of SATPG and

portal vein (r =0.108, P\0.05). In the portal hypertension group and

the non-portal hypertension group, the correlation coefficients

between the levels of SATPG and portal vein were 0.145, 0.130,

respectively.

Conclusions: There are correlations between SATPG and portal

pressure.SATPG can reflect actual the portal venous pressure.

PP25-011
Esophageal variceal ligation with a longer interbanding interval for treat-

ment of variceal bleeding: long term follow-up results

Min-Sun Kwak, Jung Hee Kwon, Eun Ju Cho, Jeong-Hoon Lee, Su-Jong

Yu, Yoon Jun Kim, Jung-Hwan Yoon, Hyo-Suk Lee, Chung Yong Kim

Seoul National University College of Medicine

Background: Endoscopic variceal ligation (EVL) is widely accepted

treatment for esophageal variceal bleeding. For complete obliteration

of esophageal varix, repeated endoscopic procedures are required.

Guideline recommended EVL interval of every 1–2 weeks until

complete obliteration, however, the optimal interval of EVL remains

undetermined. We reviewed the treatment outcome of EVL with

longer interbanding interval in one hospital cohort.

Methods: Patients who performed EVL for the esophageal variceal

bleeding from 2004 to 2010 were selected. Among these patients, we

selected the patients who kept the schedule of our hospital; EVL

every 3–4 weeks till varix grade II without red color sign, then every

3 months till varix grade I without red color signs, then every 6

months till complete obliteration. Treatment outcome and complica-

tions were reviewed and compared with that of historical controls.

Results: Total of 76 patients performed EVL for esophageal variceal

bleeding. Mean follow up duration was 30.4 months, and 15 patients

(19.7%) died during follow-up period. Older age [hazard ratio (HR),

1.11; p = 0.004] and worse Child–Pugh class (HR, 5.73; p \ 0.001)

were independent risk factors of deaths. During the observational

period, 21 patients (20.6%) experienced rebleeding, while 71 patients

(69.6%) achieved complete obliteration of esophageal varix. This

treatment outcome was not inferior compared to that of historical

controls.

Conclusions: The rate of patients survival and the rate of complete

obliteration were not significantly different between the patients who

performed EVL with longer interbanding interval and historical

controls who performed EVL every 1–2 weeks. Rebleeding rate was

also similar between these two groups.

PP25-012
Significance of age–spleen–platelet Ratio index (ASPRI) as a non-invasive

marker of liver fibrosis in patients with Chronic Hepatitis B

Faroque Ahmed1, Md. Fazal Karim2, Mamun Al-Mahtab3, Salimur

Rahman4

Assistant Professor, Dhaka Medical College, 2Assistant Professor,
Dhaka Medical College, 3Associate Professor,Bangabandhu Sheikh
Mujib Medical University, 4Professor, Bangabandhu Sheikh Mujib
Medical University

Background: Liver biopsy an integral part of management of patients

with Chronic Hepatitis B (CHB) is relatively safe but morbidity

occurs in 0.2–2% of patients. Hence, non-invasive markers, like

ASTVALT Ratio (AAR), AgeVPlatelet Index (API), AST to Platelet

Ratio Index (APRI), Fibroscan, etc. have developed to asses liver

histology. Age–spleen–platelet ratio index (ASPRI) is new in this

series.

Methods: In this cross sectional study, 51 patients with CHB,

attending in Hepatology ward, Bangabandhu Sheikh Mujib Medical

University, Dhaka, during January 2006 to May 2006, were studied.

Patients divided into two groups; Group-A with ASPRI\5 and Group-

B with ASPRI[5. Clinical, serological, biochemical, virological

parameters were analyzed and following liver biopsy, correlation of

liver fibrosis with ASPRI was evaluated. Age (years) score :\30 = 0;

30–39 = 1; 40–49 = 2; 50–59 = 3; 60–69 = 4.

Results: 30 patients (Gr-A) with ASPRI\5 (mean 3.4) had mean

fibrosis 1.3; mean age, spleen size and platelet count were 23.2 years,
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8.6 cm and 278 9 109/L accordingly. 21 patients (Gr-B) with

ASPRI[5 (mean 5.8) had mean fibrosis 1.8; mean age 30.6 years,

spleen size 9.5 cm and platelet count 195 9 109/L. Mean liver fibrosis

was significantly increased in Gr-B patients., In Gr-A patients, liver

fibrosis showed significant correlation with platelet count, (p = 0.03)

and ASPRI (p = 0.011), while none was observed in Gr-B patients.

Conclusions: Age–spleen–platelet ratio index (ASPRI) can be used

as a non-invasive marker for diagnosis of liver fibrosis in chronic

hepatitis B.

PP25-013
The comparison of the usefulness in prediction of advanced fibrosis

between the ultrasonographic scoring system (USS) and liver stiffness

measurement (LSM) in alcohol related liver disease

Ki Won Jo, Soon Koo Baik, Moon Young Kim, So Yeon Park, Bo Ra Kim,

Jin Heon Hong, Hyoun A Kim, Hye Kyung Hwang, Jae Yeon Choi, Sang

Ok Kwon

Yonsei University Wonju College of Medicine

Background: To determine the degree of hepatic fibrosis is useful in

prediction of prognosis as well as management of chronic liver dis-

ease. US is simple, safe and widely used in clinical practice. So, we

prospectively evaluate the usefulness of US in prediction of advanced

fibrosis in alcoholic liver disease using a USS composed of 6 repre-

sentative sonographic indices in comparison with histology and LSM.

Methods: Along with liver biopsy, hepatic venous pressure gradient

and LSM, 6 ultrasonographic indices were estimated and scored in

230 patients with chronic liver disease. The total score including

surface nodularity and edge shape, parenchyma coarseness, right lobe

atrophy, spleen size, splenic vein diameter (0–2) and hepatic vein

waveform (0–1) was calculated.

Results: The mean value of USS according to METAVIR fibrotic

stage were significantly different (P \ 0.001). In the prediction of

advanced fibrosis.

Conclusions: The measurement of USS by combination of 6 repre-

sentative US indices is simple and useful in non-invasive prediction

of CSPH and advanced hepatic fibrosis.

PP25-014
Clinical presentation of chronic dialysis patient with liver cirrhosis -

experience at a medical center.

Chen Yent-Bo1, Chen Yu-Wei2, Wu Chih-Jen3, Chang Ching-Wei4, Wang

Horng-Yuan5

1 No. 92, Sec. 2, Zhongshan N. Rd., Zhongshan Dist., Taipei City
10449, Taiwan; 2 Mackay Memorial Hospital, Mackay Medicine,
Nursing and Management College, Taipei, Taiwan; 3 Mackay
Memorial Hospital, Mackay Medicine, Nursing and Management
College, Taipei, Taiwan; 4 Mackay Memorial Hospital, Mackay
Medicine, Nursing and Management College, Taipei, Taiwan; 5

Division of Gastroenterology, Department of Internal Medicine

Background: Several postmortem studies have shown uremic patient

with liver cirrhosis shows a poor prognosis. The clinical presentation

of liver cirrhosis in patients undergoing dialysis treatment are

unknown in Taiwan.

Aim:The purpose of the research presented in this article is to assess

the characteristics of chronic dialysis patients with liver cirrhosis. A

secondary purpose of this study is to compare the outcomes of

between hemodialysis (HD) and peritoneal dialysis (PD) groups.

Methods: The study groups consisted of all patients with liver cir-

rhosis initiated on HD and PD between Oct, 1991 and Oct, 2010 in

Taipei Mackay Memorial Hospital. Chronic dialysis was defined as a

total dialysis period longer than six weeks. Medical data were

reviewed retrospectively.

Results: 17 patients were included in the study. Mean age of the

patients at the time of diagnosis was 65.5±14.4 years. The proportion

of patients positive for HCV Ab and HBsAg were 23.5% and 41.2%,

respectively. The ratio of Child-Pugh grading (A/B/C) were 52.9/

47.1/0 %. Major cause of mortality is sepsis (70%). The survival time

was 21.6±13.5 months. 10 patients were in hemodialysis (HD) and 7

patients were in peritoneal dialysis (PD) groups, respectively. There

were no difference between HD and PD group in serum albumin

level, hospitalization and survival time. The episodes of peritonitis

were higher in PD than HD group (0/14).

Conclusions: Uremic patients with liver cirrhosis has a poor prog-

nosis. The major cause of mortality is sepsis. There are no difference

between PD and HD group in prognosis.

PP25-015
Scoring system composed of albumin, collagen IV and longitudinal diameter

of spleen for diagnosis of liver fibrosis in chronic hepatitis B patients

Huang Zhanlian, Peng Liang, Zheng Yubao, Yan Ying, Zhao Zhixin, Gao

Zhiliang

The Third Affiliated Hospital of Sun Yat-sen University

Background: To screen out noninvasive indexes correlated to liver

fibrosis and establish a scoring system for the diagnosis of liver

fibrosis in hepatitis B patients.

Methods: Live biopsy was performed in 208 chronic hepatitis B patients.

The fibrosis degree of the liver was described as S0 to S4 by pathologist.

We screened thirty-three noninvasive indexes (Including routine blood

indexes, biochemical indexes, ultrasonic indexes, procollagen III, col-

lagen IV, Hyalurionic acid, and laminin) of the 208 hepatitis B patients

with discriminant analysis to find out useful indexes for the diagnosis of

liver fibrosis. A scoring system composed of indexes screened out by

discriminant analysis was established for the diagnosis of live fibrosis.

Results: A scoring system composed of albumin (ALB), collagen IV

(C) and longitudinal diameter of spleen (SPL) was established

(Table 1). The diagnostic coincidence rate of the scoring system for

distinguishing patients with S0-2 fibrosis and patients with S3-4

fibrosis was 70.9% with a cut off value of 4 score. The sensitivity and

specificity were 69.7% and 71.7% respectively.

Conclusions: The scoring system composed of albumin, collagen IV

and longitudinal diameter of spleen provides a simple method to

distinguish mild-to-moderate fibrosis (S0-2) and sever fibrosis (S3-4)

in hepatitis B patients. The diagnostic coincidence rate is 70.9% with

a cut off value of 4 score.

PP25-016
The effect of low dose non-selective beta-blockers on survival in liver

cirrhosis patients

Young Gil Choe, Hong Joo Kim, Yong Kyun Cho, Woo Kyu Jeon,

Byung IkKim

Sungkyunkwan University, Kangbuk Samsung Hospital

Background: The other effects of non-selective beta blockers

(NSBBs) such as reducing complications of liver cirrhosis (LC)

except varix bleeding have been reported in some studies. We studied

the effect of low dose NSBBs on survival and hepatocellular carci-

noma (HCC) free survival in LC patients.

Methods: LC patients who visited to our institution from March 2003

to December 2007 were enrolled, and survival data until June 2011

Table 1 Scoring criteria

score ALB(g/L) CIV(lg/L) SPL (mm)

0 C 45 \ 50 \ 100

1 40*45 50*100 100*110

2 35*40 100*200 110*120

3 \ 35 C 200 C 120
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was measured retrospectively. Stratified randomization according to

the Child–Pugh class and age was done and a total of 273 patients

were divided into beta-blocker group (Indenol, 20–40 mg/day) and

non beta-blocker group. Overall survival, HCC free survival and

predictors of mortality were evaluated.

Results: There was no significant difference of survival (P = 0.133)

and HCC free survival (P = 0.910) between two groups. Three sub-

groups analyses according to the Child–Pugh class also showed no

significant difference of survival and HCC free survival. Significant

univariate predictors of death were age, Child–Pugh score, MELD

score, prothrombin time, international normalized ratio, total biliru-

bin, albumin, and aspartate aminotransferase. The independent

predictors of mortality were Age, Child–Pugh score, and MELD

score. Presence of varix, the important difference between two groups

at baseline characteristics, was not predictor of mortality.

Conclusions: Low-dose NSBBs have no effect on survival and HCC

free survival in LC patients. That means that low-dose NSBBs may

not be used for the purpose of improving survival or preventing HCC

occurrence in LC patients.

PP25-017
Nutritional Status and Neutrophil Phagocytic Function in Liver Cirrhotic

Patients

Fahmi Indrarti, Neneng Ratnasari, Putut Bayupurnama, Catharina

Triwikatmani, Sutanto Maduseno

Faculty of Medicine, Gadjah Mada University/Dr Sardjito Hospital
Yogyakarta Indonesia

Background: Nutritional status in liver cirrhotic patients commonly was

categorized into malnutrition or even worst in poor nutritional status.

Malnutrition is a condition that cause endurance body disorders, where

humoral and cellular responses to infection decrease, and also to the

therapy. Calorie protein malnutrition also has effects to phagocytic pro-

cess, where there was decreasing of levels and activities of complement

components. We aim to clarify the relationship between nutritional status

and neutrophil phagocytes function in liver cirrhotic patients.

Methods: This is a cross-sectional study. Subjects were liver cirrhotic

patients who visited to Gastrohepatology Clinic and Internal Medi-

cine Inpatient wards. Subjects who fulfilled eligibility criteria were

examined for nutritional status and neutrophil phagocytes function.

Correlation between nutritional status (mid arm muscle circumfer-

ence) and phagocytic function (nitroblue tetrazolium) were analyzed

by Spearman correlation test.

Results: There were 44 subjects who fulfilled criteria (65.9% males,

34.1% females). Mean of age was 56.05±11.6 years. Mean mid-arm

muscle circumference was 22,24±3,8 cm. Mean nitroblue tetrazolium

was 4.4±3.2%. No statistical significance was observed between

nutritional status and netrophil phagocytic function (r=-0.101 p= 0.513).

Conclusions: There was no association between nutritional status and

netrophil phagocytes function in liver cirrhotic patients.

PP25-018
Quality of life assessment in patients with chronic HCV infection

Amaraa Ravdan

General Hospital II, Ulaanbaatar, Mongolia

Background: To study the factors contributing to health-related

quality of life (HRQL) in chronic HCV infection.

Methods: 230 treatment-naive patients were enrolled into the study.

22 of them were asymptomatic HCV carriers, 96 had chronic hepatitis

(CH), 93 had liver cirrhosis (LC, 39 V Childs class A, 32 V Childs B,

22 V Childs C), 19 had hepatocellular carcinoma (HCC) associated

with cirrhosis. All patients were administered the Short Form-36

health survey and the Chronic Liver Disease Questionnaire. Partici-

pants were also shown a list of the symptoms and asked to score the

severity of each symptom. The data was analyzed using SPSS, a p

value of \0.05 was considered significant.

Results: Patients with LC and HCC had greater decrement in HRQL

than patients with CH. The most prevalent symptoms in patients with

CH were physical tiredness, irritability, mental tiredness, sleep

problems, and joint pain. Patients with LC and HCC mainly experi-

enced general body pain, forgetfulness, sleep problems, poor appetite,

diarrhea, nausea, abdominal pain, itching, and joint pain. Asymp-

tomatic HCV carriers who aware of their sero-status had more health

concerns than normal population. Older age had a negative impact on

the physical aspect of HRQL. Younger patients with LC and HCC had

not only physical, but also psychological problems such as stress,

depression. Financial problems significantly decreased HRQL espe-

cially in patients with advanced stage of chronic HCV infection.

Conclusions: The deterioration of HRQL in patients with chronic

HCV infection is associated with the severity of liver disease, old age

and financial burden.

PP25-019
The severity of liver histology in chronic viral hepatitis in kidney

transplant candidates

Abhasnee Sobhonslidsuk, Chomsri Kositchaiwat, Vasant Sumethkul,

Pattana Sornmayura

Ramathibodi Hospital

Background: Viral hepatitis infection is prevalent in Asia-Pacific

region. Kidney transplant candidates with viral hepatitis infection

require liver evaluation prior to transplantation because cirrhosis is

contraindicated to kidney transplant (KT). Liver biopsy is routinely

performed before KT. Objectives: To evaluate the severity of liver

histology in KT candidates.

Methods: Medical records of KT candidates with chronic viral

hepatitis who underwent liver biopsy between 2006 and 2010 were

reviewed. Grading and staging of histology was performed with

Knodell scoring system. Severe fibrosis comprised staging.

Results: Forty four patients were enrolled. Mean age was 43.6 (12.7)

years. Forty (90.9%) patients were male. Mean ALT (SD) was 51.2

(38.2) l/l. HBV and HCV infection was found in 36 (81.8%) and 7

(15.9%) patients. Stage 0, 1, 3 were found in 25 (56.8%), 16 (36.4%)

and 3 (6.8%) patients. Mean platelet count (9109/L) of non-severe

fibrosis and severe fibrosis were 217.0 (88.0) and 142.3 (34.2). (p-

value = 0.032) ROC analysis revealed that platelet count classified

severe fibrosis from non-severe fibrosis with AUCs of 0.858 (95%CI

0.719–0.945).(p-value \ 0.0001) At platelet count \104,000/L, the

sensitivity, specificity, positive likelihood ratio and positive predic-

tive value were 33.33, 97.56%, 13.67 and 50%. At platelet count

\170,000/L, the sensitivity, specificity and negative predictive value

were 100.00, 75.61 and 100%.

Conclusions: Severe fibrosis in KT candidates with CVH can be

predicted by platelet count less than 104,000/L.

PP25-020
Discordance between non-invasive indices and liver biopsy in the evaluation

of hepatitis B-related hepatic fibrosis

Chih-Lin Lin1, Ping-Yeh Wu2, Li-Ying Liao3, Chung-Kwe Wang4,

Jia-Horng Kao5

1 Taipei City Hospital, Ren-Ai branch, Taipei, Taiwan; 2 Lin-Sen
Branch, Taipei City Hospital; 3 Ren-Ai Branch, Taipei City Hospital;
4 Ren-Ai Branch, Taipei City Hospital; 5 National Taiwan University
Hospital

Background: Liver biopsy is considered as the best standard for the

evaluation of hepatic fibrosis severity. We aimed to determine the

correlation between non-invasive indices and liver biopsy in the

evaluation of hepatitis B-related hepatic fibrosis.

Methods: A cross-sectional study on 80 chronic hepatitis B patients

who received both liver biopsy and non-invasive indices was con-

ducted. Receiver operating characteristic (ROC) curves were

constructed for FIB-4 index and aspartate aminotransferase to platelet
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ratio index (APRI) to evaluate the diagnostic value in identifying

advanced fibrosis in chronic hepatitis B patients.

Results: The mean values of APRI and FIB-4 index were parallel to

fibrosis score, from 0.79 of APRI in F1 to 1.90 of APRI in F4 and 0.99

of FIB-4 index in F1 to 2.77 in F4 stage. The area under the ROC

curve (95% confidence interval) of the FIB-4 index was 0.74 (0.63-

0.83) and that of the APRI was 0.71 (0.60-0.80). Comparison of non-

invasive indices and liver biopsy showed that 21 and 28 patients

(26.3% and 35% of all patients) had discordant FIB-4 index and

APRI, respectively. Compared to chronic hepatitis B patients with

concordance, patients with overestimated FIB-4 index and APRI had

significantly higher serum ALT level (415±497 vs. 187±203 U/L,

P = 0.009 for overestimated FIB-4 index and 375±403 vs. 161±178

U/L, P = 0.002 for overestimated APRI).

Conclusions: FIB-4 index and APRI probably overestimated severity

of hepatic fibrosis in chronic hepatitis B patients with hepatitis flares.

Repeated estimation after hepatitis flares is required for these patients.

PP25-021
Discordance between Fibroscan and ultrasonographic results in chronic

hepatitis B patients V the clinical implications behind

YT Hui, PY Ng, M Lam, YY Chan, YM Choi, SF Sze, PK Yuen, S Lam,

HY Wu, TW Lam

Queen Elizabeth Hospital

Background: Fibroscan and ultrasonography are the two common

investigations utilized in chronic hepatitis B (CHB) patients. How-

ever, little is known about the clinical significance of the

discrepancies between these two investigations.

Methods: This was a retrospective analysis of the discordant results

between Fibroscan and ultrasonography in CHB patients in a single

centre. All CHB mono-infected patients who had a valid Fibroscan

result and together with a hepatobiliary USG performed within 12

months apart were analysed.

Results: A total of 272 CHB patients were studied. In patients with a

normal USG finding, 13% of them had a Fibroscore in the range of

significant liver fibrosis or cirrhosis. In fact, Fibroscan had revealed the

presence of significant fibrosis/cirrhosis in 2 patients with a normal

hepatic USG. And they were confirmed to have genuine liver fibrosis

(F3) by liver biopsy. However, an elevated Fibroscore may be secondary

to non-liver cause V e.g. in another patient, the increased liver stiffness

could readily be explained by the hepatic congestion due to underlying

severe tricuspid regurgitation. On the contrary, for patients with USG

showing coarsened liver echogenicities or cirrhosis, 23.3 and 9.8% of

them were found to have insignificant Fibroscores, respectively.

Conclusions: Discordant results between Fibroscan and ultrasonog-

raphy were fairly common. Therefore, whenever the discrepancies

exist, the Fibroscan results should be interpreted with caution. Liver

biopsy may be needed for further evaluation.

PP25-022
The effect of Fibroscan service on the rate of liver biopsy in real life

situation

YT Hui, PY Ng, M Lam, YY Chan, YM Choi, SF Sze, PK Yuen, S Lam,

HY Wu, TW Lam

Department of Medicine, Queen Elizabeth Hospital, Hong Kong SAR

Background: The determination of liver fibrosis is important for

prognosis and identifying patients who are likely to benefit from anti-

viral therapy. Liver stiffness measurement (LSM) with transient

elastography is a novel, non-invasive and reproducible method to

measure liver stiffness. However, little is known about its effect on

the rate of liver biopsy in real life situation.

Methods: This is a retrospective analysis of the Fibroscan service in a

regional hospital. The effects of Fibroscan on the rate of percutaneous

liver biopsy were also studied.

Results: A total of 818 LSM were performed during this period. Among

all the examinations, 24 (2.9%) were considered as failed and 194

(23.7%) unreliable. Among the 600 examinations with valid LSM, the

percentage of patients studied include chronic hepatitis B (HBV)

infection (89.2%, 535 patients) and chronic hepatitis C (HCV) infection

(8.8%, 53 patients). Fibroscan were able to categorize the HBV and

HCV patients as having liver cirrhosis, significant liver fibrosis, gray

zone and insignificant fibrosis. As a result, 67.9% of HBV and 79.3% of

the HCV patients did not require further liver biopsy for the assessment

of liver fibrosis. In fact, the total number of percutaneous liver biopsy

performed from 2008 to 2011 for staging and grading of HBV/ HCV

were significantly reduced by 75% (61 to 15, P=0.009).

Conclusions: With the advent of transient elastography, liver biopsy

can be avoided in majority of our hepatitis patients. This may further

improve the patients safety and reduce the need for hospitalizations

related to liver biopsy.

PP25-023
The clinical significance of connective tissue growth factor in hepatitis B

virus-induced hepatic fibrosis

Yahui Liu, Zhenzhen Tian, Jie Zhu, Fanghui He, Xiujun Zhang, Runping

Gao

First Hospital, Jilin University

Background: To determine the utility of connective tissue growth

factor (CCN2/CTGF) for assessing hepatic fibrosis in HBV-induced

chronic liver diseases (CLD-B).

Methods: ELISA was used to measure CCN2 in sera from 89 patients

with chronic hepatitis B (CHB) and 35 patients with HBV-induced

active liver cirrhosis and 30 healthy individuals. Liver samples from

26 patients with CHBA8 patients with HBV-induced liver cirrhosis

and 8 HBV carriers with normal liver histology were examined for

CCN2 mRNA levels by in situ hybridization, and computer image

analysis was performed to measure integrated optimal density (IOD)

of CCN2 mRNA-positive cells in liver tissues. Histological inflam-

mation grading and fibrosis staging were evaluated by H and E

staining and Van Gieson’s method.

Results: Serum CCN2 concentrations were, respectively, 4.1- or 4.8-

fold higher in patients with CHB or active liver cirrhosis as compared to

healthy individuals (P \ 0.01). There was good consistency between

the levels of CCN2 in sera and CCN2 mRNA expression in liver tissues

(r = 0.86, P.01). The levels of CCN2 in sera were increased with the

enhancement of histological fibrosis staging in patients with CLD-B

(r = 0.85, P.01). Serum CCN2 was a reliable marker for the assessment

of liver fibrosis, with areas under the receiver operating characteristic

(ROC) curves (AUC) of 0.93 or 0.85 for, respectively, distinguishing

normal liver controls from patients with F1 stage liver fibrosis or dis-

criminating between mild and significant fibrosis.

Conclusions: Detection of serum CCN2 in patients with CLD-B may

have clinical significance for assessment of severity of hepatic fibrosis.

PP25-024
Risk factors of delayed gastric emptying in patients with liver cirrhosis

Ji Won An, Ji Il Kim, Se Hyun Cho, Joon-Yeol Han

St. Mary’s Hospital

Background: Although patients with cirrhosis often complain of gas-

trointestinal symptoms such as indigestion, little attention has been paid

to the possible effects of portal hypertension on gut function. Frequently,

endoscopic feature of patients with cirrhosis included congestive gas-

tropathy. However, it has not been shown that whether gastric emptying

time is delayed in cirrhotic patients with congestive gastropathy. The

aim of this study was to evaluate the gastric emptying in cirrhotic

patients with congestive gastropathy and to understand factors causing

the delay of gastric emptying time in patients with cirrhosis.

Methods: 30 cirrhotic patients with congestive gastropathy, 27 cir-

rhotic patients without congestive gastropathy, and 15 controls were
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participated in this study. All patients were subjected to evaluation of

gastrointestinal symptom score, endoscopy, Child- Pugh score, and

gastric emptying time with solid meal.

Results: The gastric emptying time was longer in cirrhotic patients

with congestive gastropathy than in controls (105.6±9.58 vs

72.4±6.02 minutes), but there was no significant difference between

cirrhotic patients without congestive gastropathy and controls

(93.7±7.93 vs 72.4±6.02 minutes). Among factors influencing gastric

emptying time in cirrhosis such as congestive gastropathy, ascites,

gastric varix, AST, ALT, Child-Pugh score, prothrombin time, age,

albumin level, esophageal varix, and bilirubin, congestive gastropathy

was the only statistically significant factor (p\0.05).

Conclusions: The gastric emptying time as delayed in cirrhotic

patients who had congestive gastropathy. Thus, congestive gastrop-

athy may contribute to the pathogenesis of delayed gastric emptying

in patient with liver cirrhosis.

PP25-025
Correlation between peripheral blood platelet count and liver fibrosis

in 211 patients with chronic hepatitis B

Li Mai, Ying Yan, Shaoquan Zhang, Jing Liu, Ka Zhang

The Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the relationship between the liver

fibrosis stages and the peripheral blood platelet count in patients with

chronic hepatitis B.

Methods: In a retrospective study, the peripheral blood platelet count

and the liver fibrosis pathological stages of 211 chronic hepatitis B

patients were reviewed. The one-way analysis of variance (ANOVA)

was used.

Results: The histopathology of liver fibrosis showed S0*1 in 78

patients, S2 in 85 patients and S3*4 in 48 patients. The peripheral

blood platelet count of patients from S0*1 to S3*4 group was

(191.4±60.0)9109/L, (170.7±51.0)9109/L, (94.1±63.2)9109/L

respectively. And the peripheral blood platelet count dropped with the

increase in the degree of liver fibrosis (P =0.000).

Conclusions: These results suggested that the peripheral blood

platelet count dropped with the increase in the degree of liver fi-

brosisAand the peripheral blood platelet count may help for diagnosis

of liver fibrosis in patients with chronic hepatitis B. The peripheral

blood platelet count lower than normal may predict the risk of liver

cirrhosis.

PP25-026
Correlation between gallbladder wall thickness and the histopathological

changes in liver tissue in 205 patients with chronic hepatitis B

Ying Yan, Li Mai, Wenxiong Xu, Shaoquan Zhang, Yubao Zheng

The Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the relationship between the histopa-

thological changes in liver tissue and the gallbladder wall thickness in

patients with chronic hepatitis B.

Methods: In a retrospective study, the gallbladder wall thickness and

the histopathological changes in liver tissue of 205 chronic hepatitis B

patients were reviewed. The one- way analysis of variance (ANOVA)

was used.

Results: The histopathology of liver inflammation showed G0*1 in

24 patients, G2 in 90 patients and G3*4 in 91 patients. The gallbladder

wall thickness of patients from G0*1 to G3*4 group was 3.25±0.94

mm, 3.83±1.27 mm, 4.44±1.60 mm respectively as analysis by

ultrasonographic examination. And the gallbladder wall became

thickening with the increase in the degree of liver inflamma-

tion(P =0.000). And the histopathology of liver fibrosis showed S0*1

in 48 patients, S2 in 83 patients and S3*4 in 75 patients. The gall-

bladder wall thickness of patients from S0*1 to S3*4 group was

3.69±1.13 mm, 3.99±1.39 mm, 4.43±1.71 mm respectively. And the

gallbladder wall became thickening with the increase in the degree of

liver fibrosis (P =0.021).

Conclusions: These results suggested that the gallbladder wall

became thickening with the increase in the degree of liver inflam-

mation and fibrosis. And the examination of the gallbladder wall

thickness by ultrasonography may help for diagnosis of liver

inflammation and fibrosis in patients with chronic hepatitis B.

PP25-027
Noninvasive assessment of liver fibrosis via spleen stiffness measurement

using acoustic radiation force impulse sonoelastography in patients

with chronic hepatitis B or C

Sheng-Hung Chen, Cheng-Yuan Peng, Hsueh-Chou Lai, Jung-Ta Kao,

Po-Heng Chuang, Wen-Pang Su

China Medical University Hospital

Background: Portal hypertension and splenomegaly are common in

patients with cirrhosis. However, there is limited previous in vivo

research on the correlation between spleen stiffness and stages of liver

fibrosis. This study aimed to evaluate the diagnostic value of spleen

stiffness measurement (SSM), using acoustic radiation force impulse

(ARFI) technology, for liver fibrosis assessment.

Methods: Eligible patients with chronic hepatitis B or C (n = 163)

underwent concurrent liver stiffness measurement (LSM), SSM, and

percutaneous liver biopsy. Receiver operating characteristic curves

estimated the diagnostic performance of SSM, with multiple linear

regression models for LSM and SSM determining the significance of

explanatory factors.

Results: Results indicated significant correlation between LSM and

SSM (R2= 0.574, P \ 0.0001). Using SSM to classify METAVIR

fibrosis (METAVIR F) scores, the areas under curves (AUCs) were

0.839 (95% CI: 0.780–0.898) for METAVIR F1 vs. F2–4,0.936 (95%

CI: 0.898–0.975) for F1–2 vs. F3–4, and 0.932 (95% CI: 0.893–0.971)

for F1-3 vs. F4; all P \ 0.001. Multiple linear regression models

identified BMI, spleen stiffness, METAVIR F3 and F4, serum alanine

aminotransferase, international normalized ratio of prothrombin time,

sodium, and platelet count as significant independent explanatory fac-

tors for liver stiffness (adjusted R2= 0.724, P \ 0.001). Male gender,

liver stiffness, METAVIR F2, F3, and F4 also significantly and inde-

pendently explained spleen stiffness (adjusted R2= 0.647, P\ 0.001).

Conclusions: ARFI SSM is potentially useful as a single or adjunct

predictor of stages of liverfibrosis.

PP25-028
Stepwise combination with routine biomarkers improving transient

elastography performance in detecting heptitis B cirrhosis

Yong-Peng Chen, Lin Dai, Qi Zhang, Xie-Er Liang, Jie Peng, You-Fu,

Zhu, Jin-Lin Hou

Nanfang Hospital, Southern Medical University

Background: Non-invasive methods had been suggested for reducing

but not substituting liver biopsy. Transient Elastography (TE) for

detecting hepatitis B cirrhosis is influenced by ALT and bilirubin, and

bilirubin normalization significantly improved performance of TE.

Present study try to further improve the performance of TE by step-

wise combination with serum biomarkers.

Methods: A total of 315 compensated CHB patients were analyzed.

Patients had been undergone liver biopsy, TE, ultrasonography and

routine blood tests. Performance of stepwise combination of TE and

algorithms consisting of routine serum biomarkers were analyzed.

Results: The area under the receiver operating characteristic curve

(AUROC) for detecting cirrhosis was 0.884 (95% confidence interval

0.848–0.928) for TE, 0.786 (0.728–0.844) for FIB-4, 0.780

(0.715–0.845) for CDS, 0.767 (0.704–0.830) for API, 0.799

(0.734–0.864) for Chens compensated cirrhosis index (CCI), 0.664

(0.592–0.735) for APRI and 0.670 (0.597–0.743) for AAR. Perfor-

mance of FIB-4 and CDS were superior in patients with normal
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bilirubin with AUROCs of 0.812 (0.748–0.876) and 0.812

(0.738–0.886), respectively. CCI was more efficient in patients with

abnormal bilirubin [AUROC 0.832 (0.737–0.927)]. Stepwise com-

bined with TE, FIB-4 was more efficient in excluding diagnosis, and

CCI was superior in conforming diagnosis. Compared with TE alone,

TE-FIB-4-CCI algorithm increased the number of patients diagnosed

as cirrhosis or non-cirrhosis and obviated from liver biopsy by 11% in

overall and 6% in normal bilirubin patients. In patients with abnormal

bilirubin by TE-CCI algorithm, this number was increased by 12.4%.

While patients divided into model set (n = 210) and validating set

(n = 105), the superiorities over TE alone were similar in both set,

increasing nearly 10% of patients obviated from liver biopsy.

Conclusions: By stepwise combined with serum algorithms of FIB-4

and CCI, performance of TE for CHB related cirrhosis detection

could be significantly improved by increasing nearly 10% of patients

obviated from liver biopsy.

PP25-029
Correlation between spleen size and liver fibrosis in 208 patients

with chronic hepatitis B

Ying Yan, Li Mai, Wen-Xiong Xu, Shao-Quan Zhang, Ka Zhang

The Third Affiliated Hospital of Sun Yat-sen University

Background: To investigate the relationship between the liver

fibrosis stages and the spleen diameters in patients with chronic

hepatitis B.

Methods: In a retrospective study, the spleen diameters and the liver

fibrosis pathological stages of 208 chronic hepatitis B patients were

reviewed. The one-way analysis of variance (ANOVA) was used.

Results: The histopathology of liver fibrosis showed S0*1 in 49

patients, S2 in 82 patients and S3*4 in 77 patients. The spleen

diameter of patients from S0*1 to S3*4 group was 105.0±18.8 mm,

110.2±17.4 mm, 123.2±25.4 mm respectively as analysis by ultr-

asonographic examination. The spleen thickness was 35.1±6.1mm,

35.9±10.0 mm, 41.0±14.1 mm respectively. The value of the spleen

diameter and thickness of S3*4 group elevated significantly compared

to S0*1 and S2 groups (P =0.000, P =0.004 respectively). The dif-

ference between S0*1 and S2 groups was insignificant(P [0.1).The

mean value of spleen diameter in S3*4 group was 123.2 mm which

exceeded the normal range.

Conclusions: These results suggested that examination the diameter

and thickness of spleen by ultrasonography may help for diagnosis of

liver fibrosis in patients with chronic hepatitis B. Abnormal elevated

spleen diameter may predict the risk of liver cirrhosis.

PP25-030
Urokinase plasminogen activator (UPA) as a single marker for the assess-

ment of liver fibrosis in alcoholism

Sien-Sing Yang1, Hung-Yi Li2, Wei-Ya Lin3, Huai-Lo Lee4, Yen-Peng Li5,

Tzu-Ling Tseng6

1Cathay General Hospital; 2Industrial Technology Research Institute;
3Industrial Technology Research Institute; 4Industrial Technology
Research Institute; 5Industrial Technology Research Institute;
6Industrial Technology Research Institute

Background: Using MALDI-based proteomics and candidate gene

approaches, we found uPA is a candidate marker for fibrogenesis. We

studied the role of uPA as a single marker for staging the degree of

liver fibrosis in alcoholic liver disease.

Methods: We prospectively studied 120 patients with alcoholism and

31 healthy controls. Eighty-six patients had liver histology (minimal

change: 7, fibrosis: 7, fatty liver 22, alcoholic hepatitis: 9, alcoholic

cirrhosis: 26 and alcoholic hepatitis on cirrhosis: 15) to confirm the

clinical diagnosis and grading of liver fibrosis by Metavir scoring

system. All the remaining 34 patients had decompensated cirrhosis

without histological score. Serum uPA levels were assayed by the

IMUBIND uPA ELISA kit as instructed by the manufacturer in

triplicate. Ten patients had Immunohistologic stain of liver tissue by

monoclonal antibodies against uPA.

Results: All different fibrosis groups had higher uPA levels with

controls: 0.45.19 ng/ml, F0: 0.64 .30 ng/ml (n = 12), F1: 0.97 .65 ng/

ml (n = 20), F2: 1.08 .44 ng/ml (n = 9), F3: 1.75 .94 ng/ml (n = 4),

F4: 1.98 .13 ng/ml (n = 39) and decompensated cirrhosis without

liver histology.: 2.83 .69 ng/ml (n = 32)] (AUC = 0.924, P \
0.0001). The non-cirrhotics had lower uPA levels than cirrhotic

patients (AUC = 0.923, P\ 0.0001). The immunohistologic stain of

uPA in liver tissue was correlated with their serum titers of uPA.

Conclusions: Our data showed a good correlation between serum

uPA levels and degree of liver fibrosis in patients having alcoholic

liver disease. Non-invasive serum uPA levels may be applied as a

single biomarker for the assessment of liver fibrosis in patients with

alcoholism.

PP26-001
5 year survival rates of patients with HCV related end stage liver disease

after liver transplantation

Muhammad Umar, Shawana Sharif, Zahid Mahmood Minhas,

Uzair Ismail Paracha, Hamama-tul-Bushra Khaar, Ammara Nawaz

Rawalpindi Medical College

Background: Liver transplant had become an established treatment

for end stage liver disease. There is no liver transplant program in

Pakistan; all patients had their liver transplant from foreign coun-

tries. It is important to know the outcome of liver transplant in

Pakistani population to evolve strategies to improve post transplant

care as well as to establish National Liver Transplant Program in

Pakistan.

Methods: 93 patients who had their liver transplant done from 2003

to June 2010 were included in the study and their data was collected

from liver transplant clinic. Their demographic profile, etiology, year,

place and type of transplant and present status were sought for. The

data was then analysed using SPSS version 14.

Results: 93 patients with liver transplant were analysed from data, 10

lost follow up and 83 were followed for 1 year. 78 were able to

survive 1 year while 5 died (1 year survival rate: 93.9%). (2 year

survival rate: 89.7%). 54 survived 3 years. (3 year survival rate:

81.6%). Out of 40, 28 were alive and 12 died (4 year survival rate:

70.0%). 47 were 5 year post liver transplant and 12 lost follow up.

Remaining 35 patients, 23 had died and 12 were alive (5 year survival

rate: 65.7%).

Conclusions: Our results show that our survival rates are much lower

than international statistics. So need of the hour is to improve post

transplant care as well as have our own liver transplant program.

PP26-002
Detecting residual HCV-RNA in the working channels in hepatitis C

patients undergoing upper gastrointestinal endoscopy for pre-liver trans-

plantation evaluation

Ming-Luen Hu, King-Wah Chiu, Wei-Chih Tung, Seng-Kee Chuah,

Tsung-Hui Hu, Chao-Long Chen

Kaohsiung Chang Gung Memorial Hospital and Chang Gung
University College of Medicine, Taiwan

Background: When chronic hepatitis C (CHC) patients underwent

upper gastrointestinal (UGI) endoscopy, mixtures of their saliva,

gastric juice and blood after biopsy may be left in the endoscopic

working channels. Considerable viral load may be in the mixtures

with the risk of viral transmission especially when the patients were in

immunocompromised status. Our aim is to clarify if the real existence

of hepatitis C virus (HCV) in working channels after CHC patients

underwent UGI endoscopy.

Methods: From Oct 2009 to Jun 2010, we prospectively collected

CHC patients for living donor liver transplantation (LDLT) owing to

end stage liver disease and/or hepatocellular carcinoma. Before
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LDLT, all the recipients were checked serum HCV viral load by

quantitative AMPLICOR HCV MONITOR tests and arranged UGI

endoscopy to exclude UGI malignancy. After UGI endoscopy, we

flushed the working channel using 20cc normal saline and collected it

to detect HCV RNA by using reverse transcription nested polymerase

chain reaction in NS5B region. To assure the correct amplification by

nested PCR method in NS5B region, sequencing will be done.

Results: A total of 23 patients were enrolled into this study, including

12 men and 11 women. The mean age was 56 +/- 4.3 years. All the

patients had detectable HCV viral load in serum before UGI endos-

copy (1,387–1,551,000 copies/mL). In the flush samples, HCV RNA

was meaningfully detected in two samples (8.7%).

Conclusions: Contamination of HCV RNA really exists in the

examined and unprocessed UGI endoscopes with the possibility of

HCV transmission.

PP26-003
Endotoxemia management in liver transplant patients

Vincenzo Morabito, Giancarlo Ferretti, Franco Ruberto, Massimo Rossi,

Gilnardo Novelli

Sapienza University

Background: Our principal end point was to use a new assay Test

Endotoxin Activity Assay (tEAA) which has been developed to rap-

idly detect endotoxin acivity (EA). Furthermore we aim to prove the

validity and safety of removal of endotoxins using Polymyxin-B

based hemoperfusion (PMX-DHP). Finally, survival, endotoxin

activity and graft function was monitored at 30 days of follow up.

Methods: Fifteen recipients with EA[0.60 were enrolled in this study

and received treatment to remove endotoxins (PMX-DHP) Each

treatment was performed for 2 h with a blood flow rate of 100 mL/

min. All the patients were treated with PMX-DHP until an EA\0.4

was found. None of the patients were in mechanical ventilary support.

Results: Two PMX-DHP treatments were performed on 7 patients

[median EA = 0.69(0.62–0.76)], three treatments on 5 patient-

s[median EA = 0.85(0.77–0.92)] and four treatment on 3 patients

[median EA = 1.11(0.95–1.25)]. At the end of the endotoxin removal

therapy, the median EA level was 0.33[0.23–0.4]. The stabilization of

hemodynamic (p \ 0.005) and inflammatory frameworks (p \ 0.001)

were immediately observed after the PMX-DHP. At 30 days of follow

up all patients were alive with a good graft function and low level of

endotoxin activity.

Conclusions: The EA assay could be considered a diagnostic test to

detect infection early or may be used to clarify the role of endotoxin

translocation and can help us to determine the correct timing for

intervention. Accordingly, larger multicenter clinical trials will be

necessary to accurately assess the benefits of tEAA plus DHP-PMX

for transplant patients with sepsis.

PP26-004
Optimal suggestive screening protocol after living donor liver transplan-

tation for hepatocellular carcinoma

Kwang-Woong Lee, Min-Su Park, Hyeyoung Kim, Youngrok Choi,

Geun Hong, Nam-Joon Yi, Kyung-Suk Suh, Choon-Hyuck David Kwon,

Jae-Won Joh, Suk-Koo Lee

Seoul National University College of Medicine

Background: The survival after liver transplantation (LT) for hepa-

tocellular carcinoma (HCC) is mainly affected by HCC recurrence.

As indication is expanding, especially in living donor liver trans-

plantation (LDLT), HCC recurrence is also increased. The aim of this

study was to suggest an optimal screening protocol in terms of

screening interval and tools by analyzing pattern of recurrence.

Methods: From February 1999 to October 2010, 284 patients were

underwent LDLT. Among them, 205 cases were retrospectively

reviewed.

Results: Recurrence appeared in 55 cases. A risk index was devel-

oped using the statistically significant factors from a multivariate Cox

model: preoperative AFP [400, Edmonson grade 3 or 4, tumor size

[7 cm, tumor number at least 7 and more, minor tumor necrosis in

TACE group and positive microvascular invasion. Four risk groups

were developed based upon risk index scores that showed different

recurrence risk and time. The 1 year cumulative recurrence rates of

Group I, II, III and IV were 0, 11, 51 and 100%. Mean time to

recurrence of group I, II, III and IV were 29, 11, 10, 4 months.

Recurrence sites according to groups are not statistically significant.

Across the group, extra-hepatic recurrence was developed more than

40% and combined multi-organ recurrence rates was 20%. We sug-

gested an optimal screening protocol based on different screening

interval and tools according to risk groups.

Conclusions: Our optimal screening protocol by analyzing pattern of

recurrence is a valuable tool and highly recommendable in the clinical

practice to improve the long term prognosis in recurred HCC.

PP26-005
Histologic abnormalities are found in two-thirds of patients with normal

liver function test who underwent protocol liver biopsy after living donor

liver transplantation

Hyeyoung Kim, Kyung-Suk Suh, Kwang-Woong Lee, Nam-Joon Yi,

Min-Su Park, Youngrok Choi, Shozo Mori, Geun Hong, Young Min Jeon,

Hae Won Lee

Seoul National University College of Medicine

Background: Little is known about the results of protocol (nonevent-

driven) liver biopsy in patient with normal graft function after living

donor liver transplantation (LDLT) regardless of clinical significance.

We aimed to know about this result.

Methods: Little is known about the results of protocol (nonevent-

driven) liver biopsy in patient with normal graft function after living

donor liver transplantation (LDLT) regardless of clinical significance.

We aimed to know about this result.

Results: No significant complication after the biopsy was reported.

Thirty-one patients (64/75% in group A/B) showed histologic

abnormalities including inflammation, fatty change, fibrosis, necrosis

and mild acute cellular rejection in order of frequency in both groups.

Inflammation was 36% and 50% in group A and B (5:7 portal, 3:1

perivenular and 1:2 hepatitis), respectively. Fatty change was 32%

and 40% in group A and B (5:5 mild, 3:1 moderate, 0:1 severe).

Fibrosis was 8 and 15% in group A and B (n = 2 and 3). Mild spotty

necrosis was 4 and 20% in group A and B (n = 1 and 4). Mild acute

cellular rejection was found from 1 case in both. Even though dif-

ferent demographics, there was no significant statistical difference

between two groups in the all histologic abnormalities (p value [
0.05).

Conclusions: In conclusion, even clinical and laboratory liver func-

tion is normal, histologic abnormalities are found in a significant

portion of protocol biopsies and there was no statistical difference

regarding the time point of biopsy after LDLT. Further study iden-

tifying clinicopathological correlation is needed in larger group.

PP26-007
The effect of HIF-1\ in liver ischemia/reperfusion injury: a systematic

review

Li Feng, Yingjia Guo, Tong Yang, Juan Shan, Wenqiao Wu,

Guixiang Sun, Shengfu Li, Youping Li

West China Hospital, Sichuan University

Background: Ischemia/reperfusion (I/R) injury induces inevita-

ble complications in liver transplantation, many studies have

demonstrated that HIF-1\ play an important role in I/R injury. How-

ever, the mechanism remains unclear. This is the first systematic

review to evaluate of all available evidence concerning the function

of HIF-1\ in hepatic I/R injury.
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Methods: An electronic search of Medline, Embase, BIOSIS, and

Cochrane Library was performed. RevMan was used to calculate

standardized mean difference (SMD) and 95% confidence intervals

(CIs).

Results: Twenty nine articles met inclusion criteria with 2 clinical and

26 basic research studies. The median quality was B according to the

published criteria with total of 3 levers. Two clinical trials n = 68

revealed ischemic preconditioning (IP) aroused protection after

hepatic I/R injury, since the level of HIF-1\ in IP group was higher

compared with control group (P \ 0.05). Five in-vitro studies con-

firmed that the salutary effect of IP disappearance in the suppression of

stabilized HIF-1\. Thirteen studies n = 400 showed that different HIF-

1\ expression and distribution pattern in ischemia and reperfusion

stage was due to distinctive partial oxygen pressure gradient intra-

liver. Seven studies (n = 88) showed that stabilized HIF-1\ treatment

was associated with lower ALT ([SMD] = -1.26; [95%CI] = [-1.8,

-0.72]) when compared with unstabilized HIF-1\ group (Figure 1).

Conclusions: Not only decrease liver I/R injury, stabilized HIF-1\

could also promote graft regeneration capacity leading to better initial

function and survival rate. More rigorous studies were needed because

of overestimating the effectiveness of effect size owing to low study

quality insufficient sample size and possible publication bias.

PP26-009
Role of Th17 cells and regulatory T cells Post-liver transplant acute

rejection

Ming Shi, Weiguo Ren, Zhengwen Liu, George Lau, Fu-Sheng Wang

Beijing 302 Hospital

Background: Th17 cells is a novel subset of T helper cells charac-

terized by the expression of IL-17. Th17 cells has been linked to

allograft rejection and CD4+CD25+Foxp3+ regulatory T cells (Treg)

contribute to allografts tolerance. We examine the inter-relationship

of Th17 cells and Treg acute rejection after liver transplantation.

Methods: Twenty-five liver transplant patients were studied: (acu-

terejection (Group 1, n=12) and no rejection Group 2, n=13). Thirteen

healthy individuals were enrolled as control (Group 3). The fre-

quencies of Th17 cells and Treg cells were analyzed by flow

cytometry. Hepatic expression of IL-17 and foxp3 was determined by

immunohistochemical staining.

Results: The frequency of Th17 cells increased significantly in group

1 as compared to group 2 and 3. However, the frequency of Treg cells

was significantly lower in in group 1 as compared to group 2 and 3.

Furthermore, the ratio of Th17/Treg in peripheral blood was markedly

higher in group 1 than group 2 and 3. Interestingly, the ratio of Th17/

Treg was positively correlated with ALT level in acute-rejection. By

in-situ immunohistochemistry staining, hepatic IL-17 expression

increased and foxp3 expression decreased in group 1.

Conclusions: Th17/Treg imbalance is associated with acute rejection

after liver transplantation.

PP26-010
Post-recurrence clinical course in liver transplantation for HBV-related

liver disease

Hae Won Lee, Kyung-Suk Suh, Hyeyoung Kim, Min-Su Park, Young-Rok

Choi, Geun Hong, Young Min Jeon, Nam-Joon Yi, Kwang-Woong Lee

Seoul National University College of Medicine, Seoul National
University Boramae Hospital

Background: Hepatitis B virus (HBV)-related liver disease is the

most common indication of liver transplantation in Korea. Long-term

HBV recurrence rate after LT was known to be less than 10%.

However, clinical course after HBV recurrence was not well known.

Methods: The medical record of 451 patients who underwent LT for

HBV-related liver disease in Seoul national University Hospital

between 1992 and 2009 was retrospectively reviewed.

Results: Ten-year HBV recurrence rate was 9.6%. A total of 29

patients had HBV recurrence during follow-up. The median time from

LT to HBV recurrence was 27.4 (5.9 vs. 96.7) months. Lamivudine

was primarily used to treat HBV recurrence in 25 patients. Adeforvir

was added in 13 patients. Entecavir was primarily used in 2 patients

who recently underwent LT. Only two patients (6.9%) developed

fulminant HBV hepatitis and graft failure about 3 and 8 years after

LT, respectively, and underwent retransplantation. Excluding those

retransplant cases, there was no death due to HBV recurrence despite

9 deaths resulted from other causes. Most mild to moderate HBV

recurrence were well-controlled with antiviral agents. Moreover, the

re-seroconversion to HBV (-) was achieved in 3 patients (10.7%)

after HBV treatment. All patients alive had completely normal

hepatic function at the time of this study.

Conclusions: HBV recurrence after LT may be easily controlled by

antiviral therapy in most cases. However, fulminant hepatitis might

develop in some cases even many years after LT, which can lead to

hepatic failure. Therefore, life-long, close follow-up is required after

LT for HBV-related liver disease.

PP26-011
Serial changes of serum growth factors and liver regeneration after partial

hepatectomy in healthy liver donors

Kazuyuki Matsumoto, Yasuhiro Miyake, Yuzo Umeda, Hiroaki Matsuda,

Akinobu Takaki, Hiroshi Sadamori, Kazuhiro Nouso, Takahito Yagi,

Toshiyoshi Fujiwara, Kazuhide Yamamoto

Okayama University Graduate School of Medicine, Dentistry,
and Pharmaceutical Sciences

Background: In animal models, the mechanisms of liver regen-

eration have been investigated in detail. However, in human

individuals, these have not been fully revealed yet. We aimed

to clarify the associations of liver regeneration and serial changes

of serum levels of growth factors before and after hepatectomy.

Methods: We prospectively selected 16 healthy individuals who

underwent conventional liver resection as liver procurement in living

donor liver transplantation. In these object, serum levels of various

growth factors before hepatectomy and on postoperative day (POD) 1,

3, 5, and 7 were measured by multiplex cytokine assay system. And

liver regeneration after hepatectomy was evaluated on the basis of

liver volume data calculated by volumetric software in multi-detector

computed tomography.

Results: After hepatectomy, serum levels of granulocyte colony-

stimulating factor (CSF), hepatocyte growth factor (HGF) and leptin

were immediately increased and peaked on POD 1. Serum levels of

thrombopoietin and vascular endothelial growth factor were gradually

increased until POD 7. Serum platelet-derived growth factor (PDGF-

BB) levels fell after hepatectomy and fluctuated concurrently in

platelet count. Liver regeneration rates after hepatectomy were cor-

related with serum HGF and leptin levels on POD 1. However, serum

levels of thrombopoietin on POD 1 and serum PDGF-BB levels on

POD 5 were inversely correlated with liver regeneration rate.

Conclusions: Serum levels of various growth factors associated with

the proliferation of resident hepatocytes and hepatocyte progenitor

cells, the differentiation of hematopoietic stem cells into hepatocyte,

and angiogenesis fluctuate after hepatectomy. Especially, associations

of serum levels of leptin and HGF with liver regeneration are revealed.

PP26-012
Predictive criteria to assess initial poor graft function in liver transplant

Vincenzo morabito, Gilnardo novelli, Simone Novelli, Massimo Rossi

Sapienza University

Background: The aim of our study was to retrospectively indicate

predictive criteria for re-transplant.
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Methods: Fourty-six patients were enrolled in this study: 20 affected

by Primary No Function (PNF) and 26 by Delayed Graft Function

(DGF). All patients were treated with MARS.

Results: The entire population was stratified into three subgroups: one

group was composed of patients who survived without LT (the native

liver recovery [NLR] group; N = 21, 47.7%), the second group was

made up of patients who underwent LT (the bridge to LT [BLT] group;

N = 18, 37%), and the third group consisted of those patients who died

before transplantation (non-survival group; N = 6, 14%). A stepwise

multivariable logistic regression analysis was performed with the

intent to find the risk factors for OLT or death after MARS treatment.

Receiver Operating Characteristic (ROC) curves were performed on

the variables significant at logistic regression model with the intent to

individuate the predictive variables for OLT or death. After a stepwise

multivariable logistic regression analysis in which all the previously

reported features were enrolled, only two variables, TNF-alpha and

GCS score, resulted statistically significant. Starting from these

assumptions, a predictive model was created using these two variables.

At ROC analysis, the combined score presented an area under the curve

(AUC) superior to the 2 variables considered separately.

Conclusions: Validating these statistic results with a larger number of

patients, we could consider these two factors as the subjective

parameters that could help to determine the outcome and the differ-

ence between PNF and DGF.

PP26-013
Augmenter of liver regeneration ameliorate acute rejection after rat

orthotopic liver transplantation

Feiwu long

The Second Peoples Hospital of Chendu

Background: Current study was to investigate the effects of ALR on

acute rejection after rat liver transplantation.

Methods: Rat orthotopic liver transplantation model was performed

from Lewis to BN and BN to BN. Allogenetic recipients (Lewis to BN)

were randomly divided into three groups: LR group (with ALR 50).

Results: Liver tissue pathological changes revealed severs acute

rejection in control group but not clear in ALR, CsA and isograft

groups at day 7 after liver transplantation, and rejection activity index

(RAI) in control group was more than the other three groups

(P \ 0.05). Liver function data in ALR group were similarly com-

pared with isograft group and a little better than CsA group

(P \ 0.05), which was prominent descented comparing to control

group (P \ 0.05). IL-2 and TNF-\protein and mRNA level in ALR

group were detected markedly decreased, and IL-10 level obviously

increased compared with control group. Similarly appearance were

detected in isograft and CsA groups compared with ALR group.

Conclusions: ALR improved acute cellular rejection and ameliorate

liver function after allogenetic rat orthotopic liver transplantation.

PP26-014
Fatal HBV recurrence due to withdrawal from lamivudine five years

after orthotopic liver transplantation: a case report

Jie LUO, Jing LAI, Dong-Ying XIE, Jun-Qiang XIE, Yuan-Kai WU,

Yu-Tian CHONG

The Third Affiliated Hospital, Sun Yat-Sen University

Background: Introduction Lamivudine combined with hepatitis B

immunoglobulin (HBIg) have been proved to be long-term effective

in prevention of HBV recurrence after orthotopic liver transplantation

(OLT) in patients with HBV-related liver disease. But duration and

the indications of withdrawal are still controversy.

Methods: Case description A 53-year-old Chinese man was diag-

nosed chronic hepatitis B failure and performed OLT in May 2005.

Before the operation, his hepatitis B serum markers HBsAg, Anti-

HBe and Anti-HBc were positive while HBeAg and Anti-HBs were

negative. Serum HBV DNA level was 5.77 log10 copies/ml.

Lamivudine (100 mg/day) and intramuscular HBIg (400 IU/day for

two weeks to 400 IU/mouth for two years) were prescribed postop-

eratively. Then lamivudine monotherapy has lasted until it was

withdrawn by the patient in January 2011.

Results: Anti-HBs became positive, HBsAg, HBeAg, Anti-Be and

Anti-HBc were negative and serum HBV DNA level was below 2.70

log10 copies/ml two weeks after operation and remained throughout the

course of therapy. However, eight weeks after withdrawal from lami-

vudine, serum HBsAg, HBeAg and Anti-HBc changed to positive, Anti-

HBs became negative and HBV DNA level increased to 6.66

log10 copies/ml. Meanwhile, he presented accelerated liver function

deterioration and was diagnosed acute-on-chronic hepatitis B liver fail-

ure without any episodes of allograft rejection. He died of liver failure

fourteen weeks after withdrawal although lamivudine and medical

treatment were administered again.

Conclusions: Sustained serum HBsAg-negative, HBsAb-positive and

undetectable HBV DNA levelare not the indications of withdrawal

from lamivudine in patients with HBV-related liver disease after

OLT. Antiviral therapy may last lifetime.

PP26-015
Long-term Outcome of Prolonged Therapy with Low Dose of Pegylated

Interferon Alpha for Recurrent Hepatitis C after Liver Transplantation

Yasushi Seo1, Yoshihiko Yano2, Akira Miki3, Masaya Saito4, Takeshi

Azuma5

Kobe University Graduate School of Medicine

Background: The aim of our study is to evaluate the outcome of

prolonged therapy with low dose of pegylated interferon (PEG-IFN)

alpha for recurrent hepatitis C after liver transplantation (LT).

Methods: Eighteen patients transplanted for HCV related liver disease

received PEG-IFN and were followed for 65.5 (13-168) months in the

Kobe University Hospital. The mean age at beginning of antiviral

therapy was 55.3 ± 8.9 years at 9.3 ± 16 months post LT. The mean

HCV-RNA was 6.45 Log IU/ml. The HCV genotype was 1 in 13 cases

(72%) and 2 in 2 (11%). Patients received initiated as PEG-IFN alpha

2b (1.0 lg/kg/week) combined with ribavirin (400 mg/day:\60 kg or

600 mg/day: C60kg), and reduced to 0.5 lg/kg/week at neutrophils

\1000/ll or platelets\50000/ll. The patients with renal dysfunction

received PEG-IFN alpha 2a (90 lg weekly) without ribavirin. Follow-

up was based on laboratory, imaging, and histological examinations.

Virological response (VR) was defined as HCV-RNA negativity

confirmed by real-time PCR during therapy. The patients with VR for

more than 2 years were considered to stop antiviral therapy.

Results: Overall treatment duration was 46 (13–171) months. Two
patients (11%) discontinued therapy (for general malaise, recur-
rent HCC). One patient was necessary chronic dialysis after 14 years

post LT. VR was seen in 10 (56%); cEVR in 4 (22%), SVR in 3

(17%). Three patients with VR stopped antiviral therapy, but one had

relapse of hepatitis C. Fifteen patients (83%) were biochemical

responders with normalization of ALT. Liver biopsies before and

during therapy were available in 15 patients. Fibrosis score was

observed decreased in 4 (27%) and remained stable in 11(73%).

Steatosis was observed in three patients.

Conclusions: Prolonged therapy with low dose of PEG-IFN alpha for

recurrent hepatitis C after LT is biochemically effective, and well

tolerated and leads to no worsening histological outcome.

PP26-016
The impact of CYP2C19 genotypes on graft pathological findings

and abnormal liver function after living-donor liver transplantation

King-Wah Chiu, Toshiaki Nakano, Tsung-Hui Hu, Yu-Fan Cheng,

Chao-Long Chen

No

Background: New graft cytochrome P450 2C19 (CYP2C19) should

have difference characteristic after living-donor liver transplantation

Hepatol Int (2012) 6:67–309 257

123



(LDLT). We investigated the influence of genotypes of CYP2C19 in

liver graft pathological finding (GPF) and postoperative liver function

(POLF) of recipients after LDLT prospectively.

Methods: Among 60 consecutive patients who underwent LDLT, 36

recipients developed sudden-onset abnormal liver function and

required liver biopsy, while the remaining 24 recipients did not

require biopsy. LDLT recipient blood samples were genotyped for

CYP2C19 variants, and recipients were categorized as homozygous

extensive metabolizers (HomEM), heterozygous extensive metabo-

lizers (HetEM), and poor metabolizers (PM).

Results: The acute rejection rate was 15.0% (9/60) in this study.

There were four characteristics of GPF while abnormal POLF

occurred. Logistic regression analysis showed that the risk estimate of

abnormal POLF was 26.7 times higher for LDLT recipients with the

CYP2C19 HomEM genotype as compared to the PM genotype, and

5.0 times higher for LDLT recipients with the HomEM genotype as

compared to the HetEM genotype. A linear trend relationship was

found between the incidence of abnormal POLF and the CYP2C19

genotype.

Conclusions: These results suggest that the speed of drug metabolism

as characterized by the CYP2C19 genotype (HomEM [ He-

tEM [ PM) may affect the outcome after LDLT, and thus, CYP2C19

genotyping may be valuable for predicting abnormal POLF with

different GPF after LDLT.

PP26-017
Ref-1 mediated repair of the damaged liver, kidney, intestine and lung

cells induced by ischemia–reperfusion after liver transplantation

Sun Zhipeng, Amin buhe, Zhang Nengwei

none

Background: To examine the relationship between multiple organ

injuries and expression of redox factor-1 (Ref-1) in early period after

liver transplantation.

Methods: A total of 150 adult male Wister rats were randomly

divided into three groups, including a liver transplantation group, a

sham surgery group, and an untreated control group. After liver

transplantation, animals were sacrificed at different time points.

Hepatic and renal functions were analyzed by serology. The histol-

ogy, apoptotic levels, and Ref-1 expression were examined by

immunohistochemistry in the liver, kidney, small intestine, and lungs.

Results: The serum levels of alanine aminotransferase and aspartate

aminotransferase peaked at 6-12 h after liver transplantation and

decreased significantly after 12 h in the transplantation group, sug-

gesting that the degree of liver injury in early period after

transplantation peaked at 6 h and then decreased. The pathology

analysis showed that hepatic tissues were more severely injured in the

transplantation group than in the sham group and the untreated group.

A significant amount of infiltrating inflammatory cells was observed

around the portal veins in the transplantation group. Injuries in the

kidney, small intestine, and lungs were milder after liver transplan-

tation. Apoptotic levels increased after liver transplantation in all four

organs examined. Ref-1 expression was higher in the transplantation

group in early period after liver transplantation than in the sham

surgery group and the untreated control group.

Conclusions: Ref-1 expression induced by hepatic ischemia–reper-

fusion injury may play a critical role in repairing multiple organ

injuries after liver transplantation.

PP27-001
Presentation of Wilsons disease in Pakistan: is it different from the rest

of World?

Om Parkash1, Adil ayub2, Wasim Jafri3, Syed Hasnain Alsihah4,

Saeed Hamid5

1Aga Khan University, 2Aga Khan University, 3Aga Khan University,
4Aga Khan University Hospital Karachi, 5Aga Khan University

Background: Wilsons disease (WD) is a rare autosomal recessive

disorder of copper metabolism, with an average worldwide preva-

lence of approximately 1 in 30,000 people. Data regarding WD from

Pakistan is not available hence we aim to determine the pattern of

WD in Pakistan population and wanted to compare with international

literature.

Methods: Cross sectional study conducted at Aga Khan University

Hospital Karachi.

Results: Total of 47 patients seen,32 (68.1%) were male. Mean age

(SD) was 26.6 (9.97) yrs. Most common presentation was hepatic; 22

(46.8%), neurological; 17 (36.2%) and rest 8(17%) were presented

with psychiatric symptoms. Ceruloplasmin levels was reduced

(\0.25 g/dl) in 39 (86.6%), reduced serum Cu in 32 (68.1%). 24 h

urinary Cu was raised in only 22(47.6%).Slit Lamp examination for

Kayser-Fleischer (KF) rings was done on 15 (31.9%) patients and

only 9 (60%) had KF rings. Out of these 9 patients with KF ring

positive, 8 (88.8%) had neurologic disease. Mean AST)/ALT ratio

was 1.92 and median Alkaline Phosphatase/Total Bilirubin ratio was

79.30 (IQR 35.05; 166.50). 31 (65.4%) patients were given combi-

nation of D-Penicillamine and Zinc (Zn), 11(23.1%) were given only

D-Penicillamine and only 5 (11.5%) were on Zn alone. Only one

patient with decompensated liver disease underwent liver transplant.

Conclusions: Patients with WD present slightly later in adulthood in

our population and hepatic presentation is the most common. The

disease presentation and biochemical parameters in Pakistan are not

different from the rest of the world.

PP27-002
Role of epigenetic modification in MGMT gene and genetic mutation

in kRAS gene in colorectal cancer in Indian population

Rupal Sinha1, R. Suresh Kumar2, Kapil Kumar3, Pankaj Pande4, Dinesh

Chandra Doval5, Seemi Farhat Basir6, Mausumi Bharadwaj7

1Institute of Cytology & Preventive Oncology (ICMR), 2Institute
of Cytology & Preventive Oncology (ICMR), 3Rajiv Gandhi Cancer
Institute & Research Centre, Delhi; 4Rajiv Gandhi Cancer Institute &
Research Centre, Delhi; 5Rajiv Gandhi Cancer Institute & Research
Centre, Delhi; 6Jamia Milia Islamia, 7Institute of Cytology &
Preventive Oncology (ICMR)

Background: Colorectal cancer (CRC) is the 8th most common form

of cancer and the 7th commonest cause of cancer related deaths in

India. The etiology of CRC is complex and aberrant mechanisms at

the molecular level may be implicated in the causation of the disease.

Therefore, the present study was undertaken to study the role of

epigenetic modification in MGMT gene (tumor suppressor gene) and

genetic mutation in the kRAS gene (proto-oncogene) in CRC.

Methods: Twenty five tumor tissues from the colon/rectum and equal

number of samples of adjacent normal mucosa from same patient

were analysed. Bisulphite modification and Methylation specific PCR

for MGMT gene and restriction enzyme based PCR for kRAS

mutation analysis (codon 12 & 13) were performed. Results were

confirmed by sequencing.

Results: MGMT hypermethylation was observed in the 52% tumors

and none of control samples. kRAS mutation was observed in 64% &

16% tumors and 28% & 12% control samples at codon 12 and 13,

respectively. Both MGMT hypermethylation and kRAS mutation

(codon 12 or 13) was found to occur in 32% tumor samples. Only

MGMT hypermethylation or kRAS mutation (codon 12 or 13) was

observed in 20% & 32% tumor samples, respectively.

Conclusions: Presence of MGMT hypermethylation and kRAS

mutation in CRC suggests their possible role in the causation and

development of the disease. Prospective studies may explain the

interplay between these two genes and these might be integrated in

future diagnostic screenings or could be used as predictive

biomarkers.
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PP27-003
The gene variants of obese-related in Taiwanese subjects

Lee Ching-Chang

The Gastroenterological Society of Taiwan

Background: Obesity is due to the combined effects of genes,

environ

Methods: In the present study, were in

Results: The study is composed of 110 obese patients and 115 normal

controls. Preliminary analysis by leptin (Rs7799039 G [ A) and

leptin receptor (Rs1137101 A [ G), Adiponectin (Rs1501299 C [ A)

and adiponectin receptors (Rs7539542 G [ C).

Conclusions: Adiponectin receptors rs7539542 GG/CG+CC was

significant difference (p = 0.024; 95% CI = -0.557 to -0.042)

between control and patients, and the T allele may an increased risk of

obesity in Taiwanese.

PP27-004
The first reported case of Chanarin-Dorfman Syndrome from Iran: a case

report and review of the literature

Mohammadhassan Kazemi, Seyed Alireza Taghavi, Mozaffar Talebzadeh,

Laleh Hamidpour

Gastroenterohepatology Research Center (GEHRC), Shiraz
University of Medical Sciences, Shiraz, Iran

Background: Chanarin-Dorfman Syndrome (CDS) is a metabolic

disorder of neutral lipid storage. We describe a case of CDS which is

the first case that has been reported from Iran.

Methods: Case report: A 29 year woman with scaly skin, referred to

the dermatology clinic affiliated to Shiraz University of Medical

Sciences. She was asymptomatic, although scaly skin lesions

involving face, both arms and hands were observed, skin biopsy

revealed lamellar ichthyosis, aminotransferase levels had been ele-

vated (ALT was 46-109 U/L, aspartate AST was 53-98 U/L), total

bilirubin was 1.2-2.5 mg/dl, peripheral blood smear showed RBC

elliptocytosis and multiple variable sized lipid vacuoles in cytoplasm

of neutrophils.

Abdominal sonography showed fatty infiltration in liver.

Liver biopsy showed severe macro and micro vesicular steatosis

([90%) with marked fibrosis and mild steatohepatitis.

All other work-ups were normal.

Results: Discussion: CDS is a rare disorder of lipid metabolism

characterized by ichthyosis, lipid vacuoles in the leukocytes and

involvement of several organs particularly skin and liver. Ichthyosis,

myopathy, growth and mental retardation, sensorineural deafness,

strabismus, cataract, retinaldysfunction, nystagmus, ataxia, areflexia,

hypotonia, proximal muscle weakness, ptosis, cranial nerve involve-

ment and psychiatric disorder are observed. Diagnosis is made by

dermatologic manifestations, peripheral blood smear and liver biopsy.

Till now 50 cases has been reported, mostly from Mediterranean and

Middle East countries.

Our case was from Shiraz_Iran with ichthyosis, Jordan anomaly in

leukocytes, sever hepatocyte steatosis and marked fibrosis of the liver.

Conclusions: To our knowledge, this is the first case of CDS reported

from Iran, which can be contributed to the growing awareness of this

syndrome.

PP27-005
Hepatoprotective properties of Panagin DS-1227 against exhaustive

exercise-induced oxidative stress in rats

Mallikarjuna Korivi1, Ming-Fen Hsu2, Szu-Hsien Yu3, Chih-Yang Huang4,

Chia-Hua Kuo5

Taipei Physical Education College (Taipei Sports University), 2Taipei
Physical Education College, 3Taipei Physical Education College,
4China Medical University, 5Taipei Physical Education College

Background: Most population still relayed on herbal medicine to

rejuvenate the liver functions and to cure liver diseases. Ginseng

extracts gaining more popularity due to their hepatoprotective prop-

erties. However, inconsistent ginsenoside profile of crude extract

limited to emphasize the specific use. This study investigated the

hepatoprotective property of Panagin DS-1227 (dammarane oligo-

saponins, DS), extracted from stem and leaves Panax ginseng.

Methods: Rats were categorized into control (N = 60) and DS

groups (N = 60), and received saline and DS (60 mg/kg bodyweight,

orally) respectively for 2-week. One set of rats from both groups

sacrificed without exercise, and remaining rats sacrificed immedi-

ately, 1.5-h and 5-h after prolonged swimming exercise.

Results: Exhaustive exercise-induced elevated malondialdehyde

(MDA) and protein carbonyls (PC) levels were significantly

(P \ 0.01) decreased in the liver of DS treated rats. Free radical

source enzyme, xanthine oxidase (XO) activity was significantly

(P \ 0.01) augmented immediately and 1.5-h after exercise in con-

trol, but came back to normal levels 1.5-h after exercise in DS group.

Glutamate-cysteine ligase (GCL) activity was significantly decreased

in control exercised rats, and this decrease was not noticed in DS

group. Catalase (CAT) activity was not significantly altered imme-

diately and 1.5-h after exercise, however, significantly increased after

5-h in DS group compared to control group.

Conclusions: Our findings clearly demonstrated that purified ginseng

extract, Panagin DS-1227 is able to protect the liver against exhaus-

tive exercise-induced oxidative stress. This study suggests that

purified compound might be more effective to achieve the exact

therapeutic application against oxidative stress.

PP28-001
Impact of viral response on serum lipid levels in chronic hepatitis C

patients receiving pegylated interferon alpha/ribavirin in Taiwan

Chia-Yen Dai, Ming-Lun Yeh, Chung-Feng Huang, Nai-Jen Hou,

Jee-Fu Huang, Zu-Yau Lin, Shinn-Chern Chen, Liang-Yen Wang,

Ming-Lung Yu, Wan-Long Chuang

Kaohsiung Medical University Hospital, Kaohsiung Medical
University

Background: Hepatitis C virus (HCV) infection was reported to be

associated with lipid profile. The aim of study was to investigate the

association between a sustained virological response (SVR) and

serum lipid levels after pegylated interferon alpha (pegIFN)/ribavirin

therapy in Taiwanese patients.

Methods: Total 520 Taiwanese patients (278 male; mean age: 54.3

10.7 years) with CHC were enrolled. All patients received pegIFN/

ribavirin therapy for more than 24 weeks for HCV genotype 1 (G1,

n = 221) and more than 16 weeks for HCV genotype non1 (G non-1,

n = 299) patients. The pretreatment and end of follow up (EOF)

(24 weeks after cessation of treatment) serum lipid levels [triglycer-

ides, total cholesterol (TC), HDL-C and LDL-C levels] were

collected. The sustained virologic response (SVR) was defined as

negative HCV RNA at EOF. Patient without SVR was grouped as

non-responders (NR).

Results: Total 432 patients achieved SVR (83.1%) (74.2% and 89.6%

for G1 and G non-1, respectively). There was a significant elevation

of serum TG, TC and LDL-C levels in all 520 patients (p = 0.002,

p \ 0.001 and p \ 0.001, respectively), 221 G1 patients (p = 0.008,

p \ 0.001 and p \ 0.001, respectively) and 299 G non-1 patients

(p = 0.018, p \ 0.001 and p \ 0.001, respectively). The significant

elevation of serum TG, TC and LDL-C levels was observed only in

patients with SVR (p = 0.002, p \ 0.001 and p \ 0.001, respec-

tively) but not in those with NR.

Conclusions: SVR is associated with significant elevation in serum

lipid levels in Taiwanese CHC patients with SVR to pegIFN/ribavirin

therapy but not NR.
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PP28-002
Endoscopic ultrasound guided fine needle aspiration (EUS-FNA) of medi-

astinal and abdominal lesions

Muhammad Umar, Ali Fahir, Zahid Mahmood Minhas, Zamir Butt,

Zubia Jamil, Saima Ambreen, Gul Nisar, Hamama-tul-Bushra Khaar

Rawalpindi Medical College

Background: The ability of endosonography to diagnose a variety of

gastrointestinal pathologies has been significantly advanced with the

introduction of endoscopic ultrasound-guided fine needle aspiration

(EUS-FNA) biopsy. Diagnosis is often difficult and sometimes can

require costly invasive workup. Endoscopic ultrasound-guided fine-

needle aspiration (EUS-FNA) is a safe, minimally invasive, accurate,

out-patient diagnostic modality for assessing mediastinal and

abdominal lymphadenopathy and masses.

Methods: A total of 156 EUS procedure were performed from May

2010 to 23rd July 2011 in Centre for Liver and Digestive Diseases,

Holy Family Hospital, Rawalpindi, Pakistan. Olympus (GF-UCT160)

Linear Scope and biopsy needle used was EZ Shot (NA 200H-8022).

A total of 43 Patients underwent EUS FNA and Full data were

available on 32 (74.4%) cases.

Results: EUS findings of 72 patients included abdominal lymphad-

enopathy in 81(52%), mediastinal lymphadenopathy in 40 (25.6%),

mediastinal and abdominal lymphadenopathy in 22 (14.1%), pan-

creatic masses 7 (9%), mediastinal mass 3 (3.8%), renal masses

3(3.8%), liver SOL 2 (2.5%), pseudopancreatic cysts 2 (2.5%) and

others (19.4%). Out of 32 with available data tuberculosis was

diagnosed in 6 (18.7%), adenocarcinoma pancreas 5 (15.6%) squa-

mous cell lung carcinoma 4 (12.5%), lymphoma 2 (6.2%),

Adenocarcinoma common bile duct 1 (3.1%), inadequate sample 8

(25%) and remained non diagnostic in 6 (18.7%).

Conclusions: The endosonography is a good and safe tool for the

tissue diagnosis of mediastinal and abdominal lymphadenopathy and

masses.

PP28-004
Metabolic syndrome and chronic hepatitis B in Taiwan

Chia-Yen Dai, Chung-Feng Huang, Chia-Yi Lin, Ching-I Huang, Chao-

Kuan Huang, Wen-Yi Lin, Jee-Fu Huang, Ming-Lung Yu, Wen-Yu Chang,

Wan-Long Chuang

School of Medicine, Kaohsiung Medical University Hospital,
Kaohsiung Medical University

Background: Metabolic syndrome (MS) has been reported to be

associated with chronic hepatitis. The aim of the present study was to

evaluate the association between MS and chronic hepatitis B (CHB).

Methods: We conducted a community-based study in Kaohsiung area

located on the southern Taiwan. Total 1,318 residents (635 male,

mean age: 52.93 12.0 years) were enrolled. Overnight fasting blood

samples were collected in subjects for metabolic profiles and liver

function tests and the patients medical histories by the questionnaire

were taken and body mass index (BMI) and waist circumference were

measured. MS was diagnosed based on the Adult Treatment Panel

(ATP) III (Asian version) criteria. Viral hepatitis markers including

hepatitis B surface antigen (HBsAg) and anti-hepatitis C virus (HCV)

antibody were also tested.

Results: Total 1,318 residents who were negative for anti-HCV were

enrolled. The prevalences of HBsAg, obesity (BMI [ 27 kg/m2), and

MS were 17.2%, 21.4% and 19.7%, respectively. The 260 subjects

with MS have significantly higher proportions of male gender

(P \ 0.001), age[50 years (P \ 0.001), and obesity (P \ 0.001) and

significantly higher mean age (P \ 0.001), BMI (P \ 0.001), AST

level (P \ 0.001) and ALT level (P \ 0.001) than subjects without

MS. Multivariate logistic regression showed that age, BMI, ALT

levels (all P \ 0.001), gender and AST level (P = 0.001) but not

HBsAg status was associated with MS.

Conclusions: In the present community-based study, around one-fifth

of the subjects have MS. MS is associated with demographic features,

obesity and abnormal liver function tests, while CHB plays a minimal

role on the MS.

PP28-005
Efficacy of terlipressin with albumin versus albumin alone among patients

with hepatorenal syndrome: a meta-analysis AHD Lucman; SH Valdez;

DA Payawal section of gastroenterology, department of internal medicine,

Cardinal Santos Medical Center (CSMC)

Abdel Hussein Lucman

Cardinal Santos Medical Center

Background: Hepatorenal syndrome (HRS) is well-known compli-

cation of end-stage liver disease and is associated with increased

morbidity and mortality. The administration of plasma expanders like

albumin has been used traditionally in the management of HRS.

Recent studies have shown the efficacy of terlipressin therapy in the

reversal of HRS. Combination therapy using terlipressin and albumin

was shown to be superior compared to placebo with or without other

vasoconstrictors.

Methods: We performed a systematic review of literature using

MEDLINE, Cochrane Library and Online Wiley Library. The primary

outcome was the rate of patients who had reversal of hepatorenal

syndrome after terlipressin therapy and was measured according to

complete response, partial response, or no response. Analysis was

done using Revman 5.1.

Results: After identifying 67 research papers with associated terli-

pressin therapy among patients with HRS, two randomized controlled

clinical trials fits the inclusion criteria (N = 98). There was a significant

increase in the reversal of HRS with terlipressin plus albumin in com-

parison with albumin alone (2 trials, 98 participants, n = 30/49 versus

6/49, OR 16.28, 95% CI 4.97-53.30, P \ 0.00001). There was insig-

nificant heterogeneity noted in both trials (P = 0.86). Comparison was

made using the survival rate after 90 days of intervention which showed

significant increase in the survival of HRS with patients being given

terlipressin plus albumin as compared with albumin alone (n = 30/49

versus 6/49, OR 16.28, 95% CI 4.97-53.30).

Conclusions: Terlipressin plus albumin is a potential therapeutic

option for HRS, compared to albumin alone. Its use should be con-

sidered for the management of patients with HRS.

PP28-006
Protective role of genistein against paracetamol V induced hepatotoxicity

Bogi Wibowo, Syifa Mustika, S supriono, Harijono Achmad

Saiful Anwar General Hospital

Background: Genistein is an isoflavone found primarily in the soy

protein known to have antioxidant activity. Administration of oral

genistein was hypothesized to reduce lipid peroxidation in the liver

and to increase total antioxidant capacity in hamsters. Paracetamol

which is widely prescribed for treatment of mild pain and fever has

potential adverse effect that associated with hepatotoxicity. In the

present study, we investigated the protective effect of genistein in

experimental acute liver damage induced by toxic dose of

paracetamol.

Methods: Forty rats were equally allocated to 4 groups. The first

group was designated as the control group which given 600 mg/

kgBW paracetamol orally. The second group also given the same dose

of paracetamol, added with genistein 2 mg/kgBW. The third group

added with lecithin 100 mg/kgBW. The fourth group added with si-

lymarin 50 mg/kgBW. We studied the Liver tissue malondialdehyde

(MDA) and liver glutathione (GSH) levels, AST and ALT levels. A

histopathological examination was conducted focused on zone 3

hepatocellular necrosis.
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Results: Levels of AST, ALT and liver tissue MDA levels were

significantly lower in group 2 compare to other experimental groups

(p \ 0.05). Liver tissue glutathione levels were higher in group 2 in

comparison to groups 3 and 4, respectively (p \ 0.05 for each). Zone

3 hepatocellular necrosis was significantly lower in group that given

genistein (p \ 0.001 for each).

Conclusions: Genistein has protective effects on hepatotoxicity

induced by paracetamol. The mechanism of how genistein reduces

liver damage need further quests.

PP28-007
Predictive upper gastrointestinal bleeding score (P-UGIBS) for triaging

patients: a validation study

Rona Marie Ata, Emmanuel Monsayac, Diana Payawal, John Geoffrey

Palisoc

Cardinal Santos Medical Center

Background: Upper gastrointestinal bleeding carries a significant

mortality rate of about 5%-14%. Endoscopic therapy is usually per-

formed during the first 24 h to abate the bleeding and increase

survival. The study aims to prognosticate patients with UGIB (vari-

ceal vs. non-variceal) using the P-UGIBS formula.

Methods: All patients at the Emergency room with UGIB were

classified as having variceal or non-variceal etiology of bleeding

based on the P-UGIBS formula. Logistic regression analysis identified

only 2 independent factors for predicting Variceal bleeding; previous

diagnosis of cirrhosis (OR 93.83, 95% CI 6.63 V 1327.50, P = 0.001)

and signs of chronic liver disease (OR 1.71 E + 07, 95% CI 440779.6

- 6.60 E08, P = 0.000). The EGD findings of these patients were

compared with their corresponding score on P-UGIBS and statistical

analysis was done.

Results: Platelet count of [150 explains the association with non-

variceal meeting and not with other variables like melena and used

of NSAID/ASA/anticoagulant. The P-UGIBS for variceal bleeding

was able to detect 11 out of the 12 cases with actual variceal

bleeding on EGD. The P-UGIBS for non-variceal bleeding was able

to detect 17 out of the 56 cases with actual non-variceal bleeding on

EGD.

Conclusions: The P-UGIBS score for variceal and non-variceal

bleeding was able to predict the etiology of the UGIB with a sensi-

tivity of 92%, specificity of 94%, PPV of 92% and NPV of 94%.

PP28-008
Intracranial fungal infections in chronic liver disease: a report of two cases

Puneet Chhabra1, Chalapathi Rao Achanta2, Harpal SIngh Dhaliwal3,

Sharma Vishal4, Modi Manish5, Yadav Mukesh Kumar6, Rana Surinder

Singh7, Bhasin Deepak Kumar8, Singh Kartar9

1Junior Resident, 2Department of Gastroenterology, Postgraduate
Institute of Medical Education and, Research, Chandigarh,
3Department of Gastroenterology, Postgraduate Institute of Medical
Education and Research, Chandigarh, 4Department
of Gastroenterology, Postgraduate Institute of Medical Education
and Research, Chandigarh, 5Department of Neurology, Postgraduate
Institute of Medical Education and Research, Chandigarh,
6Department of Radiodiagnosis and Imaging, Postgraduate Institute
of Medical Education and Research, Chandigarh, 7Department
of Gastroenterology, Postgraduate Institute of Medical Education
and Research, Chandigarh, 8Department of Gastroenterology,
Postgraduate Institute of Medical Education and Research,
Chandigarh 9Department of Gastroenterology, Postgraduate Institute
of Medical Education and Research, Chandigarh

Background: Due to defects at multiple levels in the immune cas-

cade, cirrhotic patients are prone to serious infections which are

commonly bacterial and rarely fungal in origin. Infections are a fre-

quent cause of acute decompensations leading to high mortality. To

report invasive fungal infections in chronic liver disease.

Methods: We present two cases of alcoholic liver disease with acute

worsening precipitated by invasive intracranial fungal infections.

Results: First patient had child C cirrhosis and presented with deep

encephalopathy and focal neurological signs. Neuroimaging and

cultures from nasal scrapings were suggestive of sinocranial asper-

gillosis. He succumbed to this serious fungal infection, despite timely

voriconazole therapy. Second patient with child B cirrhosis, presented

with fever and gait ataxia. Cerebrospinal fluid examination showed

lymphocytic pleocytosis, elevated protein, hypoglycorrhachia, posi-

tive cryptola antigen and raised antibody titres against the

cryptococcal antigen. He was diagnosed to have cryptococcal men-

ingitis ad neuroimaging showed cryptococcomas in the cerebellum.

He was successfully treated with intravenous amphotericin followed

by voriconazole.

Conclusions: Clinicians ought to be aware of the possibility of

invasive fungal infections in cirrhosis of liver as they may contribute

to adverse outcome unless recognized early and treated promptly.

PP28-010
Dose response of dammarane oligo-saponins and its impact on biochemical

parameters after acute exercise in humans

Shiang-Yun Huang1, Szu-Hsien Yu2, I-Shiung Cheng3, Ming-Fen Hsu4,

Mallikarjuna Korivi5, Chia-Hua Kuo6

1Laboratory of Exercise Biochemistry, Taipei Physical Education
College 2Taipei Physical Education College, 3National Taichung
University of Education, Taichung, 4Taipei Physical Education
College, 5Taipei Physical Education College, 6Taipei Physical
Education College

Background: This study investigated dose response of Dammarane

Oligo-Saponins (DS, ginseng extracts) on selected biochemical

parameters in blood, which are associated with liver function. The

role of DS pretreatment on blood parameters during recovery after an

acute exercise in young men also examined.

Methods: Physically active male young college students (aged 22).

Results: We found that low, medium and high doses of DS had no

significant effect on various biochemical parameters including,

interleukin-6 (IL-6), glutathione peroxidase (GPx), WBC, RBC,

lymphocyte count. In addition, no toxicological effects were found

with high dose of DS at base line. Interestingly, we found signifi-

cantly lower IL-6 levels 60 and 120-min after exercise in DS-960

trial, while, GPx activity was increased immediately after exercise

with DS-480 and DS-960 doses. Lower IL-6 levels with high dose

was parallel with lower WBC count in DS-960 trial. However, lym-

phocyte count was not significantly changed after exercise in all trials.

Conclusions: Our findings conclude that chronic high dose of DS

extracts may not cause toxicological effect to liver in young college

students. DS supplementation is useful for better recovery after an

acute exercise.

PP28-011
Hepatitis knowledge and hepatitis B seroprevalence of policeman working

in the City of Ad

Servet Kolgelier1, Nazl Aktug Demir2, Serap Ozcimen3, Lutfi Saltuk

Demir4, Ahmet Inkaya5

1Ad, 2State Hospital of Ad, 3State Hospital of Konya, 4State Health
Management Office Ad, 5State Hospital of Adana

Background: Policemen, as a result of their profession, are under

serious risk for penetrating injuries and subjected to risky-exposures.

In this study, we aimed to evaluate the knowledge of policeman

working in the city of Ad.

Methods: Knowledge of policemen and other workers of Ad.
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Results: Four hundred six (92.9%) of the study group were male and

31 (7.1%) were female.

Among the study group 360 (82.4%), 60 (13.7%), 15 (13.7%), 2

(0.05%) were policemen, officer, commissar and night-watch man

respectively. Mean age was 34.5 37. Fifty four of the individuals knew

the transmission routes of hepatitis B correctly. Three hundred eighty

three (87.6%) of the participants did not know the transmission routes

correctly. Among the participant 34 (7.7%) were diagnosed to have

hepatitis B. Adequate level of protection was identified in 325 (74.3%).

Conclusions: Although, this particular professional group is under

risk for hepatitis infection, their knowledge level was found to be

sketchy. Policemen must be educated and informed about the risks of

blood borne infections and preventive measures.

PP28-012
Long-term therapy with thalidomide in hereditary hemorrhagic telangi-

ectasia: case report and literature review

Cheng-Maw Ho, Chih-Hsuan Chen, Hsao-Hsun Hsu, Rey-Heng Hu,

Po-Huang Lee

National Taiwan University Hospital

Background: Hereditary hemorrhagic telangiectasia (HHT) is a rare

genetic disease characterized by aberrant and immature vascular mal-

formations, which manifest as epistaxis, gastrointestinal (GI) bleeding,

and pulmonary hypertension. Thalidomide administration has been

reported to attenuate epistaxis in individuals with milder forms of HHT,

by stimulating alternative vessel maturation. This effect of thalidomide

is mediated by the modulation of platelet-derived growth factor sig-

naling from endothelial cells to pericytes.

Methods: Herein, we present the case of a 38-year-old woman with

severe HHT, who presented with epistaxis, GI bleeding, pulmonary

and hepatic arteriovenous malformations, pulmonary hypertension,

and refractory anemia. The patient was treated with thalidomide for

6 months, whereby her general condition improved, GI bleeding

stopped, requirement of blood transfusion decreased, and tolerance to

exercise increased.

Results: Follow-up imaging studies revealed improvement in aber-

rant hepatic telangiectasia. However, the patient later discontinued

thalidomide of her own volition, resulting in rebound GI bleeding and

subsequent death.

Conclusions: On the basis of our experience in this case, we conclude

that uninterrupted thalidomide treatment may be beneficial in HHT

with severe GI bleeding.

PP28-013
Artificial Liver : What do we need to know about albumin dialysis MARS?

vincenzo morabito, Simone Novelli, Gilnardo Novelli

Sapienza University

Background: The concept of albumin dialysis has been studied

extensively throughout the last decade and a development of an

engineering model is an important step in understanding the impact

that controllable operating parameters can have on system perfor-

mance. The engineering model can be used to predict the time course

of bound toxin removal.

Methods: Since 1999 MARS has been used in our Department as

bridging therapy either to optimize the clinical status with excellent

results. We evaluated the removal of cytokines and bilirubin in var-

ious points of the albumin circuit, and we correct the ratio of blood

concentration of albumin/circuit. Ninteen-seven patients, showed

similar MELD score [18-25] and Encephalopathy Grade B2 were

enrolled in this study. All data obtained (13986 findings) were

inserted in a matematical model where g was the detoxification effi-

ciency of the process.

Results: Evaulation of cytokines absorption capacity has shown that

most efficiency (greater capacity of filter absorption) is obtained

between the first and third hour of treatment with values between b

0.95 and 0.85 for cytokines and bilirubine values between b 0.92 and

0.84 for 72% of patients. In 28% of patients evaluated cytokines

absorption capacity showed a mean values of gB0.70 and bilirubin

values of gB0.68 after first hour of treatment. These values decries

and fell to below threshold, gB0.40,after third hour.

Conclusions: This paper presented the application of an engineering

analysis to liver support devices, with the aim of providing a

framework for the quantitative and semiquantitative assessment of

their performance.

PP28-014
Mercury toxicity: a global problem-protection by combination

therapy- a novel approach

Deepmala Joshi

Jiwaji University, Gwalior

Background: Mercury is one of the most common heavy metal,

which is used for more then 3000 years in medicine, industries and

also used therapeutically as a cathartic, diuretic, anti-inflammatory

and in dental amalgam as well as folk remedies.

Methods: Present investigation was conducted to assess the effects of

NAC along with Zn/Se in blood biochemical alterations. Acute

mercury exposure revealed elevation in AST, ALT, ALP, LDH

activities, however, changes were noticed in LPO, GSH, AH, AND,

AChE variables.

Results: Chronic dimethylmercury exposure produced alterations in

LPO, GSH, GR, GPx, G-6-PDH, AChE, ATPase, mercury concen-

tration. NAC showed recoupment when compared to toxicant exposed

group.

Conclusions: To further enhance the efficacy of NAC, it was sup-

plemented with Zn & Se. NAC+Zn+Se proved to be most efficacious

in mercury mobilization thus, showed recoupment in biochemical

variables. Histopathological, ultrastructural/DNA damage observa-

tions substantiated above findings.

PP28-015
Synchronous caecal adenocarcinoma and multiple colonic in situ carcino-

mas in hamartomatous polyps in a young Egyptian female patient

with isolated Peutz-Jeghers syndrome

Yahia Gad1, Doaa Bakr2, Mohammad El-Ebeidy3

1Assistant professor of Internal Medicine, 2Ass professor of Medicine,
3Ass prof of surgical Oncolgy

Background: Peutz-Jeghers’ syndrome (PJS) is a rare autosomal

dominant disease characterized by mucocutaneous pigmentation and

hamartomatous polyps of the entire gastrointestinal tract. A PJP in a

patient without pigmentation or a family history of the disease is

called an isolated or solitary PJP. Individuals with PJS carry a very

high risk of developing gastrointestinal (GI) as well as extra-GI

malignancies. This case report documents lesion multiplicity and their

malignant potential in a young patient with PJS coming for the first

time with a serious presentation.

Methods: A 18-year-old female Egyptian female patient was

admitted with hematochezia and remarkable anaemia. After appro-

priate resuscitation and consent, colonoscopic evaluation revealed

seven pedunculated colonic polyps at the ascending and the transverse

colon and numerous variable sized sessile ones were scattered all over

the colon. To establish haemostasis, endoscopic polypectomy for

pedunculated polyps and argon plasma photocoagulation for the

sessile bleeding ones were performed.

Results: Histopathological examination revealed caecal adenocarci-

noma in one specimen and two simultaneous in situ carcinoma at the

transverse and the sigmoid colon in the mucosae of the excised his-

tologically proven hamartomatous polyps. Additionally, one focal in

situ carcinoma in the resected colon was detected.

Conclusions: When considering the family history, serious gastro-

intestinal neoplastic lesions may be unmasked in young patients with
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PJS presented with hematochezia even in absence of its characteristic

muco-cutaneous pigmented lesions. GI endoscopic surveillance pro-

grams would be adopted for diagnosed cases of PJS and their families.

Genetic prenatal screening for early detection is the best option for

primary prevention.

PP28-016
Colorectal schistosomiasis: is it still endemic in Delta Egypt, early

in the 3rd Millennium?

Yahia Gad1, Ibrahim Eldesoky2, Mona Arafa3, Raghda Farag4,

Nancy Ahmad5

1Assistant professor of Internal Medicine, 2Professor of Pathology,
3Ass professor of Medicine, 4Ass prof of medicine, 5Lecturer
of Medicine

Background: Several governmental efforts have been exerted

towards controlling schistosomiasis during the last decades in Egypt.

This work was designed to study the prevalence of colorectal schis-

tosomiasis in patients with different gastrointestinal symptoms.

Methods: Patients presented to the gastroenterology unit with dif-

ferent gastrointestinal symptoms were endoscopically examined,

where 3-6 tiny biopsies were taken from those with visible, suspected

schistosomal lesions for histopathological examination and 2 addi-

tional rectal biopsies were taken from the apparently normal colonic

mucosa. Form each patient, at least 3 stool samples were examined by

the Formal-ether concentration method for schistosoma ova.

Results: Colonic abnormalities were detected in 510 out of 984

patients presented with different gut symptoms. Schistosoma mansoni

was detected in 205 patients (180 males, 25 females) with an age

range (18–65 years). Six patients only had schistosomal polyps and

excised successfully by snare polypectomy. Squash technique estab-

lished the diagnosis of schistosomiasis in all endoscopically normal

118 (50.75%) cases with by demonstrating the schistosomiasis ova

and their associated histopathological findings showed no or minimal

reaction in 96 (46.82%) cases and variable degrees of submucosal

granulomata in the remaining cases. Stool examination detected the

schistosomiasis ova in 25 (9.83%) patients only of the biopsy positive

cases.

Conclusions: Our data revealed that despite governmental efforts, the

prevalence of colorectal schistosomiasis (20.83%) is significant

among patients with gut symptoms. Gaps in health care services

should be detected and filled appropriately.

PP28-017
Colonoscopy in the very elderly symptomatic patients

Yahia Gad1, Adel Zeid2

1Assistant professor of Internal Medicine, 2Consultant Surgeon

Background: Colonoscopy is currently the best diagnostic modality

for evaluating colonic diseases but studies of its use in the very

elderly are limited. Our study tried to assess the role and safety of

colonoscopy in very elderly symptomatic patients.

Methods: A single-institution review of all patients aged 85 years or

older who underwent colonoscopy from June 2008 to June 2010 was

performed. Parameters evaluated included indications for

colonoscopy.

Results: A total of 20 patients aged 85 years or older (median = 87,

range = 85V89) underwent colonoscopy during a two-year period.

The cecal intubation rate was 90%. Number of cancers detected/

indications for colonoscopy include gross bleeding per rectum, 7/10

(70%); anemia 3/4 (75%); abdominal mass 0/1, abdominal pain, 0/1;

diarrhea 0/2; fecal impaction, 0/1. Immediate complications included

an episode of hypotension, an attack of SVT and one incident of atrial

Conclusions: Our data suggest that colonoscopy can be safely and

successfully performed in the very elderly symptomatic patients with

a relatively high diagnostic yield of colorectal cancers and aging is

not an obstacle for performing colonoscopy once indicated clinically.

PP28-018
The role of argon plasma coagulation in management of Barrett’s

Esophagus: a single-center experience

Yahia Gad1, Adel Zeid2

1Assistant professor of Internal Medicine, 2Consultant Surgeon

Background: Patients with Barrett’s esophagus (BE) are 30 times

more likely to develop esophageal adenocarcinoma (EAC) than the

general population. Data regarding the use of argon plasma coagu-

lation (APC) for treatment of patients with BE in Egypt are still

limited. This work was to study the efficacy and safety of APC as an

ablative modality in Egyptian patients with BE.

Methods: A total of 73 referred eligible patients with a confirmed

endoscopic and histopathologic diagnosis of BE were enrolled in this

study and subjected to thermoablation by hp-APC equipment at 60 W

setting, until complete ablation or a maximum of 5 sessions and

followed up clinically and endoscopically at 3-month intervals.

Results: Compared with a control group (n = 75), there were no

significant statistical differences between the two groups regarding

the demographic and the base-line clinical data. Minor and major

complications occurred in 8/73 (10.95%) and 1/73 (1.36%) of patients

respectively. Macroscopic ablation was achieved after one session in

37/73 (50.63%) patients and complete histologic ablation was con-

firmed after 167 sessions in 69/73 (94.52%). On one-year follow-up,

no either relapses of BE or progression to EAC, were observed in

patients who have shown complete thermo-ablation.

Conclusions: our data revealed that hp-APC at medium-energy set-

ting 60 W, in an acid-reduced environment, could have ablated BE

effectively and safely with promising initial results. Surveillance

endoscopy is still advocated in such patients

PP28-019
The impact of chronic hepatitis B and hepatitis c infection on Egyptian

women with spontaneous preterm birth of unexplained etiology

Maher Hassan, Yehia Gad, Nasser Mousa

Faculty of Medicine

Background: Chronic hepatitis represent an endemic problem among

Egyptian population, pregnant women may has complication of a

spontaneous preterm birth. To determine the impact of chronic hep-

atitis B virus and chronic hepatitis c virus as evidenced serum level of

hBseg and HB DNA for hepatitis B and PCR for hepatitis c as a factor

of spontaneous preterm birth after exclusion of other causes of

spontaneous preterm birth.

Methods: The prevalence of HBV and HCV were prospectively

investigated among pregnant women and study their impact on

spontaneous preterm birth.

Results: spontaneous preterm birth which increased to 7,3% of 64 of

women with circulating HBseg, there is no relation between cases

with chronic hepatitis c (3,4%) of positive for hepatitis c 320 cases

develop spontaneous preterm births and after exclusion of other

causes, these cases neither affected by qualitative or quantitative PCR

for hepatitis c. Dual infection of hepatitis b and c infection has a

strong relation to the occurrence of spontaneous preterm birth 10,7%

of 109 cases with b and c infection odd ratio 0,007.

Conclusions: Pregnant women were found to be higher risk of

spontaneous preterm birth with chronic hepatitis b however circu-

lating HBsag another risk did not influenced by level of HBV DNA or

the level of HBseg. Chronic hepatitis c with pregnancy has no relation

to spontaneous preterm birth but dual infection with b and c has

relation to the occurrence of preterm birth.
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PP28-020
Effect of hepatocellular carcinoma on bone mineral density in patients

with hepatitis B virus infection

Bo Hyun Kim, Sung-Hae Ha, Sung Yeol Jang, Jung Hee Kim,

Jeong Ah Hwang, Ki Jong Lee, Ji-Hyun Suh, Young Ahn, Eun Uk Jung,

Young-Min Park

Bundang Jesaeng General Hospital, Daejin Medical Center

Background: Loss of bone mineral density (BMD) was frequently

identified in patients with chronic liver disease, especially presenting

with cirrhosis. However, little is known about the effect of hepato-

cellular carcinoma (HCC), a serious sequelae of chronic liver disease,

on BMD. The aim of this study to evaluate the prevalence of osteo-

porosis and to assess the effect of HCC on BMD in patients with

hepatitis B virus (HBV) infection.

Methods: Forty-five female patients with HBV infection (15 chronic

hepatitis (CH), 15 liver cirrhosis (LC), and 15 HCC) were enrolled.

Forty-five age- and sex-matched controls were selected from partic-

ipants in the health check-up. BMD was measured using dual energy

X-ray absorptiometry.

Results: Mean age and body mass index were comparable between

HBV-infected patients and healthy controls. Prevalence of osteopenia

and osteoporosis was higher in HBV-infected patients compared to

the control (82.2% [37/45] vs. 66.7% [30/45]; p value 0.146, 46.7%

[21/45] vs. 20.0% [9/45]; p value 0.013). Lowest T score of total hip,

femoral neck or lumbar spine was significantly lower in patients with

HBV infection (-2.37 31.38 vs. -1.44 31.20, p value 0.001). Oste-

oporosis was more frequently found in patients with HCC compared

to those with LC or CH (53.3% in the HCC, 46.7% in the LC, and

40% in the CH group), but it failed to reach statistical significance.

Conclusions: Osteoporosis was more prevalent in HBV-infected

patients, compared with healthy subjects. However, HCC per se did

not increase the risk of osteoporosis significantly. Further studies are

warranted on a larger scale.

PP28-021
Simplified lab data for diagnosis of blunt liver laceration and severity

Chun-Han Shih, Chih-Yuan Fu, Ray-Jade Chen

Attending physician

Background: It is sometimes difficult to decide whether to perform

abdominal computed tomographic (CT) scans for possible liver lacer-

ation in patients who have sustained less severe or minor blunt

abdominal trauma. Review the literature, some lab datas are related to

liver injury. This study was conducted to find out whether the basic

laboratory workup could provide information of possible liver laceration

in blunt abdominal trauma patients and act as an indication for CT scans.

Methods: In this retrospective case–control study, we included 12

patients who had sustained blunt abdominal injury for which they

received abdominal CT scans in our emergency department.

Results: In patients with blunt abdominal injuries, there is a relation-

ship in liver laceration between elevation of white blood cell (WBC)

counts, aspartate aminotransferase (AST). With elevations of serum

AST greater than 295 IU/L, WBC count greater than 12 900/mm3, we

found some relationship in the 12 liver laceration victims.

Conclusions: patients with blunt abdominal trauma, elevated WBC

counts together with elevated AST are strongly associated with liver

laceration and warrant further imaging studies and management.

PP28-022
The effect of prokinetic on intestinal motility and bacterial overgrowth

in liver cirrhosis patients with small intestinal bacterial overgrowth

Yustar Mulyadi

SUD Dokter Soedarso

Background: Liver cirrhosis is one of the health problems in Indonesia.

Spontaneous bacterial peritonitis that is a complication of liver cirrhosis

mostly occurs due to bacterial translocation and related to the motility

disorder and small intestinal bacterial overgrowth (SIBO).

Methods: The study is conducted in randomized clinical trial, double-

blind, cross over design. Motility of intestine and SIBO were deter-

mined by hydrogen breath test (HBT) before and after intervention.

Results: The subjects were liver cirrhosis patients, who were divided

into two group, the placebo group consists of 34 patients and proki-

netic group consists of 34 patients. All patients (100%) in two groups

had SIBO. After being prokinetic (domperidone) or placebo for

10 days, in the placebo group, there were 13 patients (38,2%) who do

not have SIBO, while in prokinetic group there were 33 patients

(97,1%, p = 0.0001) who do not show SIBO. The median of orocecal

transit time (OCTT) in the placebo group was 90 min (90 V 110 min)

and after intervention were 110 min (90 V 110 min). On the other

hand in the prokinetic group the median time of OCTT were 120 min

(90 V 120 min) and after intervention the median time was 90 min

(60 V 90 min, p = 0,0001).

Conclusions: Prokinetic could improve intestinal dysmotility in the

liver cirrhosis thus could decrease small intestinal bacterial overgrowth

(SIBO). There was a strong correlation between OCTT and SIBO.

PP28-023
Liver adenosquamous carcinoma- a case report

Jian-han Lai, Tsang-En Wang, Horng-Yuan Wang, Tao-Yeuan Wang,

Shee-Chan Lin, Shou-Chuan Shih

Mackay memorial hospital

Background: A 77-year-old woman was admitted to our hospital for

a fever up to 38.2*C and right upper quadrant abdominal pain.

Abdominal examination revealed a right upper quadrant tenderness.

The laboratory values were obtained up on admission: CRP,

19.63 mg/dl; WBC, 24500/uL. Blood chemistry was within the nor-

mal range. The levels of serum a-fetoprotein and CA19-9 were within

the normal range. Slightly elevated CEA values: 11.21 ng/mL was

noted. Abdominal sonography showed a heterogeneous mass lesion

(Fig. 1) Noncontrast abdominal CT demonstrated an ill-defined low-

density mass in the same liver segment (Fig. 2A). The maximum size

of this mass was 10 cm in diameter. A low density mass lesion with

rim-like enhancement was seen in the arterial phase. (Fig. 2B). That

mass lesion was histologically diagnosed as adenosquamous carci-

noma by a needle biopsy (Fig 3).

Methods: Adenosquamous carcinoma of liver was first described in

1971, and less than 100 cases have been published. 1 Abdominal pain,

fever, and jaundice appeared to be the three most frequent symptoms.

2 Histologically, the tumour is characterized by co-existence of two

distinct histological patterns, being malignant squamous and glan-

dular components. According to some reports, ASC is shown as a low

density mass with irregular rim enhancement on CT images, resem-

bling the findings of cholangiocarcinoma, liver abscess, or metastatic

liver disease. The level of serum SCC-Ag, CEA, and CA19-9 are

elevated in some cases. The prognosis of even the surgically resected

cases is very poor with a median survival of 6 to 8 months. 6

Results: case report

Conclusions: case report

PP28-024
Infections in acute pancreatitis and its impact on outcome

Ragesh Thandassery, Rakesh Kochhar, Thakur Deen Yadav, Kartar Singh

Postgeaduate Institute of Medical Education and Research

Background: Infected necrosis (IN) signifies a poor outcome and the

bacteriology of IN needs to be identified for appropriate antibiotic

therapy. Aim was to study the bacteriology of infected necrosis (IN)

and its outcome in patients with acute pancreatitis (AP).
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Methods: All consecutive patients with AP (January 2009 - June

2010) were evaluated for occurrence of infections and IN. Statistical

analysis was carried with SPSS version 16.

Results: 16% of patients had infected necrosis (isolation of bacteria

in CT guided FNAC of infected necrosis or necrosectomy specimen).

62% of IN was monomicrobial and 38% polymicrobial. The most

common organism isolated from infected necrosis was Enterococcus

faecalis (n = 7, 34%) followed by Escherichia coli (n = 5, 23%).

The antibiotic sensitivity pattern showed that most bacteria were

sensitive to third generation cephalosporins (ceftriaxone and ceftazi-

dime) and quinolones. The mortality was more in patients with

infected necrosis (76.9%) as compared to non infected necrosis

(8.8%), p = 0.00.

Conclusions: Most of the infections in AP are due to Gram negative

organisms. Gram positive infections are associated with longer hos-

pital stay. Infected pancreatic necrosis is associated with high

mortality.

PP28-025
Case Management Model For Moderate To Severe Liver Cirrhosis And Its

Outcome

Shih-Tien Chen1, Jow-Leun Lee2

1 Changhua Hospital, Changhau, Taiwan; 2 National Taichung
Nursing College

Background: To compare the outcome of case management model’’

with ‘‘traditional care model’’ for moderate to severe liver cirrhosis

cases with health care expenditure analysis.’’

Methods: Moderate to severe liver cirrhosis patients with hospital-

ization episodes were enrolled. The study group comprised of 45

patients under case management model which had been supervised by a

specialized team of physicians, case managers, dietitians, pharmacists

and social workers. In this scenario, treatment logistics and subsequent

cares had been formulated and implemented with multi-disciplinary

contributions, and the case manager acted as hub of communications

and coordination who conducted health education programs, follow-up

phone calls, data collections plus evaluations. The control group were

46 patients of similar disease severity whom had been treated with

traditional care model’’. Health care expenditure data were retrieved

from National Health Insurance reimbursement database.’’

Results

1. The ‘‘case management model’’ facilitated cost containment. The

average annual hospitalization expenditure of the study group

was NT$51,586. - significantly lower than NT$64,775. of the

control group.

2. The new model reduced 14-day re-admissions to 11.11%, which

was much lower than 22% of the control group.

3. We had also noticed improvement of outpatient clinic follow-up

visit compliances over the first 3 months.

4. Through health education programs, patients among ‘‘case

management model’’ demonstrated better disease awareness and

diet control proficiency.

Conclusions: Implementing ‘‘case management model’’ toward

moderate to severe liver cirrhosis patients may reduce hospitalization

expenditure, trim down 14-day re-admissions, as well as foster fol-

low-up compliances.

PP28-026
Heparin-modified liver-specific scaffolds for in vitro adhesion, expansion

and liver-specific functions of human liver cell lines

Ji Bao, Yujun Shi, Zhenggui Du, Jie Xia, Hong Bu, Li Li, Gandi Li

West China Hospital, Sichuan University

Background: Cell-based technologies, such as bioartificial liver

devices, to support liver function represent one of the most promising

opportunities in the treatment of acute liver failure. Here we inves-

tigated the availability of human liver cell lines (HepG2, Chang liver,

L-02) co-cultured with a liver-specific matrix.

Methods: Liver-specific scaffolds were prepared by perfusion de-

cellularization of porcine livers with detergent, followed surface

heparin modification via layer-by-layer self-assembly technique.

HepG2, Chang liver, L-02 cells were seeded on liver-specific scaf-

folds in Petri dish, respectively, and cultured in serum free medium

using rocking technique.

Results: All three cell lines adhered on the scaffolds and HepG2

proliferated a little faster than the others to a high cell density at

3 days of culture. The scaffold supports all three cell lines liver-

specific function including albumin secretion, urea synthesis, cyto-

chrome P450 expression and diazepam metabolism at higher level

than the control monolayer. Interesting, HepG2 cells co-cultured with

liver-specific scaffold recovered a few ammonia removal activity,

which was lost in monolayer culture. Chang liver and L-02 reached

the similar level of ammonia clearance, but much higher than HepG2.

On the other hand, HepG2 cells got the highest albumin secretion.

Conclusions: These results suggest that liver-specific scaffolds pro-

vide all the necessary microstructure and extracellular cues for human

liver cells attachment, differentiation and function. Thus, our novel in

vitro culture system can be as a potential approach to generate bio-

artificial liver systems for liver disease treatment.

PP28-027
Association of IL28B polymorphism with hepatitis B virus clearance

and hepatocellular carcinoma occurrence

Donghyeon Lee, Eun Sun Jang, Min-Sun Kwak, Eun Ju Cho,

Jeong-Hoon Lee, Su Jong Yu, Jung-Hwan Yoon, Chung Yong Kim,

Hyo-Suk Lee, Yoon Jun Kim

Seoul national university hospital

Background: The allelic variants of the IL28B gene have been pro-

posed to be strongly associated with treatment response and the rate of

spontaneous clearance of hepatitis C virus infection. We aimed to

determine whether polymorphisms of IL28B could affect clinical out-

comes of hepatitis B virus (HBV) infection in a Korean population.

Methods: Genetic variations were identified through direct DNA

sequencing using TaqMan assay in 1,439 patients with past or present

HBV infection composed of 404 spontaneously recovered subjects,

313 chronic hepatitis B (CH) patients, 305 liver cirrhosis (LC)

patients, and 417 hepatocellular carcinoma (HCC) patients. Three

IL28B polymorphisms were identified. Genetic associations of those

polymorphisms with HBV clearance and HCC occurrence among

patients with HBV infection were analyzed using logistic regression

analyses adjusted for age and gender.

Results: IL28B polymorphisms, rs8099917T [ G, rs12979860C [T,

and rs12980275A [ G were genotyped as described previously. Their

minor allele frequencies among Korean subjects were 0.053, 0.060,

and 0.066. There were no significant associations between IL28B

polymorphisms and the HBV clearance both in CH and LC groups.

Also, IL28B polymorphisms showed no significant associations with

the occurrence of HCC.

Conclusions: No significant association was identified between

IL28B polymorphisms and the clinical outcomes of HBV infection

including the HBV clearance and HCC occurrence.

PP28-028
Glucocorticoid administered in chronic severe hepatitis

Qianqian Zhang, Xiaolin Guo

The First Hospital of Jilin University

Background: To study the efficacy of glucocorticoid for patients with

chronic severe hepatitis.
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Methods: There were three patients admitted from December 2010 to

May 2011 in our hospital. These patients were given prednisone

(0.5 mg/kg/day, administered at draught) on the basis of other treat-

ment measures such as etiological treatment, supportive treatment,

symptomatic treatment, protecting liver treatment. Then doses were

reduced gradually (5 mg/3 days) until glucocorticoids were com-

pletely stopped. Monitor the improvements of clinical manifestations

and laboratory indexes of the three patients.

Results: The symptoms and signs were relieved, and the liver func-

tion and blood coagulation were significantly improved.

Conclusions: Early adequate application of glucocorticoids can

promote bilirubin metabolism, alleviate liver injury, reverse deterio-

ration, and improve the treatment effect of chronic severe hepatitis.

PP28-029
Combined pleural effusion may predict long-term hospitalization

in patients with pyogenic liver abscess in Korea: a single center experience

in a recent 10-year period

Sun Young Kim, Soo Hyung Ryu, Myoung Ki Oh, Jin Nam Kim, You Sun

Kim, Jeong Seop Moon

Seoul Paik Hospital, Inje University College of Medicine, Seoul,
Korea

Background: A shift from Escherichia coli to Klebsiella pneumoniae

as a predominant causative organism of pyogenic liver abscess has

been reported since 1990s. The purpose of this study was to provide

the basic information of the overall clinical features of liver abscess in

recent 10 years and to determine the factors affecting long-term

hospitalization more than 1 month.

Methods: We investigated clinical, laboratory, radiologic findings,

and the results of bacteriological studies retrospectively by reviewing

the medical records of 75 cases of liver abscess, admitted to Seoul

Paik Hospital from January 2000 to August 2010.

Results: The majority of liver abscess was pyogenic, amoebic abscess

was noted in only 3 patients (4%). Patients mean age was 59.8 years,

and 52 were male (69.3%). Pyogenic abscess was mostly located in

right lobe (64%) and multiple abscess cavities were found in 27 (36%)

patients. Majority of patients (73%) were treated with the combination

of percutaneous drainage and systemic antibiotics, but 9 patients

needed surgical drainage. In 45 (60%) patients, the causative organ-

isms were isolated. Klebsiella pneumoniae (51.1%) was the most

common organism. E. coli (8.8%), Streptococcus species (13.3%)

were also found. The only factor that influence the long-term duration

of hospitalization more than 1 month (mean duration of hospitaliza-

tion: 28.4 days) was combined pleural effusion (P = 0.002).

Conclusions: Pyogenic liver abscess caused by Klebsiella pneumo-

niae is the most dominant feature of current liver abscess. Combined

pleural effusion may predict long-term hospitalization in patients with

pyogenic liver abscess in Korea.

PP28-030
Association of polymorphism in pri-microRNA region of microRNA- 371,

372, and 373 with the incidence of hepatocellular carcinoma in hepatitis B

virus infected patients

Min-Sun Kwak, Dong Hyeon Lee, Jung Hee Kwon, Eun-Ju Cho, Jeong-

Hoon Lee, Su Jong Yu, Jung-Hwan Yoon, Hyo-Suk Lee, Chung Yong Kim,

Yoon Jun Kim

Seoul National University College of Medicine

Background: The association between single nucleotide polymor-

phisms (SNPs) in the pri-microRNA (pri-miRNA) region and the

incidence of many diseases including various cancers has been

proposed in previous studies. miRNAs-371-372-373 originating

from the same pri-miRNA, are reported to be upregulated in hepa-

tocellular carcinoma (HCC) and related to the regulation of hepatitis

B virus (HBV) infection. The objective of our study was to investigate

whether pri-miRNA-371,372,373 (pri-miRNAs-371-3) polymor-

phisms are associated with outcome of HBV infection and risk of

HCC occurrence.

Methods: Genetic variations were identified through direct DNA

sequencing using TaqMan assay, and 3 sequence variants of pri-

miRNAs-371-3 were identified. Genetic associations of those poly-

morphisms with HBV clearance and HCC occurrence among patients

with HBV infection were analyzed using logistic regression analyses

adjusted for age and gender (n = 1,439).

Results: There were no significant associations between pri-miRNA-

371-3 polymorphisms and the HBV clearance. For the occurrence of

HCC, rs3859501C[A SNP acted as a protective factor both in chronic

hepatitis B (CH, OR = 0.75, P = 0.005 in a codominant model;

OR = 0.71, P = 0.02 in a dominant model; OR = 0.66, P = 0.03 in

recessive model) and liver cirrhosis patients (LC, OR = 0.69,

P = 0.001 in a codominant model; OR = 0.60, P = 0.003 in a

dominant model; OR = 0.63, P = 0.03 in a recessive model). pri-

miRNAs- 371-3_ht2 [C-A-C] also showed protective effect on the

HCC occurrence both in CH and LC groups (P \ 0.05 in both).

Conclusions: The AA homozygote of rs3859501 and pri-miRNAs-

371-3_ht2 were more resistant to HCC occurrence than other geno-

types and haplotypes among CH and LC patients.

PP28-031
Serum free medium and mesenchymal stromal cells enhance ammonia

detoxified functionality of rat hepatocyte spheroids induced by high

protein diet

Ji Bao1, James Fisher2, Bruce Amiot3, Yujun Shi4, Hong Bu5, Scott

Nyberg6

1West China Hospital, Sichuan University, 2Mayo Clinic, 3Brami
Biomedical Inc., 4West China Hospital, 5West China Hospital, 6Mayo
Clinic

Background: Long term culture of hepatocyte spheroids with high

ammonia clearance is valuable for therapeutic applications especially

the bioartificial liver. However, the optimal conditions are not well

studied. We hypothesized that liver urea cycle enzymes can be

induced by high protein diet and maintain on a higher expression level

in rat hepatocyte spheroids by serum free medium (SFM) culture and

co-culture with mesenchymal stromal cells (MSCs).

Methods: Rats were feed normal protein diet (NPD) or high protein

diet (HPD) for 7 days before liver digestion and isolation of hepa-

tocytes. Hepatocyte spheroids were formed and maintained in a

rocked suspension culture with or without MSC in SFM or 10%

serum containing medium (SCM). Spheroid viability, kinetics of

spheroid formation, hepatic functions, gene expression, and bio-

chemical activities of rat hepatocyte spheroids were tested over

14 days of culture.

Results: We observed that urea cycle enzymes of hepatocyte spher-

oids can be induced by high protein diet. SFM and MSCs enhanced

ammonia clearance and ureagenesis and stabilized integrity of hepa-

tocyte spheroids compared to control conditions over 14 days.

Conclusions: Hepatocytes from high protein diet fed rats formed

spheroids and maintained a high level of ammonia detoxification for

over 14 days in a novel SFM. Hepatic functionality and spheroid

integrity were further stabilized by co-culture of hepatocytes with

MSCs in the spheroid microenvironment. These findings have direct

application to development of the spheroid reservoir bioartificial liver.

PP28-032
A case of inflammatory pseudotumor of liver mimicking

cholangiocarcinoma

Seok Hyun Kim, Byung Seok Lee, Heon Young Lee, Eaum Seok Lee

Chungnam National University Hospital

Background: Inflammatory pseudotumors (IPTs) are reactive con-

ditions that occur in many organs. They have been reported in the
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lung, central nervous system, major salivary glands, kidney, liver,

omentum, ovary, breast, pancreas, spleen etc. IPTs entity has also

been described as inflammatory myofibroblastic tumor, plasma cell

granuloma, histiocytoma, and fibroxanthoma. Microscopic findings of

IPTs are characterized by spindle-shaped cells, myofibroblasts, and

mixed inflammatory cells.

Methods: We experienced a rare case that revealed benign lesion as

inflammatory pseudotumor through percutaneous needle biopsy under

ultrasonography.

Results: We report on a 50-year-old man, who was referred because

of about 7 cm sized hepatic mass in right lobe of liver. He presented

with one month history of fatigue, anorexia and weight loss (7 kg).

Laboratory investigations showed normal liver function test, no

hepatitis B or C infection, no leukocytosis and normal AFP, CEA and

CA19-9 levels. He was submitted to abdominal computed tomogra-

phy (CT), Magnetic Resonance Image (MRI). Finding of CT was ill-

marginated round mass with delayed thick rim enhancement and

central small necrosis in right lobe. Finding of MRI was lobulated ill-

marginated low SI nodule with subtle peripheral enhancement and

central cystic necrosis on T1WI in right lobe. And then initial diag-

nosis was cholangiocarcinoma. We evaluated the hepatic mass by

ultrasonography guided biopsy. Histological finding showed no

malignant features but had benign characteristics and many of the

fibroblasts presented myofibroblastic phenotype. We confirmed IPTs

as inflammatory fibroblastic pseudotumor.

Conclusions: We have to know the fact that rare case with mimicking

cholangiocarcinoma can be a benign lesion as inflammatory

pseudotumor.

PP28-033
Efficacy of Single-Session Percutaneous Ethanol Sclerosis in Symptomatic

Benign Hepatic Cysts

Maria Thea Nido, Stephen Wong

University of Santo Tomas Hospital

Background: Benign liver cysts require treatment when they become

symptomatic. Effective, single-session techniques in percutaneous

management of symptomatic cysts is infrequently described in the

literature.

This study aims to assess the efficacy of single-session percutaneous

ethanol sclerotherapy in patients with symptomatic benign hepatic cysts.

Methods: From May 2007-May 2011, consecutive patients with

symptomatic benign hepatic cysts were treated with single-session

sclerotherapy for 15 minutes using 99.9% ethanol under ultrasound

and fluoroscopic guidance. Patients were followed-up with repeat

ultrasound at 1 and 6 months after the procedure, then every 6 months

thereafter. Patients with at least 1 follow-up ultrasound were included.

Results: A total of 19 cysts from 14 patients were included. The mean

cyst volume was 588.3±662.3 ml (range=27-2,420 ml). There were 3

(15.8%) hemorrhagic cysts while the rest (84.2%) yielded clear fluid.

An average of 72.4±63.5 ml of alcohol (5.7-74.0% of the cyst vol-

ume) was injected into each cyst. Median follow-up of the cohort was

262 days (range=32-809) with 10 (52.6%) patients having at least 2

follow-ups after the procedure. Mean cyst volume reduction was

69.6±26.0% (range=14.4-98.2%) after the first follow-up (p \.001).

On last follow-up, there was further cyst volume reduction to

86.4±24.0% (range=24.8-100.0%) (p \.001) with cyst volumes

ranging from 0-85.6 ml after treatment. All patients became asymp-

tomatic and only 1 patient needed a repeat procedure because of

re-enlargement of the cyst from hemorrhage.

Conclusions: Single-session ethanol sclerotherapy is associated with

resolution of symptoms and a significant reduction in the volume of

symptomatic benign hepatic cysts.

PP28-034
Vitamin D (25OHD) Deficiency in Patients with Liver Cirrhosis

Tze-Yu Shieh, Tsang-En Wang, Cheng-Hsin Chu, Tai-Cheng Liu, Chen-

Wang Chang, Horng-Yuan Wang

Mackay Memorial Hospital, Taipei, Taiwan

Background: Vitamin D deficiency is a major risk factor for bone

loss and fracture. It is often encountered of 25OHD deficiency among

patients with end stage renal disease. Although the correlation

between 25OHD and liver cirrhosis has been proved, the prevalence

of 25OHD and hepatoma is no well unknown.

Methods: We collected 27 patients with liver cirrhosis and fourteen

of them have hepatoma. We check serum 25OHD, parathyroid hor-

mone, calcium, phosphate and alpha-fetoprotein. We calculate Child-

Pugh classification in 10 patients with liver cirrhosis (Child A n= 3, B

n= 6, C n= 4) and 14 patients with liver cirrhosis plus hepatoma

(Child A n= 10, B n= 3, C n=1).

Results: Twenty seven patients with liver cirrhosis were investigated.

The mean value of 25OHD is 19.4 ± 9.2 ng/mL and it changes par-

alleling the severity of cirrhosis (Child A= 24 ± 9.7 ng/mL, B= 17.2 ±

7.3 ng/mL, C= 11.2 ± 0.9 ng/mL; P\0.05). Patients with hepatoma

have higher 25OHD than without hepatoma (22.5 ± 10.4 vs 16 ± 6.5

ng/mL; p\0.05). There is no other parameter correlate with 25OHD.

Conclusions: The severity of liver cirrhosis parallels serum 25OHD

level. Higher 25OHD is found in the patients with hepatoma but it

may be related from less severity of liver cirrhosis. The average value

of 25OHD in patients with liver cirrhosis is still within normal range.

It may be related from relative good nutrition in viral hepatitis than in

alcoholism and more ultraviolet-light exposure than patients in tem-

perate zone.

PP28-035
A serum alpha-fetoprotein determination in health check-up participants:

is there a role for screening hepatocellular carcinoma in high incident

area?

Whan Sik Yun, Dong Hyun Sinn, Geum-Youn Gwak, Jong Hak Choi,

Yong- Han Paik, Moon Seok Choi, Joon Hyeok Lee, Kwang Cheol Koh,

Seung Woon Paik, Byung Chul Yoo

Samsung Medical Center, Sungkyunkwan University School
of Medicine

Background: Serum alpha-fetoprotein (AFP) is commonly included

in health check-up program with uncertain benefit in Korea, one of

countries that have high incidence of hepatocellular carcinoma

(HCC). We analyzed whether AFP determination has a role in health

check-up program for screening HCC.

Methods: A total of 36,554 participants who had a routine health

examination including AFP determination between January 2009 and

December 2009 at the Health Promotion Center, Samsung Medical

Center, South Korea were analyzed.

Results: Among 36,554 health check-up participants, AFP level

[10 ng/ml was observed in 29 participants (0.1%). Primary liver

cancer was diagnosed in 11 patients (8 HCC and 3 cholangiocarci-

noma (CCC)). Among 29 participants with AFP level [10 ng/ml, 7

were diagnosed with primary liver cancer (6 HCC and 1 CCC). All of

these 7 patients had hepatitis B virus (n = 5) or hepatitis C virus

infection (n = 2). Among 34,953 participants without hepatitis B

surface antigen or hepatitis C antibody, primary liver cancer was

diagnosed in 2 patients (1 HCC and 1 CCC). These 2 patients had

AFP level \10 ng/ml. AFP level [10 ng/ml was seen in 12 patients,

and none of them were diagnosed with primary liver cancer.

Conclusions: AFP determination may not have a significant role in

screening primary liver cancer including HCC and CCC in health

check-up participants without hepatitis B or hepatitis C infection.
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PP28-036
Clinical evaluation of toxocariasis presenting as liver abscess

Byung Seok Kim, Kyung Ho Ha, Ki Yong Kim, Gyu Hwan Bae,

Myung Hwan Kim, Keun Woo Park, Chang Hyeong Lee

Catholic University of Daegu School of Medicine

Background: Toxocariasis rarely causes liver abscess. We assessed

clinical and laboratory manifestations as well as the therapeutic

response in patients with toxocariasis presenting as liver abscess.

Methods: Sixteen patients with toxocariasis presenting as liver

abscess were analyzed retrospectively. Clinical manifestations, drug

history, occupational history, diet habit, contacts with pets, allergic

disease, peripheral eosinophil count, serum IgE, and invasion to other

organs were evaluated. After treatment with albendazole, follow-up

was conducted with abdominal computed tomography (CT), serum

eosinophil and IgE.

Results: Among 568 patients with liver abscess, 16 patients were

diagnosed as toxocariasis. The mean age was 47 years and 10 (63%)

patients were men. Five (31%) of 16 patients had pain on right upper

quadrant abdomen or epigastric area, one had fever, another had

cough, the others (56%) had no symptoms. Pulmonary involvements

were noted in 5 patients, colon involvement in 1 patient. 6 patients

had a recent history of eating raw meats. Initial laboratory findings

showed increased eosinophils and IgE in most patients. 15 of 16

patients were administered with albendazole. After 1 month of

treatment, eosinophil counts were normalized or decreased in 13

(87%) patients. On follow-up CT, liver abscesses disappeared within

6 months after therapy in 85% of patients.

Conclusions: Liver abscess caused by toxocariasis is different from

pyogenic liver abscess in aspect of symptoms, laboratory findings,

treatment and prognosis. Careful history taking and early serologic

test may be able to increase diagnostic yield and efficacy of treatment

in patients with liver abscess and peripheral eosinophilia.

PP28-037
A case of Castleman’s disease mimicking a hepatocellular carcinoma

Bo Hyun Kim, Sung Yeol Jang, Jung Hee Kim, Sung-Hae Ha, Jeong Ah

Hwang, Ki Jong Lee, Ji-Hyun Suh, Young Ahn, Sang-Jong Park, Young-

Min Park

Bundang Jesaeng General Hospital, Daejin Medical Center

Background: Castlemans disease is a rare disease characterized by

lymph node hyperplasia. Although Castlemans disease can occur else-

where wherever lymphoid tissue is found, it rarely appears in the

abdominal cavity, and is especially rare adjacent to the liver. Here, we

report a rare case of Castlemans disease in the portal area that mimicked

a hepatocellular carcinoma (HCC) in a chronic hepatitis B patient.

Methods: A 40-year-old woman with chronic hepatitis B presented

with right upper quadrant discomfort. On physical examination, she

presented right upper quadrant tenderness, but no rebound tenderness.

Hepatosplenomegaly, ascites, and lymphadenopathy were not

observed. Hematology and blood chemistry results were unremark-

able. Viral markers of the hepatitis B virus showed a positive HBsAg,

a negative HBeAg, a positive antibody to HBeAg, and a serum HBV

DNA level of 4,123 IU/mL. Tumor marker results were as follows:

alpha-feto protein, 1.46 ng/mL; carbohydrate antigen 19-9 (CA 19-9),

12.66 U/mL; and proteins induced by vitamin K antagonists (PIVKA-

II), 16 mAU/mL.

Results: Computed tomography and magnetic resonance imaging

revealed a 2.2 cm sized exophytic hypervascular mass in the caudate

lobe of the liver. Celiac angiography was performed because HCC

was suspected. The celiac angiogram demonstrated a hypervascular

mass with rapid wash-out supplied by the common hepatic artery; the

mass was extrahepatic in location. The patient underwent laparo-

scopic resection of the extrahepatic mass. Histologic examination

revealed Castlemans disease, hyaline-vascular type.

Conclusions: Castlemans disease should be considered as a rare

differential diagnosis of a hypervascular mass in the portal area, even

if in patients with chronic hepatitis B.

PP28-038
The need for health education and counselling from the perspective of our

HBV patients: a questionnaire survey in a regional hospital

YT Hui, YY Chan, M Lam, YM Choi, A Tsoi, M Ng, E Tam, V Lau,

PY Ng, TW Lam

Queen Elizabeth Hospital

Background: HBV-infected patients often have a lot of misconcep-

tions about their disease and its treatment. Nevertheless, little is

known about the patients perspective in these aspects.

Methods: All HBV-infected patients who attended our hepatitis clinic

will be invited to complete a questionnaire.

Results: A total of 253 chronic HBV patients completed the ques-

tionnaire. Most (76.7%) had received secondary or higher education.

Misconceptions were common among the respondents. Patients with

higher education levels were less likely to held misconceptions

(P = 0.048). Moreover, as a result of their disease, 24.3% had their

normal social activities affected, 23.0% had insomnia, 19.6% had

depression and 5.2% had once got suicidal thought. About 38.6% of

patients were not aware of the importance for their family members to

screen for HBV infection. This was significantly more among those

with lower education levels (P = 0.003) or if none of their family

members required anti-viral therapy (P = 0.001).

Concerning the treatment for HBV, the majority (83.7%) of the

respondents thought that they need anti-viral therapy, mainly due to

concerns about the disease progression. The source of information

about anti-viral therapy came mainly from their doctors (63.2%).

However, the counselling provided by them was considered adequate

in only 15.9%. The majority (73.4%) agreed that further health edu-

cation and counselling would allay their concerns.

Conclusions: Misconceptions are common among our HBV patients.

However, the information provided by the doctors was often con-

sidered inadequate. Many HBV patients do want more information to

allay their concerns. More efforts are needed in this regard.

PP28-039
Spectrum of liver disease in Bangladesh: Change over a decade

Md. Azam1, Mobin Khan2, Saeed Abdullah3, Arif Uddin4, Rubayat

Sheikh5, Shahinul Alam6

1 BIRDEM Hospital and The Liver Centre, Dhaka; 2 The Liver
Centre, Dhaka; 3 The Liver Centre, Dhaka; 4 The Liver Centre,
Dhaka; 5 The Liver Centre, Dhaka; 6 The Liver Centre, Dhaka

Background: BACKGROUND: In Bangladesh, prevalence of hep-

atitis B virus ranges between 4.0 to 7.0% and hepatitis C virus is

around 1%. Spectrum of other liver diseases is not well studied in this

country.

Aims and Objectives: The aim of this study was to compare fre-

quency of common liver diseases over a decade. We speculate that

there are changes in the disease pattern during this period.

Methods: In this study, patients attending the Liver Centre, Dhaka

during 2000-2001 (group A) and 2009-2010 (group B) periods were

included. Liver disease was diagnosed by history, clinical examina-

tion and laboratory tests.

Results: Of 19,643 patients with various liver disease 8333 (42.5%)

were in group A and 11,310 (57.5%) in group B [mean±SD age in years

35.2±15.4; males77.4%]. Frequency of liver disease among two groups

were [acute viral hepatitis 32.8% and 16.8% (p\0.05); inactive HBsAg

carrier 32.3% and 16.4% (p\0.05); chronic hepatitis B with e antigen or

HBV DNA 11.0% and 23.4% (p\0.05; chronic hepatitis C 1.6% and

1.9% (p=ns); cirrhosis of liver 7% and 11.6% (p\0.05); non alcoholic

fatty liver disease 5.6% and 17.4% (p \0.05)]. HCC, liver abscess,
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obstructive jaundice, benign liver cyst, secondaries in liver are statisti-

cally non-significant among groups.

Conclusions: Non alcoholic fatty liver disease and treatable chronic

hepatitis B cases were significantly increased while acute viral hep-

atitis, inactive HBV carrier and hepatitis C virus infection are

decreasing or static over the past decade.

PP28-040
Plasma essential or conditionally essential amino acid levels in patients

with advanced viral liver cirrhosis

Tsang-En Wang1, Ming-Jong Bair2, Ming-Jen Chen3, Chia-Yuan Liu4,

Chih-Jen Chen5, Shu-Jung Tsai6, Shou-Chuan Shih7

1 Mackay Memorial Hospital; 2 Mackay Memorial Hospital, TaiTung;
3 Mackay Memorial Hospital; 4 Mackay Memorial Hospital;
5 Mackay Memorial Hospital; 6 Mackay Memorial Hospital; 7

Mackay Memorial Hospital

Background: Malnutrition is a common problem in cirrhotic patients.

The metabolic disturbances may alter the plasma amino acid levels.

Essential amino acid (EAA) or conditionally essential amino acid

(CEAA) may reflex the nutritional status and protein metabolism in

cirrhosis. This study aimed to evaluate the plasma amino acid levels

in advanced viral liver cirrhosis.

Methods: Forty-nine consecutive cirrhotic patients (Child-Pughs

grade B: 37, grade C: 12) were enrolled. Anthropometric aspects and

biochemical parameters (EAA, CEAA, protein, albumin, cholesterol

and triglyceride) were measured.

Results: Twenty-eight men and 21 women were 59.4 ± 11.1 year-

old, 27 HBV related, 16 HCV related and 6 combined HBV with

HCV. The average of weight and BMI were 63.2±11.2 kg and

25±3.5 kg/m2. The amino acid levels were as follows (nmol/ml): Arg

128±31, His 100 ±17.2, Met 53± 25.1 (higher than reference range),

Leu 98.3±26.4, Phe 104.2±23.3, Trp 19.7±31.6, Lys 175±46.8, Thr

160±43.4, Gln 553.3±220, Val 178.5 ±40.4, Ile 49.6±16.2 (within

the reference range). Their mean total protein and albumin were

7.3±0.8 and 3.28±0.46 gm/dl, cholesterol was 143± 31.6 mg/dl and

triglyceride was 74.8± 25.6 mg/dl.

Conclusions: Most of the plasma level of EAA or CAA did not show

significant change in cirrhotic patients. The increased Arg level may

be associated with the decline of arginase activity in cirrhosis. We

propose this finding may be due to well nourished status in our cir-

rhotic patients. Further study, focusing on the cirrhotic patients with

lower lean body mass may be indicated.

PP28-041
Revising the upper limits of normal for serum alanine aminotransferase

in a Middle Eastern population with normal liver histology

Waleed Al-hamoudi, Safiyya Ali, Bassem Hegab, Mohammed Al Sofayan,

Hatem Khalaf, Hamad Al Bahili, Nasser Al-Masri, Mohammed Al

Sebayel, Ayman Abdo, Faisal Abaalkhail

King Saud University

Background: Upper limits of normal (ULN) for ALT has long been

considered to be 40 IU/L. Recently the ULN for ALT has been rec-

ommended to be lowered to

Methods: 175 (134 males and 41 females) healthy consecutive

potential living liver donors underwent liver biopsy as part of a

pretransplant workup at our center. A complete panel of laboratory

and radiological investigation were also conducted in all patients

Results: Macrosteatosis defined as fatty changes in

Conclusions: ULN for ALT in the Saudi Arabian population should

be lowered, with separate values for both males and females; this is in

agreement with both European and Asian studies

PP28-042
Oral Glutamine Inhibits Ascites Formation In A Mural Model of Perito-

neal Carcinomatosis

Ming-Jen Chen, Horng-Yuan Wang, Shou-Chuan Shih, Cheng-Hsin Chu,

Tsang-En Wang, Chih-Jen Chen, Yu-Jen Chen

Mackay Memorial Hospital

Background: Ascites formation in peritoneal carcinomatosis is

though to be a correlation between endothelial cells and cytokines in

the peritoneum. Glutamine is the most abundant free amino acid in

the circulation and serves as an immuno-nutrient.

Methods: The human pancreatic cancer PANC-1 cells 5910 6/ml

were injected into pancreatic tail of BALB/c nude mice to produce

peritoneal carcinomatosis. The mice were randomized to (group A,

n=10) on a stock laboratory diet as well as (group B, n=10) 100%

glutamine element 5 mg/kg/day with stock laboratory diet. Five mice

in each group were sacrificed at 76 days, ascites amount and tumor

volume was measured. The remaining 5 mice in each group were then

observed until died for survival analysis. Serum albumin level in each

animal was corrected every two weeks.

Results: The tumor volume of main orthotopic pancreatic tumor was

2.60 + 0.8 cm3 in the control and 1.98 + 1.3 cm3 in the glutamine-

treated group (p=0.39). The amount of ascites was 1.2 + 0.3 ml in the

control and 0.5 + 0.5 ml in the glutamine-treated group (p=0.045).

The mean survival period of mice (n=5) was longer of 101 + 2 in

glutamine-treated group in contrast to 87 + 4 days in control group

(p=0.0024). The mean serum albumin level was higher in glutamine-

treated group at each blood sample.

Conclusions: This preliminary data showed that oral supplement of

glutamine inhibits the formation of ascites in a mural model of per-

itoneal carcinomatosis. It also maintains a higher serum albumin level

with lengthening survival.

PP28-043
Are Barbers Fomites?

Nazl Aktug Demir1, Servet Kolgelier2, Lutfi Saltuk Demir3, Serap Oz4,

Ahmet Inkaya5

1State Hospital od Ad, 2Ad, 3Ad, 4State Hospital of Konya, 5State
Hospital of Adana

Background: Our purpose is to investigate the level of knowledge

of hairdressers, barbers, manicurists and pedicurists, who could

easily get infected with Hepatitis B virus, Hepatitis C virus

and Human immunodeficiency virus, on certain blood-borne

infections.

Methods: This study was conducted on 147 barbers/hairdressers in

the Adiyaman province. Questionnaires were completed by the par-

ticipants before the training in the training program co-prepared by

Adiyaman Provincial Directorate of Health and Chamber of Artisans.

These questionnaires completed by the participants were prepared

after literature reviews

Results: Thirty six of them gave the correct answer to the question,

which was Human immune deficiency virus (HIV/AIDS) + Hepatitis

B + Hepatitis C are the blood-borne infections. 72.9% of the par-

ticipants knew that hepatitis B was a blood-borne disease, and 21.9%

of them knew that AIDS was a blood-borne disease. Regarding the

question on the correct use of razor blades and razors, only 10 par-

ticipants said I use a new one for every customer, which was the

correct answer. 40 participants replied I wipe them with cologne, and

8 participants replied I wash them with detergent, and 17 participants

replied I boil them. 17.3% of the barbers-hairdressers got injured

within the past 1 month, and 49% of them within the past 1 year with

sharp objects like blades and razors that they used on their customers.

Only 33.6% of the barbers and hairdressers had first-aid cabinets, and
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66.4% of them did not have first-aid cabinets in their shops to treat

injuries immediately. 60.1% of them were vaccinated against HBV,

and 39.9% of them were not.

Conclusions: Their knowledge on the subject is insufficient, or they

do not pay adequate attention to protect their customers and them-

selves. We think that these professionals should be trained on

vocational risks, and they should be audited more frequently.

PP28-044
Methecillin Resistant Staphylococcal Aureus (MRSA) Roadmap at

Mansoura University hospitals

maher hassan1, yehia gad2, abdel magid mashali3, nasser mousa4, nehal

nouh5, ramadan hassan6

1mansoura faculty of medicine, 2faculty of medicine,
3faculty of medicine, 4faculty of medicine, 5faculty of pharmacy,
6faculty of pharmacy

Background: Hospital-acquired infections due to MRSA are asso-

ciated with considerable morbidity, mortality. Our work aimed to

study the risk factors and prevalence of MRSA among patients

admitted at Mansoura University Hospitals (MUHs).

Methods: A total 184 of Staphylococcal aureus (SA) clinical speci-

mens were collected from our inpatients between August 2009 to

August 2011. Isolated colonies were identified in a systematic manner

for selection of MRSA. Oxacillin and cefoxitin resistance tests

identified MRSA that were subjected to antibiogram and resistogram.

MRSA amplified genes, visualized by agarose gel electrophoresis,

were analyzed by Sanger sequencing.

Results: Only 49 isolates out of the isolated strains of SA were

identified as MRSA. All strains are resistant to cefoxitin, ceftriaxon,

cloxacillin and ampicillin while most strains were susceptible to

vancomycin. Sanger sequencing of mecA gene showed 3 types.

MRSA isolates were more form blood samples (P \ 0.001) of

patients above 60 years (P\ 0.001), of low socioeconomic status

(P \ 0.001), and of [2 weeks duration hospital stay (P \ 0.05), in

ICUs (P \ 0.001), with a previous history of hospital admission

within the past year (P \ 0.001) and a positive history of antibiotic

use in the last 6 months (P \ 0.001). Positive family history of

chronic disease (P \ 0.001), or hospitalization within the last year

(P \ 0.05) .

Conclusions: Our data revealed an increased prevalence of multi-

drug resistant MRSA isolates where PCR was of the best choice for

their rapid and accurate detection. An effective infection control

program should be implemented for appropriate MRSA management.

PP28-045
Anti-HLA class I and II antibodies among Hepatitis-C positive living

donor renal transplant recipients.

Shivali Justa, Ranjana Minz, Shashi Anand, Mukut Minz

PGIMER, Chandigarh, India

Background: Allograft survival depends on number of immunolog-

ical factors that determines whether the graft will be rejected. These

factors include human leukocyte antigen (HLA) matching between

donors and recipients as well as the pre-transplant sensitization status

of recipients. We prospectively measured the frequency of antibodies

directed against HLA class I and II antigens in serum of hepatitis-C

positive renal transplant recipients.

Methods: 22 hepatitis C positive recipients of living donor renal

transplantation (group I) and 20 HCV-negative (group II) recipients

were serially monitored for IgG anti -HLA class I and II antibodies by

ELISA at three time points i.e. pre-transplantation, day 10 and

6 months post-transplantation.

Results: The frequencies of anti-HLA class I antibodies among group

I patients was as follows: 72% (pre-transplant), 27% (day 10), 18%

(6 months). Anti-HLA class II antibodies was present among 31%

(pre-transplant), 22% (day 10), 13% (6 months post transplant) group

I patients. Among group II patients, antibodies to HLA class I anti-

gens were present in 10% (pre-transplant), 15% (day 10), 5%

(6 months) and class II antigens in 5% (pre-transplant), none (day 10)

and 5% (6 months post-transplant). The frequency of pre-transplan-

tation anti-HLA class I antibodies was significantly higher in group I

(p = 0.001). Also, the frequency of anti-HLA class II antibodies were

higher in group I patients on day 10 and 6 months post transplantation

in comparison to group II (p = 0.04).

Conclusions: Present results suggested that anti-HLA class I and II

antibodies appeared with higher frequency among group I patients.

PP28-046
Updated Definition of Upper Limit of Serum Normal Alanine Amino-

transferase Level in Chinese Population: A Prospective Review of Health

Examination Database With 53037 Participants

Ming-Hua Zheng1, Ke-Qing Shi2, Yu-Chen Fan3, Xian-Feng Lin4, Dong–

Dong Xiao5, Wen-Yue Liu6, Yao–Yao Zhou7, Yong-Ping Chen8

1The First Affiliated Hospital of Wenzhou Medical College, 2The First
Affiliated Hospital of Wenzhou Medical College, 3Qilu Hospital
of Shandong University, 4Wenzhou Medical College, 5Wenzhou
Medical College, 6Wenzhou Medical College, 7Wenzhou Medical
College, 8The First Affiliated Hospital of Wenzhou Medical College

Background: Serum alanine aminotransferase (ALT) activity is the

most commonly tool to assess hepatic disease. It is accurate but

controversial to identify many patients with hepatic injury.

We sought to update definitions of healthy ranges for serum ALT

level.

Methods: A prospective cross-sectional study was conducted among

53037 adults from January 1st 2008 to August 31st 2010. The 95

percentile of ALT was determined separately for men and women

without risk factors for liver disease and was used as new gender-

specific upper limit of normal ALT. The study compared the sensi-

tivity and specificity of ALT threshold currently used with gender-

specific ALT threshold for detecting adults with hepatitis B virus

(HBV) or nonalcoholic fatty liver disease (NAFLD).

Results: The 95 percentile levels for ALT in healthy weight, meta-

bolically normal, liver disease-free participants were 35 U/L (men)

and 23 U/L (women). The concordance statistics for detection of liver

disease were 0.873 (95%CI: 0.865-0.881) for HBV and 0.932

(95%CI: 0.927-0.937) for NAFLD in men while in women the con-

cordance statistics for detection of liver disease were 0.857 (95%CI:

0.850-0.864) for HBV and 0.909 (95%CI: 0.903-0.915) for NAFLD.

Using previous ALT thresholds, the median sensitivity for detection

of HBV and NAFLD ranged from 6.6% to 29.7%; median specificity

was 98.7% (men) and 99.4% (women). Using new-derived thresholds,

the sensitivities ranged from 35.3% to 61.1%; specificities were

94.8% (men) and 94.6% (women).

Conclusions: The updated definition of normal adults ALT provides

higher sensitivity and only slightly less specificity. Revision of nor-

mal limits of ALT level in China is advisable. (ChiCTR.org identifier:

ChiCTR-OCS-10001173).

PP28-047
Generation of induced pluripotent stem cell-like colonies from human

omental mesenchymal cells

MG Sanal, D Kumar, S Hussain, SK Sarin

Institute of Liver and Biliary Sciences

Background: Induced pluripotent stem cells (iPSCs) represent an

ideal cell source for future cell therapy and research. iPSC lines have

been generated from skin fibroblasts and other cell types. However

there is no data of generating iPSCs from human omental mesen-

chymal cells-(OMC). Skin is the preferred cell source for iPSC

generation but it is exposed to UV-rays and chemical carcinogens and

the cell turnover is high. These factors increase the chances of
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accumulating somatic mutations. Omental tissue is less exposed to

carcinogens and has low the cell turnover. Hence omentum represents

a good source for generating iPSC. Here we report generation of iPSC

from OMC

Methods: OMCs were cultured from bits of adult human omental

tissue in 10% FBS, containing DMEM, FGF-2(10 ng/mL) in 35 mm

gelatin-coated dishes. Cells were harvested and replated onto a similar

dish after 3 weeks. Once the number of cells reached *50,000 they

were infected with commercially available Lentivirus containing

polycistronic Yamanaka’s factors. After 24-hours post-infection the

media was changed to hESC media. Ten days after infection the cells

+were re-plated on STO-NL feeder cells which had been mitotically

inactivated using mitomycin.

Results: On day 20 colonies appeared with morphology similar to

that of human embryonic stem cell colonies (HuES). On day 25 these

colonies turned red when stained for alkaline phosphatase while the

background OMCs and feeder-layer remained unstained.

Conclusions: We document for the first time that it is possible to

generate alkaline phosphatase positive colonies with morphology

similar to HuES from human omental cells.

PP30-001
Effects of hmg-coa reductase inhibitor (statin) on apoptosis in cultured bile

duct cancer cells

Min Ho Choi, Jin Lee, Kyung Hee Woo, Su Hee Park, Dong Hee Koh,

Hyun Joo Jang, Eun Mi Hong, Sea Hyub Kae

Hangang sacred heart hospital

Background: Statin has pleiotropic effects including anti-oxidation

and ani-inflammation in addition to lowering cholesterol in serum. It

is known that statin activates PPARs and suppresses inflammatory

reaction by blocking TNF\ and NF-eB production, and the sustained

suppression of inflammatory response induces apoptosis in some

cancer. However, the apoptotic effect of statins has not been evalu-

ated in bile duct cancer cells. Therefore, we performed to demonstrate

whether statins induce apoptosis in bile duct cancer cells, and to

evaluate the expressional change of proteins associated with

apoptosis.

Methods: Common bile duct cancer cells (SNU-1196) and hilar bile

duct cancer cells (SNU-245) were cultured with hydrophilic (prava-

statin) or lipophilic (simvastatin) statin. Cell proliferation was

measured by MTT assay, degree of apoptosis were assessed by

ELISA assay, and the activity of caspase-3, the key enzyme of

apoptosis, were measured by Caspase Colorimetric Assay Kit. The

protein expression of Bcl-2 (anti- apoptotic) and Bax (pro-apototic)

were evaluated by Western blotting following treatment of various

concentrations of statins.

Results: In bile duct cancer cells treated with statins during 24 or

48 h, the cell proliferations were significantly suppressed, the apop-

tosis were significantly increased, and the activities of caspase-3 were

significantly increased in a concentration dependent manner. In

addition, the expressions of Bcl-2 protein were decreased, and the

expressions of Bax-2 proteins were increased in a concentration

dependent manner.

Conclusions: Statin suppressed the proliferation and induced the

apoptosis in bile duct cancer cells. These results support the potential

use of statins in association with treatment as anti- neoplastic agents

in bile duct cancer.

PP30-002
Restoration of HBsAg-specific functional B-cells is associated with HBsAb

seroconverion in patients with chronic hepatitis B

Xiangsheng Xu, Zheng Zhang, George Lau, Fu-Sheng Wang

Beijing 302 Hospital

Background: B cells play an important role in protection of HBV

reinfection or clearance. However the more details of B cell

characteristics in chronic HBV infection and the correlations between

B cell responses and the outcome of chronic HBV infection in anti-

viral therapy have not been well unveiled.

Methods: Peripheral B cell frequency, phenotype and function were

examined in patients with chronic hepatitis B infection (CHB),

HBsAg seroconversion induced by interferon (IFN)-alpha therapy

from CHB, as well as HBsAg-vaccinated healthy individuals (HC).

Flow cytometry, ELISA and ELISpot assays were performed to

analyze the characteristics of B cells.

Results: Circulating B cell percentage was significantly increased but

memory B cell frequency was largely reduced in CHB patients as

compared with HC. The activation markers on B cells and serum total

IgG and IgM levels were increased in CHB patients. The activation of

B cells in CHB patients was induced by IFN-alpha and soluble CD40

ligand (sCD40L). Furthermore, the costimulatory molecule CD80

expression on B cells and the frequency of HBs-specific B cells were

down-regulated in CHB patients. Notably, increase activation, down-

regulatation of costimulator of B cells and decreased frequency of

HBs-specific B cells could be restored in CHB patients with HBsAg

seroconversion induced by IFN-alpha treatment.

Conclusions: Hyperactivation of total B cells and impaired HBs-

specific B cells which are involved in the immunopathogenesis in

chronic HBV infection could be recovered after HBsAg seroconver-

sion in patients with chronic hepatitis B.

PP30-003
TRAIL up-regulation by peripheral NK cells is dependent on interferon-\

in chronic hepatitis B e antigen positive patient

Juanjuan Zhao, Zheng Zhang, George Lau, Fu-Sheng Wang

Beijing 302 Hospital

Background: Natural killer cells (NK)-expressing TRAIL induces

hepatocyte apoptosis in HBeAg- negative chronic hepatitis B (CHB)

patients with flare. We study the characteristics of NK TRAIL in

HBeAg-positive CHB patients.

Methods: Peripheral blood mononuclear cells were isolated from 18

HBeAg + CHB patients with active hepatic necroinflammation (ALT

median; range; serum HBV DNA, median, range) (IA), 16 patients in

immune tolerant phase (ALT median, range; serum HBV DNA) (IT)

and 18 healthy controls (HC). TRAIL expression by NK cells was

examined by flow cytometry. We also analyzed the correlation

between TRAIL expression and NK cytolytic activity in these

patients. Finally, the effect of IFN-\ on TRAIL expression was studied

both in vitro and in vivo.

Results: TRAIL expression by peripheral NK cells, especially CD56

bright NK subsets, was significantly increased in IA patients as

compared with IT and HC subjects. More importantly, increased

TRAIL expression on CD56 bright population was found to be pos-

itively correlated with increased ALT level. The cytolytic activity of

NK cells against HepG2 or HepG2.2.15 cells was significantly higher

in IA patients than IT or HC groups and blocking TRAIL pathway can

reduce target cell death. Finally, IFN- alpha treatment increase

TRAIL expression on NK cells both in vitro and in vivo.

Conclusions: These data indicated that TRAIL up-regulation on NK

cells may be associated with liver injury in HBeAg + CHB patients.

IFN-\ treatment increase TRAIL expressing NK cells in vivo and

hence enhance the immune function of NK cells.

PP30-004
Monosodium urate attenuates bile acid induced hepatocyte apoptosis

by modulating ER stress and JNK activation

Jung-Hee Kwon, Eun Ju Cho, Min-Sun Kwak, Eun Sun Jang, Jeong-Hoon

Lee, Su Jong Yu, Yoon Jun Kim, Hyo-Suk Lee, Jung-Hwan Yoon

Seoul National University College of Medicine

Background: Uric acid is constitutively present in cells and has a

wide spectrum of actions, including being a pro- and anti-oxidant and
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a neurostimulant. Moreover, monosodium urate (MSU) released from

damaged cells, named damage-associated molecular pattern mole-

cules, acts as an activator of innate immune response, inflammation

and induces protective mechanisms against necrotic cell death.

However, there is little known about its effects on apoptotic cell

death. This study investigated the effect of MSU against bile acid

induced hepatocyte apoptosis.

Methods: Huh-BAT, SNU 761 and SNU 475 cells were used in this

study. Cells were treated with MSU in the presence or absence of

deoxycholate (DC). Cellular growth and apoptosis were analyzed by

MTS assay and DAPI staining. Apoptotic signaling pathways were

explored by immunoblot analysis.

Results: MSU treatment significantly inhibited DC-mediated hepato-

cyte apoptosis by attenuating DC-induced caspase 9 and 7 activation.

Furthermore, MSU treatment diminished DC-induced c-Jun N-terminal

kinase (JNK) activation and eukaryotic initiation factor 2 phosphory-

lation. In particular, MSU-mediated inhibition of ER stress and JNK

activation were found to be responsible for attenuating activation of

caspases. However, MSU did not affect tumor necrosis factor-related

apoptosis- inducing ligand (TRAIL) induced apoptosis.

Conclusions: These results indicate that MSU protects DC induced

hepatocytes apoptosis by modulating ER stress and subsequent JNK

activation.

PP30-005
The effects on gene expression profiles in human hepatocytes by HBV

and HCV infection

Masataka Tsuge, Nobuhiko Hiraga, Michio Imamura, Shoichi Takahashi,

Hidenori Ochi, C Nelson Hayes, Kazuaki Chayama

Hiroshima university

Background: cDNA microarray analysis using human liver cells

cannot exclude the influence of immunological responses. In this

study, the influence of hepatitis B virus (HBV) and hepatitis C virus

(HCV) infection under immunodeficient conditions were analyzed

using human hepatocyte chimeric mice, in which were T and B cell

functions were depleted.

Methods: Human hepatocyte chimeric mice were divided into six

experimental groups. Mice in group A were uninfected with hepatitis

virus and were not administered IFN treatment. Mice in group B

received IFN-\ treatment for 6 h without hepatitis virus infection. The

other mice were infected with either HBV (groups C and D) or HCV

(groups E and F). Eight weeks after inoculation, mice in groups D and

F received IFN-\ treatment for 6 h, but mice in groups C and E were

untreated. Microarray analysis was then performed using human

hepatocytes in the mouse livers.

Results: HBV infection affected expression of genes related to cell

growth and DNA damage and repair (P \ 3.6E-05). HCV infection

affected expression of genes related to the immune system

(P \ 5.67E-05). IFN responses were significantly suppressed in IFN

signaling by both HBV and HCV infection. However, some signal

pathways differed, e.g., HBV infection suppressed genes related to

viral recognition (P = 1.2E-08), and HCV infection suppressed

genes related to antigen presentation (P = 5.3E-04).

Conclusions: HBV and HCV employ different molecular mecha-

nisms to evade innate immune responses and suppress the effects of

interferon therapy.

PP30-006
Angiotensin-II-induced anti-apoptotic signaling in hepatocellular carci-

noma and hepatic stellate cells

Jung-Hee Kwon, Jeong-Hoon Lee, Eun Ju Cho, Min-Sun Kwak, Eun Sun

Jang, Su Jong Yu, Yoon Jun Kim, Hyo-Suk Lee, Jung-Hwan Yoon

Seoul National University College of Medicine

Background: Angiotensin II (Ang-II) may activate anti-apoptotic sig-

naling via NADPH oxidase-1 (NOX-1) in hepatic stellate cells (HSCs),

and thereby participate in hepatic fibrosis. This study was to evaluate

whether Ang-II may also induce this signaling in TRAIL- induced

apoptosis in hepatocellular carcinoma (HCC) cells as well as in HSCs,

and to search for agents which can overcome this signaling in these cells.

Methods: Human HSC (LX-2) and HCC cell lines (SNU-761) were

used in this study. TRAIL, flavopiridol and deoxycholic acid (DC)

were used to induce apoptosis. Cell growth was assessed using the

MTS assay and the apoptosis was measured by DAPI staining.

Apoptotic signaling cascades were explored by immunoblot analysis.

Results: Ang-II attenuated TRAIL-induced apoptosis in both HCC

and HSC cells. NOX-1 small interfering RNA transfection reversed

Ang-II-induced attenuation of TRAIL- induced apoptosis. In HCC,

DC induced apoptosis more efficiently in the presence of Ang-II than

in the absence of Ang-II, and this was associated with more prominent

activation of JNK. In HSCs, flavopiridol induced apoptosis irrespec-

tive of the presence or absence of Ang-II. Moreover, sub-lethal dose

of flavopiridol attenuated TGF-beta induced smooth muscle actin and

vimentin induction in HSCs, and this was associated with reduced

activation of p42/44 MAPK following TGF-beta treatment indepen-

dent of Smad activation.

Conclusions: These results demonstrate that Ang-II attenuates

TRAIL-induced apoptosis in HCC and HSC via NOX-1. Bile acid and

flavopiridol may overcome this Ang-II signaling in HCC and HSCs,

respectively, and therefore, may therapeutically be implicated in

cirrhotic HCC patients with elevated Ang-II signaling.

PP30-007
Upregulated mir-224 in HCC involves in the process of cell proliferation,

migration, invasion and apoptosis

Yizhou Zhang, Shoichi Takahashi

Hiroshima University

Background: HCC (Hepatocellular carcinoma) is the fifth most

common cancer worldwide, however, limited is known about the

mechanisms leading to pathogenesis. Since alterations of microRNA

expression have been detected in a broad range of biological pro-

cesses including cancer, we explored miRNA deregulation in HCC

and demonstrated its characteristics.

Methods: We investigated the expression changes of several cancer-

related miRNAs in HCC tissues, and isolated miR-224 as a study

target. We further characterized the expression profiles of miR-224s

targets using cDNA microarray, and validated the altered expression

with real-time PCR and western blot.

Results: Among the miRNAs we detected, miR-224 was the most

significantly up-regulated in HCC tissues comparing to normal or

HCC adjacent non-tumorous liver tissues. From the microarray

analysis, 68 putative gene targets were observed to be altered sig-

nificantly when miR-224 overexpressed. The expression of the most

significantly altered targets, such as CDC42, CDH1, Pak2, BCL-2 and

MAPK1, was confirmed at both the transcript and the protein levels.

Moreover, the expression of the gene targets in HCC tissues showed

the alteration in almost the same manner.

Conclusions
By directly binding of miR-224 to its gene targets, the expression of

miR-224 could influence the process of cell proliferation, migration,

invasion and apoptosis. MiR- 224 might play a leading role in the

phenotype of HCC cells. The results strongly implicated miR-224

maybe an essential factor for HCC development and progression.

PP30-008
Ribavirin enhances the action of Interferon-\ against hepatitis C virus

by promoting the p53 expression

Wei-Liang Liu, Hung-Chih Yang, Chih-Chiang Wang, Ming-Yang Lai

National Taiwan University College of Medicine

Background: Ribavirin significantly enhances the antiviral response

of interferon-\ (IFN-\) against Hepatitis C virus (HCV), but the
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underlying mechanisms remain poorly understood. Recently, p53 has

been identified as an important factor involving the suppression of

HCV replication in hepatocytes. We, therefore, decided to investigate

whether and how ribavirin inhibits the replication of HCV by pro-

moting the activity of p53.

Methods: HepG2 and HCV replicons (JFH1/HepG2) were utilized to

study the relationship between ribavirin and p53. The effect of riba-

virin on cell cycles was analyzed by flow cytometry. The activation of

p53 was determined by immunoblotting. We used small interference

RNA (siRNA) to knockdown p53 to assess its importance in sup-

pressing HCV replication in the replicon system.

Results: Using HepG2 and HCV replicons, we demonstrated that

ribavirin caused the cell cycle arrest at G1 phase and stabilized and

activated p53, which was associated with the antiviral activity of

ribavirin. Compared to either ribavirin or IFN-\ alone, ribavirin plus

IFN-\ resulted in greater p53 activation and HCV suppression. More

importantly, knockdown of p53 mitigated the inhibitory effects of

ribavirin on the HCV replication, indicating that p53 was involved in

the anti-HCV effects of ribavirin.

Conclusions: These results suggest that the anti-HCV action of

ribavirin is partly attributable to its ability to upregulate p53 activity.

PP30-009
Delta-ASPP2 and ASPP2 play a negative role in cell autophagy regulation

and contribution to cell death

Dexi Chen1, Ning Li2, Meixia Wang3, Wei Ding4, Qingsheng Hou5, Kai

Liu6, Feng Ren7, Li Li8

1Beijing Institute of Liver Disease, Beijing YouAn Hospital, Capital
Medical University, 2Beijing YouAn Hospital, Capital Medical
University, 3Beijing YouAn Hospital, Capital Medical University,
4Capital Medical University, 5Beijing YouAn Hospital, Capital
Medical University, 6Beijing Institute of Liver Disease, Beijing YouAn
Hospital, Capital Medical, University, 7Beijing Institute of Liver
Disease, Beijing YouAn Hospital, Capital Medical University,
8Beijing YouAn Hospital, Capital Medical University

Background: ASPP2, a tumor suppressor, binds to p53 and enhances

damage-induced apoptosis in part through a p53-mediated pathway.

Since ASPP2 can mediate senescence by preventing H-RasV12 from

inducing autophagy, we tried to identify whether ASPP2 and its

isoform delta-ASPP2 can induce cell death by p53-independent

pathways, such as autophagy inhibition.

Methods: We compared the role of ASPP2 and delta-ASPP2 in

regulation of the autophagy in p53-independent pathways.

Results: Our studies showed that delta-ASPP2 same as ASPP2 can

suppress the autophagy when p53 null cells H1299 was in starvation

for 24 h. Cell death is significantly higher in both ASPP2 and delta-

ASPP2 treated H1299 cells at starvation for 48 to 72 h. Then we

treated mice with red-GFP-LC3 plasmid and ASPP2-rAD or red-

GFP-LC3 plasmid and delta-aspp2. The results showed that the

ASPP2 and delta- ASPP2 positive cells had little GFP-punctas, sug-

gesting a negative role of delta-aspp2 in regulating autophagy. Then

we detected apoptosis using anti-M30 antibody. The results showed

that ASPP2 and delta-ASPP2 can stimulate cell death following

nutritious withdrawn, which associated to autophagy inhibition. Pre-

vious study suggest that the N-terminus of ASPP2 is a region

requiring for ASPP2 to activate Ras signaling to inhibit autophagy

and tumourigenicity induced by H-RasV12. However, delta-ASPP2 is

lack the region that binds Ras.

Conclusions: Delta-ASPP2 would have a RAS independent pathway

in inhibition autophagy and may form a basis for future HCC therapy.

The detail mechanism need to be identified.(This work was supported

by grants from NSCF30870853, 7092045 and 7101005.)

PP30-010
Endoplasmic Reticulum Stress Stimulates Delta133p53-Dependent

Autophagy and Promotes Cell Apoptosis by Inducing Delta133p53 Nuclear

Localization

Ren Feng1, Feng Ren2, Zhongping Duan3, Dexi Chen4, Kai Liu5, Ying Shi6,

Li Li7

1 Beijing Liver Disease Research Institute; 2 Beijing Institute of Liver
Disease; 3 Beijing Youan Hospital, Capital Medical University;
4 Beijing Artificial Liver Treatment & Training Center; 5 Beijing
Institute of Liver Disease; 6 Beijing Institute of Liver Disease;
7 Beijing Institute of Liver Disease

Background: Autophagy is Janus-faced in that although being pri-

marily a survival mechanism, it can also, under certain stresses, lead

to autophagic cell death. In this study, we analyzed the role of Del-

ta133p53 in regulating autophagy in the process of ER stress- induced

apoptosis.

Methods: We contrasted H1299 cell (p53-/-) and Delta133p53 H1299

cell to chemically- induced ER stress (Tunicamycin [TM], 10gg/ml).

Cell death was measured by detecting M30 using immunofluorescence

and flow cytometric analysis. Cellular Autophagic Activity was

monitored using immunofluorescence by counting GFP-LC3 punctate

structure and through western blot detection of LC-3I/II, ATG7 and

Beclin1. In addition, the cellular localization of Delta133p53 under

stress conditions was detected by immunofluorescence.

Results: Delta133p53 H1299 cell were more susceptible to ER-

stressed and starvation-stressed apoptosis compared to p53-/- H1299

cells. Upon Tunicamycin or EBSS, a marked increase in presence of

GFP-LC3 puncta was observed in the presence of Delta133p53;

moreover, the protein expression of LC-3I/II, ATG7 and Beclin1 were

significant up-regulated, indicating a clear role for Delta133p53 in the

regulation of autophagy. Whereas, the cellular localization of Del-

ta133p53 is different under ER stress and starvation condition: ER

stress enhances the nuclear localization of Delta133p53, while star-

vation promotes the cytoplasmic localization of Delta133p53.

Conclusions: Our results provide new evidence that Delta133p53 is

implicated in the ER stress- induced autophagy pathway, and con-

tribute to ER stress-induced apoptosis. This work was supported:

Beijing Excellent Talents Training Funding (2011D003034000022);

Technology Projects of Fengtai Distinct of Beijing (2011); Cooper-

ation Research Project of CMU and Clinical (11JL60).

PP31-001
New aspects of Gene therapy for HBV/HCV/HCC, a focus on Adenovirus

experiments

Maryam Ardebili1, Seyed-Younes Hosseini2, Farzaneh Sabahi3,

Mohammad-Reza Fattahi4, Bahare Mehrdad Vahdati5, Hossein A.

Tehrani6, Maryam Moeini7

1Gastroenterohepatology Research Center,Shiraz university
of medical Sciences, 2Gastroenterohepatology Research Center-
Shiraz University of Medical Sciences- Shiraz-Iran, 3Virology
department, Tarbiat Modarres University, Tehran, Iran,
4Gastroenterohepatology Research Center-Shiraz University
of Medical Sciences- Shiraz-Iran, 5Biotechnology department, Tarbiat
Modarres University, Tehran, Iran, 6Biotechnology department,
Tarbiat Modarres University, Tehran, Iran, 7Gastroenterohepatology
Research Center-Shiraz University of Medical Sciences- Shiraz-Iran,
8Gastroenterohepatology Research Center-Shiraz University
of Medical Sciences- Shiraz-Iran

Background: Infection with HBV and HCV are considered the most

important etiological factors for hepatocellular carcinoma (HCC).

Current treatment approaches remain ineffective in virus eradication.

Gene therapy has emerged as novel strategy to combat HCV/HBV
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infection in the last few years. As promising strategy for the treatment

of HBV/HCV/HCC, Adenovirus gene therapy by transduction of

liver/immune cells by different genes opened new horizon inside the

treatment strategies. Different genes like immune reconstitute or

inducer, antitumor genes (such as pro-apoptotic, suicide, anti-angio-

genic and immunomodulatory genes, as well as siRNAs) and also

viral antigens employed relevantly for treatment of hepatitis related

tumor and chronic infection. Also a significant part of strategies

which directed against virus proliferation represent the most efficient

strategies to prevent HCC development.

Methods: Here we described current strategies employing adenovirus

for HCV/HBV related Gene therapy. Adenovirus expressing HCV

antigens applied as a gene therapy tool even in human trials.

Results: Our experiments by adenovirus expressing different core

genes showed informative results for further application in vaccine

design. Comparing different part of core gene showed significant

difference between sequences in immune induction. In another

experiments we developed new Adenoviruses expressing different

part of NS3 gene as alternative tool for immunization purposes.

Conclusions: As well-known anti-tumor proteins, in another experi-

ments we decided to prepare Adenovirus expressing Mda7 and tBid

with apoptosis inducing effects in hepatocellular tumor cells with

minor modification. Together gene therapy strategies remain hope-

fulness approaches to achieve sustained treatment in the case of

chronic liver disease especially hepatitis related ones.

PP31-002
Gene transfer of c-met confers protection against d- galactosamine/

lipopolysaccharide-induced acute liver failure

Zhu Chuanlong, Li Yuwen, Gao Rentao, Li Yi, Li Wenting, Li Lei

Anhui Provincial Hospital, Anhui Medical University

Background: Acute liver failure (ALF) is characterized by impaired

regeneration of hepatocytes, partially resulting from the defective

signaling between elevated levels of hepatocyte growth factor (HGF)

and the downregulation of its receptor, c-met. In this study, we assess

the therapeutic efficacy of in vivo c-met gene transfer in ALF.

Methods: We established a D-galactosamine/lipopolysaccharide (D-

GalN/LPS)-induced ALF model in rats. The levels of HGF and c-met in

D-GalN/LPS rats were compared with vehicle-injected rats and those

undergoing liver regeneration following partial hepatectomy (PH). To

deliver c-met in vivo, pcDNA-c-met was constructed and transfected

into the rat liver via hydrodynamic injection. Control rats were trans-

fected with the pcDNA3.1 plasmid. The expressions of c-met in

different tissues were examined by immunohistochemistry. Hepatocyte

proliferation and apoptosis were determined by PCNA staining and

TUNEL assay, respectively. The survival of rats in the control and

c-met-expressing rats was compared by Kaplan–Meier analysis.

Results: Compared with control and PH rats, D-GalN/LPS-treated

rats had significantly higher serum levels of HGF (P \ 0.05).

D-GalN/LPS also led to significantly lower c-met expression in the

liver (P \ 0.01) than PH. The in vivo c-met gene transfer led to its

specific expression on hepatocytes, which was accompanied by the

enhancement of hepatocyte proliferation, a reduction in apoptosis, as

well as significant improvement in overall survival (P \ 0.01)

Conclusions: This study provides the initial evidence that c-met may

serve as a novel target for gene therapy, and may be of clinical benefit

in the treatment of patients with ALF.

PP32-001
Loss of histone deacetylases impairs liver regeneration through ki-67

deprivation and G2/M blockage in mitotic hepatocytes

Yujun Shi, Jie Xia, Feng Ye, Yujia Wang, Ping Zhou, Hong Bu

West China Hospital, Sichuan University

Background: The mitosis of hepatocytes after liver injury is

orchestrated by the dynamic modulation of the core histones

including acetylation, methylation and phosphorylation. Histone

deacetylases (HDACs), which catalyze the deactylation of histones,

play crucial roles in the regulation of cell mitosis, however, the

underlying mechanism remains to be clarified.

Methods: We generated three hepatocyte-specific conditional

knockout mice of HDAC1 gene (HDAC1-/-), HDAC2 gene

(HDAC2-/-) and both genes (HDAC1,2-/-) using an Alb- Cre-loxP

system. After treatment with a carbon tetrachloride toxin, the liver

specimens of each genotypic mouse were collected for histologic

examination, proliferation measurement and western blotting analysis

for cell cyclins.

Results: Ablation of the HDACs genes severely impaired liver

regeneration, especially in HDAC1,2-/- mice. Unexpectedly, no sig-

nificant difference of BrdU incorporation and the expression of cyclin

D1 was observed among the KO and wild type mice. However, ki-67,

the marker expressing throughout the mitotic phase, extremely

decreased in HDACs KO mice and was absent in many mitotic

hepatocytes. Furthermore, at 36 and 48 h after toxin administration,

many cells with asymmetrical karyokinesis were observed in

HDAC1,2-/- mice.

Conclusions: The depletion of HDACs does not disturb the cell cycle

entry, but leads to G2/M phase arrest and asymmetrical karyokinesis

of hepatocytes. Ki-67, directly regulated by HDACs, might bridge the

HDACs signal and the proper spindle formation and chromosome

separation. We also provide a good model to investigate the function

of ki-67 considering the lack of ki-67 knock-down animal.

PP32-002
HDACs inhibitor VPA impairs liver regeneration in mice

Qi Ke

West China Hospital, Sichuan University

Background: Liver regeneration is a complex process regulated by a

group of genetic and epigenetic factors. Recently, histone deacetylase

inhibitors (HDACIs) have been shown to play important role in tumor

genesis, cell cycling and differentiation. Here we report HDACs

activity is essential for liver regeneration.

Methods: We use valproic acid (VPA) to investigate the effect of

HDACs in liver regeneration. We group mice into three groups. VPA

treated mice group and 2/3 PH mice group as control; VPA treatment

plus 2/3 PH as experimental group. Mice were sacrificed and liver

tissue was harvest at sequential time points after treatment. DNA

synthesis was monitored by BrdU assay and cell proliferation was

tested by Ki-67 and PCNA. Expression of cyclinD1 BcyclinEBcdk2

and cdk4 was tested by Western blot. ChIP assay was used to examine

the recruitment of HDACs to the target promoter regions and Tran-

scription was determined by semiquantitative RT-PCR.

Results: The positive rate of 5-bromo-2’-deoxyuridine as well as Ki-

67 and PCNA was decreased and the peak of DNA synthesis was

delayed. The expression of cyclin D1 was also delayed in 2/3PH mice

treated with VPA. The B-myc was checked out as the target gene.

Transcription of B-myc increased under administration of VPA. The

direct recruitment of HDACs to B-myc promoter regions was con-

firmed during liver regeneration.

Conclusions: VPA can impair liver regeneration and this repression

may due to the failure of repressing of the HDACs on the target gene

B-myc which was reported as cell cycle repressor.

PP32-003
Gender dependent liver regeneration after 2/3 hepatectomy in C57BL/6

mice

Yujia Wang

West China Center of Medical Sciences, Sichuan University

Background: Hepatocytes enter into DNA synthesis shortly after

liver damage triggered by partial hepatectomy (PH). Herein we report
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the rate of the damaged liver recovery is in a gender-dependent way.

Further we identified the epigenetic factor HDACs may govern, at

least in part, the different liver recovery rate between male and female

mice.

Methods: Three groups of mice were used in our study: wildtype

male mice, wildtype female mice and HDAC1-/-/HDAC2-/- male

mice. 2/3 PH surgery were performed and mice were sacrificed at 0, 6,

12, 18 h, 1, 1.5, 2 and 3 days posthepatectomy.

Results: We assess the liver recovery rate by liver/body ratio. Our

data indicates male shows faster liver recovery. Immunohistochemi-

stric analysis shows the peak of BrdU and PCNA incorporation

positive signal are delayed in female compared with male. Consis-

tently, the expression of CyclinD1, CDK2 and CDK4 in female is less

than that of male. Western blot analysis shows the expression of

HDAC1 and HDAC2 is less in female liver.This consequence sug-

gests that HDAC1 and HDAC2 play a vital role in explaining the

gender difference after PH. Further investigation on HDAC1-/-/

HDAC2-/- male has confirmed our hypothesis. The results of

immunohistochemistry and cyclin products western-blotting of

HDAC1-/-/HDAC2-/- liver are coherent with that of female liver.

Additionally, the mRNA level of hepatocyte proliferation inhibitor

B-myc shows increased expression in female. To check the direct

occupancy of HDACs on B-myc promoter we performed ChIP assay

and the results is positive.

Conclusions: The process of hepatocyte replication and liver mass

reconstruction is different in male and female mice and female

individuals substantially show a delayed or decreased tendency in this

process.The mechanism of this phenomenon is regulated by HDACs.

PP32-004
Hepatocyte-targeted glypican 3 transgenic mice suppressed of hepatomeg-

aly and hepatocyte proliferation induced by xenobiotic mitogens

Chih-Wen Lin1, Lein-Ray Mo2, Gin-Ho Lo3, George K. Michalopoulos4,

Jaw-Town Lin5

1E-DA Hospital/I-Shou University, 2E-DA Hospital/I-Shou
University, 3E-DA Hospital/I-Shou University, 4E-DA Hospital/I-
Shou University, 5University of Pittsburgh School of Medicine,
Pittsburgh, PA, 6National Taiwan University Hospital, Taipei

Background: Glypican 3 (GPC3) is a member of glypican family of

heparan sulfate proteoglycans. Loss-of-function mutations of GPC3

result in Simpson-Golabi-Behmel syndrome characterized by over-

growth of liver. We engineered transgenic (TG) mice overexpressing

GPC3 in the liver. TCBOPOP, an agonist of the constitutive andro-

stane receptor (CAR), is the strongest hepatic mitogen and produces

rapid hepatocyte hyperplasia and hepatomegaly in absence of hepatic

injury. Thus, this study aims to investigate the role of GPC3 in

hepatocyte proliferation and hepatomegaly induced by TCPOBOP.

Methods: FVB (WT) and GPC3 TG mice were given a single dose of

TCPOBOP (3 mg/kg) by oral gavage. Livers were harvested on 1, 2,

5, and 7 days during TCPOBOP administration.

Results: There was a significantly suppression at all time points after

TCPOBOP in the livers of GPC3 GT mice as compared to the livers

of WT mice, demonstrated by Ki67 stains. Western blot analysis of

proliferation cell nuclear antigen revealed a reduction at all time

points in the GPC3 TG mice compared with WT mice after TCPO-

BOP. The TG mice showed a 1.6-fold increase in liver weight at day 5

after TCPOBOP while the WT mice showed a 3.0-fold increase in

liver weight. We saw an induction of in the expression of CAR in

both WT and TG mice. The expression of c-Myc, a key mediator of

TCPOPOP-CAR induced direct liver hyperplasia, was lower at all

time points in TG mice as compared to WT mice. Furthermore,

expression of growth factor and cell cycle-related genes in the TG

mice was also decreased compared to the WT mice. Overall, our data

showed that hepatocyte proliferation and hepatomegaly is suppressed

in GPC3 TG mice.

Conclusions: In GPC3 TG mice, hepatocyte-targeted overexpression

of GPC3 plays an important role for termination of hepatocyte pro-

liferation and regulation of liver size induced by TCPOBOP.

PP33-001
Immunophenotypic characterization of progenitor cells in adult human

liver during hepatitis with massive or sub-massive necrosis

Haiyan Song, Valeri Vanneaux, Anne Weber, Chatherine Guettier, Guang

Ji

Shanghai Traditional Chinese Medicine

Background: During hepatitis with massive or sub-massive necrosis,

liver progenitor cells located in or nearby canals of Hering proliferate

in the form of ductular reaction likely to differentiate into hepatocytes

and biliary cells. Although this regenerative mechanism seems inef-

fective for rapid restoration of liver function, the characterization of

these cells is potentially interesting for new therapeutic strategies of

acute liver failure.

Methods: The study was conducted on liver samples from 23 patients

transplanted for fulminant or sub-fulminant hepatitis (the etiologies

including 5 cases of HBV, 5 acetaminophen, 7 undetermined, 3

autoimmune, 2 toxic and 1 drug). Immunohistochemistry was carried

out with primary antibodies against following markers: EpCAM

(Epithelial cell adhesion molecule), SDF-1(stroma cell-derived factor

1), Nestin, CD133/2(prominin epitope 2), Fn14 (Fibroblast growth

factor-inducible 14) on sections.

Results: Reactive ductules were diffusely positive for EpCAM, SDF-

1, CD133/2 and partly positive for Fn14. SDF-1 and nestin were

expressed by some small cells with oval- like’’ morphology dispersed

within or near ductules. ‘‘Intermediate’’ hepatocytes positive for SDF-

1 and EpCAM were observed in most cases. Interestingly

Conclusions: Nestin stained a diffuse lobular network composed of

cells with dendritic morphology in 7 cases including all 5 hepatitis

caused by acetaminophen; these myofibroblast-like cells were in close

contact to ductular reaction suggesting an interaction between both

cell types.’’

PP33-002
Evidence of Mesenchymal Stem Cells in the Replacement of Injured Liver

Haitao Zhu1, Rongrui Liang2, Jun Yang3, Chen Huang4, Peijun Liu5, Shu

Zhang6, Rui Zhou7, Kunlun Chen8, Zongfang Li9

1The Second Affiliated Hospital, School of Medicine,Xi’an Jiaotong
University, 2The Second Affiliated Hospital, School of Medicine,Xi’an
Jiaotong University, 3Xian Jiaotong University, 4Xian Jiaotong
University, 5Xian Jiaotong University, 6The Second Affiliated
Hospital, School of Medicine,Xi’an Jiaotong University, 7The Second
Affiliated Hospital, School of Medicine,Xi’an Jiaotong University,
8The Second Affiliated Hospital, School of Medicine,Xi’an Jiaotong
University, 9The Second Affiliated Hospital, School of Medicine,Xi’an
Jiaotong University

Background: Liver injury is the common pathological characteristic

of several liver diseases, and the role of mesenchymal stem cells

(MSCs) in hepatic regenerative medicine is still in dispute, with the

help of a novel tracking agents, we investigated whether MSCs have

the potential of engraftment in the special niche as well as the ther-

apeutic feasibility to repair liver injury.

Methods: Ex vivo expanded, highly purified and functionally active

MSCs from bone marrow of SD rat were labeled by quantum dot

(QD) nanoparticles. The QD-labeling MSCs were injected into the

normal syngeneic rats via tail vein, followed liver injury was induced

with carbon tetrachloride (CCl4) or hemihepatectomy. The migration

Bengraftment and therapeutic effect of MSCs were observed and

analyzed using in vivo imaging system and immunohistochemistry.

Results: In the normal recipient rats, the labeled MSCs mainly

engrafted in the bone marrow. After liver damage was induced, the

labeled MSCs were found in the peripheral blood, which were mainly
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observed around portal area or interspace of lobules in liver at last,

while the labeled MSCs were rarely detected in lung or kidney et al.,

just little in bone marrow. MoreoverAliver injury could be alleviated

in QD labeling MSC injection group.

Conclusions: The MSCs have the ability of homing and migration to

the injured liver, and contribute to hepatic regeneration as a thera-

peutic potential. Transplanted MSCs maybe the useful therapy for

liver injury.

PP33-003
Stimulation of liver regeneration after hepatectomy in mice by injection

of bone marrow mesenchymal stem cells via the portal vein

Masaki Kaibori1, Yasushi Adachi2, Morihiko Ishizaki3, Kosuke Matsui4,

Yoshito Tanaka5, Yoshiro Araki6, Yoshito Ohishi7, Tadayoshi Okumura8,

Mikio Nishizawa9, A-Hon Kwon10

1Kansai Medical University, 2Toyooka Hospital, 3Kansai Medical
University, 4Kansai Medical University, 5Kansai Medical University,
6Kansai Medical University, 7Kansai Medical University, 8Kansai
Medical University, 9College of Life Sciences, Ritsumeikan
University, 10Kansai Medical University

Background: To investigate whether mouse bone marrow mesen-

chymal stem cell (BMC) injection stimulates liver regeneration after

partial hepatectomy.

Methods: BMCs were isolated and purified by density gradient

centrifugation. 70% hepatectomy was carried out in male BALB/c

mice, followed by injection of BMCs into the portal vein (PV-BMC

group), injection of BMCs into the tail vein (IV-BMC group), or

saline injection into the portal vein (control group).

Results: The wet weight of the remnant liver increased significantly

in the PV-BMC group at 3 and 5 days after hepatectomy compared

with the IV-BMC and control groups. The Ki-67 labeling index

revealed that this increase resulted from the stimulation of DNA

synthesis. The constitutive interleukin-6 and hepatocyte growth factor

mRNA in the remnant liver tended to be increased in the PV-BMC

group at 3 days after hepatectomy.

Conclusions: These results demonstrate that injection of BMCs into

the portal vein enhances liver growth after partial hepatectomy in

mice.

PP33-004
Metabolomic analysis of human bone marrow mesenchymal stem cells

transplantation in treatment of acute hepatic failure

LANJUAN LI, Jun Li, Jiaojiao Xin, Shaorui Hao, Liyuan Zhang, Longyan

Jiang, Deying Chen, Qing Xie, Hongcui Cao, Wei Xu

The First Affiliated Hospital, College of Medicine, Zhejiang
University

Background: To demonstrate the mechanism of metabolomic change

during human bone marrow mesenchymal stem cell (hBMSC)

transplantation. hBMSCs were transplanted to treat the D-galactos-

amine induced AHF in Chinese experimental miniature pigs, and the

metabolomics profiling of hBMSC transplantation were observed.

Methods: D-galactosamine induced AHF pigs (n = 16) were trans-

fused with 3 07 hBMSCs through portal vein guided by B

ultrasonography immediately following D- galactosamine dosing. As

a control group, 15 AHF model pigs were transfused with normal

saline instead. The survival, hepatic function, and metabolomics were

observed during the whole transplantation period.

Results: All pigs in the experimental group survived 6 months before

sacrificed, expect for one pig died at 100 h after transplantation. In

contrast, all pigs in the control group died within 96 h after

D-galactosamine administration. PCA analysis revealed significant

shift of metabolomic profiles 24 h after D-galactosamine inducing in

control group, However in the experimental group the shift at 24 h

was shorter. The metabolomic profiles resumed normal and over-

lapped with 0 h after 1 week. OPLS- DA model showed no significant

differences of metabolomic profiling between 0 h and 3 weeks after

treatment. The metabolomic profile shifting was verified by bio-

chemical test and histological staining. These classes of biomarkers

were identified: bile acids, lysophosphatidylcholines (LPC) and

phosphatidylcholines (PC).

Conclusions: Metabolomic profiling closely correlated with pig sta-

tus after D-galactosamine dosing, BMSC transplantation, and farther

recovery, and revealed the metabolomic mechanism of hBMSC

transplantation in treating AHF.

PP33-005
A simple and economical route to generate functional hepatocyte-like cells

from hUCMSC via co-cultured with hHSC and liver-specific scaffold

Ji Bao, Yujun Shi, Ping Zhou, Zhenggui Du, Jie Xia, Li Li, Hong Bu,

Gandi Li

West China Hospital, Sichuan University

Background: Stem cell-based therapies are emerging as promising

methods in the treatment of end- stage liver disease. The aim of the

study was to develop a new strategy for the differentiation of human

umbilical cord matrix stem cells (hUCMSCs) into hepatocyte-like

cells.

Methods: We isolated hUCMSCs and characterized them in vitro by

measuring their expansion potential, by assessing expression of

mesenchymal stem cell (MSC) markers. Liver- specific scaffolds

were prepared by perfusion decellurization of porcine livers with

detergent, followed surface heparin modification via layer-by-layer

self-assembly technique. The hUCMSCs and human hepatic stellate

cells (hHSC, HHSteC) were mixed at the ratio of 10:1. And then, they

seeded on liver-specific scaffolds in Petri dish, and co-cultured in

serum free medium using rocking technique.

Results: UCMSCs exhibited hepatocyte-like morphology were

observed at day 14 and constitutively expressed markers of hepatic

lineage, including albumin, alpha- fetoprotein, cytochrome P450,

hepatocyte nuclear factor 6, cytokeratin-19. Hepatocyte-like cells

stored glycogen, produced urea, secreted albumin and AFP at high

levels and exhibited an inducible CYP 3A4 activity. However,

absence of some hepatic markers in differentiated UCMSCs, as

ornithine transcarbamylase or hepatocyte nuclear factor 4\, implied

that their differentiation did not reach the level of mature

hepatocytes.

Conclusions: Our results show a new strategy for differentiation

hUCMSCs into hepatocyte-like cells in a short duration, using a

combination of liver-specific scaffolds and hHSCs. After further

studies this novel in vitro culture system has the potency, for wide-

spread cell replacement therapy for liver diseases.

PP33-006
The Evaluation of effectiveness and safety for new therapy with bone

marrow derived autologous mesenchymal stem cell for hepatic failure

caused by alcoholic liver cirrhosis V phase II Study

Moon Young Kim, Soon Koo Baik, Yoon-Ok Jang, So Yeon Park, Bo Ra

Kim, Jin Heon Hong, Ki Won Jo, Sang Ok Kwon

Yonsei University Wonju College of Medicine

Background: Bone marrow derived mesenchymal stem cells (BM-

MSCs) have capacity to differentiate into hepatocytes and anti-

fibrotic effect in the experimental model. No study was done in

humans with alcoholic liver cirrhosis. We investigated the anti-

fibrotic effect of BM-MSCs in alcoholic cirrhosis as Phase II clinical

study.

Methods: Eleven alcoholic cirrhosis patients (M:F=10:1) with Child-

Pughs class B and maintenance of alcohol abstinence at least 2

months were enrolled. At baseline, all patients received liver biopsy,

hepatic venous pressure gradient (HVPG) measurement and serologic

tests. BM-MSCs were isolated from each patients BM and amplified
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for one month and injected two times at 4, 8week through Rt. hepatic

artery. 5x106cells/mL of BM-MSCs were injected in each session.

Follow up biopsy, HVPG and relative expression of tissue trans-

forming growth factor-b1(TGF-b1), a smooth muscle actin (a-SMA)

and collagen-1 by real time RT PCR were measured after 12weeks

from 2nd BM-MSC injection. The primary outcome was improvement

in patients’ histology.

Results: According to the Laennec fibrosis system, BM-MSC showed

histological improvements in 6 patients (54.5%). MSC also showed

reduction of HVPG in 6 patient (54.5%, mean reduction 6.2±4.3

(2.0V12.0mmHg) and responder of HVPG (reductionC20% com-

pared to baseline or \10mmHg) were shown in 5 patients (45.6%).

Child Pugh’s score were improved in 9 patients (81.8 %) and TGF-b1,

a-SMA, collagen-1 by real time RT PCR were also significantly

improved (P \ 0.05). No significant complications and side effects

were observed.

Conclusions: BM-MSC therapy in advanced alcoholic liver cirrhosis

induces improvement of hepatic fibrosis, portal hypertension and liver

function without complication.

PP33-007
Illoprost, ctgf/ccn2 inhibitor, reduced collagen III expression in hepatic

progenitor cells

Ping Wang, Min Cong, Tianhui Liu, Aiting Yang, Qiang He, Chenghong

Yin, Baoen Wang, Hong Ma, Jidong Jia, Hong You

Capital Medical University

Background: Connective tissue growth factor (CTGF/CCN2),

majored in the production of extracellular matrix (ECM), was con-

sidered as a downstream mediator of transforming growth factor-]1

(TGF-]1) in the pathogenesis of liver fibrosis. The aim of the present

study is to analyze the effects of CTGF/CCN2 abruption on the ECM

production in hepatic progenitors in the presence or absence of TGF-

]1.

Methods: Hepatic oval cells were isolated from rats fed a choline-

deficient diet supplemented with ethionine and characterized by flow

cytometry. For CTGF/CCN2 abruption, the cells were cultured in the

10% FBS-DMEM/F12 medium containing Illoprost at 5 to 30 nM in

the presence or absence of 4 ng/ml TGF-]1 for 24 h.

Results: As rat hepatic progenitors, hepatic oval cells expressed

CTGF/CCN2, and TGF-]1 could increase CTGF/CCN2 expression by

2 folds. In the presence of Illoprost, the CTGF/CCN2 expression

reduced to about 10 percent of that in the control hepatic oval cells,

and consequently the expression of collagen III decreased 50 percent

if compared with the control cells, while collagen I expression

changed little. By coaddition of TGF-]1 and Illoprost, the CTGF/

CCN2 expression reduced to about 40 percent of that in the control

hepatic progenitors and 20 percent of that in the TGF-]1- treated

control cells, and simultaneously the expression of collagen III

decreased 50 percent if compared with the TGF-]1-treated control

cells, while collagen I expression still changed little.

Conclusions: Inhibition of CTGF/CCN2 reduced collagen III

expression, but not collagen I, in hepatic progenitors suggests dif-

ferent regulatory mechanism of CTGF/CCN2 on the ECM gene

expression in hepatic progenitors.

PP33-008
Therapeutic potential of placental mesenchymal stem cells after transplan-

tation through portal vein into Chinese miniature pigs with acute liver

failure

Lanjuan Li1, Hongcui Cao2, Jingfeng Yang3, Jiong Yu4, Qiaoling Pan5,

Jun Li6

1The First Affiliated Hospital, College of Medicine, Zhejiang
University; 2 State Key Laboratory for Diagnosis and Treatment of
Infectious; 3 State Key Laboratory for Diagnosis and Treatment of
Infectious; 4 Key Laboratory for Diagnosis and Treatment of

Infectious; 5 The First Affiliated Hospital, College of Medicine,
Zhejiang University; 6 The First Affiliated Hospital, College of
Medicine, Zhejiang University

Background: The purpose of this study was to generate mesenchy-

mal stem cells from human placenta (hPMSCs) and determine their

therapeutic potential for acute liver failure by establishing a Chinese

experimental miniature pig models in which liver failure is induced

by D-galactosamine (GalN) separately through portal vein and jugular

vein transplantation.

Methods: 24 acute liver-failure (ALF) models of Chinese experi-

mental miniature pigs were established and divided into four groups

(n = 6/group): no cell transplantation; hPMSC transplantation via the

jugular vein; X-ray-treated hPMSC transplantation via the portal vein;

and hPMSC transplantation via the portal vein. Mortality rates, serum

biochemistry, and histological and immunohistochemical analysis of

liver tissues were determined 1V7 days after cell infusion and then

every 2 weeks beginning at the second week until death. The presence

of human cells in the Group III and IV recipient livers were confirmed

by PCR for human alu repeat sequences.

Results: MTT and FACS assays indicated that treatment with X-rays

inhibited cell proliferation, blocked cell cycle progression, and

induced apoptosis. Only hPMSCs improved liver function in vivo

after transplantation into the GalN-injured pig liver. Biochemical

markers of liver function including ALT, AST, ALP, CHE, TBIL, and

TBA concentrations returned to normal levels after hPMSC trans-

plantation. Histological findings showed that transplantation of

hPMSCs decreased liver inflammation, hepatocyte denaturation, and

necrosis as well as promoted liver regeneration. This biochemical and

pathological amelioration was not found in the other three groups.

Additionally, hPMSC transplantation increased survival in the pig

ALF model particularly when hPMSCs were delivered by the portal

vein compared to other routes of delivery. Seven-day survival rates

were 0, 16.7, 33.3, and 66.7% for Group I, II, III, and IV respectively.

Conclusions: hPMSC transplantation through the portal vein by B

ultrasonography may be a superior therapy for the injured liver

compared to current treatment options.

PP34-001
The expression of hepatic endothelin-1 during fibrosis progression of non-

alcoholic steatohepatitis

Che-Chang Chan1, Kuei-Chuan Lee2, Shiow-Chwen Tsai3, Yi-Hsiang

Huang4, Han-Chieh Lin5, Fa-Yauh Lee6

1Taipei Veterans General Hospital, 2Taipei Veterans General
Hospital, 3Taipei Physical Education College, 4Taipei Veterans
General Hospital, 5Taipei Veterans General Hospital, 6Taipei
Veterans General Hospital

Background: Non-alcoholic fatty liver disease ranges from steatosis,

steatohepatitis (NASH) to fibrosis and cirrhosis. The mechanism by

which NASH progresses to fibrosis has not been fully realized.

Endothlein-1 (ET-1) is a strong profibrogenic factor in liver fibro-

genesis. ET-1 may play a role in the fibrosis progression of NASH.

This study explored the relationship between hepatic ET-1 and

fibrosis progression in NASH.

Methods: SD rats received methionine and choline deficient (MCD)

diet for 9 weeks (W9) and 14 weeks (W14) were used. The control

rats were fed by re-supplemented MCD control diet. The blood and

liver were harvested for biochemistry, histology and gene expression

studies. The degree of steatosis and fibrosis were analyzed by com-

puter software. The mRNA expressions were evaluated by real-time

PCR.

Results: The ALT, AST, and liver weight increased significantly in

MCD rats. The hepatic steatosis in MCD rats increased after W9 and

remained high at W14. The degree of hepatic fibrosis in MCD rats

increased after W9 and became significantly higher than control rats

Hepatol Int (2012) 6:67–309 277

123



at W14. The ppET-1 mRNA expression in MCD rats increased after

W9 and was significantly higher than control rats at W14. In addition,

increased expression of ECE-1 mRNA was noted at W14. The

expressions of ET-A receptor were not different between two groups

while increased expression of ET-B receptor was found during

fibrosis progression in MCD rats.

Conclusions: During fibrogenesis in MCD-induced NASH, hepatic

ET-1 gene expression increased as fibrosis worsened. Inhibition of

ET-1 synthesis could be a potential anti-fibrotic strategy that deserves

further investigation.

PP34-002
Extract components of Chinese herbal prescription jiangzhi granula

improve pathophysiological features of rat nafld model

Yingli Ge, Haiyan Song, Li Zhang, Lianjun Xing, Guang Ji

Shanghai University of Traditional Chinese Medicine

Background: The herbal prescription Jiangzhi Granula (JZG) has

been used in traditional Chinese medicine (TCM) for about two

decades in alleviating hepatic steatosis and liver injury effectively. In

order to get medicine with better quality guarantee, based on thera-

peutic efficacy for non-alcoholic fatty liver disease (NAFLD) and

analysis method, we predicted an optimal compatibility of 5 JZG

extract components, named JZG-L. This study is to investigate the

effects of JZG-L on high-fat diet-induced NAFLD in rats.

Methods: Male Wistar rats were randomly divided into control(K),

model(M), JZG-L (L) group. All rats were fed with a high fat diet

(88% normal chow + 10% lard + 2% cholesterol) except control. JZG-

L (2.69 g/kg) was administered intragastricly for L group in the

meantime. Six weeks later, all rats were sacrificed, serum levels of

alamine aminotrasferas (ALT), aspartate aminotransferase (AST),

insulin, fast blood glucose (FBG) and triglyceride (TG) concentration

in liver were measured, HOMA index was calculated, and liver his-

topathology was investigated.

Results: HE stain and oil red O stain of liver tissues showed hepa-

tosteatosis in M group, which was attenuated apparently in L group.

Serum ALT, AST, insulin, FBG levels were significantly increased

(P \ 0.05) in M, while down-regulated in L group (P \ 0.05). Liver

tissue TG level was higher in model group, and was significantly

alleviated (P \ 0.05) in L group. HOMA index obviously increased in

M group (P \ 0.05) and decreased in JZG-L group (P \ 0.05).

Conclusions: The data suggest that herbal extract components mix-

ture JZG-L has therapeutic effect for NAFLD and improving insulin

resistance contributes to the underlying mechanism.

PP34-003
Association of adiponectin gene functional polymorphisms (- 11377c/g

and +45t/g) with nonalcoholic fatty liver disease.

ABHISHAK GUPTA, Richa Misra, Puja Sakhuja, Seemi F Basir,

Yogendra Singh, Shiv K Sarin

Institute of Liver and Biliary Sciences

Background: Adiponectin levels are reduced in NAFLD patients and

genetic variants of adiponectin have been frequently associated with

type 2 diabetes and insulin resistance. Aim of the study was to

determine the genotypic frequencies of adiponectin functional poly-

morphisms (-11377C/G and +45T/G) and their subsequent effect on

disease progression and plasma adiponectin levels in the patients with

NAFLD.

Methods: A total of 137 NAFLD patients and 250 matched controls

were enrolled in the study. DNA sequencing and genotyping were

performed to identify the genetic variants. The plasma adiponectin

levels were assessed by standard ELISA assay.

Results: Two functional polymorphisms in the promoter (-11377C/G)

and Exon 2 (+45T/G) were found to be associated with NAFLD.

Homozygous mutant genotype of adiponectin SNPs, -11377C/G and

+45T/G, were significantly more prevalent in NAFLD patients than in

controls (Bonferroni corrected p values: 0.014 and 0.018, respec-

tively). Plasma adiponectin levels were significantly lower in the

NAFLD patients as compared to controls. Moreover, presence of G

allele at position - 11377C/G and +45T/G was found to be associated

with necroinflammatory grade and reduced adiponectin levels, (p

values 0.02 and 0.01) respectively, in patients.

Conclusions: Adiponectin gene polymorphisms, -11377C/G and

+45T/G, are associated with NAFLD in Indian patients. The adipo-

nectin -11377G and +45G alleles are associated with severity of liver

disease and hypoadiponectemia, respectively, in NAFLD patients.

PP34-004
Myeloid-derived suppressor cells induce T cell exhaustion and apoptosis

resulting in suppression of antigen-specific immune responses in mice

consuming high fat diet

Shiyi Chen1, Sheikh Mohammad Fazle Akbar2, Masanori Abe3, Yoichi

Hiasa4, Morikazu Onji5

1Ehime University Graduate School of Medicne, 2Toshiba General
Hospital

Background: Obesity and its complications have reached worldwide

epidemic level. In spite of harboring an inflammatory mucosal milieu,

obese patients usually exhibit impaired immune responses to vac-

cines; the causes underlying this are elusive.

Methods: Obese mice were prepared by providing a high calorie,

high fat diet (540 calories containing 60% fat/100 g) for 12 weeks.

Highly purified populations of myeloid- derived suppressor cells

(MDSC) (CD11b+Gr1+), non-MDSC myeloid cells (CD11+Gr1-) T

cells and dendritic cells (DC) were isolated from liver and spleen by

cell sorting. The functional capacities of hepatic MDSC were assessed

in allogenic mixed leukocyte reaction (AMLR) and hepatitis B sur-

face antigen (HBsAg)-specific T cell proliferative assays. The

mechanisms underlying MDSC functions were evaluated from the

levels of T cell exhaustion and T cell apoptosis.

Results: The frequencies of hepatic MDSC were significantly higher

in obese mice compared to that of normal mice (p \ 0.05%). Liver

MDSC from obese mice, but not other myeloid cells, suppressed T

cell proliferation in allogenic MLR in a dose-dependent manner

(p \ 0.05). Also, liver MDSC from obese mice suppressed HBsAg-

specific T cell proliferation compared to that of normal mice

(p \ 0.05). MDSC from obese mice down regulated expressions of

immune stimulatory antigens (CD40L, CD62L, CD28) and up regu-

lated those of inhibitory antigens (PD-1, FasL, CTLA-4) (p \ 0.05).

Addition of MDSC in T cell cultures induced T cell apoptosis.

Conclusions: The low response of obese mice to vaccines is attrib-

utable to immune suppressive capacities of liver MDSC, a process that

is mediated, at least in part, through T cell exhaustion and apoptosis.

PP34-005
Altered composition of fatty acids exacerbates hepatotumorigenesis

during activation of the phosphatidylinositol 3- kinase pathway.

Yotaro Kudo, Keisuke Tateishi, Kazuhiko Koike

Graduate school of medicine, The university of Tokyo

Background: Some clinical findings have suggested that systemic

metabolic disorders accelerate in vivo tumor progression. Deregula-

tion of the phosphatidylinositol 3-kinase (PI3K)/Akt pathway is

implicated in both metabolic dysfunction and carcinogenesis in

humans; however, it remains unknown whether the altered metabolic

status caused by abnormal activation of the pathway is linked to the

protumorigenic effect.

Methods: We established hepatocyte-specific Pik3ca transgenic mice

harboring N1068fs*4 mutation.

Results: The Pik3ca transgenic mice exhibited hepatic steatosis and

tumor development. PPAR gamma-dependent lipogenesis was acceler-

ated in the Pik3ca transgenic liver, and the abnormal profile of

accumulated fatty acid (FA) composition was observed in the tumors of

278 Hepatol Int (2012) 6:67–309

123



Pik3ca transgenic livers. In addition, the Akt/mTOR pathway was highly

activated in the tumors, and in turn, the expression of tumor suppressor

genes including Pten, Xpo4, and Dlc1 decreased. Interestingly, we found

that the suppression of those genes and the enhanced in vitro colony

formation were induced in the immortalized hepatocytes by the treatment

with oleic acid, which is one of the FAs that accumulated in the tumors.

Conclusions: Our data suggest that the unusual FA accumulation has

a possible role in promoting in vivo hepato tumorigenesis under

constitutive activation of the PI3K pathway. The Pik3ca transgenic

mice might help to elucidate molecular mechanisms by which met-

abolic dysfunction contributes to in vivo tumor progression.

PP34-006
Tauroursodeoxycholic acid attenuates hepatic fibrosis in a mouse model

of non-alcoholic steatohepatitis

Eun Ju Cho, Jung Hee Kwon, Min sun Kwack, Su Jong You, Jeong-Hoon

Lee, Yoon Jun Kim, Jung-Hwan Yoon, Hyo-Suk Lee

Seoul National University Hospital

Background: Endoplasmic reticulum (ER) stress is critically

involved in the initiation and progression of nonalcoholic steatohep-

atitis (NASH). Under metabolic stress, the unfolded protein response

(UPR) regulates multiple pathways associated with hepatic steatosis,

inflammation, and fibrosis which are the major characteristics of

NASH. The aim of this study was to evaluate whether the adminis-

tration of chemical chaperone tauroursodeoxycholic acid (TUDCA)

could limit fibrogenic evolution in a murine model of NASH.

Methods: Experimental steatohepatitis was induced in C57BL6 mice

by methionine-choline deficient (MCD) diet, and three different doses

of TUDCA (500 or 1000 mg/kg once daily, 500 mg/kg twice daily)

supplied from Daewoong Co. LTD were administered by gavage.

Results: Mice treated with TDUCA showed lower serum ALT level,

decreased expression of tumor necrosis factor-\ and monocyte che-

moattractant protein 1, and improvement of histological necro-

inflammation as compared to control mice. Moreover, TUDCA

treatment reduced lipid peroxidation and nitrotyrosylation in the liver

of MCD diet- fed mice dose dependently. TUDCA also reduced the

expression levels of ER stress markers and pro-apoptotic proteins,

which led to decreased apoptosis evidenced by TUNEL assay.

Finally, TUDCA reversed histological fibrosis along with down-

regulation of procollagen type I, tissue inhibitor of metalloproteinase-

1 and \-SMA expression.

Conclusions: This study showed that TUDCA prevented develop-

ment and progression of fibrosis in experimental steatohepatitis

through the modulation of ER stress. With its outstanding safety

profile, TUDCA may be implicated in the treatment of NASH.

PP34-007
Alleviation of hepatic steatosis in jiangzhi granula treated rats via improv-

ing hepatic insulin resistance

Li Zhang, Haiyan Song, Yingli Ge, Lianjun Xing, Guang Ji

Longhua Hospital, Shanghai University of TCM

Background: Traditional Chinese Medicine Jianghzhi granula (JZG)

has shown valid effect in treating patients with nonalcoholic fatty

liver disease (NAFLD). This study is to investigate the functional

mechanism of JZG on NAFLD induced by high fat high sucrose

(HFHS) diet in rats.

Methods: 32 Wistar rats were randomly divided into 4 groups:

control, model, pioglitazone- treated (10 mg/kg. bw) and JZG-treated

(0.8g/kg. bw) groups. Except for control, all rats were given HFHS

diet for 12 weeks. And since 9th week, therapeutic interventions were

administrated intragastricly daily for the last two groups. Oral glucose

tolerance test (OGTT) was executed, the curve was drawn and the

area under the curve was calculated; serum biochemical markers

(ALT, AST, TG, TC, HDL, LDL levels), fasting blood glucose (FBG)

and insulin (FIN) were tested, HOMA-IR was calculated; liver TG

and glycogen concentrations were measured; expression and activity

of hepatic insulin receptor] InsR^ and insulin receptor substrates]

IRS1^ in the insulin pathway were detected.

Results: JZG dramatically ameliorated hepatic steatosis and lipid

accumulation as assessed by histopathology. Elevated hepatic TG and

glycogen content caused by HFHS were also significantly reduced by

JZG treatment (p \ 0.01). HOMA-IR and OGTT curve were dra-

matically descended in JZG-treated group compared with model

group (p \ 0.05). Insulin signal pathway molecule IRS1 expression

and activation were down-regulated in NAFLD model group

(p \ 0.01), while was markedly increased by JZG interference

(p \ 0.05).

Conclusions: JZG significantly reduces HFHS diet-induced hepatic

steatosis and lipid accumulation in rat NAFLD model. The mecha-

nism is probably exerting protective effect against hepatic insulin

resistance.

PP34-008
The effect of seal oil on galectin-3 in serum and liver of rats with nonal-

coholic steatohepatitis

Xiaoyan Duan, Zheng Zhang, Qin Pan, Jiangao Fan

Xinhua Hospital,Shanghai Jiao-tong University School of Medicine

Background: To investigate the effect of seal oil on galectin-3 in

serum and liver of rats with nonalcoholic steatohepatitis (NASH) to

explore its mechanism of action.

Methods: 24 male SD rats were randomly divided into three groups:

normal group fed with standard diet, model group and treated group

fed with high-fat diet consisting of 88 g standard diet, 10 g lard oil,

and 2 g cholesterol. The treated group was given seal oil (1.0 g/d/rat)

by intragastric administration after 8 weeks. After 12 weeks, all rats

were killed. Body weight, body length, and liver weight were recor-

ded. The contents of TNF-\ and galectin-3 in serum and liver were

detected with ELISA. The expression of gaalectin-3 mRNA in liver

was evaluated with Real-time PCR. Hepatic histology was examined

by H&E stain.

Results: The model rats developed obesity, NASH with hepato-

megaly, and a significantly higher concentrations of galectin-3 in

serum and liver, serum TNF-\ content and the expression galectin-3

mRNA. Compared with the model group, the treated group showed

decrease of the indexes, and with statistical difference. In addition,

the prevalence of NASH in treated group is significantly lower than

that in model group (87.5% vs 100%, P \ 0.01). Pearson correlation

analysis revealed a positive correlation between galectin-3 contents in

liver and liver weight (r = 0.881A P \ 0.01).

Conclusions: Galectin-3 is associated with the development of

obesity related hepatic lipid deposition. Seal oil can significantly

decrease the expression of galectin-3 of NASH rats, which may be

one of its vital therapeutic mechanisms.

PP34-009
Impact of fatty diet on the serum protein profile of weaning Wistar rats.

Nadeem Sheikh1, Afshan S. Abbas2, Asma Tariq3

1Department of Zoology, University of the Punjab, Lahore, Pakistan.,
2Department of Zoology, University of the Punjab, Lahore, Pakistan.,
3SBS, University of the Punjab, Lahore

Background: Non-alcoholic fatty liver disease (NAFLD) is con-

cerned mainly with accumulation of excessive fat in hepatocytes. The

major underneath cause is obesity and other metabolic failure related

diseases. Our interest was to investigate the impact of diet composi-

tion and some cholesterol plummeting agents in weaning Wister rats.

Methods: Animals of 30 g were divided into 4 groups (n = 10),

Designated as Con, I, II and III respectively. Con was fed with normal

rat chow, I was provided with diet fatty diet A, II and III were given

diet B (A+ 5% Nigella sativa seeds) and C (A+ 5% Psyllium husks)

respectively. On achieving body weight of 250 g animals were
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sacrificed and serum samples were taken to resolve the protein frac-

tions on 1D SDS PAGE.

Results: Seventeen protein bands were observed to be resolved in the

four groups. In comparison with Con group protein bands of 100KDa,

55KDa, and 45KDa were absent only in group III and protein band of

150KDa was absent in group I, while 130KDa protein band was

expressed only in III. On the other hand 91KDa protein band

expression disappeared in all the three experimental groups in com-

parison with Con. Bands of 354KDa and 42KDa were absent in Con

but emerged in I, II, and III. In group III three protein bands of

168KDa, 143KDa and 118KDa appeared while band of 263KDa was

expressed only in group II.

Conclusions: It can be concluded that fat plummeting supplements

have sundry impacts on the serum protein profile of the rats.

PP34-010
Dietary influence on serology of adult male and female Wistar rats.

Nadeem Sheikh, Afshan S. Abbas

Department of Zoology, University of the Punjab, Lahore, Pakistan.

Background: Fat rich diets are considered to be the main causative

agents of diet induced obesity in Asian countries. This may also lead

to the non alcoholic fatty liver disease (NAFLD). To assess the impact

of different fatty diet compositions the present study was established.

Methods: Four groups (n=10) of Adult Wistar rats (200g) were taken

and designated as, Con, I, II and III respectively. Con was fed with

normal rat chow, I, II and III were fed with fat rich diet, while II and

III were additionally provided with 5% Nigella sativa seeds or 5%

Psyllium husks respectively until the animals gained body weight of

400g. Serological changes were analysed by using the commercially

available kits.

Results: In comparison with Con there were significant changes

(P\0.001) observed in the serum triglyceride levels of both males and

females, and serum cholesterol level of both males and females were

also discovered to be significant (P\0.01). In case of inter group

comparison in group II and III cholesterol and triglycerides were

significantly lower both in males and females in comparison with I.

The bilirubin concentration of serum showed significant changes in

males (P\0.001) and females (P\ 0.01) as compared to Con. Serum

had significant variations in albumin contents in females when

compared with Con.

Conclusions: Taken together these findings we can conclude that fat

reducing Nigella sativa seeds and Psyllium husks variably influence

on the serology of the two genders.

PP34-011
Development of a mouse model in diet-induced fatty liver disease-

a preliminary report

Jen-Shiu Chiang Chiau, Hung-Chang Lee, Ching-Wei Chang, Chun-Yan

Yang, Chia-Yuan Liu, Mei-Lien Cheng, Shou-Chuan Shih

Mackay Memorial Hospital

Background: Obesity, insulin resistance and dyslipidemia are the

major risk factors for non- alcoholic fatty liver disease (NAFLD). The

cause for progression from the steatosis to the inflammatory condition

(non-alcoholic steatohepatitis (NASH)) remains elusive at present.

The study aim was to test whether NAFLD as well as the associated

metabolic abnormalities can be recreated in time in a high-fat chow

(HFD) fed mouse model and to study the mechanisms underlying the

transition from steatosis to NASH.

Methods: Male C57Bl/6J mice (n = 6 for each group) were sub-

jected to feed with a HFD or standard chow (SC) during a 12-week

period. Hepatic pathology, metabolic characteristics, white adipose

tissue (WAT) and plasma were studied. Hepatic inflammation was

determined by macrophage number (CD68) and serum lipopolysac-

charide (LPS) level.

Results: Mice fed with HFD displayed significantly greater weight

gain after 5 weeks. HFD caused 5-folds visceral adipocyte size (area)

than SC. Plasma levels of cholesterol (130 mg/dl), glucose (284 mg/

dl) in HFT mice were significantly higher than cholesterol (70 mg/dl),

glucose (182 mg/dl) in SC mice (p \ 0.05). LPS level was increased

in HFT mice (5.35 gg/L) to compare with SC mice (1.72gg/L)

(p \ 0.05). We found that the surface of the liver displayed gray/pink

colour in HFD mice. After morphological assay, the liver was heavier

and showed macro- and micro vesicular steatosis in HFD fed mice.

Conclusions: Our results indicate that the C57BL/6J mice fed with

HFD can develop obesity and metabolic abnormalities associating

with the inflamed, non alcoholic fatty liver often found in human

NAFLD.

PP34-012
Synthetic FXR agonists improve liver histopathology and reduce liver

tumor formation in mouse models of NASH and liver cancer

Claus Kremoser1, Eva Hambruch2, Ulrich Deuschle3, Hiroykui

Yoneyama4

1Phenex Pharmaceuticals AG, 4Stelic Institute

Background: NASH (Non-alcohlic Steatohepatitis) is a huge medical

threat because of increased liver-related mortalities and higher inci-

dences of HCC associated with the diagnosis of NASH. An ideal

NASH drug should improve liver histopathology as well as prevent

the development of HCC from NASH. FXR is a nuclear bile acid

receptor which exerts beneficial metabolic, anti-inflammatory and

anti-fibrotic effects to the liver, thus FXR agonists might be candi-

dates for NASH treatment.

Methods: Hypoinsulinemic STAM(r) mice on a high fat diet progress

from early steatosis through all phases of chronic liver disease up to

cirrhosis and ultimately end up with HCC. FXR agonists Px-102,

6-ECDCA and Pioglitazone were administered at doses in between 10

to 30 mg/kg day. Beyond the NASH model, FXR agonist Px-102 was

assessed for reducing liver tumor formation in an orthotopic nude

mice cancer model.

Results: Animals that received Px102 at 10 or 30 mg/kg/day show

significant improvement of liver histopathology as evidenced by

NAFLD activity score. Furthermore, Px-102 reduced steatosis,

fibrotic lesion area, no of macrophages and of apoptotic cells

significantly as opposed to 6-ECDCA or Pioglitazone. Px-102

reduced liver tumor size when normal SK-Hep-1 cells were

inoculated. When SK-Hep-1 cells with ectopic FXR expression

were used the reduction of tumor size was even higher and similar

to Sorafenib.

Conclusions: Px-102 might be suited for the human therapy of NASH

because of its remarkable various anti-NASH effects and because of

its inhibition of liver cancer growth.

PP34-013
SREBP 1 polymorphism in patients with non-alcoholic steatohepatitis

Zulfikar Polat, Yusuf Tunca, Ahmet Uygun, Murat Kantarcioglu, Guldem

Kilciler, Sait Bagci

Gulhane Medical Academy

Background: The role of SREBP 1, an important transcription factor

in lipid synthesis, in Nonalcoholic steatohepatitis (NASH) has not

been established. The aim of this study is to identify possible role of

SREBP 1a gene polymorphism in NASH pathogenesis.

Methods: Thirty untreated NASH patients and 22 healthy subjects

with normal liver were included in our study. DNA isolation was

performed in peripheral blood samples for each patient. Targeted

parts of the PGC 1 gene were amplified using primers which pre-

pared on the basis of the published sequence of human PGC 1

cDNA. Direct DNA sequencing analysis was performed using Per-

kin Elmer Big Dye Terminator kit after obtained PCR products

purified with epicentre purification kit. Possible mutations were
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determined by comparing APM 1 whose DNA sequences published

by the National Libraryand cDNA sequence. -36delG polymorphism

was determined by

PCR–RFLP method. PCR products were incubated overnight at 37XC

with ApaI endonucleases to determine the -36delG mutation and the

restriction fragments are separated by 2% agarose gel electrophoresis.

Results: In our study we identified single gene polymorphism in two

persons of the patient group. In control group we did not identify any

polymorphism.

Conclusions: The results of our study show that SREBP 1 gene

polymorphisms may be play a partial role in the pathogenesis of

NASH.

PP35-001
Role of physical activity in nonalcoholic fatty liver disease in terms

of visceral adiposity

Donghee Kim, Goh Eun Chung, Jeong Yoon Yim, Min Jung Park, Won

Kim, Yoon Jun Kim, Jung-Hwan Yoon, Hyo-Suk Lee

Seoul National University Hospital

Background: Physical activity (PA) is commonly recommended for

non alcoholic fatty liver disease (NAFLD) patients. However, there is

limited evidence on the independent role of PA in NAFLD. The aim

of this study was to examine the association between PA and NAFLD

in terms of visceral fat area evaluated with CT.

Methods: The detailed PA questionnaire assessed over the past year.

It included the type of PA (running, cycling, swimming, aerobic

exercise, walking, instrumental and noninstrumental resistance

training, and light exercise), frequency and duration, and length of

time that the subject engaged in PA. To evaluate the visceral and

subcutaneous abdominal adipose tissue area, CT scan was taken.

Clinical characteristics including blood pressure, body mass index

(BMI), waist circumference (WC), alanine aminotransferase (ALT),

HDL cholesterol, triglycerides (TG), fasting glucose, and insulin.

Subjects positive for hepatitis B virus, hepatitis C virus, and other

hepatitis history were excluded.

Results: 2,754 subjects who met the inclusion criteria were

enrolled in the analysis. NAFLD group had significantly fewer sub-

jects with engaged in aerobic PA (P \ 0.01). Total aerobic PA time

showed inversely relationships with ALT, TG, HDL-cholesterol,

subcutaneous and visceral adipose tissue area. Multivariate regression

analysis showed that total aerobic PA time (hour) was inversely

associated with NAFLD independent of BMI, WC, subcutaneous, and

visceral fat area (odds ratio 0.93 95% confidence intervals 0.90-0.97).

Conclusions: Physical activity, especially aerobic, may play a pro-

tective role in NAFLD. This association is independent of

anthropometric measure like visceral adipose tissue area, suggesting

that aerobic PA and NAFLD are causally related to each other.

PP35-002
HbA1C in patients with non alcoholic steatohepatitis for diagnosis

of glucose abnormality

Lin Hung, Huang Chung-Feng

Hepatobiliary and Pancreatic Medicine

Background: There is growing evidence suggesting the mutual link

between insulin resistance and non alcoholic steatohepatitis (NASH).

On the other hand, HbA1C has been suggested to be a surrogate

marker for the diagnosis of pre-diabetes or diabetes mellitus (DM)

status. Taken collectively, the association of HbA1C and glucose

abnormality in NASH patients has never been investigated.

Methods: Thirty-six patients (30 males and 6 females, mean age:

38.7 years) of liver biopsy- proven NASH patients without DM his-

tory were recruited. Oral glucose tolerance test (OGTT) was

performed Clinical data were assessed upon the different stages of

glucose abnormalities based on OGTT results.

Results: The prevalence of normoglycemia, impaired glucose toler-

ance (IGT) and DM in NASH patients was 25.0% (n = 9), 52.8% (n

= 19), and 22.2% (n = 8), respectively. There were no significant

differences of patients from normoglycemia to DM in terms of basic

demographic, biochemistry and severity of histology. Among the 7

patients with HbA1C [ 6.5%, six (85.7%) were with DM and 1 with

IGT (14.3%). Among the 16 patients with HbA1C between 5.7% and

6.5%, the distribution of normoglycemia, IGT and DM were 31.3%

(n = 5), 56.3% (n = 9) and 12.5% (n = 2), respectively. Among the

13 patients with HbA1C less than 5.7%, only 4 (30.8%) patients were

normoglycemic but the other 9 (69.2%) were with IGT.

Conclusions: HbA1C is not a good surrogate marker for assessment

of glucose abnormalities in NASH patients

PP35-003
Clinical Outcome of Non-Alcoholic Fatty Liver Disease (NAFLD)

with or without Metabolic Syndrome (MS): A Cross-Sectional Study

Abdel Hussein Lucman

Cardinal Santos Medical Center

Background: Increasing evidence revealed that NAFLD represents

the hepatic component of MS. Recent data has also indicated that the

onset of NAFLD is an early event in the development of insulin

resistance and might predict the present or future development of MS.

The study aims to determine the clinical outcome of NAFLD with or

without metabolic syndrome.

Methods: The study used a cross-sectional design and is conducted

by reviewing the outpatient charts of patients at CSMC, 18V70 years

old diagnosed with fatty liver through ultrasound for months January

2006VSeptember 2010. The following biochemical tests were eval-

uated: fasting blood glucose (FBS), total cholesterol, HDL,

triglycerides (TG), SGPT and SGOT. Following the criteria for MS,

patients with central obesity plus any of two of the clinical measures

were diagnosed with MS. Data analysis using SSPS Program and

correlation of the different variables were done using the Pearson r

with significance set at 0.05.

Results: Among 100 participants, 36(49%) patients with NAFLD

fulfilled the criteria for MS. Of the 5 clinical parameters for MS, 72%

of patients have increased waist circumference, 54% had elevated

blood pressures, 49% had elevated FBS, 43% elevated TG and only

22% of patients had low HDL-C. This strengthens that central obesity

as reflected by waist circumference has the most important risk factor

for MS. Multivariable logistic regression analysis revealed that NA-

FLD was associated with higher odds of cardiovascular disease

(CVD) than hepatic disease.

Conclusions: Results demonstrate that NAFLD is associated with

CVD, independently of several established risk factors, including MS.

PP35-004
Fatty Liver was associated with gallbladder polyp independent with vis-

ceral adiposity

Donghee Kim, Sun Hee Lim, Goh Eun Chung, Jung Yoon Yim, Won Kim,

Yoon Jun Kim, Jung-Hwan Yoon, Hyo-suk Lee

Seoul National University Hospital

Background: Gallbladder polyp (GBP) appears to be strongly asso-

ciated with metabolic syndrome in our previous study. To date,

studies investigating the relationship between GBP and fatty liver

have not adequately evaluated. The aim of this study was to inves-

tigate whether GBP was associated with fatty liver independent of

computed tomography (CT) measured visceral adipose tissue (VAT).

Methods: A cross-sectional study with 2,643 health check-up sub-

jects (961 cases with GBP versus age- and sex-matched controls) was

conducted. Subjects underwent various laboratory tests, abdominal

CT, and hepatic ultrasonography. Fatty liver, VAT, subcutaneous

adipose tissue (SAT), and homeostatic metabolic assessment

(HOMA) index were evaluated as potential risk factors of GBP.

Hepatol Int (2012) 6:67–309 281

123



Results: The mean age was 51.4 ±8.3 years, 74.0% were male. In

univariate analysis, GBP was significantly associated with fatty liver.

Multivariate regression analysis after adjustment for body mass index,

diabetes, hypertension, smoking, cholesterol, triglycerides, and HDL-

cholesterol revealed that GBP were significantly associated with

presence of fatty liver (Odds Ratio (OR)=1.21, 95% Confidence

Interval (CI)=1.10-1.45). Adjusting for HOMA index had little effect

on this association (OR 1.21, 95% CI 1.01-1.46). In addition, analysis

additionally adjusted for CT-measured VAT and SAT showed that

GBP were still significantly associated with presence of fatty liver

(OR 1.25, 95% CI 1.04-1.51).

Conclusions: Fatty liver which is used as an ectopic regional fat

deposition was found to be closely associated with GBP indepen-

dently of known metabolic risk factors, insulin resistance, SAT, and

VAT, confirming a relevant clinical relationship between two

diseases.

PP35-005
Prevalence and Risk Factors of NAFLD among Native South Asian

Pakistani Patients with Type 2 Diabetes and Metabolic Syndrome

Amna Butt1, Saeed Hamid2, Zishan Haider3, Aatif Ahmad Khan4,

Mohammad Salih5, Jaweed Akhter6

1The Aga Khan University & Hospital; 2Aga Khan University
Hospital, Karachi, Pakistan; 3Aga Khan University Hospital,
Karachi, Pakistan; 4Aga Khan University Hospital, Karachi,
Pakistan; 5Aga Khan University Hospital, Karachi, Pakistan;
6Aga Khan University Hospital, Karachi, Pakistan

Background: Despite an increase in morbidity and mortality due to

diabetes(DM) and metabolic syndrome (MS) in South-Asia and

association with Non-alcoholic fatty liver disease(NAFLD) in other

parts of world, scanty data is available regarding NAFLD from

Pakistan.

Aims: To estimate the prevalence of NAFLD and to determine the

predicting factors associated with NAFLD among native South Asian

Pakistani patients with Type 2 DM & Metabolic Syndrome.

Methods: This was a prospective, cross-sectional study, conducted

during 2007–2010. Patients C18 years of age diagnosed to have type 2

DM and MS were enrolled. Patients who have liver disease due to HBV,

HCV, autoimmune and metabolic causes, taking hepatotoxic drugs or

alcohol were excluded. NCEP, ATP III Criteria for MS with the

exception of abdominal obesity (waist circumference[90 cm in men &

80 cm in women for Asian population) was used to define MS. Infor-

mation was collected about demographics, BMI (KG/m2), waist

circumference, components of MS, duration of DM, glycemic control

and ALT. Ultrasound liver was performed by an experienced sonologist

to identify NAFLD. Patients with elevated ALT were evaluated for

HBV, HCV infection and for autoimmune and metabolic liver disease.

Results: Out of 180 patients 163 were eligible. Mean age was 54.3±1.1

years & 87(54%) males. Overall prevalence of NAFLD was 72.4%.

Moreover, the NAFLD prevalence was higher among males

(51.3%vs.40.7%),patients with HTN(73.6%vs. 53.6%), dyslipidemia

(59.7%vs.53.65%) and obesity(70% vs. 49.1%). Mean ALT was

27.0±15.9IU/ml.ALT was higher above the normal limits in 15% cases

and was associated with severe fatty changes in liver. Older age(p 0.02),

obesity(p0.01),higher waist circumference(p0.03),longer duration of

DM(p0.01), dyslipidemia(0.04), poor glycemic control(p0.03) were the

factors significantly associated with NAFLD. Furthermore, prevalence

of NAFLD was increased with increasing components of MS.

Conclusions: The prevalence of NAFLD was high in this cohort of

South Asian Pakistani population with type 2 DM & MS. NAFLD

was strongly associated with MS.Increasing components of MS were

also found to be associated with higher risk of NAFLD.

PP35-006
Pentoxifylline versus placebo in nonalcoholic steatohepatitis: a meta-

analysis

Katherine Lei, Janus Ong, Elvie Razon-Gonzalez

Philippine General Hospital

Background: Studies have shown that tumor necrosis factor-alpha

(TNF-a) worsens insulin resistance and perpetuates hepatic inflam-

mation resulting in further liver damage among patients with

nonalcoholic steatohepatitis (NASH). Pentoxifylline inhibits TNF-a
and may be an effective treatment for NASH. This study compares the

efficacy of Pentoxifylline versus placebo in improving liver histology

and biochemical markers in patients with NASH.

Methods: We searched PUBMED, EMBASE, MEDLINE and

Cochrane for appropriate randomized controlled trials (RCT). Pri-

mary outcome is improvement of liver histology defined as reduction

in steatosis, inflammation and fibrosis. Secondary outcomes are

reduction in alanine aminotransferase (ALT) and aspartate amino-

transferase (AST). Three studies were included in the analysis. Two

independent reviewers appraised the studies. Dispute was settled by a

third reviewer. Data extraction an analysis was done using Review

Manager version 5.

Results: A total of 81 patients were analyzed. Pooled data showed

that there is a statistically significant improvement in steatosis with a

standard mean difference (SMD) of -1.11 (CI -1.60, -0.62;

p \ 0.00001), inflammation with a SMD -0.92 (CI -1.40, -0.44;

p = 0.0002) and fibrosis with a SMD -1.01 (CI -1.15, -0.53;

p \ 0.0001). Data also showed that there is a decrease in ALT with a

SMD -1.32 (CI -1.92, -0.72; p \ 0.0001) and AST with a SMD -

1.09 (CI: -1.67, -0.51; p = 0.0002).

Conclusions: Pentoxifylline improves histological features including

fibrosis and biochemical markers compared to placebo among

patients with NASH.

PP35-007
The correlation of plasma homocysteine level and liver diseases in

Taiwanese adult

Chien-Yuan Hung, Tsang-En Wang, Chuan-Chuan Liu, Kuang-Chun Hu,

Hui-Yun Cheng, Shou-Chuan Shih

Mackay Memorial Hospital

Background: An elevated plasma homocysteine level is well known

as the risk factor of cardiovascular disease and metabolic disorders.

The liver is the major organ of homocysteine metabolism. However,

there were a few studies discussed correlation of homocysteine and

liver disease in Asia. The aim of this study was to evaluate the

relationship of plasma homocysteine and non-alcohol-fatty-liver-dis-

ease (NAFLD), viral hepatitis and biliary disease in the population

who are undergoing health evaluation.

Methods: From Jan 2010 to Sep 2011, 316 persons were enrolled.

They received health evaluation with checking homocysteine. Viral

hepatitis markers, biochemical parameters and abdomen ultrasound

were reviewed. This population of NAFLD and without NAFLD was

divided by ultrasound. Fasting plasma homocysteine was measured in

competitive immunoassay method and compared with biochemical

parameters or ultrasound findings.

Results: 235 men and 81 female were enrolled with age 43.1±8.5 year-

old. 15.9% had chronic hepatitis B. Only 4 persons had hepatitis C.

More than 80% of fatty liver was mild. The homocysteine in NAFLD

(n=144) and Non-NAFLD (n=171) were 10.03±4.47lmol/L and

8.54±3.07lmol/L (p\0.01), and 9.26± 4.06lmol/L in HBsAg negative

and 8.97± 2.37lmol/L in HBsAg positive (p=0.63). The homocysteine

were not different in patients with or without gallbladder diseases

282 Hepatol Int (2012) 6:67–309

123



(stone/polyps). Overall, there were no correlations between homocys-

teine and cholesterol, triglyceride and transaminase levels.

Conclusions: The plasma homocysteine concentration is not only

associated with cardiovascular disease, but also significantly corre-

lation in the Taiwanese with NAFLD. However, the correlation could

not predict the level of transaminase and severity of inflammation.

Hyperhomocysteinemia may be one of indexes for NAFLD.

PP35-008
Improvement of Nonalcoholic Fatty Liver Disease after Bariatric Surgery

in Morbidly Obese Chinese Patients

Chi-Ming Tai1, Chih-Kun Huang2, Jau-Chung Hwang3, Chi-Yang Chang4,

Ming- Lung Yu5, Jaw-Town Lin6

1E- DA Hospital and I-Shou University, Kaohsiung; 2E- DA Hospital
and I-Shou University, Kaohsiung; 3E- DA Hospital and I-Shou
University, Kaohsiung; 4E- DA Hospital and I-Shou University,
Kaohsiung; 5Department of Internal Medicine, Kaohsiung Municipal
Ta-Tung Hospital, Kaohsiung Medical University Hospital,
Kaohsiung Medical University, Kaohsiung; 6E- DA Hospital and I-
Shou University, Kaohsiung

Background: Obesity is a risk factor for nonalcoholic fatty liver

disease (NAFLD), which appears to improve after weight loss

induced by bariatric surgery in Western countries. The present study

aims to determine the alterations of clinical measurements and liver

histology of NAFLD after bariatric surgery in morbidly obese Chi-

nese patients.

Methods: Between November 2006 and December 2007, twenty-four

patients who received intra-operative liver biopsy and follow-up liver

biopsy one year after surgery were enrolled. NAFLD activity score

(NAS) and fibrosis stage were histologically evaluated.

Results: The mean body mass index fell from 43.2 ±7.4 kg/m2 to

28.0 ±4.8 kg/m2 (P\0.001). Biochemical improvement was found in

serum levels of alanine aminotransferase and c-glutamyltransferase

(both P\0.001), but not aspartate aminotransferase (P=0.809). His-

tological improvement was noted in NAS (P\0.001) and individual

components, including steatosis (P \ 0.001), lobular inflammation

(P = 0.023) and ballooning degeneration (P = 0.003). Pre-operatively,

5 (20.8%), 13 (54.2%) and 6 (25%) patients were found to have NAS

35, 3 or 4 and 22, respectively. All patients had NAS 22 after sur-

gery. Fibrosis stage also showed significant improvement (P = 0.001).

Conclusions: Bariatric surgery can achieve a dramatic improvement

of NAFLD, both biochemically and histologically in morbidly obese

Chinese patients.

PP35-009
Prevalence of hepatic steatosis in inflammatory bowel disease

Tahiri Joutei Hassani Mohammed1, Jalal Yasmine2, Lahdami Fatima

Zohra3, Bellabah Ahmed4, Alaoui Rhimou5

1Ibn Rochd University Hospital Center, 2Ibn Rochd University
Hospital Center, 3Ibn Rochd Hospital Center, 4Ibn Rochd Hospital
Center, 5Ibn Rochd Hospital Center

Background: hepatic steatosis is the most frequently liver abnor-

malities associated with inflammatory bowel disease (IBD). It is

usually asymptomatic and causes little change in liver function tests.

The aim of our work is to study the prevalence and the clinical factors

of steatosis in IBD.

Methods: We conducted a retrospective study during a period of 7 years

(January 2005–July 2011) collecting all patients followed for IBD and

having an abdominal ultrasound in gastroenterology department of IBN

ROCHD university hospital center of CASABLANACA.

Epidemiological and clinical factors of patients were analyzed (age, sex,

duration of the IBD, extent of IBD and type of treatment). The diagnosis

of hepatic steatosis was retained on abdominal ultrasounds data.

Results: Among 199 patients included, the abdominal ultrasound

found a hepatic steatosis in 23 cases (11.5%). These were 16 cases of

Crohn’s disease (CD) and 7 cases of ulcerative colitis (UC). The

average age of our patients was 37.7 years (19–60 years) with a sex

ratio F/M of 2.28. The mean body mass index of our patients was

20.9 kg/m2. Hepatic steatosis was asymptomatic in all patients.

Incidence of hepatic steatosis in the UC and the CD was not signif-

icantly different. The associated Factors to presence of steatosis, were

treatment based on corticosteroids and female gender.

Conclusions: incidence of hepatic steatosis in IBD is related to

female gender and treatment by corticosteroids. Despite the fact that

steatosis is usually asymptomatic; further studies are needed to assess

the impact of steatosis on morbidity and mortality

PP35-010
Echographic prevalence of hepatic steatosis in Moroccan hospitalized

patients

Tahiri Mohammed1, Lahdami Fatima Zohra2, Bellabah Ahmed3, Alaoui

Rhimou4

1IBN Rochd Hospital, 2Ibn Rochd University Hospital Center, 3Ibn
Rochd University Hospital Center, 4Ibn Rochd University Hospital
Center

Background: Steatosis is the accumulation of lipids within hepato-

cytes. Its incidence is increasing in industrialized countries due to the

increasing prevalence of diabetes and obesity. It is one of the most

frequent reasons for consultation in hepatology. The aim of this study

is to determine the Echographic prevalence of hepatic steatosis in

Moroccan hospitalized patients.

Methods: we conducted a retrospective study during a period of

7 years (from January 2005 to July 2011) including all patients hos-

pitalized in Moroccan hospitalized patients having an abdominal

ultrasound. The diagnosis of hepatic steatosis was based on abdom-

inal ultrasound data.

Results: Among 3,292 cases, abdominal ultrasound found a hepatic

steatosis in 79 cases (2.4%). The average age of our patients was

44.4 years (15–73 years) with a sex ratio F/M of 2.4. 16 patients

(20.5%) were diabetic and 11 patients (13.9%) were alcoholics.

Hepatic steatosis was asymptomatic in all patients. The mean body

mass index of our patients was 23.07 kg m2. Three patients had

positive HCV serology (3.8%).8 patients (10.1%) had a elevated

transaminases, 10 patients (12.6%) hypertriglyceridemia and 12

patients (15.2%) hypercholesterolemia.

Conclusions: liver ultrasound is widely used in clinical practice for

diagnosis of steatosis. However, it does not allow to quantify steatosis

and to detect mild steatosis below 30%. Prospective studies using more

sensitive tests for the detection of steatosis are needed in our context.

PP35-011
The influence of pioglitazone on the plasma amino acids profile in patients

with nonalcoholic steatohepatitis (NASH)

Eiji Kakazu, Yoshiyuki Ueno, Yasuteru Kondo, Masashi Ninomiya,

Osamu Kimura, Tooru Shimosegawa

Tohoku University Hospital

Background: Several studies reported that the PPAR gamma ligand,

pioglitazone enhance branched-chain amino acids (BCAAs) degra-

dation in adipose tissue. We investigated the effects of pioglitazone in

nonalcoholic steatohepatitis (NASH) patients regarding the plasma

amino acids profile with a prospective study.

Methods: We randomized 25 histologically proven NASH patients

(with impaired glucose tolerance or type 2 diabetes mellitus) to diet

treatment only or diet treatment plus pioglitazone (15 mg/day). We

investigated the biological data and measured the 41 plasma amino acids

by high-performance liquid chromatography (HPLC) for 24 months.

Results: We recruited 24 patients in two groups (diet plus pioglit-

azone group: n = 11, diet only group: n = 13). There were no

significant differences in clinical backgrounds between the two
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groups. After 24 months, compared with the diet only group, piog-

litazone therapy was associated with an increase of body weight

(mean change, -1.25 vs. +4.1 kg; P = 0.041) and decrease of ALT

levels (4.3 vs. -37.7 IU/L; P = 0.039), HbA1c (0.37 vs. -0.21%;

P = 0.035) and high-sensitive CRP (-0.03 vs. -0.10 mg/dL;

P = 0.17). Regarding the plasma amino acids profile, BCAAs were

significantly reduced in patients treated with pioglitazone compared

with those in the diet only group (-111 vs. 25 nmol/mL; P = 0.048),

but other amino acids did not show change in the two groups.

Conclusions: Pioglitazone therapy over a 24-months period in NASH

subjects significantly reduced plasma BCAAs level and the degradation

was related to the improvement of the serum transaminase levels.

PP35-012
Hepatic steatosis following pancreaticoduodenectomy or total pancreatec-

tomy

Nobuyuki Takemura1, Akio Saiura2, Rintaro Koga3, Ryuji Yoshioka4,

YoshihiroOno5, Jyunichi Arita6, Jyunji Yamamoto7, Toshiharu

Yamaguchi8

1Cancer Institute Ariake Hospital, Japanese Foundation for Cancer
Research, 2Cancer Institute Ariake Hospital, Japanese Foundation
for Cancer Research, 3Cancer Institute Ariake Hospital, Japanese
Foundation for Cancer Research, 4Cancer Institute Ariake Hospital,
Japanese Foundation for Cancer Research, 5Cancer Institute Ariake
Hospital, Japanese Foundation for Cancer Research, 6Cancer
Institute Ariake Hospital, Japanese Foundation for Cancer Research,
7National Defense Medical College, 8Cancer Institute Ariake
Hospital, Japanese Foundation for Cancer Research

Background: Hepatic steatosis develops occasionally after pancrea-

ticoduodenectomy, however the rate of incidence and the optimal

treatment remain unclear.

Methods: From March 2005 to March 2009, 219 patients underwent

pancreaticoduodenectomy (PD) (n = 215) or total pancreatectomy

(TP) (n = 4) in our institution. Of these patients, 201 (PD; n = 197,

TP; n = 4) were included in this study and were followed up in our

out-patient clinic with periodic computed tomography (CT). Nineteen

patients who did not have regular imaging checkups were excluded.

Hepatic steatosis was confirmed by plane CT (a liver-to-spleen

attenuation ratio less than 0.9). The incidence and risk factors for

hepatic steatosis were investigated, and disease course with or without

adequate treatment for hepatic steatosis were analyzed.

Results: Fifty-eight of the 201 patients in our study developed hepatic

steatosis (29%). Once hepatic steatosis had been confirmed, digestive

enzyme pharmacotherapy was increased. Of 26 patients with hepatic

steatosis and without cancer recurrence, 19 patients received single to

triple doses of digestive enzyme pharmacotherapy (group A), other

six patients received four to sixfold doses of this treatment (group B),

and the other one did not receive any digestive enzyme pharmaco-

therapy (group C). Only two of the 19 cases (11%) showed

improvement in group A, meanwhile four of the six cases (67%)

improved in group B. The one patient of group C died due to severe

hepatic steatosis and subsequent hepatic failure.

Conclusions: Hepatic steatosis occasionally appears after PD or TP.

Massive dose of digestive enzyme pharmacotherapy may improve this

condition.

PP35-013
Nonalcoholic Fatty Liver Disease is an Independent Predictor for

Identifying Patients with Insulin Resistance in Nonobese Nondiabetic

Middle-Aged Asian Adults

Dong Hyun Sinn, Geum-Youn Gwak, Yang Won Min, So Young Bae,

Yong- Han Paik, Moon Seok Choi, Joon Hyeok Lee, Kwang Cheol Koh,

Seung Woon Paik, Byung Chul Yoo

Samsung Medical Center, Sungkyunkwan University, School
of Medicline

Background: We assessed the association among nonalcoholic fatty

liver disease (NAFLD), metabolic syndrome (MetS), and insulin resis-

tance (IR) in nonobese, nondiabetic middle-aged adults, to find out

whether NAFLD is independently associated with IR in these population.

Methods: A total of 5,878 nonobese (body mass index, C18.5 and\
25), nondiabetic individuals were analyzed. Insulin resistance (IR)

was estimated with the homeostasis model assessment index

(HOMA2-IR) and defined when HOMA2-IR C 1.5. MetS was defined

by the Adult Treatment Panel III (ATP III) criteria.

Results: The increase in the prevalence of NAFLD closely followed

the increase in the number of metabolic components diagnosed

according to the ATP III criteria (15.2%, 28.5%, 48.0%, 65.7% 71.4%

and 100% for 0, 1, 2, 3, 4 and 5 metabolic components, respectively, p

\ 0.001). NAFLD showed a significantly higher odds ratio (OR) for

IR regardless of the number of metabolic components (OR (95%

confidence interval) of 3.48 (2.45 – 4.94), 3.63 (2.74 – 4.82), 3.19

(2.29 – 4.44) and 2.43 (1.43 – 3.81) for 0, 1, 2, andC3 metabolic

components, respectively, p \ 0.001 for all values). MetS showed a

low sensitivity (0.22) for the identification of individuals with IR, and

either US-NAFLD alone (0.60) or US-NAFLD with MetS (0.66)

improved sensitivity with acceptable tradeoff in specificity.

Conclusions: NAFLD was an independent predictor for IR irrespec-

tive of the number of metabolic components of MetS in the nonobese,

nondiabetic middle aged Asian adults. NAFLD could identify indi-

viduals with IR that cannot be identified by MetS in this population.

PP35-014
Analysis of TNF-a promoter polymorphism in children with non- alcoholic

fatty liver disease

Kim Soon Chul, Yang Hye Ran, Ko Jae Sung, Seo Jeong Kee

Seoul National University Childrens Hospital

Background: Tumor necrosis factor-a(TNF-a) polymorphism has

been suggested to play an important role in the pathogenesis of non-

alcoholic fatty liver disease (NAFLD) in obese adults, and known to

be a mediator of insulin resistance. In this study, we evaluated the role

of TNF-a promoter polymorphisms and insulin resistance in the

development of NAFLD in obese children.

Methods: A total of 111 obese children (M:F = 74:37; mean age, 11.1

±2.0 yrs) were included. The children were divided into 3 groups:

controls (group I, n = 61), children with simple steatosis (group II, n =

17), and children with non-alcoholic steatohepatitis (group III, n =

33). Serum TNF-a level, homeostasis model of assessment-insulin

resistance (HOMA-IR), and TNF-a -308 and -238 polymorphisms

were evaluated.

Results: There were no differences in polymorphism at the -308 or

the -238 loci between group I and group II + III (P = 0.134 & P =

0.133). The medians of HOMA-IR were significantly different

between group I and group II + III (P = 0.001), with significant

difference between group II and group III (P = 0.007). No difference

was observed in the HOMA-IR among the genotypes at the -308 locus

(P = 0.061) or the -238 locus (P = 0.207) in obese children.

Conclusions: TNF-a promoter polymorphisms at the -308 and -238

loci were not significantly associated with the development of

NAFLD in children; nevertheless, insulin resistance might be related

to the pathogenesis of NAFLD in obese children.

PP35-015
Differences of metabolic profile between simple fatty liver and steatosis

with elevated ALT

Hsin-Wen Lai, Yu-Min Lin, Yu-Hung Chen, Chou-Sheng Liao,

Kou-Ching Yang

GEST

Background: NAFLD comprises a spectrum of liver pathology. We

aimed to understand the metabolic factors altered between simple

fatty liver and NASH.
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Methods: We enrolled 3769 individuals for health check-up from

February 2009 to January 2010. Participants with positive HBsAg,

anti-HCV, history of alcohol consumption or normal sonographic

findings were excluded. The difference in age, gender, smoking,

abdominal girdle, BMI, blood pressure, serum levels of fasting glu-

cose, lipids, gamma-glutamyl transferase (GGT) and uric acid were

analyzed between individuals with simple fatty liver and NASH

(defined as sonographic fatty liver with increased serum alanine

aminotransferase level). Categorical variables including: gender, age,

smoking, and metabolic profile (defined according to ATP III).

Results: A total of 916 subjects were included as a NAFLD cohort.

Comparing to those with simple fatty liver (n=770), participants with

NASH (n=146) had higher serum levels of fasting sugar, TG, GGT

and uric acid; lower serum level of HDL-C (all p \ 0.05). Multiple

logistic regression analysis revealed male gender (ORG3.2, 95%

CIJ2.0-5.1, p \ 0.001), hypertriglyceridemia (ORG1.8, 95% CIJ1.2-

2.7, p = 0.008), and elevated serum GGT (ORG4.2, 95% CIJ2.5-7.3, p

\ 0.001) were significantly associated with NASH.

Conclusions: Among the NAFLD cohort, male gender, hypertri-

glyceridemia and elevated serum GGT are independently associated

with an increased incidence of NASH. These results may contribute to

a better understanding of the natural history of NAFLD and may help

to develop novel strategies for managing NASH.

PP35-016
Metabolic syndrome influences the histological severity of nonalcoholic

fatty liver disease in Japan: a multicenter large retrospective study.

Takashi Nakahara, Hideyuki Hyogo, Norifumi Kawada, Masato Yoneda,

Yuichiro Eguchi, Masafumi Ono, Kazuma Fujimoto, Toshiji Saibara,

Yoshio Sumida, Kazuaki Chayama

Graduate School of Biomedical Sciences, Hiroshima University

Background: The prevalence of nonalcoholic fatty liver disease

(NAFLD) and metabolic syndrome have been increasing in Japan as

in Western countries. The magnitude of metabolic risk, however, has

not been investigated in patients with NAFLD in Japan. We therefore

examined the association between metabolic syndrome and the his-

tological severity of NAFLD.

Methods: Consecutive 1,266 biopsy-proven NAFLD patients were

enrolled between 2004 and 2011 from a multicenter large retrospec-

tive study. The complication rate of metabolic factors and its relation

to histological findings of NAFLD were investigated.

Results: The distribution of NAFLD showed no significant differ-

ences with age in males, but that increased with age in females.

Fibrosis stages were F0/1/2/3/4;26.9/29.8/23.8/17.0/2.4% in males,

13.3/33.6/28.4/19.2/5.5% in females. Dyslipidemia was present in

71.3% (hypertriglyceridemia; 47.8%, increased LDL cholesterol;

38.3%, decreased HDL cholesterol; 19.0%). Hypertension was pres-

ent in 37.7%, diabetes in 45.3%, and impaired glucose tolerance in

25.9%. Fibrosis stage was increased with age both in males and

females, especially in postmenopausal females. BMI was positively

correlated with the severity of fibrosis stage. Deterioration of glucose

metabolism was positively correlated with the severity of fibrosis

stage and this was prominent in females. Dyslipidemia and hyper-

tension did not show any relation to the fibrosis stage.

Conclusions: Metabolic factors, particularly, obesity and impaired

glucose metabolism are significant risk factors for the progression of

fibrosis in NAFLD. These results suggest that metabolic factors

should be properly treated to prevent the fibrosis progression as well

as to prevent cardiovascular events.

PP35-017
Nonalcoholic steatohepatitis (NASH) in patients with obesity.

Natalia Topilskaya, Boris Kaganov

Russian

Background: NASH is a stage of non-alcoholic fatty liver disease

(NAFLD) and its progressing can lead to hepatic fibrosis and cirrhosis.

Development of NAFLD is closely connected with obesity. The aim of

this study was to evaluate the prevalence of NASH among obese patients.

Methods: 429 patients (198 men and 231 women) aged 49±6.72

years with obesity (BMI=36±3.21) were enrolled to the study.

Anthropometry measurements, HOMA-IR, ALT, AST measurement

were performed to all patients. Viral, autoimmune and toxic etiologies

of liver disease (including alcohol abuse and intake of drugs) were

exclusion criteria. Diagnosis of NASH was based on the results of

liver biopsy. Main anthropometric features and laboratory tests were

compared in groups of patients with and without steatohepatitis.

Results: Among examined obese patients NAFLD was found in 395

patients (92.07%) with obesity, NASH was confirmed in 111 patients

(25.8%), liver cirrhosis was diagnosed in 2 patients (0.5%). Differ-

ences in main studied parameters in groups of patients with and

without steatohepatitis are shown in the Table 1.

Conclusions: NAFLD was diagnosed in 92% of patients with obesity,

with NASH confirmed in 26% and liver cirrhosis in 0.5% of all

patients with obesity. Main criteria of diagnosis between NASH and

NAFLD were ALT, AST and HOMA-IR.

PP35-018
Transient elastography in the Indian patients with non-alcoholic fatty liver

disease: diagnostic performance and clinicopathological correlation

Ramesh Kumar, Archana Rastogi, Manoj Sharma, Vikram Bhatia, Pankaj

Tyagi, Praveen Sharma, Hitendra Garg, Chandan Kumar, Chhagan

Bihari, Shiv Sarin

Institute of Liver and Biliary Sciences

Background: The performance of liver stiffness measure (LSM) in the

assessment ofdisease severityofnon-alcoholic fatty liverdisease (NAFLD) in

Indian patients is not known. The present study evaluated this aspect.

Methods: 307 subjects (120 biopsy proven NAFLD, 85 NAFLD

cirrhosis, and 102 healthy controls) were studied.

Results: In NAFLD patients, LSM revealed a progressive increase

with increasing fibrosis (p \ 0.0001), and a significant correlation

(r = 0.68, p \ 0.001); however, the differences between stages F1

and F2 was not significant (p = 0.07). The LSM in NAFLD without

fibrosis were similar to that of healthy controls (p = 0.37). When

adjusted for degree of fibrosis, LSM was not influenced by body mass

Table 1 Differences in main studied parameters in groups of patients

with and without steatohepatitis

Studied parameters Simple steatosis NASH P

BMI 34.25 ± 5.21 33.16 ± 1,24 0.732

Waist circumference 136 ± 8.4 128 ± 6.7 0.581

ALT 21.7 ± 6.3 123.5 ± 15.2 0.031

AST 22.3 ± 4.2 84.6 ± 19.2 0.024

Glucose 5.9 ± 2.81 6.1 ± 3.15 0.614

HOMA-IR 2.66 ± 1.98 7.42 ± 4.21 0.042
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index, serum transaminases, and NAFLD activity scores. The areas

under receiver-operating characteristics curve of LSM for fibrosis.

Conclusions: LSM can be a good non-invasive tool for assessment of

disease severity in Indian patients with different spectrum NAFLD.

PP35-019
The Role of Endotoxin and Nitric Oxide in Diagnosing of Nonalcoholic

Fatty Liver Disease (NAFLD)

Elizaveta Cherkashova1, Leonid Lazebnik2, Larisa Zvenigorodskaja3,

Tamara Nilova4, Sergey Kchomeriki5

Central Scientific Research Institute of Gastroenterology, Moscow,
Russia

Background: To find the importance of endotoxin and nitric oxide in

diagnosing of NAFLD.

Methods: 108 patients were examined (with NAFLD, who did not

receive hepatotoxic therapy, colon sanitization, pre- or probiotics

during 3 months before research, without organic pathology of colon,

secondary obesity or another hepatitis). They were examined for

parameters of liver function, endotoxin and nitric oxide (NO) in

blood, biopsy of liver (including evaluation of index of steatosis (IS)

and index of histological activity (IHA)). Patients have been divided

into 2 groups: 1)steatosis; 2)steatohepatitis.

Results: All patients had increased level of endotoxin (0,37±0,01)

and nitric oxide (72,25±2,22) in blood. The correlation between

biochemical parameters of liver function with endotoxin and NO was:

AST/endotoxin r=0.34; GGTP/endotoxin r=0.88; AST/NO r=0.34;

GGTP/NO r=0.88;

Conclusions: 1)Endotoxin and NO may be used in diagnosing of

NAFLD. 2)Increase of level of endotoxin and NO in blood in patients

with NAFLD is associated with progression of inflammation in liver.

Thereby blood analysis for endotoxin and NO can be used in diag-

nosing of NAFLD progression. 3)We also can judge about

effectiveness of treatment of NAFLD by the level of endotoxin and

NO in blood.

PP35-020
Prevalence of NAFLD in patients with metabolic syndrome in a tertiary

care hospital in Bangladesh

MD. RAHMAN, Mohammad Mahbubur Rahman Khan, Mohd. Harun-or-

Rashid, Mir Mahfujul Haque Chowdhury, Md. Abdul Alim, Md. Hasan

Tarik, Md. Zahirul Haque, ABM Saiful Alam, ARM Saifuddin Ekram

Rajshahi Medical College, Bangladesh

Background: The insulin resistance is often considered the link

between metabolic disturbances and Non Alcoholic Fatty Liver Dis-

ease (NAFLD). NAFLD is associated with significant metabolic

disturbances. NAFLD frequently associated with many features of the

metabolic syndrome and now considered the hepatic manifestation of

metabolic syndrome. The aim of this study was to determine the

prevalence of NAFLD in patients with metabolic syndrome.

Methods: This was a hospital based study done on 334 patients. The

presence of fatty liver was determined by ultrasonography. A clinical

and biochemical examination was carried out and the prevalence of

the metabolic syndrome was defined according to the Adult Treat-

ment Panel (NCEP-ATP III).

Results: Among 334 patients 91 (27.2%) of subjects aged

Conclusions: NAFLD in patients with metabolic syndrome was

common in Bangladesh and more commonly seen in women than in

men.

PP35-021
Prevalence of NAFLD and metabolic syndrome in apparently healthy

subjects in Bangladesh

Mohammad Khan, Mohd. Harun-or-Rashid, Md. Khalilur Rahman, Md.

Abdul Alim, Md. Zahirul Haque, Md. Hasan Tarik, Mir Mahfujul Haque

Chowdhury, Md. Azizul Haque, ARM Saifuddin Ekram

Rajshahi Medical College, Rajshahi, Bangladesh

Background: Non Alcoholic Fatty Liver Disease (NAFLD) is asso-

ciated with metabolic disturbances. The insulin resistance is often

considered the link between metabolic disturbances and NAFLD.

NAFLD frequently associated with many features of the metabolic

syndrome and now considered the hepatic manifestation of metabolic

syndrome. The aim of this study was to determine the prevalence of

NAFLD and metabolic syndrome in apparently healthy subjects.

Methods: This was a hospital based study on 2,410 apparently healthy

subjects and reviewed. The presence of fatty liver was determined by

ultrasonography. A clinical and biochemical examination was carried

out and the prevalence of the metabolic syndrome were defined

according to the Adult Treatment Panel (NCEP-ATP III).

Results: Among 2,410 studied subjects 390 (16.18%) patients with

NAFLD were detected. The mean age was 41.13 ± 7.45 years. The

NAFLD was more commonly seen in women than in men (29.8 vs.

19.5%, P \ 0.05). The prevalence of metabolic syndrome was 27.2%.

The metabolic syndrome was more commonly seen in women than in

men (32.4 vs. 21.7%, P \ 0.05). Overall frequencies of components

of the metabolic syndrome were in the order of abdominal obesity

(97.8%) [ low high density lipoprotein (83.5%) [ hypertension

(71.4%) [ triglycerides (67%) [ fasting plasma glucose (44%).

Conclusions: NAFLD and metabolic syndrome were common among

apparently healthy subjects. Abdominal obesity and dyslipidemia

were the main associated factors to NAFLD and metabolic syndrome.

PP35-022
The clinical message of fatty liver detected by ultrasonography on medical

checkup of non-obese.

Yusuke Imai1, Atsushi Hiraoka2, Yukou Shimizu3, Satoshi Hidaka4, Aki

Hasebe5, Yasunao Miyamoto6, Tomoyuki Ninomiya7, Hisaka Minami8,

Hiroaki Miyaoka9, Kojiro Michitaka10

1 Ehime Prefectural Central Hospital,Gastoroenterology center;
2 Ehime Prefectural Central Hospital,Gastoroenterology center;
3 Ehime Prefectural Central Hospital,Gastoroenterology center;
4 Ehime Prefectural Central Hospital,Gastoroenterology center;
5 Ehime Prefectural Central Hospital,Gastoroenterology center;
6 Ehime Prefectural Central Hospital,Gastoroenterology center;
7 Ehime Prefectural Central Hospital,Gastoroenterology center;
8 Ehime Prefectural Niihama Hospital,Depertment of internal
medicine; 9 Saiseikai Matsuyama Hospital, Depertment of internal
medicine; 10 Ehime Prefectural Central Hospital,Gastoroenterology
center

Background: Metabolic syndrome (MetS) has become big issue in

Japan. Fatty liver (FL) is one form of visceral fat. We invastigated the

clinical features of FL detected by ultrasonography (US) on medical

checkup in non-obese.

Methods: From 2008 to 2010, 2192 had a medical checkup. After

exclusion of regular drinking of alcohol and obese (BMIC25), 1203

were enrolled (male: 737, female: 466) and devided into 2 groups

(with and without FL). Biological and lipid examinations, fasting

blood sugar, hemoglobin A1c, insulin, HOMA-IR, blood pressure

(BP), BMI, waist circumference (WC), and medical interviews. We

evaluated clinical backgrounds of non-obese with FL.
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Results: Average age of male and female were 54.2.7 and 53.60.1

years old. Non-obese with FL were 38.4% in male (283/737) and

22.9% in female (102/466). In each gender, BP, triglyceride and

HOMA-IR were significantly larger in subjects with FL than that

without FL (male: 124/79vs.121/76mmHg, 163.8vs.109.2mg/dL,

2.0vs.1.3, and female: 121/73vs.115/70mmHg, 120.8vs.81.9mg/dL,

1.8vs.1.3, respectively). Furthermore, in non-obese excluded over

WC (maleC85cm, femaleC90cm), 30.5% of male (158/518), and

18.6% of female (82/440) had FL, and they showed larger levels of

diastolic BP, triglyceride and HOMA-IR than that without FL (male:

78vs.75mmHg, 161.5vs.105.5, 1.9vs.1.3 and female: 74vs71mmHg,

120.9 vs. 81.9, 1.8vs.1.3, respectively). In both sex, subjects with FL

had body weight gain over 10kg compared to each 20 years old.

Conclusions: In non-obese, FL showed tendency indicative of insulin

resistance. In these subjects, intervention to the lifestyles should be

considered to prevent for progression to MetS.

PP35-023
Current situation of research on metabolic syndrome including non

alcoholic fatty liver disease in Korea

Kang Kim, Byung Su Kim, Hyun Il Mun, Yong Kook Lee, Jeong Bae Park,

Jeong Ill Suh

Dongguk University, College of Medicine

Background: Metabolic syndrome is a cluster of obesity, insulin

resistance, and dyslipidemia, hypertension and so on. NAFLD is a

spectrum of liver condition characterized by fat accumulation and/or

inflammation in liver and believed as one of the phenotype of met-

abolic syndrome. We try to know the current situation of research on

metabolic syndrome including NAFLD in Korea.

Methods: We searched theses by on-line; kiss.kstudy.com, korea-

med.org. Key word was Metabolic syndrome. Totally 548 theses were

researched. We divided theses into several small groups according to

society and theme.

Results: According to society, 548 theses were composed of 406, 21,

3, 35, 80 theses by medical, nursing, oriental medicine, food and

nutrition, gymnastics society. According to theme, 548 theses were

composed of 86, 176, 153, 17, 113 theses about epidemiology, lab-

oratory facts, related disease, drug medication, life style modification.

In addition, 406 theses by medical society were divided into 71, 152,

139, 17 (4%), 25 (6%) theses about epidemiology, laboratory results,

related disease, drug medication, life style modification.

Conclusions: Most of theses were printed by medical society were

things about epidemiology, laboratory results, related disease. Theses

about treatment were just 10% and theses about life style modification

that was the best option of treatment were just 6%. Gymnastics society

and food and nutrition society have theses about life style modification

more than medical society (80 vs. 25, 70 vs. 6%). It means that korean

hepatologist have little scant regard about treatment and will have to

pay attention to not only basic research, but also treatment.

PP35-024
Prevalence of fatty liver disease in one university staffs in Mainland

China: Results of routine physical examinations in 2010

Zhaolan Liu1, Zai-jian Wang2, Xiao-hua Pei3, Ying-yi Fan4, Jian-ping Liu5

1 Center for Evidence-Based Chinese Medicine, Beijing University
of Chinese Medicine; 2 Third Affiliated Hospital, Beijing University
of Chinese Medicine; 3 Third Affiliated Hospital, Beijing University
of Chinese Medicine; 4 Third Affiliated Hospital, Beijing University
of Chinese Medicine; 5 Center for Evidence-Based Chinese Medicine,
Beijing University of Chinese Medicine

Background: Fatty liver disease (FLD) becomes prevalent in eco-

nomic transition countries such as China. FLD occurs in people with

excessive alcohol intake, obese, metabolic syndrome or complicated

with chronic viral hepatitis. Most patients with FLD are asymptomatic

and detected by physical examinations. This study is to investigate the

prevalence of FLD in a specific professional population.

Methods: Staffs in one university in Beijing, China were screened via

B ultrasound during a routine physical examination in October, 2010

in a hospital. FLD was detected by B ultrasound results. A ques-

tionnaire was designed to extract the following data: (1) demographic

data such as age, gender, weight, and body height; (2) health infor-

mation: FLD, blood lipids collected from the examination results.

Data was inputted using EpiData and analyzed by SPSS.

Results: 1296 staffs were required to undertake the yearly routine

examinations and 948 (73.1%) of them completed. Mean age of the

948 subjects was 43.74±9.31 years, and 411 (43.4%) were male. The

detection rate of FLD was 25.8% (245 of 948), 29.9% (123/411) in

males and 22.7% (122/711) in females (x2 ¼ 6:312, P=0.012). The

detection rate of FLD (36.5%) in subjects with abnormal lipid levels

(abnormal TC, TG or LDL-C) was higher than that (14.7%) in sub-

jects with normal lipid levels (x2 ¼ 58:782, P\0.001). The

prevalence of FLD was significantly related with abnormal lipid

levels adjusted by gender, OR=3.42, 95%CI: 2.49-4.71.

Conclusions: The prevalence of FLD in university staffs is quite

high, and risk factors needs to be investigated in future and relevant

strategy should be developed towards blood lipid control and life style

change.

PP35-025
A new non-invasive method for the quantification of hepatic steatosis

in NAFLD by acoustic structure quantification (ASQ) from ultrasound

echo amplitude.

Mio Onodera, Hidekatsu Kuroda, Yuriko Mikami, Takayoshi Oikawa, Kei

Sawara, Kanta Oikawa, Yasuhiro Takikawa, Kazuyuki Suzuki

Iwate Medical University

Background: A quantitative and non-invasive diagnostic method for

the ultrasound diagnosis of non-alcoholic fatty liver disease (NAFLD)

is desirable. In this study, Acoustical Structure Quantification (ASQ)

mode and its analysis parameter called focal disturbance ratio

(FD-Ratio) was investigated as a possible means of quantifying

hepatic steatosis in NAFLD.

Methods: Analysis was performed for 20 patients with simple stea-

tosis (SS), 10 patients with non-alcoholic steatohepatitis (NASH) and

20 healthy controls (Controls). They underwent liver biopsy,

abdominal CT exam, abdominal ultrasonic exam and enrolled in this

study between October 2010 and March 2011. Ultrasound scanner

used was an AplioXG (Toshiba Medical Systems, Japan) combined

with a 3.75 MHz linear transducer. In those cases, we could compare

ultrasound findings, histopathological findings and CT findings (CT

number; CTN). The hepatic fat droplet area and size were measured

using the Image-J software package (NIH, USA).

Results: Mean FD-Ratio was 0.03±0.02, 0.10± 0.12 and 0.26 ± 0.08

in the SS, NASH and control groups, respectively. FD-Ratio was

significantly different in the SS and NASH than in the control groups

(p\0.01). Mean FD-Ratio in each stage of fibrosis was 0.015± 0.05 in

Stage 1 (n=20), 0.06 ±0.02 in Stage 2 (n=5), 0.09±0.02 in Stage 3

(n=3), 0.58±0.31 in Stage 4 (n=2). FD-Ratio was significantly higher

in Stage4 than the other groups. FD-Ratio was negatively correlated

significantly with fatty area of the liver (r=-0.75. p\0.01). FD-Ratio

was positively correlated significantly with CTN (c=0.53. p\0.01).

Conclusions: The results suggest that ASQ is useful for evaluating

the tissue characteristics of the hepatic steatosis.
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PP35-026
Waist circumference, BMI, uric acid, blood sugar and triglyceride are

important risk factors for abnormal liver function tests in Taiwanese

Meng-Hsuan Hsieh1, Nai-Jen Hou2, Ming-Yen Hsieh3, Wen-Yi Lin4,

Jeng-Fu Yang5, Jee-Fu Huang6, Chia-Yen Dai7, Wan-Long Chuang8,

Ming-Lung Yu9

1Kaohsiung Medical University Chung-ho Memiroal Hospital,
2Kaohsiung Municipal Hsiao-Kang Hospital, 3Kaohsiung Municipal
Ta-Tung Hospital; 4Kaohsiung Municipal Hsiao-Kang Hospital,
5Kaohsiung Medical University Hospital, 6Kaohsiung Municipal
Hsiao-Kang Hospital, 7Kaohsiung Medical University Hospital,
8Kaohsiung Medical University Hospital, 9Kaohsiung Municipal Ta-
Tung Hospital

Background: Previous studies have found that metabolic syndrome

and uric acid level are related to abnormal liver function test result.

The aim of this study was to explore the association of blood pressure,

blood sugar, total cholesterol, triglyceride, uric acid, waist circum-

ference and BMI measurements with AST and ALT in a Taiwanese

population. In total, 11,411 Taiwanese adults were enrolled in this

study

Methods: Blood pressure was assessed under the JNC 7 criteria,

fasting blood sugar level under the Bureau of Health Promotion,

D.O.H., R.O.C criteria, total cholesterol and triglyceride levels under

the NCEP-ATP III criteria, body mass index (BMI) under the Asia–

Pacific criteria, and waist circumference under the Revised Diagnostic

Criteria of Metabolic Syndrome in Taiwan

Results: The prevalences of past history of hypertension and diabetes

mellitus were 17.7 and 6.5%, and the rates of abnormal measurements

of blood pressure, BMI, waist circumference, fasting blood sugar,

triglyceride, total cholesterol, uric acid (male/female), AST and ALT

were 76.2, 67.6, 40.0, 28.6, 30.6, 57.3, 37.9/21.9, 14.6 and 21.3%,

respectively. Multivariate analysis showed that waist circumference

and BMI, uric acid, blood sugar and triglyceride levels are related to

abnormal AST and ALT (p \ 0.05), but odds ratio of waist circum-

ference was larger than BMI.

Conclusions: Waist circumference and BMI, uric acid, blood sugar

and triglyceride levels are important risk factors for abnormal AST

and ALT in Taiwanese adults. Waist circumference might be a better

indicator of risk of abnormal liver function than BMI.

PP35-027
Prevalence of Nonalcoholic Fatty Liver Disease and Its Influence on Age

and Sex: Hospital Based Study

Hui-Yun Cheng, Shou-Chuan Shih, Horng-Yuan Wang, Wen-Hsiung

Chang, Shee- Chan Lin, Cheng-Hsin Chu, Tsang-En Wang

Department of Internal Medicine, Mackay Memorial Hospital, Taipei,
Taiwan

Background: Nonalcoholic Fatty Liver Disease (NAFLD) may affect

people of any age and has been described in most racial groups, in

general, increasing age is associated with increasing prevalence of

NAFLD.

To determine the prevalence of fatty liver and its influence on age and

sex.

Methods: The study was performed in 8350 alcohol and virus-

negative subjects underwent routine physical check-up at the health

evaluation centre of Mackay Memorial Hospital, from February 2004

to May 2009. They underwent clinical examination, anthropometry,

biochemical tests and routine liver ultrasonography.

Results: The overall prevalence of fatty liver was 34.40% with the

prevalence of fatty liver being significantly higher in males than in

females (22.34 vs. 12.06%, P = 0.015). The total prevalence of fatty

liver increased with age and the peak prevalence (46.7%) was reached

at the ages of[70 years. The peak prevalence in males was reached

between the ages of 40-49 years, whereas in females between the

ages of 60-69 years. The prevalence of fatty liver was significantly

higher in males than in females before age 50 years, but was signif-

icantly higher in females than in males after age 50 years.

Conclusions: There is a high prevalence of fatty liver among the

elderly population. The pathogenesis of male predominance in

NAFLD may include more common accumulation of visceral fat and

much closer association between deep subcutaneous adipose tissue

and insulin resistance. Estrogen is speculated to be able to suppress

visceral fat accumulation and to increase subcutaneous fat

accumulation.

PP35-028
Non invasive diagnostic test for non-alcoholic steatohepatitis

Hery Purnomo1, EP Mundhofir2, Hirlan Hirlan3, Kasno Kasno4,

Edi Sudijanto5, Sultana MH Faradz6, R Djokomoejanto7, Daldiyono

Daldiyono8

1Indonesia Association Study of the liver, 2Medical Faculty
Diponegoro University Semarang, 3Dr Kariadi Hospital Medical
Faculty Diponegoro University Semarang, 4Dr Kariadi hospital
Medical Faculty Diponegoro University Semarang, 5Dr Kariadi
hospital medical Faculty Diponegoro University Semarangm,
6Medical Faculty Diponegoro University Semarang, 7Internal
medicine Medical faculty Diponegoro University, 8Internal medicine
Dr Ciptomangunkusumo medical faculty Indonesia University

Background: Liver biopsy is the gold standard to diagnosis of

NASH, but still invasive and expensive. An alternative methods that

is not invasive and inexpensive is needed. The aim was to develop a

non-invasive diagnostic test for NASH among NAFLD patients.

Methods: A diagnostic evaluation with subjects of NAFLD and

fulfilled the inclusion criteria was conducted in Dr Kariadi teaching

hospital. Clinical variables consisted of metabolic syndrome, AST,

ALT, adiponectine, TNF-alpha, insulin resistance and liver biopsy

were analyzed. Patients were divided into 2 groups based on liver

biopsy (Modified CRN Classification). Analysis used were Student -t-
, Mann–Whitney, chi-square test and ROC curve, to evaluate the

sensitivity and specificity at various cut-off levels.

Results: From 50 NAFLD patients, 30 (60%) male, 12 (24%) type 2

diabetes, and 36 (72%) metabolic syndrome. Twenty one patients

(42%) were Non NASH and 29 (58%) patients were NASH. There

were not statistically differences of age, BMI, waist circumference,

HDL cholesterol, triglyceride, fasting blood sugar, insulin and

HOMA-IR between the two groups. There were statistically differ-

ence of AST, ALT, adiponectine, and TNF-alpha between the two

groups. Combination of AST (C25 U/L) and TNF-alpha (C3.28 pg/

cc) has a good accuracy as diagnostic test for NASH. (Accuracy:

82%, prevalence 58%, Sensitivity 76%, Specificity 90%, PPV 92%,

and NPV 73%.).

Conclusions: The combined diagnostic tests of ALT and plasma

levels of TNF-alpha showed a good accuracy for the detection of

NASH among NAFLD patients.

PP35-029
Natural course of nonalcoholic fatty liver disease in southern China:

a prospective cohort study

Yongjian Zhou

Guangzhou First Municipal Peoples Hospital, Guangzhou Medical
College

Background: Non-alcoholic fatty liver disease (NAFLD) is a com-

mon chronic liver disease that is often associated with metabolic

syndrome (MS). Its natural course has not been well documented. We

performed a prospective cohort study to investigate the natural course

in a Chinese population.

Methods: On the base of our previous epidemiological survey (World

J Gastroenterol 2007;13: 6419), we followed 3545 NAFLD cases for a

median of 4 years (range: 3.6-4.8). Of these cases, 624 were willing

to participate in a resurvey protocol. Interviews, physical
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examinations, biochemical tests, and abdominal ultrasonography were

repeated for each subject. Analyses of survival and death causes were

conducted for all 3545 cases with 219 (6.2%) dropping out, and the

remaining 3324 enrolled in mortality analysis.

Results: Among 507 cases without NAFLD at baseline in the

resurvey protocol, 185 (36.5%) developed NAFLD at endpoint. The

annual incidence of NAFLD was 9.1% (men 7.3% vs. women 9.7%,

P=0.047). The annual incidence of NAFLD in MS cases (17.9%)

differed significantly from the non-MS group (9.0%, P \ 0.001).

Among 117 NAFLD cases at baseline, 51 (43.6%) remained

unchanged, 26 (22.2%) became worse, and 40 (34.2%) improved. The

cases simultaneously with MS showed accelerated progression (P

=0.024). In mortality analysis, annual mortality rates in general and

cardiovascular disease deaths in NAFLD cases (both 5.4%) were

significantly higher than without NAFLD (1.9% and 1.7%, P=0.005).

Age and several variables related to MS were risk factors for NAFLD

progression.

Conclusions: The incidence of NAFLD in southern China was

comparatively lower than western countries. NAFLD subjects had a

benign prognosis. Variables related to MS were risk factors for

NAFLD occurrence and progression.

PP35-030
The effectiveness of glucagon like peptide 1 analogue in non-alcoholic fatty

liver disease patients with type 2 diabetes mellitus compared to pioglitaz-

one

Takamasa Ohki, Akihiro Isogawa, Tomoko Takeda, Takafumi Ooga, Koki

Sato, Hiroaki Fujiwara, Kei Saito, Michiharu Seki, Nobuo Toda, Kazumi

Tagawa

Mitsui Memorial Hospital

Background: The aim of this study is to elucidate the effectiveness of

glucagon like peptide 1 analogue (GLP-1) in non-alcoholic fatty liver

disease (NAFLD) patients with type 2 diabetes mellitus (DM) com-

pared to pioglitazone (TZD).

Methods: We enrolled 126 Japanese NAFLD patients with type 2

DM between 2003 April 1st and 2011 March 31st. We finally divided

these patients into GLP-1 treated group and TZD treated group. We

compared the base line characteristics and also compared the changes

of ALT level, AST to platelet counts ratio index (APRI), blood glu-

cose (BS) level, hemoglobin A1c (HbA1c) level and body weight

between the two groups at the end of follow-up. The significant

factors which affected on body weight reduction for more than 5%

after the treatment was assessed by multivariate regression analysis.

Results: There were 26 patients treated with GLP-1 and 20 patients

treated with TZD. At the end of follow-up, ALT level (GLP-1

-26.2%, TZD -39.1%), APRI (GLP-1 -32.9%, TZD -24.0%), BS

level (GLP-1 -18.8%, TZD -22.6%), and HbA1c level (GLP-1

-9.5%, TZD -10.4%) markedly improved in both groups. The body

weight significantly decreased in GLP-1 group (-4.4%, P \ 0.05).

However, the body weight significantly increased in TZD group

(+4.2%, P \ 0.05). Multivariate analysis indicated that administration

of GLP-1 as an independent factor of body weight reduction for more

than 5% (OR 22.0; 95%CI 1.68–289, P = 0.02).

Conclusions: The administration of GLP-1 significantly improved

not only ALT level and APRI but also body weight in NAFLD

patients with type 2 DM.

PP35-031
Updated threshold for healthy serum alanine aminotransferase

Chien-Wei Su1, Yuan-Jen Wang2, Jaw-Ching Wu3, Han-Chieh Lin4,

Fa-Yauh Lee5, Shou-Dong Lee6

1Taipei Veterans General Hospital, 2Taipei Veterans General
Hospital, 3National Yang-Ming University, 4Taipei Veterans General
Hospital, 5Taipei Veterans General Hospital, 6Taipei Veterans
General Hospital

Background: The sensitivity of current upper limit of normal (ULN)

of serum alanine aminotransferase (ALT) levels for detecting chronic

liver disease has been challenged recently. This study aimed to

identify modulating factors for serum ALT levels and to refine its

ULN threshold.

Methods: We enrolled 34,346 consecutive subjects who completed

the health check-up at Taipei Veterans General Hospital from 2002 to

2009. ULN was set for healthy ALT level to the 95th percentile of the

reference healthy population.

Results: The 21,282 subjects in the earlier period of examination

were considered the training set and the remaining 13,064 as the

validation set. A reference healthy population was selected from the

training set after excluding subjects with any abnormalities in inde-

pendent risk factors associated with elevated serum ALT level

([40 IU/L) by multivariate analysis like body mass index, waist

circumference, glucose, cholesterol, high-density lipoprotein-choles-

terol, triglyceride, hepatitis B virus surface antigen, anti-hepatitis C

virus antibody, and fatty liver. The new ULN of serum ALT level

defined as the 95% percentile in the healthy population were 21 and

17 IU/L for males and females, respectively. These cut-off values had

the highest Youdens index and areas under the corresponding receiver

operating curves among four widely applied thresholds in both the

training and validation sets.

Conclusions: Viral hepatitis, metabolic syndrome, and fatty liver are

the major risk factors correlated with elevated serum ALT levels. The

suggested threshold of ULN provides better discrimination between

healthy and unhealthy status.

PP36-001
Protective HAV IgG seroprevalence among HBV or HCV liver disease

in south korea

Daejin Kim, Hyunsoo Kim, Yunjin Chung, Changkeun Park, Jaekwon

Jung, Hyangeun Seo, Suok Lee, Kyoungsuk Lee

Daegu Fatima Hospital

Background: Acute hepatitis A is increasing among young genera-

tion in south korea. Coinfection of hepatitis A can aggrevate liver

damage in HBV or HCV liver disease. We have searched HAV IgG

seroprevalence in HBV or HCV patient.

Methods: We checked HAV IgG of 152 HBV or HCV patients who

visited Daegu Fatima Hospital in South Korea. Seroprevalence was

analysed by several factor retrospectively.

Results: Mean age was 42 years old. Men to women ratio is 57:42(88/

64). Seropositivity of IgG is 62% (95/152). (1)According to age,

1-19years 0% (0/17), 20-29years 27% (3/8), 30–39years 35% (13/

37), 40–49years 84.6% (33/39), 50–59years 96% (26/27), 60–69years

94% (16/17), and 70–89years 100% (4/4). Seropositivity of IgG is

increasing as age becomes higher(p\0.05). (2)Seropositivity of

patients below 40years old is 24.6% (16/65) and above 40years old is

90.8% (79/87). Seropositivity is high in patient above 40years

old(p\0.05). (3)Seropositivity of patients in HBV is 60% (75/125)

and HCV is 74.1% (20/27). Seropositivity between HBV and HCV is

not different(p[0.05). (4)Seropositivity of patients in man is 62.5%

(55/88) and women is 62.5% (40/64). Seropositivity between men and

women is not different(p[0.05).

Conclusions: Seropositivity of HAV IgG was low in HBV or HCV

patient who were below 40years of age. We suggest screening test and

have vaccination to young generation who have HBV or HCV liver

disease in south korea.

PP36-002
The Clinical Role of HAV-Specific IFN-c Production in HAV Infection

Hyun Woong Lee1, In Soo Oh2, Eui-Cheol Shin3, Hyung Joon Kim4

1 Chung-Ang University College of Medicine; 2 Laboratory
of Immunology and Infectious Diseases, Graduate School of Medical
Science and Engineering, KAIST, Daejeon; 3 Laboratory
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of Immunology and Infectious Diseases, Graduate School of Medical
Science and Engineering, KAIST, Daejeon; 4 Chung-Ang University
College of Medicine

Background: Clinical manifestation of hepatitis A virus (HAV)

infection shows broad spectrum from mild, to fulminant hepatic

failure (FHF). The aim of this study is to describe the clinical man-

ifestations of acute hepatitis A (AHA), and to investigate the

relationship between IFN-c production induced by HAV-specific

epitopes and clinical outcomes in patients with AHA.

Methods: 110 patients diagnosed with AHA who visited Chung-Ang

university hospital between Feb. 2009 and Aug. 2010, were enrolled.

Patients with a prothrombin time (PT) of less than 40% of normal

were classified as severe acute hepatitis (s- AH)including 8 patients

with FHF, ARF and prolonged jaundice. Others were defined as

having mild acute hepatitis (m-AH). 44 pentadecamer peptides

spanning VP2, 3C protein of HAV and HAV proteins were used to

stimulate HAV-specific T cells. The frequency of epitope-specific

IFN-c productivity was analyzed using ELISPOT assay.

Results: 78 patients were men, and the mean age was 31 years (range,

19-48 years). The mean peak ALT was 3,091 IU/mL. The mean peak

bilirubin was 6.6 mg/dL. The peak ALT level and bilirubin level were

significantly higher in the s-AH than in the m-AH (6,128 vs. 2,647, P

\ 0.001; 9.6 vs. 6.1, P=0.002). In addition, the mean frequencies of

IFN-c production in response to VP1-2A (669–782aa), VP1-2A (722–

830aa), and 2C(1121–1234aa) epitopes were significantly lower in

patients with s-AH, respectively (P \ 0.001).

Conclusions: These results anticipate that the quantitative analysis

for HAV-specific IFN-c production in HAV infection may play a

good role for the prediction of clinical manifestation.

PP36-004
Clinical features and possible risk factors of cholestatic hepatitis A

Choung Su, Kim In Hee

Hepatobiliary

Background: Cholestatic hepatitis is an uncommon atypical mani-

festation of acute hepatitis A which cause prolonged hospitalization.

This study was aimed to analyze the clinical features and possible risk

factors responsible for cholestatic hepatitis A.

Methods: We performed a retrospective analysis of 671 patients who

were diagnosed with acute viral hepatitis A from January 2004 to

August 2011. They were divided into two groups (group A, cholestatic

hepatitis; group B, non-cholestatic hepatitis) and were compared the

clinical and laboratory features between two groups. Cholestatic hepa-

titis was defined as serum bilirubin levels greater than 10 mg/dL and

prolonged period of jaundice (greater than 12 weeks).

Results: Among 671 patients who were diagnosed with acute hepa-

titis A, 38 patients (5.7%) had cholestatic hepatitis. Group A showed

older (years) (33.1 vs. 29.8, p = 0.041) and higher peak total bilirubin

levels (mg/dL) (16.66 vs. 6.36 p \ 0.001), peak prothrombin time

(INR) (1.82 vs. 1.27 p = 0.014) and more frequently associated with

acute kidney injury (serum creatinine

Conclusions: Cholestatic hepatitis A showed more severe clinical

manifestations. Peak prothrombin time (INR)

PP36-005
Increased post-treatment COX-2 expression in chronic hepatitis B

patients, unlike in chronic hepatitis C: a preliminary data suggestive

of active liver disease

Puja Sakhuja, Sheetalnath Rooge, Syed Hissar, Arpita Singh, Ranjana

Gondal, Shiv Sarin Govind Ballabh Pant Hospital

Background: COX-2 is an inducible immediate early gene

responsible for the release of prostaglandins during inflammatory

response and their association with viral hepatitis is not well

understood. The intrahepatic expression of COX-2 in pre-therapy

and post-therapy biopsies of chronic hepatitis B and C Indian

patients were studied.

Methods: 30 chronic hepatitis B (CHB) and 34 chronic hepatitis C

(CHC) patients were included, whose pre-therapy and post-therapy

liver biopsies were assessed for expression of COX-2 by immuno-

histochemistry and was compared with other biochemical and

histological parameters. The semi quantitative grading of COX-2

expression was done on an intensity scale of 0–4+, subsequently

percentage of cells with 3–4+ intensity was recorded.

Results: The mean COX-2 expression in the liver was higher in post-

therapy (17.57) than pre therapy CHB (6.23) (p = 0.097). However,

the mean COX-2 expression in the liver was similar in pre-therapy

(6.06) and post-therapy (5.95) CHC patients. The biochemical and

histological parameters were found higher in post-therapy biopsies

than pre-therapy, like mean ALT (140.2 vs. 51.5) (p = 0.018), AST

(89.5 vs. 43.1), as well as histologic activity index (4.9 vs. 3.7) and

fibrosis (2.2 vs. 1.9) in CHB patients. But, these were lower in post-

therapy biopsies than pre-therapy, like mean ALT (53.1 vs. 83.3),

AST (42.5 vs. 89.5), as well as histologic activity index (3.8 vs. 4.9)

except fibrosis (2.6 vs. 2.3) in CHC patients.

Conclusions: Threefold increase in mean post-treatment COX-2

expression was observed in CHB patients with increased biochemical

and histologic activity scores, whereas no difference in COX-2

expression was noted in CHC patients. Our data suggests continuing

liver disease activity even after treatment in CHB patients, while there

is containment of inflammation in CHC patients.

PP36-006
Hepatitis E virus (HEV) infection in China (1986–2011): genetic diversity

and zoonosis

Peng Liu, Ling Wang, Qiuning Bu, Jian Han, Yonghong Zhu, Hui Zhuang

Peking University

Background: Hepatitis E is considered as a public health problem in

China. The aim of the present study is to determine the overall

molecular epidemiology of HEV and analyse the situation of cross-

species transmission between humans and swine in China over the

last 25 years (1986–2011).

Methods: A total of 626 HEV full-length and partial sequences (89

isolates identified by our lab including 6 full-length sequences and 83

partial sequences) isolated from humans and animals in China were

retrieved from GenBank and subjected to pair-wise nucleotide

alignments and phylogenetic analysis.

Results: There wre 4 genotypes and 11 sub-genotypes of HEV pre-

vailing in China. Genotype 1 was the dominant genotype prior to

2000 and mainly detected in Xinjiang, Beijing and East China.

However, genotype 4, which was identified in most regions of China

during the last 10 years, has overtaken genotype 1 as the predominant

genotype nationwide. Genotype 3 HEV strains have been found only

in eastern China and were thought to be imported from Japan. Both

genotypes 3 and 4 were found in humans and swine and cross-species

transmission from pigs to human of the two genotypes have occured

in Northeast, Northwest, North, East and South China. Besides, rabbit

HEV strains have been identified in five provinces in China and did

not seem to be associated with zoonotic transmission.

Conclusions: These results indicate that HEV strains with consider-

able genetic diversity are widespread and the zoonotic transmission

between swine and humans appear ubiquitous in China.

PP36-007
The evaluation of the patients with hepatitis delta virus superinfection

at the first admission

Deniz Ozkaya, Esma Yuksel, Gunnur Mungan

Karsiyaka State Hospital
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Background: The hepatitis D virus (HDV, also called the delta virus)

is a defective pathogen that requires the presence of the hepatitis B

virus (HBV) for infection. We presented 26 patients with HDV

infection at the first admission in this study.

Methods: This retrospective study was conducted with the patients

with HDV infection at a State Hospital in Turkey between 2004 and

2010. The first admission data of the patients with HDV superinfec-

tion were recorded.

Results: Totally 26 (%) HDV superinfection were diagnosed among

1,216 chronic Hepatitis B Virus Infection. Twelve of the study group

were men, 14 were women. The mean age was 43.30 (24–79) years-

old. HBsAg was positive of all the patients, whereas HBeAg was

negative in 19 (%). HBV DNA levels were above 2,000 IU/ml in six

patients. The mean ALT and alpha-fetoprotein levels was 59.3

(21–152) IU/ml and 1.9 (1.1–3.8) IU/ml respectively. Among the

study group, 12 (%) patients were performed the liver biopsy. The

mean fibrosis was 1.9 and the mean histologic activity index was 9.1.

Conclusions: Although HDV superinfection in such patients has been

associated with more severe liver disease and accelerated progression

to cirrhosis in most studies, moderate fibrotic and histologic score

were seen in our patients with HDV superinfection at the first

admission.

PP36-008
Intradermal vs intramuscular vaccination of hepatitis B in hemodialysis

patients

Komariatun Rusli

Bandara Soekarno Hatta Jakarta

Background: To know the efficacy of intradermal hepatitis B vac-

cination compare with intramuscular vaccination in hemodialysis

patients at Cipto Mangunkusumo Hospital Jakarta,

Methods: Randomized controlled trial with single blindness. Intra-

dermal 10 microgram every week until 8 week, intramuscular 40

microgram for month 0, 1 and 2.

Results: From October 2010 to Mart 2011 we have 62 patients. Drop

out 7 patients. Intradermal 28 patients and intramuscular 27 patients.

Titer anti-HBs post vaccination in intradermal 388.65 (2–10.783) IU/

L, intramuscular 44.8 (2–4,185) IU/L, p = 0.008.

Conclusions: Intradermal vaccination more effective compare to

intramuscular in hemodialysis patients.

PP36-009
HEV hepatitis dominates jaundice patients in gyne wards of Bangladesh

Md. Karim1, Mobasser Billah2, Mamun Al-Mahtab3, Salimur Rahman4,

Faroque Ahmed5

1Assistant Professor, 2Medical Officer, Dhaka Medical College
Hospital, 3Associate Professor, Bangabandhu Sheikh Mujib Medical
University, 4Professor, Bangabandhu Sheikh Mujib Medical
University, 5Assistant Professor, Dhaka Medical College Hospital

Background: Jaundice is a serious manifestation in women with

pregnancy. This is probably because of immune suppressive state

during pregnancy. HEV hepatitis is a water borne disease.

Improper sanitation is a big problem in Bangladesh. Inadequate

supply of safe drinking water is occasionally due to sewerage

contamination of drinking water. As compared to developed world

the hepatitis scenario is quite different in Bangladesh. Fulminant

hepatic failure is a serious complication of pregnancy associated

HEV hepatitis because of morbidity and mortality of mother as

well as baby.

Methods: 60 pregnant women admitted in department of Gynecology

& Obstetrics, Dhaka Medical College Hospital from January to June

2011 were evaluated for cause of abnormal liver function test and

outcome of jaundice during pregnancy. Patients having severe

comorbid diseases like renal failure, heart failure, diabetes were

excluded from the study.

Results: 60 patients (28 primigravida, 32 multigravida), age range

18–40 years having jaundice associated with other complication

related to pregnancy were evaluated. Viral hepatitis was present in 32

patients, HELLP syndrome in 12, pre-eclamsia in 9, and eclamsia in

7. Among hepatitis patients, HAV hepatitis was present in 1, HEV

hepatitis in 22, HBV hepatitis in 9 patients. Most patients presented in

last trimester (1st trimester 1, 2nd trimester 9, 3rd trimester 50).

Among these patients 56 patients improved, 4 hepatitis patients died

(hepatic encephalopathy 3, DIC 1 patient).

Conclusions: In Bangladesh water borne hepatitis specially HEV is

predominant cause of morbidity and mortality among pregnant

women in obstetrics wards.

PP36-010
Expression of rat hepatitis E virus capsid protein and generation

of the virus-like particle

Tiancheng Li, Shumpei Yasuda, Kumiko Yoshimatsu, Jiro Arikawa,

Michiyo Kataoka, Yasushi Ami, Yuriko Suzaki, Tetsuro Suzuki, Naokazu

Takeda, Takaji Wakita

Senior Researcher

Background: Hepatitis E virus (HEV) is a causative agent of hepa-

titis E. Up to now at least four genotypes (G1 to G4) of HEV were

isolated from human, pigs, wild boars and deer. Recently a novel

hepatitis E-like virus was isolated from Norway rats in Germany.

However, the antigenicity, pathogenicity and epidemiology of this

virus are still unclear. In this study we focused on expression of rat

HEV capsid protein aimed to produce rat HEV-like particles (rat

HEV-LPs).

Methods: Full or partial ORF2 of rat HEV genome encoding capsid

protein was expressed by recombinant baculovirus system. Rat HEV-

LP generated was used as an antigen to develop ELISA for detection

of antibodies against rat HEV.

Results: When the N-terminus-truncated capsid protein was expres-

sed in insect Tn5 cells, a large amount of *53 kDa proteins was

produced in cells and efficiently released into the culture supernatant.

The *53 kDa proteins were self-assembled into empty rat HEV-LPs.

The size of rat HEV-LPs was estimated to be 24 nm in diameter.

Antibodies against rat HEV-LPs were cross-reactive to human G1, G3

and G4 HEV. An antibody ELISA with the rat HEV-LPs as antigen

was established, and seroprevalence was examined with 139 sera

from wild rats entrapped in Vietnam. We found that 20.9% (29/139)

and 3.6% (5/139) of the sera were positive for anti-rat HEV IgG and

IgM, respectively.

Conclusions: In this study we succeeded in producing rat HEV-LPs

and developing ELISA for detection of anti-rat HEV antibodies. It

should be useful for the seroepidemiolgy of rat HEV.

PP36-011
Molecular epidemiology of an epidemic outbreak of acute hepatitis E

from Bangladesh

Mohd. Harun-or-Rashid, Kazuaki Takahashi, Sheikh Mahammad Fazle

Akbar, Mamun Al-Mahtab, ARM Saifuddin Ekram, Md. Zahirul Haque,

Mohammad Mahbubur Rahman Khan, Salimur Rahman, Md. Abdul

Alim, Shunji Mishiro

Rajshahi Medical College and Hospital

Background: It is well known that hepatitis E virus represents a

major public health problem in Bangladesh, however, there is no

information about clinical presentation and molecular epidemiology

of acute hepatitis E from Bangladesh.

Methods: A total of 200 consecutive patients of acute icteric hepatitis

E within period of 2 months (January and February, 2010) were

evaluated for epidemiological and clinical features. HEV genotype
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was assessed in 16 patients and full genome sequences of HEV were

accomplished in 2 patients.

Results: Mean age of the patients was 29 years (n = 200, range

3–60 years) with a male predominance (87%). Diagnosis of acute

hepatitis E was done from clinical presentations (visible jaundice,

anorexia, vomiting) and by presence of anti-HEV IgM, and absence

of IgM antibody to HAV, HBV, HCV. At presentation, all patients

were icteric with variable levels of serum bilirubin (1.6–20.2 mg/dl.

104 patients were student and staying mainly at dormitories, where

they shared food and drinks. Patients used water from supply water

and tubewells. Genomic analyses revealed that all patients had HEV

genotype 1. The full genome sequences of HEV exhibited more than

98% sequence homology with HEV isolates from Pakistan, India and

Italian travelers to Bangladesh.

Conclusions: HEV is the major cause of epidemic outbreak of

acute icteric hepatitis in Bangladesh. Exploration of molec-

ular epidemiology of acute hepatitis E would reflect in

containment of HEV-induced pathologies and consequences

in Bangladesh.

Acknowledgments We acknowledge the support of Toshiba Inter-
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Epidemiology and risk factors of hepatitis delta infection in Turkey

Celal Ayaz1, Suda Tekin Koruk2, Ali Asan3, Tansu Yamazhan4, Bilgehan

Aygen5, Selma Tosun6, Mustafa Kemal Celen7, Fehmi Tabak8

1 Dicle University Hospital; 2 Harran University; 3 Pamukkale
University Hospital; 4 Ege University Hospital; 5 Erciyes Univeristy
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Istanbul Univeristy Cerrhapasa Hospital

Background: Hepatitis D virus (HDV) infection can cause severe

acute and chronic liver disease in patients infected with hepatitis B

virus (HBV). This study is aimed to investigate the prevalence and

risk factors of HDV co-infection in patients with chronic HBV

infection in Turkey, where HBV infection is endemic.

Methods: The date of this study was obtained from Turk-Hep-Net

project. The project includes real-life cohort of HBV patients from 15

centers in Turkey and is supported by Viral Hepatitis Society. By

September 30, 2011, the data of HDV-HBV positive patients in Turk-

Hep-Net database were complied and analysed.

Results: Of the 7366 HBsAg positive individuals tested for the

presence of anti-HDV antibodies, 63.6% were male and 36.4 % were

female. The average age was 34,4±15,9 years. Of the 7366 HBsAg

positive patients, 206 (2.8%) contained Anti HDV. Southeastern

Anatolia Region of the country’s anti-HDV positivity rate was found

to be 4.5%. The risk factor in anti-HDV positivity patient was; male

gender, long-term ([5 year) HBsAg positivity and living in South-

eastern Anatolia.

Conclusions: HBsAg-positive patients with HDV co-infection is an

important health problem. This work has been shown to be 2.8%

seroprevalence of HDV in Turkey. Anti-HDV positivity was 4.5% in

the Southeast Anatolia region is approximately twice the national

average. Important risk factors for HDV seroprevalence; the male

gender, long-term HBsAg carrier and living in Southeastern Anatolia.

In conclusion, HDV should be screened in all hepatitis patients to

decrease liver-related complications.

PP36-013
Seroprevalence of hepatitis A and hepatitis B antibody in overseas workers

in Taiwan

Kuang-Chun Hu, Horng-Yuan Wang, Cheng-Hsin Chu, Tsang-En Wang,

Chuan-Chuan Liu, Jia-Horng Kao, Chun-Jen Liu, Shou-Chuan Shih

Mackay Memorial Hospital

Background: Hepatitis A virus (HAV) and Hepatitis B virus (HBV)

are still common infectious diseases in Asia Pacific regions. Vaccina-

tion is the main tool for preventing these two infections. People at risk

of HAV and HBV infection include overseas travelers and workers

from high endemic areas. We thus studied the seroprevalence rates of

anti-HAV and anti-HBs in a group of overseas workers in Taiwan.

Methods: A total of 623 healthy overseas workers of three interna-

tional companies of Taiwan during their annual health examinations

were enrolled from 2008 to 2010. The presence of immunoglobulin

antibodies to HAV (IgG anti-HAV) and HBV (anti-HBs) was tested

by using a commercial electrochemiluminescence immunoassay kit.

Results: The overall seropositive rate of anti-HAV was 38.9% in 406

participants. In 623 participants, 66% were found to be positive for

anti-HBs. Seropositivity of anti-HAV significantly increased with age,

0% for 21–30 years, 11.2% for 31–35 years, 27.9% for 36–40 years,

50% for 41–45 years, 73.3% for 46–50 years, 86.1% for 51–55 years,

87.6% for 56–60 years and 90% for [60 years. The anti-HBs sero-

positivity rate decreased with age, 100% for 21–25 years and 79.6% for

26–30 years, 64.4% for 31–35 years, 70.8% for 36–40 years, 57.9%

for 41–45 years, 57.4% for 46–50 years, 71.7% for 51–55 years,

53.3% for 56–60 years and 35.7% for[60 years. The seropositive rate

of anti-HAV and anti-HBs was significantly different between overseas

workers aged below 40 years and those above 40 years.

Conclusions: Hepatitis A or hepatitis B vaccination should be for

those overseas workers.

PP36-014
Cloning of permissive and nonpermissive human hepatoma cell lines

for hepatitis E virus infection

Koji Ishii1, TianCheng Li2, Sayaka Yoshizaki3, Tomoyuki Shiota4,

Takanobu Kato5, Naokazu Takeda6, Takaji Wakita7

1National Institute of Infectious Diseases, 2National Institute
of Infectious Diseases, 3National Institute of Infectious Diseases,
4National Institute of Infectious Diseases, 5National Institute
of Infectious Diseases, 6Osaka University, 7National Institute
of Infectious Diseases

Background: Hepatitis E virus (HEV) causes acute and fulminant

hepatitis E in humans. Infectious cDNA clones of HEV were estab-

lished by several groups, and efficient HEV propagation in cultured

cells has been recently developed using PLC/PRF/5 and A549 cells.

However, our PLC/PRF/5 cells showed limited permissiveness for

HEV. In this study, we performed single-cell cloning of PLC/PRF/5

cells and analyzed heterogeneity by using infectious HEV clone.

Methods: We constructed an infectious cDNA clone of HEV from

porcine liver. Then we performed single-cell cloning of PLC/PRF/5

cells by limited dilution. To analyze the limited permissiveness of our

PLC/PRF/5 cells, cloned cells were either infected with HEV or

transfected with an infectious HEV RNA and the production of HEV

was measured by the detection of HEV capsid protein in culture

supernatant by ELISA.

Results: Ninety-eight clones were obtained after single-cell cloning

of parental PLC/PRF/5 cells. The cloned PLC/PRF/5 cells exhibited

various levels of HEV virus infection efficiency, and some clones

were not permissive. While the replication efficiencies measured by

the transfection of infectious HEV RNA differed among the cloned

PLC/PRF/5 cells, these efficiencies did not correlate with infectious

permissibility.

Conclusions: We cloned several PLC/PRF/5 cells that were non-

permissive for HEV. However, HEV could replicate in these

nonpermissive cell lines, suggesting that these cell lines may have

some deficiencies in the attachment or entry steps of HEV infection.

Investigation of host factors responsible for these steps is in progress.
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PP36-015
Clinical features of Acute Hepatitis A-related Acute Kidney Injury

in Recent Outbreaks: A Retrospective Study In Korea

Moon-Jae Kim, Jinwoo Lee, Jungil Lee, Joon Ho Song, Seoung Woo Lee

Inha University Hospital

Background: The incidence of acute hepatitis A(AHA) was dra-

matically increased in South Korea. The existence of an hepatitis

A-related kidney injury as a distinct disease entity is controversial.

The purpose of this study was to analyze the clinical features of acute

renal injury (AKI) in adults with AHA.

Methods: Clinical and laboratory data of patients with AHA from

January 2005 to December 2009 were reviewed. We retrospectively

investigated the overall incidence, clinical features of AKI-AHA in

our hospital, Incheon City which is located middle-west coast of

Korea.

Results: Total 1231 patients with AHA were admitted during 5 years

and the incidence of AHA was dramatically increased since 2008.

AKI was noted in 40 cases in those AHA patients (3.24 %). Among

these patients, dialysis was required in 8 cases (20.0%). Mean ages of

AKI patients were in the middle of 4th decade, male was 33 (82.5%).

Baseline BUN, creatinine, liver enzymes AST, ALT, total bilirubin

and prothrombin time (INR) were silmutaneously elevated. Serum

creatinine levels were peak (6.3 ± 5.7 mg/dl) at 3rd hospital day.

Serum AST, ALT and total bilirubin were 2353 ± 2547 IU/l, 2887 ±

2052 IU/I, and 9.3 ± 5.4 mg/dl respectively at that time. The serum

creatinine (11.4 ± 5.5 vs 3.1 ± 1.8 and total bilirubin (8.7± 4.6 vs 4.5

± 2.1mg/dl) were significantly higher in patients on dialysis group

than non-dialysis group. Mean 4.3 ± 2.3 sessions of HD were per-

formed and renal function was completely recovered in all patients.

Conclusions: AKI is not rare complication of hepatitis A. Recovery

of renal function and mortality were determined by the presence of

liver dysfunction in hepatitis A, and not by patient’s general hemo-

dynamic status. AKI with AHA is associated with good prognosis.

PP37-001
Cirrhotic cardiomyopathy in the hepatitis virus endemic Asian area

Chien-Hao Huang1, Lung-Sheng Wu2, I-Shyan Sheen3, Wen-Juei Jeng4,

Chang- Wen Huang5, Yu-Hsien KO6, Chun-Yen Lin7

1Linkou Medical Center, Chang Gung Memorial Hospital, 2Chang-
Gung Memorial Hospital, Linkou Medical Center, Taiwan, 3Chang-
Gung Memorial Hospital, Linkou Medical Center, Taiwan & College
of, Medicine, Chang-Gung University, 4Chang-Gung Memorial
Hospital, Linkou Medical Center, Taiwan, 5Chang-Gung Memorial
Hospital, Linkou Medical Center, Taiwan, 6Chang-Gung Memorial
Hospital, Linkou Medical Center, Taiwan & College of Medicine,
Chang-Gung University, 7Chang-Gung Memorial Hospital, Linkou
Medical Center, Taiwan & College of Medicine, Chang-Gung
University

Background: Cirrhotic cardiomyopathy denotes to a cardiac dys-

function in patients with cirrhosis characterized by impaired

contractile response to stress and/or altered diastolic relaxation with

electrophysiological abnormalities in the absence of other known

cardiac disease. Current findings concerning cirrhotic cardiomyopa-

thy mainly come from western studies. It gives us interests to

investigate this phenomenon in our cirrhotic patients in the hepatitis

virus endemic area.

Methods: Twenty-nine cirrhotic patients (13 virus-related cirrhosis,

16 alcohol-related cirrhosis) without DM, hypertension, ESRD, HCC

or other known cardiac disease and sixty age-matched normal sub-

jects were enrolled in this study. Various diastolic dysfunction

evaluation parameters such as E/E’, E/A, DT (Decelerating time) and

TAPSE (Tricuspid annular plane systolic excursion) were measured

using 2D color Doppler echocardiography.

Results: Prolonged QTc interval ([ 440 ms) were observed more

frequently in patients with cirrhosis than in normal subjects (68.2%,

15/29 versus 19.5%, 8/60, p \ 0.001). As for diastolic dysfunction,

the Increased E/E, DT and TAPSE were observed in more than one

third of the cirrhotic patients, but there was no difference between

different etiologies of cirrhosis. However, the percentage of abnormal

EA was significantly higher in patients with alcohol- related cirrhosis

group than in virus-related cirrhosis group.

Conclusions: Significant prolonged QTc intervals were observed in

cirrhotic patients than in normal subjects. Increased E/E, DT and

TAPSE were observed in more than one third of the cirrhotic patients

but no difference between different etiologies of cirrhosis. Signifi-

cantly more patients in alcohol- related cirrhosis group had abnormal

E/A than in virus-related cirrhosis group.

PP37-002
Predicting factors of recurrent spontaneous bacterial peritonitis

in cirrhotic patients in Eastern Taiwan

Wei-Yi Lei

Buddhist Tzu Chi General Hospital and Tzu Chi University, Hualien,
Taiwan

Background: Spontaneous bacterial peritonitis (SBP) is a common

and severe complication in patient with advanced liver cirrhosis. The

aim of this study is to evaluate the prevalence and risk factors of

recurrent SBP in patients with liver cirrhosis in Eastern Taiwan.

Methods: Data were obtained retrospectively from a review of the

medical records of consecutive patients diagnosed as SBP at Tzu-Chi

General Hospital between 2008 to 2010.

Results: Among 59 cirrhotic patients with SBP (42 males, 17

females, mean age 39 years old), 36 (61%) patients had single epi-

sode of SBP while 23 (39%) patients had recurrent episodes. Etiology

was alcohol in 46 (78%) and viral B or C in 35 (59%). Culture

negative neutrocytic ascites was detected in 40 (68%) patients, mo-

nomicrobial non- neutrocytic bacterascites in 5 (8%) and classic type

in 14 (24%). The most common associated presentations in patients

with SBP were abdominal discomfort (61%) and chills/fever (40%).

Tense ascites, persistent alcohol consumption, high serum bilirubin

level and low ascitic fluid total protein \ 1 g/dL were more frequent

in patients with recurrent SBP. The median length of hospital stay for

patients with recurrent SBP (12 days) was longer than the patients

with first episode of SBP (8 days) (p \ 0.05). Three patients died in

hospital stay in the group of recurrent SBP and one patient died in the

other group.

Conclusions: Persistent alcohol consumption, tense ascites, high

serum bilirubin level and low ascitic fluid total protein level \ 1 g/dL

were risk factors in our cirrhotic patients with recurrent SBP.

PP37-003
Impact of partial splenic embolization on patients survival

Jui-Wen Kang, Roberto Zuchini, Yi-Sheng Liu, Tsong-Nan Kuo,

Chiung-Yu Chen, Ping-Nan Cheng, Ai-Wen Kao, Chiao-Hsiung Chuang,

Bor-Shyang Sheu, Xi-Zhang Lin

National Cheng Kung University Hospital

Background: Partial splenic embolization (PSE) is used to treat

portal hypertension-related complications, such as cirrhotic throm-

bocytopenia, refractory variceal bleeding, or ascites. Our study

investigates the impact of PSE in survival and time to progression to

cirrhosis-related complications.

Methods: A retrospective cohort study was conducted from October

1st, 2008 to October 1st, 2010 in our hospital. The indications of

partial splenic embolization were cirrhotic thrombocytopenia,

refractory variceal bleeding or ascites. Total 40 patient received

partial splenic embolization with estimated embolization area [ 20%.

Another 40 cirrhotic patients with similar clinical characteristics who

did not receive partial splenic embolization were matched to further

analysis. Our primary endpoint was mortality and secondary
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outcomes were the time to progression (TTP) to a recurrent cirrhosis-

related complications. We use Kaplan–Meier survival analysis to

analyze two-year survival.

Results: During 24 months of observation, mean value of survival

time was 18 months in PSE group and 16 months in control group

(P = 0.16). Overall TTP was 11.9 months in PSE group and

7.8 months in control group (P = 0.033).

Conclusions: There is a significant effect on delaying TTP in PSE

group during 24 months analysis. There is also a trend to improved

survival in PSE group.

PP37-004
Long-term risk of recurrent peptic ulcer bleeding in patients with liver

cirrhosis: a 10 year nationwide cohort study

Yao-Chun Hsu, Jaw-Town Lin, Tzu-Ting Chen, Ming-Shiang Wu,

Chun-Ying Wu

E-Da Hospital/I-Shou University

Background: Peptic ulcer bleeding leads to substantial morbidity and

mortality in patients with liver cirrhosis, but their long-term risk of

recurrent bleeding remains elusive. In order to elucidate the associ-

ation between cirrhosis and peptic ulcer rebleeding, we conducted this

nationwide cohort study by analyzing the Taiwan National Health

Insurance Research Database.

Methods: From all patients (n = 271,030) hospitalized because of

peptic ulcer bleeding between January 1997 and December 2006, we

identified 9,711 patients with liver cirrhosis and selected 38,844 non-

cirrhotic controls matched with 1:4 proportion in age, gender, and use

of gastroprotective agents. Cumulative incidences and hazard ratios

were analyzed.

Results: The rebleeding rates were significantly higher in cirrhotic

patients than in controls (1 year: 17.0% vs. 11.9%, 5 year: 36.2% vs.

24.9%, and 10 years: 42.2% vs. 31.0%, all p \ 0.001 by log rank

test). The excessive risk of rebleeding associated with cirrhosis was

consistently found in stratified analyses. However, the hazard ratio

diminished with age because the rebleeding incidence was high

regardless of age in cirrhotic patients, whereas it rose incrementally

with age in controls. The multivariate Cox regression analysis verified

cirrhosis as an independent risk factor for recurrent peptic ulcer

bleeding with an adjusted hazard ratio of 1.43 (95% confidence

interval: 1.36- 1.50).

Conclusions: Liver cirrhosis is independently associated with higher

risk of recurrent peptic ulcer bleeding. The high rebleeding rate found

in all cirrhotic patients with different demographic characteristics

highlights the urgent needs for effective therapies to reduce this long-

term risk.

PP37-005
Platelet count to splenic diameter ratio and splenoportal index

for predicting esophageal varices among patients with cirrhosis

Rajesh Wadhva, Zaigham Abbas, Nasir Hassan Luck, Syed Mujahid

Hassan, Mahira Abubakr

Sindh Institute of Urology and Transplantation

Background: Several studies have evaluated possible non invasive

markers for the presence of esophageal varices in patients with cir-

rhosis to reduce the number of unnecessary endoscopies. This study

aimed to assess the sensitivity & specificity of (a) platelet count to

splenic diameter ratio and (b) splenoportal index as non-invasive

markers in predicting esophageal varices.

Methods: This cross sectional study included 111 patients with cir-

rhosis. Upper GI endoscopy was performed in each case. The non-

invasive tests including platelet count, ultrasound abdomen with

Doppler studies were in each case. Cut-off were determined for

platelet count to splenic diameter ratio and splenoportal index.

Results: Out of 111 liver cirrhotic. 80(72.1%) were male. Esophageal

varices were present in 68(61.3%) patients. Platelet count to splenic

diameter ratio value of.

Conclusions: The platelet count to spleen diameter ratio and

Splenoportal index are reasonable alternatives for predicting the

presence of esophageal varices in patients with cirrhosis.

PP37-006
Noncirrhotic portal hypertension in children and adolescents from

Karachi, Pakistan

Zaigham Abbas, Ghous Bux Soomro, Rajesh Kumar, Nasir Hassan Luck,

Syed Majahid Hassan

Sindh Institute of Urology and Transplantation

Background: Portal hypertension can be present in the absence of

cirrhosis. We present here our experience of noncirrhotic portal

hypertension (NCPH) in children and adolescents.

Methods: The diagnosis of NCPH was made by imaging studies,

doppler and liver biopsy. Thrombophilia profile was checked and

serological tests done included HBsAg and anti-HCV antibody and

autoimmune profile.

Results: The study includes 14 cases diagnosed to have NCPH

(male = 13). Median age 10.5 years (range 7-18). Presenting symp-

toms were hematemesis in 9, abdominal fullness 7, diarrhea 2, and

melena 1. Splenomegaly was present in 9, icterus in 2 and ascites in 1.

Median Hb% was 10.2 g/dl (range 3.0-15.0), TLC 4.9 9 109/L

(1.1-19.5), platelets 84 9 109/L (27-410). Anti-HCV reactive in 3

and ANA in two. Protein C deficiency was seen in 5 cases. US

showed splenomegaly in 11, cavernous transformation of portal vein

or portal vein thrombosis in 10, splenic varices in 7 and ascites in 1.

Endoscopy revealed esophageal varices in 12, gastric varices in 5, and

gastropathy in 11 patients. On liver biopsy (n = 10), mild to mod-

erate portal inflammation was seen in 8, periportal hepatitis in 2 and

focal necrosis in 2 patients. One patient was diagnosed having fea-

tures of noncirrhotic portal fibrosis.

Conclusions: The common cause of NCPH in Pakistani children

hailing from Karachi is extrahepatic portal vein obstruction. Protein C

deficiency may be a contributing factor in some cases. Positive viral

or autoimmune serology in the presence of thrombocytopenia,

splenomegaly and variceal bleeding may give the wrong impression

of cirrhosis.

PP37-007
Splenectomy and Azygoportal Disconnection may Relieve Insulin Resis-

tance and Improve Disorders of Glucose Metabolism in Patients

with Portal Hypertension due to Hepatitis B Cirrhosis

Xin Xu1, Juan Zhou2, Kunlun Chen3, Haitao Zhu4, Jing Zhao5, Ning Jing6

1 the Second Affiliated Hospital, School of Medicine,Xi’an Jiaotong
University; 2 School of Medicine,Xi’an Jiaotong University; 3

the Second Affiliated Hospital, School of Medicine,Xi’an Jiaotong
University; 4 the First Affiliated Hospital, School of Medicine,Xi’an
Jiaotong University; 5 the First Affiliated Hospital, School
of Medicine,Xi’an Jiaotong University; 6 School of Medicine,Xi’an
Jiaotong University

Background: Clinical study had showed that a portion of patients

with cirrhosis suffer from diabetes, possibly due to dysregulation of

liver glycometabolism while cirrhosis. This study aimed to investigate

whether splenectomy and azygoportal disconnection could improve

glycol-metabolism in patients with cirrhosis and portal hypertension.

Methods: Peripheral blood samples from 50 non-diabetic patients

with portal hypertension due to hepatitis B cirrhosis were collected

before and 2 weeks after splenectomy and azygoportal disconnection

respectively, the level of fasting serum insulin, insulin sensitivity

index (ISI), homeostasis model assessment-insulin resistance

(HOMA-IR), leptin and tumor necrosis factor-\ (TNF-\) were

analyzed.
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Results: The insulin level of fasting serum decreased from

13.55±4.55 mU/L to 9.85±1.35 mU/L (P\0.01). The ISI increased

from -4.1±0.2 to -3.6±0.4, while the HOMA-IR deceased from

5.5±2.1 to 3.3±0.6 (P\0.01). The level of leptin decreased from

(14.0±9.88) lg/L to (10.68±6.04) lg/L, and TNF-a decreased from

(381.6±69.5) ng/L to (325.3±48.7) ng/L (P\0.05).

Conclusions: Splenectomy and azygoportal disconnection may

relieve insulin resistance in patients with portal hypertension due to

hepatitis B cirrhosis.

PP37-008
Up-Regulation of Hepatic Sinusoid Endothelial Cell Function Correlated

to Poor Functional Hepatic Blood Flow in LCPH

Xin Xu1, Juan Zhou2, Kunlun Chen3, Haitao Zhu4, Jing Zhao5, Ning Jing6

1 the Second Affiliated Hospital, School of Medicine,Xi’an Jiaotong
University; 2 School of Medicine,Xi’an Jiaotong University; 3

the Second Affiliated Hospital, School of Medicine,Xi’an Jiaotong
University; 4 the First Affiliated Hospital, School of Medicine,Xi’an
Jiaotong University; 5 the First Affiliated Hospital, School
of Medicine,Xi’an Jiaotong University; 6 School of Medicine,Xi’an
Jiaotong University

Background: Functional liver plasma flow (FLPF) is a recognized

indicator of remain liver function in liver diseases, it was reported to

decrease in liver cirrhotic with an unclear mechanism.

Hepatic sinusoidal endothelial cells (HSECs) are one of primary

mediators in hepatic fibrosis, which is characterized by both intense

intrahepatic inflammation and altered hepatic immunity. This study

aimed to evaluate the relevance between HSECs and functional

hepatic blood flow (FLPF) in patients with liver cirrhosis plus portal

hypertension (LCPH).

Methods: 60 patients with LCPH and 15 patients with liver cyst

underwent operation in same period were recruited. The HSECs were

detected via CD44, the expression of CD44 was examined by

immunohistochemical staining. The content of serum hyaluronic acid

was examined by radioimmunoassay and FLPF was determined by

modified hepatic clearance of D-sorbitol.

Results: The positive staining area was 3.89±0.38 lm2 in control

group, while 41.38±11.88 lm2 in LCPH group, There was significant

differences between the two groups. The content of serum hyalurouic

acid was increased 116. 11±20.12 lg/L in LCPH group, as compared

with that 48.15±14.39 lg/L in control group. FLPF evaluated by

means of D-sorbitol clearance was 770.33±48.53 mL/min in LCPH

group, in control group it was 1261.22±65.79 mL/min.

Conclusions: The increased HSECs in liver correlated to decline of

serum hyaluronic acid and FLPL in LCPH patients, suggested that

decreasing HSECs indicates a poor liver function in LCPH patients.

PP37-009
Prognostic significance of child-pugh versus the model for end- stage liver

disease (MELD) score plus serum sodium concentration (MELDNa)

in liver cirrhosis patients

Laurentius Lesmana1, Cosmas RA Lesmana2, Levina Pakasi3, Billy

Angga4

1Cipto Mangunkusumo Hospital, University of Indonesia, 2Cipto
Mangunkusumo Hospital, 3Medistra Hospital, 4Medistra Hospital

Background: Child-Pughs (CP) classification has been used routinely

to predict outcome in cirrhotic patients. Recently, the model for end-

stage liver disease (MELD) score and serum sodium concentration

(MELD-Na) has been introduced to improve prediction of survival

among candidates for liver transplantation. This study was aimed to

compare prognostic significance of Child-Pugh Score and MELD-Na

Score in non- transplant, cirrhotic patients of various etiologies.

Methods: We evaluate historical cohort of liver cirrhosis patients

between January 2009 and December 2010. Demographic and labo-

ratory data were collected and CP score were calculated. MELD score

was computed on-line using Mayo Clinic model as follows:

11.2xln(INR) + 9,57xln(creatinine) + 3.78xln(bilirubin) + 6.43.

Then, MELD-Na = MELD-Na-[0.025xMELDx(140-Na)] + 140.

Both scores are rounded to the nearest integer. Survival analyses were

performed using Kaplan–Meier survival curves. Differences among

prognostic factors were analyzed using the Cox-proportional hazard

test.

Results: Sixty-eight cases were retrieved for evaluation, 49 (72.1%)

were men. Mean age was 61.5 (29-85) years. Seventeen (25%)

patients died during follow-up. None of patients with CP class A died.

Kaplan–Meier curve analysis showed a significant survival difference

between CP class B and C (HR = 4.68; 95% confidence interval

[CI] = 1.939- 11.283; p = 0.001). There was a significant survival

difference between patients with MELD-Na score \ 20 vs. [ 20

(HR = 9.96; 95% CI = 2.812-35.286; p \ 0.001). CP score was

highly correlated with MELD-Na score (r = 0.805; p \ 0.001).

Conclusions: Both Child-Pughs classification and MELD-Na scores

have good prognostic roles and are well correlated each other. The

additional sodium concentration variable results in better prognosti-

cation of survival in non-transplant, cirrhotic patients.

PP37-010
Effect of L-ornithine-L-aspartate on liver cirrhosis patients with low-grade

hepatic encephalopathy

Irsan Hasan, Martha Iskandar, Unggul Budihusodo

Faculty of Medicine University of Indonesia

Background: Minimal hepatic encephalopathy (MHE) is an abnor-

mal condition of psychometric testing before overt hepatic

encephalopathy (HE) clinically manifest, that reduce the quality of

life and survival rate. The new critical flicker frequency (CFF) has

good precision and accuracy for diagnosing MHE. Oral L-Ornithine-

L-Aspartate (LOLA) may increase ammonia detoxification. The aim

of this study was to recognize the effect of oral LOLA on low-grade

HE by investigating the mean value of CFF.

Methods: Thirty one patients with liver cirrhosis and low-grade HE

(MHE, HE grade 1 and 2) at the outpatient clinic of Cipto Mang-

unkusumo Hospital was included in this double- blind, randomized,

placebo-controlled clinical trial. Oral LOLA was administered in a

dose of 18 g/day, 3 times daily for 14 consecutive days. At the end of

the study, there were 27 cirrhotic patients who completed the study;

14 patients had received LOLA and 13 patients had placebo.

Results: The mean value of CFF in LOLA group after treatment

(39.3 Hz) was significantly different than the placebo group

(36.04 Hz); (p = 0.027). Ammonia level decreased in LOLA group

from 118.71 into 106.85.

Conclusions: Oral LOLA improve the value of CFF and is likely to

decrease blood ammonia level in patients with low-grade HE.

PP37-011
Efficacy of terlipressin versus albumin in the prevention

of paracentesis-induced circulatory dysfunction: a meta-analysis

Katherine Lei, Janus Ong, Elvie Razon-Gonzalez

Philippine General Hospital

Background: Paracentesis-induced circulatory dysfunction (PICD) is

a complication of paracentesis characterized by arteriolar vasodila-

tation resulting in decreased effective arterial blood volume. Albumin

is effective in preventing PICD, but its use is limited by cost and

possibility of blood borne infection transmission. Terlipressin, a

potent vasoconstrictor, may decrease arteriolar vasodilatation and

prevent PICD. The study compares the efficacy of terlipressin versus

albumin in PICD prevention.

Methods: We searched pub med for appropriate randomized con-

trolled trials (RCT). Primary outcome is development of PICD.

Secondary outcomes are renal impairment and hyponatremia. Other

outcomes are mean change in plasma aldosterone, creatinine, serum
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sodium, weight and mean arterial pressure (MAP). Three studies were

considered but only two were included in the analysis. Two inde-

pendent reviewers appraised the studies. Dispute was settled by a

third reviewer. Data extraction an analysis was done using Review

Manager Version 5.

Results: Sixty patients were analyzed. Terlipressin is comparable to

albumin in preventing PICD with an odds ratio (OR) 1.0 (CI:0.25,

4.07; p = 1.0). Similar results are seen in the secondary outcomes

with development of renal impairment having an OR 1.0 (CI:0.06,

17.18; p = 1.0) and hyponatremia having an OR 1.0 (CI:0.19, 5.40;

p = 1.0). Other outcome measures have the following standard mean

difference: plasma aldosterone 0.04 (CI:-0.46, 0.55; p = 0.86), serum

creatinine -0.23 (CI:-0.74, 0.28; p = 0.37), serum sodium 0.09 (CI:-

0.42,0.59; p = 0.74), weight -0.29 (CI:-0.80, 0.22; p = 0.26) and

MAP 0.02 (CI:-0.48,0.53; p = 0.92).

Conclusions: Terlipressin may be comparable to albumin in pre-

venting PICD among cirrhotic patients undergoing paracentesis. A

larger RCT is warranted.

PP37-012
Pre-TIPS renal impairment and early post-TIPS septic complications are

poor prognostic factors for survival in patients undergoing TIPS

for treatment of complications of portal hypertension

Jason Chang, Kuan Geok Ng, Manish Taneja, Bien Soo Tan

Singapore General Hospital

Background: Transjugular intrahepatic portosystemic shunts (TIPS)

are frequently used for treatment of portal hypertensive complica-

tions, but data from South-East Asia is limited. The aim of this study

was to determine the outcome, complications and prognostic factors

in cirrhotics undergoing TIPS.

Methods: A retrospective review of cirrhotic patients from Singapore

General Hospital who underwent TIPS in the past 10 years.

Results: 18 patients underwent TIPS in our centre in the past dec-

ade. Mean age was 60±11years, 50% males. TIPS was performed

for refractory ascites (44.4%), acute variceal bleeding (44.4%),

hepatic hydrothorax (5.6%) and Budd-Chiari syndrome (5.6%).

Median MELD score was 14(range 9-28), with 12%/59%/29% in

Child-Pugh A/B/C. Mean pre-TIPS HVPG was 21.7±8.1 mmHg and

mean post-TIPS PSG was 7.8±4.5 mmHg. TIPS was successful in

94.4% with no procedure-related mortality. Early complications

(within 1 month of TIPS) included sepsis (41.2%), encephalopathy

(23.5%), cardiac failure (11.8%) and stent stenosis (5.9%). Overall

1-year mortality was 29.4%. Patients were followed up for a median

of 30 months (range 0-122). Overall survival was 53%, with a mean

survival of 65±13 months. On univariate analysis, patients who died

had higher baseline creatinine (171±115vs.79±33 mmol/L,

p=0.047) and more septic complications (75% vs.12.5%, p=0.027).

Septic complications was more common in patients with baseline

creatinineC150 mmol/L (100% vs.23.1%, p=0.006). Kaplan Meier

analysis showed that post-TIPS survival was dependent on baseline

renal impairment, post-TIPS septic complications andTIPS indica-

tion but notby age or MELD.

Conclusions: Clinical outcome of TIPS in our institution is compa-

rable to published data. Post-TIPS sepsis and baseline renal

impairment were poor prognostic factors for survival. TIPS should be

avoided in patients with pre-existing renal impairment.

PP37-013
Adrenal insufficiency predicts early mortality in patients with cirrhosis

Ashish Kumar, Romesh Chawlani, Hardik Kotecha, Jay Kumar

Toshniwal, Piyush Ranjan, Anil Arora

Sir Ganga Ram Hospital

Background: Although adrenal insufficiency (AI, hepato-adrenal-

syndrome) has been documented in cirrhotic patients but factors

associated with it and its influence on mortality is still not clear. We

investigated AI in cirrhosis without hemodynamic instability and

studied its influence on short-term mortality.

Methods: In consecutive cirrhotic patients AI was defined by a total

serum cortisol (TC) \ 18 gg/dl, 60-min after 250gg synacthan

injection. Relative adrenal insufficiency (RAI) was defined when

delta-fraction (post-synacthan V basal-cortisol) was \ 9 gg/dl.

Results: 109 patients were included (median age 50 years[range

27-73], males 87%). The median CTP and MELD-scores were

10(range 5-14) and 21(range 6-48). The etiology of cirrhosis was

alcohol (57%), cryptogenic(25%), viral(15%),and others(3%).

34(31%) patients had AI, 35(32%) had RAI and rest 40(37%) had

normal adrenal function. Serum bilirubin, albumin, INR, creatinine,

CTP- and MELD-score were similar between those with and without

AI. The frequency of AI was less in cryptogenic cirrhosis than in

other etiologies (14% vs 37%, p = 0.03). On 120 day follow-up, 37

patients died, 3 underwent OLT, and 69 were still surviving without

OLT. Thus, the 120 day transplant-free survival was 63%, and this

was higher in patients without AI than in patients with AI (71% vs

47%; p = 0.031). On multivariate analysis, absence of AI indepen-

dently predicted 120 day transplant free survival, apart from CTP and

MELD.

Conclusions: AI is present in one-third cirrhotic patients but does

not parallel the severity scores. Its presence predicts early

mortality in these patients, and this prediction is independent of

CTP or MELD scores. Thus in every cirrhotic patient AI should

be actively sought, and these patients should be transplanted

early.

PP37-014
Methecillin resistant staphylococcal aureus (MRSA) isolates from a hepa-

tology intensive care unit

Yahia Gad1, Nihal Talaat2, Raghda Farag3, Mohammad Add-Almaksoud4,

Nancy Ahmad5

1Assistant professor of Internal Medicine, 2Prof of clinical
Immunology, 3Ass Prof of Medicine, 4Lecturer of Medicine, 5Lecturer
of Int Medicine

Background: Hospital-acquired infections due to MRSA are asso-

ciated with considerable morbidity, mortality, and excess costs. Our

work aimed to study the prevalence, risk factors and genotypic fea-

tures of MRSA isolated from our hepatology ICU inpatients during

the study period.

Methods: A total 184 of Staphylococcal aureus (SA) clinical samples

were collected. Oxacillin and cefoxitin resistance tests identified

MRSA where its amplified genes, visualized by agarose gel electro-

phoresis, were analyzed by Sanger sequencing.

Results: Only 49 isolates were identified as MRSA strains by

cefoxitin disc diffusion test. All strains are resistant to cefoxitin,

ceftriaxon, cloxacillin and ampicillin while most strains were sus-

ceptible to vancomycin. Sanger sequencing of mecA gene showed 3

polymorphs. MRSA isolates were more form blood samples

(P \ 0.05), taken from male patients, above 60 years (P \ 0.01), of

low socioeconomic status (P \ 0.01), of [ 2 weeks duration hospital

stay (P \ 0.01), with a previous history of hospitalization within the

past year (P \ 0.01), suffering from chronic disease (P \ 0.001), and

a positive history of antibiotic use in the last 6 months (P \ 0.001).

Positive family history of chronic disease (P \ 0.001), hospitalization

within the last year (P \ 0.01) and the presence of a family member

working in a clinic or a hospital (P \ 0.05) were noted in MRSA-

positive patients.

Conclusions: Our data revealed an increased prevalence of multi-

drug resistant MRSA isolates where PCR was of the best choice

for their rapid and accurate detection. An effective infection con-

trol program should be implemented for appropriate MRSA manage-

ment.

296 Hepatol Int (2012) 6:67–309

123



PP37-015
Prediction of oesophageal varices in cirrhotic patients by measuring liver

stiffness with fibroscan

Shahinul Alam, A L Moben, AKMK Alam

Bangabandhu Sheikh Mujib Medical University (BSMMU)

Background: Repeated endoscopy is required to detect & follow up

of esophageal varices (OV) in cirrhotic patients. For discomfort and

unwillingness of the patient to do the endoscopy directed us to

evaluate liver stiffness measurement (LSM) for the prediction of OV.

Methods: A cross sectional observational study was conducted

between January to December 2011. A total of 50 patients with cir-

rhosis were divided into three groups. Group-I patients had no varix

(n = 4), group-II had Grade-I OV (n = 23) and group-III had Grade-

II/III OV (n = 23) at endoscopy. Data was analyzed by one way

ANOVA (SPSS 17).

Results: Mean age of the study population was 35.20 11.36 years

with highest frequency n = 19 (38%) in 21-30 years. Etiologies were

different with leading cause HBV (76%) followed by HCV (6%),

Alcohol (2%) and 14% were unknown. Multiple comparison of LSM

reveals there was no significant difference between group-I & group-

II (p [ 0.05) and significantly higher in group III then in group-II. In

current study LSM by Fibroscan was not accurate in the prediction of

grade-I oesophageal varices [Area under the curve (AUC)] = 23.6%.

LSM at a cut off value 32.52 kPa with sensitivity, specificity, positive

predictive value, negative predictive value, accuracy was 82.6%,

77.8%, 76%, 84%, 80% respectively could predict the Grade-II-III

oesophageal varices (AUC = 85.2%).

Conclusions: LSM by Fibroscan may be suitable for prediction of

Grade-II-III oesophageal varices, not for the screening of the presence

of oesophageal varices.

PP37-016
Bacteremia after endoscopic variceal ligation in cirrhotics: is it frequent?

S Alam, TK Lama, AKMK Alam

Bangabandhu Sheikh Mujib Medical University (BSMMU)

Background: Bacteremia and infectious sequelae are frequent com-

plications after sclerotherapy. As cirrhotic patients are immune

deficient, bacteremia occurring as a consequence of endoscopic var-

iceal ligation (EVL) may develop systemic infection. The aim of the

study was to see the incidence of bacteremia in cirrhotic patients after

EVL.

Methods: In this study 91 cirrhotic patients with grade II-III

oesophageal varices were enrolled and 100 EVL sessions were done.

Patients receiving antibiotics, having evidence of infection were

excluded. After the completion of EVL, blood samples for culture and

sensitivity were collected at 5 min and after 30 min and subculture

done in Blood Agar and MacConkey Agar media. We followed the

patients for a week.

Results: Of the one hundred cases there were 30 subjects in Child A,

48 in Child B and 13 in Child C class. Four patients (4%) had positive

blood culture after EVL, three of Child A class and one of Child B

class and non in Child C class. All three patients of Child A had

culture positive in their 30 min sample and not in 5 min sample. The

Child B patient had culture positive in his 5 min sample and not in

30 min sample. The bacterium isolated was Coagulase negative

Staphylococcus, which we considered it as contaminant. None of

these patients developed any infectious sequelae.

Conclusions: The incidence of bacteremia after EVL is yet to be

ascertained. Post EVL antibiotic prophylaxis is not recommended for

every patient.

PP37-017
Effect of N-acetylcysteine on the course of antitubercular therapy (ATT)

induced hepatitis and on oxidative stress during the course of ATT induced

hepatotoxicity.

Ragesh Thandassery, Amit Agrawal, Saroj Kant Sinha, Chander Kanwal

Nain, Usha Dutta, Satyavati Rana, Kartar Singh

Postgeaduate Institute of Medical Education and Research

Background: N-acetyl cysteine (NAC) a precursor of Glutathione

(GSH) reduces the oxidative stress. Aim of study was to evaluate the

effect of NAC on the course of antitubercular therapy (ATT) induced

hepatitis (ATTIH) and on oxidative stress during the course of

ATTIH.

Methods: Prospective randomized trial in which patients with ATTIH

were classified in Group A, who received standard treatment as per

British Thoracic Society guidelines and Group B, who in addition

received NAC 600 mg twice daily for 8 weeks. Oxidative stress tests

[levels of red blood cell (RBC) Glutathione, Superoxide Dismutase

(SOD), Catalase and Lipid peroxidation product (LPP, Malondial-

dehyde)] were measured every 2 weeks from diagnosis of ATTIH till

8 weeks.

Results: Of 51 patients, group A (26) and group B (25); age, gender,

body mass index and comorbidity were comparable. Severe hepato-

toxicity in the form of 1) bilirubin [5mg/dl (32% v/s 30.7%) and 2)

transaminases [10 times elevated (32% v/s 30.7%) and mean dura-

tion for normalization of liver function tests, 19.8 and 18.07 days

respectively were not significantly different between groups. Oxida-

tive stress markers were elevated from 4 weeks till 8 weeks in all

patients. No significant difference was observed between the groups

in GSH, LPP and SOD levels till 8 weeks as well as in the percentage

rise in catalase from baseline till 8 weeks.

Conclusions: NAC showed no effect on the severity of hepatoxicity,

biochemical recovery, and oxidative stress in cases with ATTIH.

PP37-018
Randomized, double-blind, placebo-controlled, ascending dose (SAD/

MAD) studies to evaluate the safety and pharmacokinetics of the ammonia

scavenger OCR-002 (ornithine phenylacetate) in healthy volunteers (HV)

and patients with stable hepatic cirrhosis

Keith Anderson1, Laurent Fischer2, Tarek Hassanein3, Jeff Kittrelle4,

Jo Cato5

1Ocera Therapeutics, 2Ocera Therapeutics Inc., 3Southern California
Liver & GI Center, 4Consultant Medical Officer, 5Cato Research Inc.

Background: Phase 1 and 2a studies were conducted to characterize

the pharmacokinetics and safety profile of OCR-002 in volunteers and

cirrhotics.

Methods: 91 patients were enrolled in 2 parallel studies including 48

HV and 43 patients with stable cirrhosis. Subjects were randomly

assigned to OCR-002 or placebo administered at i.v. infusion rates of

1 g to 40 g/4 h or 10 g to 60 g/24 h. Ornithine (ORN), phenylacetate

(PAA) and phenyl acetyl glutamine (PAGN) were evaluated.

Results: OCR-002 was well tolerated up to 10 g. There was no SAE

or study withdrawal due to AE. Dose related increases in heart rate

were noted at an infusion rates above 5 g/h. PK analyses demon-

strated first-order kinetics up to 10 g OCR-002 with equivalent

metrics for both populations. At doses [10 g, elimination appears to

be saturable. In the 24 h infusion cohorts, PAA Cmax was reduced

and associated with fewer AEs than the 4 h infusion cohorts, with no

apparent changes in urinary PAGN, the biomarker of ammonia

scavenging.

Conclusions: 1) OCR-002 at infusion rate of 0.42 g/h is well toler-

ated, 2) minimizes PAA exposure related AEs, 3) demonstrates linear
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pharmacokinetics, 4) achieves steady state plasma levels within 12 h,

and 5) provides significant output of PAGN (waste nitrogen) in the

urine, the primary marker of ammonia excretion. No significant dif-

ferences in PK/PD were demonstrated between HV and cirrhotic

patients at doses.

PP37-019
Comparing the accuracy of leucocyte esterase reagent strip test and ascitic

fluid lactoferrin level for rapid diagnosis of spontaneous bacterial

peritonitis

Ragesh Thandassery, Anil D Galle, Saroj Kant Sinha, Chander Kanwal

Nain, Kaushal Kishor Prasad, Pallab Ray, Kartar Singh

Postgeaduate Institute of Medical Education and Research

Background: To assess accuracy of leucocyte esterase rapid (LER)

reagent strip test for rapid diagnosis of spontaneous bacterial peritoni-

tis(SBP) in cirrhotic patients and to compare accuracy of LER strip test

with ascitic fluid lactoferrin assay (AFLAC) for rapid diagnosis of SBP.

Methods: We prospectively studied patients with liver cirrhosis and

ascites (July 2009-Dec 2010) for rapid bedside diagnosis of SBP. All

patients underwent abdominal paracentesis, and ascitic fluid (AF) was

processed for cell count, LER strip (QDX urine Test 10) test, AFLAC

and culture. The diagnostic accuracy of LER strip test and AFLAC

was compared using manual cell count as gold standard.

Results: Of the 100 patients, mean age 47.40±9.95; Alcohol was

most common (79%) cause of liver cirrhosis. LER strip test on AF

showed a high sensitivity and specificity for diagnosis of SBP. Of two

cut-offs used, grade 3 color cut-off ([125 polymorphonuclear leu-

cocytes (PMNL)/ lL) had a greater sensitivity (83.3%) but slightly

lower specificity (98.7%) than grade 4 color change cut-off ([500

PMNL/lL) (sensitivity: 33.3%, specificity: 100%). AFLAC cut-off

value of 239.60 ng/ml provided a high sensitivity and specificity of

for diagnosis of SBP. Comparative performances of both these tests

showed that quantitative assay of AFLAC has higher sensitivity

(100%) and NPV (100%) with respect to LER strip test for the

diagnosis of SBP.

Conclusions: Both AFLAC and LER strip test could differentiate

between SBP and the non-SBP patients with a high sensitivity and

specificity. LER strip testing of AF is a rapid, cheap and sensitive bed

side tool for the diagnosis of SBP.

PP37-020
Ascitc Fluid Lactoferrin in Diagnosis of Ascites and Spontaneous Bacterial

Peritonitis

Ragesh Thandassery, Kapil Jain, Saroj Kant Sinha, Rakesh Kochhar,

Kartar Singh

Postgraduate Institute of Medical Education and Research

Background: Quantitative measurement of ascitic fluid lactoferrin

(AFLAC) is so far described only in cirrhotic ascites. AFLAC could

be a reliable test for diagnosing spontaneous bacterial peritonitis

(SBP). The aim was to assess AFLAC in the differential diagnosis of

ascites, and spontaneous bacterial peritonitis (SBP).

Methods: We prospectively evaluated utility of quantitative assay of

AFLAC in differential diagnosis of ascites. AFLAC concentration

was determined using a polyclonal antibody based enzyme linked

immunosorbent assay specific for human lactoferrin.

Results: Of 100 patients mean age 41.3±15.4 years, 68 had cirrhosis,

11 tubercular ascites, 7 malignant ascites, 6 pancreatic ascites and 8

miscellaneous causes with respective AFLAC (ng/ml) as 233±349,

448±530, 421±340, 769±543 and 512±684 and mean total leuco-

cyte count (TLC, per mm3) as 458±803, 1272±1182, 908±642,

8708±1561 and 168±285 (significant correlation of AFLAC and

TLC in respective groups, p\0.001). In cirrhotic patients, mean

AFLAC (ng/ml) in SBP (n=19) and non SBP (n=49) groups were

689±88 and 56±12 respectively (p\0.001) which correlated with

ascitic fluid polymorph count(per mm3); 1114±1097 and 62±56 in

respective groups (p=0.001); independent of etiology of cirrhosis.

Ascitic fluid lactoferrin cut-off-level of 135.6 (ng/ml) provided a

sensitivity of 100% and specificity of 91% for diagnosis of SBP with

Area Under Receptor Operating Curve 0.95 (95% Confidence Inter-

val, 0.91-1.006).

Conclusions: AFLAC is a reliable test for diagnosis of SBP. Com-

mercial lactoferrin strips can be developed for bed-side diagnosis of

SBP, reducing the time and dependency on cell counting for diagnosis

of SBP.

PP37-021
A comparison of nadolol plus isosorbide-5-mononitrate and cyanoacrylate

obturation in the prevention of recurrent gastric variceal bleeding

Wen-Chi Chen1, Gin-Ho Lo2, Huay-Min Wang3, Ping-I Hsu4, Kai-Ming

Wang5, Sung-Shuo Kao6

1Kaohsiung Veterans General Hospital, 2E-Da Hospital, 3Kaohsiung
Veterans General Hospital, 4Kaohsiung Veterans General Hospital,
5Kaohsiung Veterans General Hospital, 6Kaohsiung Veterans
General Hospital

Background: Cyanoacrylate obturation (CO) is the treatment of

choice to prevent recurrent gastric variceal bleeding (GVB). Portal

hypotensive drugs are also effective in decreasing the incidence of

variceal bleeding. The aims of this study were to compare the efficacy

and adverse effects between CO and portal hypotensive drugs in

preventing recurrent GVB.

Methods: Cirrhotic patients received CO (36 patients) and medica-

tion (37 patients) therapies after control of acute GVB. Patients in CO

group underwent endoscopic cyanoacrylate injection at 1 month

interval until obliteration of gastric varices. Patients in medication

group were on nadolol, aiming at decreasing pulse rate to 25% from

baseline or to 55 beats per minute while systolic pressure was above

85 mmHg then isosorbide-5-mononitrate was added. Patients were

followed to evaluate the incidence of recurrent GVB, upper gastro-

intestinal bleeding, adverse effects and mortality.

Results: The demographic data including age, gender, etiologies and

severity of cirrhosis, and concomitant hepatoma were comparable

between both groups. 15 patients (41.7%) in CO group and 19 patients

(51.4%) in medication group had recurrent GVB (P = 0.60). 17

patients (47.2%) in CO group and 20 patients (54.0%) in medication

group had recurrent upper gastrointestinal bleeding (P = 0.64).

Adverse effects were similar between CO group (11 episodes, 30.6%)

and medication group (17 episodes, 45.9%) (P = 0.18). 6 patients

(16.7%) in CO group and 5 patients (13.5%) in medication group died

(P = 0.94).

Conclusions: Nadolol plus isosorbide-5-mononitrate was comparable

with CO in preventing recurrent GVB with a similar rate of reblee-

ding, adverse effects and mortality.

PP37-022
Post esophageal variceal ligation feeding time survey

Shih Yu Huang, Horng Yuan Wang

Mackay Memorial Hospital

Background: The aim of this study is to compare the bleeding rate

and discomfort of patients after esophageal variceal ligation proce-

dure between early feeding group (4 h later) and delay feeding group

(24 h later).

Methods: Prospective study was done from May 2009 to April 2011

in Mackay Memorial Hospital. Inclusion criteria were 1. age [ 18 -

years old, 2. Elective esophageal variceal ligation by one endoscopic

expert. Exclusion criteria were 1. acute esophageal variceal bleeding

during EVL procedure 2. patient rejected. Patients were randomized
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to early feeding (4 h later) and delay feeding (24 h later). Blood test

and a questionnaire survey are done 3 days post EVL.

Results: Total 115 patients was included. Fifteen patients was

excluded. 48 patients randomized to early feeding group and 52

patients to delay feeding group. One Child A patient (1%) in delay

feeding group experienced post EVL bleeding Thirty six patients have

hemoglobin drop. There were 25 patients with platelet count less then

50000/uL, Prolong prothrombin time (PT) more than 4 s was noted in

15 patients. In both group, similar percentage of chest pain, dysphagia

and odynophagia were found

Conclusions: Patients with Child C liver cirrhosis, platelet less than

50000/uL or prolong prothrombin time more than 4 s did not increase

post EVL bleeding rate in both group patients. Therefore, we consider

that early feeding could be given as safe as delay feeding. Early

feeding patients had experienced more dysphagia and odynophagia

after EVL.

PP37-023
In cirrhotic patients with sirs absolute eosinophil count (AEC) obtained

at admission is an excellent predictor of in-hospital mortality

Hardik Kotecha, Ashish Kumar, Romesh Chawlani, Naresh Bansal,

Mandhir Kumar, Anil Arora

Sir Ganga Ram Hospital

Background: Absolute eosinophil count (AEC) and procalcitonin

(PCT) level may have a prognostic value in critically ill patients.

However, their role in cirrhotic patients has never been studied. We

evaluated the role of AEC and PCT, obtained at admission, in pre-

dicting in-hospital mortality in cirrhotic patients with SIRS.

Methods: In consecutive patients of cirrhosis with SIRS, AEC and

PCT levels were estimated at admission. They were categorized into

those having sepsis and those without. Their outcome was correlated

with the baseline parameters.

Results: Eighty-three patients were enrolled (median age 52[range

17-78] years, 83% males). The etiology of cirrhosis was alcohol

(43%), cryptogenic (37%), viral (15%), and others (5%). Their

median MELD- and CTP-scores were 24 (range 5-56) and 11 (range

5-15). Sepsis was present in 63% patients and rest 37% had SIRS

without infection. There was a significant difference between median

levels of AEC and PCT between patients who had sepsis and who did

not (P \ 0.01). Fifty (60%) patients recovered from SIRS and were

discharged, 29 (35%) patients died, and 4 (5%) received orthotopic-

liver-transplantation (OLT). Baseline-AEC and PCT levels were

significantly different between patients who recovered and died. On

multivariate analysis, baseline-AEC values could independently pre-

dict in-hospital-mortality, in addition to MELD. The AUROC of AEC

for predicting mortality was 0.731; and the best cut-off of AEC,

obtained by Youndens-index was 104 cells/cumm, indicating that

patients having baseline AEC values less than 104 cell/cumm had

higher in-hospital mortality (sensitivity 62%, specificity 76%).

Conclusions: In critically ill patients of cirrhosis with SIRS, a

baseline-AEC value of less than 104 cell/cumm accurately predicts

in-hospital mortality. The prediction of mortality by AEC is inde-

pendent of MELD-score.

PP37-024
The Usefulness of Measurement of Liver Stiffness (LSM) Interval Change

in Prediction of the Therapeutic Response (TR) of Propranolol in Clinical

Significant Portal Hypertension

So Yeon Park, Moon Young Kim, Soon Koo Baik, Bo Ra Kim, Jin Heon

Hong, Ki Won Jo, Sang Ok Kwon

Yonsei University Wonju College of Medicine

Background: HVPG is a gold standard for the assessment of the

presence of portal hypertension and correlates with the occurrence of

its complications. However, HVPG is limited in its clinical applica-

tion because of its invasiveness.

LSM has been proposed as a noninvasive method for the prediction of

the severity of hepatic fibrosis. We evaluated the relationship between

the interval change of LSM and HVPG after propranol and predictive

value of LSM for estimation of the response of HVPG to propranolol.

Methods: LSM with transient elastography and HVPG were per-

formed at baseline and after 3month propranolol therapy in 43

cirrhosis. TR defined as HVPG reduction more than 20% compared to

baseline or below 12 mmHg. Linear regression analysis was per-

formed for evaluation of relationship between DLSM [%, (baseline

LSM – follow-up LSM) / baseline LSM x 100] and DHVPG [%,

(baseline HVPG – follow-up HVPG) / baseline HVPG x 100].

Diagnostic values were calculated based on ROC curves.

Results: The etiologies were alcohol and HBV (29 and 14 patients).

The baseline HVPG and LSM were 17.0 ± 4.5mmHg and 40.1

±18.1kPa and showed significant correlation (r2 = 0.333, p\0.0001).

F/U HVPG and LSM (mean value is 12.3 ±5.2mmHg and 30.3 ±

17.4kPa) also showed significant correlation (r2 = 0.615, p\0.0001).

A strong positive relationship between DLSM (%) and DHVPG (%)

was also observed in the overall population (r2 = 0.420, p\0.0001).

Therapeutic response was achieved in 30 patients (69.8%). The area

under ROC curve (AUROC) for the prediction of therapeutic response

was 0.826 and sensitivity, specificity, positive predictive value (PPV)

and negative predictive value (NPV) according to DLSM (%) cutoff

values of 10% were 83.3, 61.5, 83.3 and 61.5% respectively.

Conclusions: The interval change of LSM showed significant cor-

relation with the change of HVPG after propranolol therapy and LSM

could be useful non-invasive method for estimation of the anti-portal

hypertensive TR in liver cirrhosis.

PP37-025
Nocturnal low-calorie BCAA supplementation may improve albumin

metabolism in decompensated cirrhotic patients

Kenji Nagata1, Hisayoshi Iwakiri2, Yoshinori Oozono3, Mai Tsuchimochi4,

Kenichi Nakamura5, Kazunori Kusumoto6, Satoru Hasuike7, Yukiko

Inada8, Toshimasa Ochiai9, Kazuya Shimoda10

1 University of Miyazaki; 2 University of Miyazaki; 3 University
of Miyazaki; 4 University of Miyazaki; 5 University of Miyazaki; 6

University of Miyazaki; 7 University of Miyazaki; 8 Miyazaki Medical
Center Hospital; 9 Miyazaki Medical Center Hospital; 10 University
of Miyazaki

Background: We investigated the effects of late evening BCAA

supplementation on protein and glucose metabolism in patients with

decompensated liver cirrhosis.

Methods: Twenty six patients with decompensated liver cirrhosis

were enrolled in a multicenter, randomized study. The patients were

randomly placed in the BCAA granule (n=12) or control (n=14)

groups. The patients in the BCAA granule group received oral sup-

plementation with three packs of BCAA granules (48 kcal/day, 12 g

of BCAA) twice daily for 6 months. The control group received a

BCAA mixture (310 kcal/day, 5 g of BCAA).

Results: There were no significant differences between the two

groups in the distribution of the clinical parameters. There were no

significant differences between the BCAA granule group and control

group in adherence to the regimen. The serum albumin, levels were

significantly improved in the BCAA granule group (3.22±0.26 vs.

3.49±0.43, p\0.05), but not in the control group (3.20±0.21 vs.

3.16±0.37, p=0.54). BTR also improved after treatment in the BCAA

granule group (3.22±1.32 vs. 4.22±1.76, p\0.05). The total protein

levels and BMI significantly increased in the BCAA granule group

but not in the control group. FFA was significantly decreased in the

BCAA granule group. There were significant differences between the

two groups in the changes in albumin, BTR, ketone bodies, and total

bilirubin. There were no significant differences between the two

groups in the changes in HOMA-IR.
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Conclusions: This study suggests that late evening supplementation

with a low-calorie BCAA granule improves serum albumin levels in

decompensated cirrhotic patients.

PP37-026
Predictive value of refit MELD for 3 month mortality in Korean cirrhotic

patients; single center experience

Jeong Han Kim, Ji Young Lee, Jae Hoon Yang, Hyeon Young Yoon, Hye

Jin Choi, Soon Young Ko, Won Hyeok Choe, So Young Kwon, Chang

Hong Lee

Konkuk University School of Medicine

Background: The Model for end-stage liver disease (MELD) has

been widely used for predicting short term mortality in cirrhotic

patients and employed for deceased donor liver allocation in the U.S.

In year 2011, modification of MELD score was published (Gastro-

enterology 2011; 140:1952-1960). We aimed to validate this for

Korean cirrhotic patients.

Methods: We retrospectively reviewed medical records of cirrhotic

patients who admitted at konkuk university hospital in year 2010.

Predictive value for 3 month mortality was compared between Refit

MELD, Refit MELDNa, current MELD, current MELDNa, Child-

Pugh score. Comparison was done by calculating area under receiver

operating curve (AUROC).

Results: Total 201 patients were enrolled and there were 17 deaths

(8.5%) within 3 month. The most common etiology was alcohol

(n=97, 48.3%) and the next was hepatitis B (n=56, 27.9%). 142

patients were male (70.6%), and Child-Pugh class A, B and C were 60

(29.9%), 75 (37.3%) and 66 (32.8%). AUROC of Refit MELD, Refit

MELDNa, MELD, MELDNa and Child-Pugh score were 0.795, 0.743,

0.804, 0.811 and 0.764 respectively. There was no significant differ-

ence between scores except Refit MELDNa and MELDNa (p=0.0007).

Conclusions: Improvement of predictive value for 3 month mortality

was not definite. Especially Refit MELDNa showed the lowest value.

More large prospective study is warranted.

PP37-027
Value of the APASL severity score in acute variceal bleeding patients;

single center experience

Jeong Han Kim, Yong Jin Kim, Soon Young Ko, Won Hyeok Choe,

So Young Kwon, Chang Hong Lee

Konkuk University School of Medicine

Background: Acute variceal bleeding is critical complication of

cirrhotic patients. APASL severity score was proposed in year 2011.

This score aimed to be used for evaluation of severity assessment in

acute variceal bleeding patients. However, since this score is largely

based on expert opinion, it needs further validation.

Methods: We retrospectively reviewed medical records of patients

who treated for acute variceal bleeding at konkuk university hospital

from year 2006 to 2010. APASL severity score, Child-Pugh score,

MELD score were calculated, and predictive values for treatment

failure and rebleeding were compared by area under receiver oper-

ating curve (AUROC).

Results: Total 72 patients were treated and all patients were treated

by endoscopic variceal ligation (EVL) and terlipresin combination

therapy. Most of the patients were male (n=67, 93.1%) and the most

common etiology was alcohol (n=51, 70.8%). There were 6 treatment

failure and 3 rebleeding. AUROC of APASL severity score, Child-

Pugh score and MELD score were 0.802, 0.615 and 0.693 for treat-

ment failure; 0.577, 0.531 and 0.582 for rebleeding. There was

significant difference between APASL severity score and Child-Pugh

score for treatment failure (p=0.0107). If we choose score 3 as cut-off

level, sensitivity and specificity for treatment failure were estimated

as 66.7% and 75.8%.

Conclusions: APASL severity score is expected as useful method for

prediction of treatment failure. Predictive value for rebleeding was

not satisfactory. More large prospective study is warranted.

PP37-028
Non invasive predictors of presence and grade of esophageal varices

in viral liver cirrhosis

nada lahmidani, bahija Benyachou, nordine Aqodad, Adil IBRAHIMI

CHU HASSAN II-Facult

Background: Predicting the presence and the grade of varices by

non-invasive methods at the time of registration is likely to predict the

need for prophylactic blockers or endoscopic variceal ligation. The

factors related to the presence of varices are not well-defined.

Therefore, the present study has been undertaken to determine the

appropriateness of the various factors in predicting the existence and

also the grade of esophageal varices.

Methods: Patients with diagnosis of liver cirrhosis due to hepatitis C

or B were included in a retrospective study between January 2001 and

January 2010. All the patients underwent detailed clinical evaluation,

appropriate investigations, imaging studies (ultrasound with Doppler)

and endoscopy at our center. Five variables considered relevant to the

presence and grade of varices were tested using univariate and mul-

tivariate analysis (logistic regression) .

Results: 372 patients with viral liver cirrhosis (VHC=73.6% %,

VHB=22.3%) were found to meet the study criteria, comprising 192

(51.6%) males. Platelet count and abundance of ascites were signif-

icantly associated with the presence of esophageal varices. However,

prothrombin time, diameter of the spleen and portal vein were sig-

nificantly associated with a large varices. In multivariate analyse, only

a platelet count less than 100000 was associated with presence of

varices (p=0.04).

Conclusions: Platelet count is associated with presence of varices in

viral cirrhotic patients. A higer diameter of portal vein and spleen and

low prothrombin time were associated with large size varices.

PP37-029
The influence of helicobacter pylori infection on the risk of common

complications in hepatitis B virus related liver cirrhosis

yuling Li, zhijun Duan

The first affiliated hospital of Dalian Medical University

Background: The role of helicobacter pylori (H. pylori) infection on

hepatitis B virus related liver cirrhosis (HBC) is poorly defined. This

study aiming to know if there is any influence of helicobacter pylori

infection on the risk of common complications such as esophagoga-

stric varices, portal hypertensive gastropathy (PHG) and hepatic

encephalopathy(HE) in HBC.

Methods: 235 inpatients with HBC of the First Affiliated Hospital of

Dalian Medical University from the year 2002 to 2011 were collected

for retrospective analysis, and 198 inpatients with chronic superficial

gastritis were admitted in the corresponding period.

Results: 1.There was a significant difference between the H. pylori

infection rate in patients with liver cirrhosis (80.85%; 190/235) and

that in patients with chronic superficial gastritis (61.62%; 122/198),

P \ 0.01.

2. There were evident differences among mild, moderate and severe

groups of esophagogastric varices and every both two groups of them

(P \ 0.05), except the comparison between the mild and moderate

group.

3.There was a significant difference between mild and severe

groups of PHG, P \ 0.05.

4. The level of blood ammonia in 17 patients with H. pylori

positive was 62.76 3.43 gmol/L, and the concentration of blood

ammonia in 15 patients with H. pylori negative was 47.20

12.51 gmol/L, P \ 0.01.
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Conclusions: The prevalence of the infection from H. pylori in

patients with HBC is higher than that in normal population, the

infection of H. pylori is significantly related to the severity of

esophagogastric varices, PHG and the levels of blood ammonia in

HBC, which inducing the risk of HGB and HE.

PP37-030
Screening for esophageal varices in patients newly diagnosed with cirrhosis

in 2011: 84% of upper gastrointestinal endoscopies are

Marika Rudler, Hedi Benosman, Pascal Lebray, Yen Ngo,

Mona Munteanu, Thierry Poynard, Dominique Thabut

La Piti

Background: Screening for large esophageal varices (LEV) is

required in patients newly diagnosed with cirrhosis. With the wide-

spread of non-invasive methods for the detection of fibrosis

progression, patients are likely to be diagnosed at an earlier stage of

cirrhosis. We aimed to evaluate the prevalence of LEV in patients

newly diagnosed with cirrhosis using non-invasive methods (Fibro-

Test (Biopredictive, France) and Fibroscan (Echosens, France).We

hypothesized the prevalence of LEV should be less than the classical

30% described in the literature.

Methods: we included all asymptomatic cirrhotic patients referred to

our unit of Hepatology (Piti).

Results: 205 patients with compensated cirrhosis were included (sex

male = 73.6%, age = 56 2 yrs, FibroTest = 0.86 .07, Fibro-

scan = 25 3 kPa). Cirrhosis was related to hepatitis C (59%),

hepatitis B (4%), alcohol (7%), alcohol and virus C (5%), hepatitis C

and HIV (18%), other causes (7%). One hundred and sixty-seven

patients (81%) underwent upper endoscopy. Among them, 27 (16%)

had LEV and 32 (19%) had small varices. In univariate analysis,

factors associated with the presence of large varices at initial

endoscopy were the absence of HCV infection (35% vs 11%,

p = 0.001), prothrombin time (75 3% vs 86 3%, p \ 10-4), platelet

count (93 4 vs 131 4 G/mm3, p = 0,006) and spleen size (14 vs 11

cms, p \ 10-4).

Conclusions: The prevalence of LEV is lower than expected when

the diagnosis of cirrhosis is performed with noninvasive methods.

This strengthens the need for non-invasive methods to diagnose LEV.

PP37-031
Peptic ulcer bleeding in patients with cirrhosis: a disease independent

of acidity?

Marika Rudler, Hedi Benosman, Pascal Lebray, Thierry Poynard,

Dominique Thabut

La Piti

Background: Physiopathology and prognosis of PUB have never

been described in cirrhotic patients. We aimed to assess risk factors

and outcome of PUB in cirrhotic patients as compared to a control

group of patients with PUB without cirrhosis.

Methods: We prospectively included all patients referred to our ICU

of Hepatology and Gastroenterology in La Piti.

Results: 205 patients with PUB were prospectively included. Twenty-

nine patients had cirrhosis (Child Pugh A/B/C=11/7/11, Child Pugh

Score=8.4), and 176 patients had no cirrhosis. Demographic data were

similar between the 2 groups except for age (55.1 .9 vs 63.8 7.5 years,

p = 0.008). Characteristics of PUB were not different between the 2

groups (ulcers size, active bleeding at endoscopy and high-risk PUB).

Etiology of PUB was different in patients with or without cirrhosis

(HP infection = 10% vs 48%, p \ 10-4; NSAID = 17% vs 54%,

p \ 10-4; idiopathic = 79% vs 23%, p \ 10-4). Outcome was com-

parable: re-bleeding (7% vs 8%, p = 0.84), arterial embolization (10

vs 8%, p = 0.75), salvage surgery (0 vs 3%, p = 0.31), mortality (3%

vs 1%, p = 0.87). 93% of patients with cirrhosis had endoscopic

portal hypertension (portal hypertensive gastropathy = 27/29,

esophageal varices = 23/29).

Conclusions: Physiopathology of PUB seems to be different in

patients with cirrhosis. In our series, prognosis was similar.

PP37-032
Natural history of cirrhosis with non-invasive methods: an earlier diag-

nosis for a better prognosis?

Marika Rudler, Hedi Benosman, Pascal Lebray, Thierry Poynard,

Dominique Thabut

La Piti

Background: In cirrhosis, transition from a compensated to a

decompensated stage occurs at a rate of 5-7% per year, and incidence

of hepatocellular carcinoma is 3-5%. With the widespread of non-

invasive methods for the detection of fibrosis progression, it is likely

that cirrhosis is diagnosed at an earlier stage. We aimed to evaluate

the incidence of complications in asymptomatic patients newly

diagnosed with cirrhosis using non-invasive methods.

Methods: we followed prospectively all asymptomatic patients

referred to our unit of Hepatology (Piti).

Results: 205 patients were included (male gender = 73.6%,

age = 56.3, 2.0 yrs, Child A = 100%, FibroTest =0.86, .07, Fibro-

scan = 21.5 (19.6-24.0) kPa). Cirrhosis was related to hepatitis C

(59.4%), hepatitis B (3.9%), alcohol (7.3%), alcohol and virus C

(4.9%), hepatitis C and HIV (17.6%), and other causes (6.9%). 8.3%

of patients were lost of follow-up. 11/205 patients (5.4%) experienced

at least one decompensation (mean follow-up = 30.3 months, 9.2):

jaundice: 9/11, ascites 9/11, variceal bleeding: 2/11, hepatic

encephalopathy: 7/11. 14 (6.8%) patients developed HCC. 11 patients

(5.4%) died from cirrhosis-related complications or underwent

transplantation. In univariate analysis, factors associated with cir-

rhosis-related complications were prothrombin time (p = 0.01),

albumin (p = 0.02) and platelets count (p = 0.02).

Conclusions: Transition from a compensated to a decompensated

stage is lower than expected when the diagnosis of cirrhosis is made

with non-invasive methods. Early diagnosis may have a major impact

on prognosis of cirrhosis.

PP37-033
Natural history of decompensated cirrhosis presented with ascites- study

in a Tertiary Care Hospital in Bangladesh

Mohammad Hoque1, Abdur Rob Sarker2, Mohammad Jahir Uddin3,

Mohammad Majedul Islam4

1Assistant Professor, 2Associate Professor, 3Registrar, 4Assistant
Registrar

Background: Ascites is the most common decompensating event in

cirrhosis. Natural history of decompensated cirrhosis varies widely.

We studied to define the natural course of cirrhosis of liver after first

ascitic decompensation.

Methods: This prospective study was conducted in Comilla Medical

College Hospital between March 2006 to July 2011. 210 consecu-

tive patients with decompensated cirrhosis presented first time with

ascites without major previous complications (Encephalopathy,

Gastrointestinal haemorrhage) and hepatocellular carcinoma were

followed for 3 years.

Results: Mean (± SD) age of all patient was 45.0 (±11.0). Male 122,

female 88. Aetiology of cirrhosis were chronic hepatitis B in

142(67.6%), chronic hepatitis C in 28(13.33). alcoholic cirrhosis in

12(5.71)and cryptogenic cirrhosis in 28(13.33) patient. After a med-

ian interval of 11 months 31(14.76) patient developed gastrointestinal

bleeding, 37(17.61) patient developed encephalopathy at 12 month,

6(2.85) patient developed spontaneous bacterial peritonitis at

17.8 month, 5(2.38) patient developed hepatorenal syndrome at

19.1 month, 9(4.28) patient developed hepatocellular carcinoma at
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20.12 month. Over all median survival was 15.4 months. 1 year and

3 year survival rate was 57.7 and 12.7 months respectively.

Conclusions: Prognosis of decompensated cirrhosis is poor. Most

patient developed complications other than ascites.

PP37-034
Early Mortality in Acute or Chronic Decompensation of HBV-related

Liver Cirrhosis Patients Receiving Oral Anti-HBV Agents

Sheng-Shun Yang, Kun-Zhong Chen, I-Ta Lu, Teng-Yi Lee, Hong-Zen

Yeh, Chi-Sen Chang

Taichung Veterans General Hospital

Background: Acute decompensation on compensated cirrhosis or

further decompensation of an already decompensated cirrhosis is

common, risk factors associated with early mortality (death within 30

days after starting anti-HBV therapy) were analyzed.

Methods: Retrospectively 226 HBV-related liver cirrhosis patients

with total bilirubin[2.0 mg/dL or PT prolongation[3 seconds were

enrolled. Baseline data and multiple logistic regression for early

mortality risk factors assessment were analyzed.

Results: Of 226 patients, 92 treated with LMV, 19 LdT, and 115

ETV. LMV group had higher PT prolongation (8.12 ± 7.36 vs. 3.44

± 2.45 vs. 5.17 ± 5.50; p=0.001), bilirubin (10.25 ± 9.04 vs. 3.94 ±

4.31 vs. 7.19 ± 7.69; p=0.002), and MELD score (21.47 ± 7.73 vs.

14.65 ± 6.15 vs. 17.97 ± 7.03; p\0.001). Early mortality occurred in

26 (28.3%) in LMV, 4 (21.1%) in LdT, and 32 (27.8%) in ETV-

treated groups respectively (p=0.807). Significant predictors for early

mortality were PT prolongation (9.21 ± 8.70 vs. 5.12 ± 4.79;

p=0.001), bilirubin (13.83 ± 10.04 vs. 6.02 ± 6.30; p\0.001), cre-

atinine (1.82 ± 1.67 vs. 1.12 ± 1.11; p=0.003), Child-Pugh class (53

out of 62 early mortality cases were Child-Pugh C status; p\0.001),

and MELD score (25.36 ± 8.07 vs. 16.81 ± 5.83; p\0.001). By

multiple logistic regression analysis, predictors for early mortality

were age, Child-Pugh C class, and MELD score.

Conclusions: Early mortality is high in HBV-related acute decom-

pensation on compensated cirrhosis and further decompensation of an

already decompensated cirrhosis especially in aged patients presented

with high MELD score or Child-Pugh C status.

PP37-035
Comparison gastric variceal bleeding in the elderly and younger patients

Tze-Yu Shieh, Horng-Yuan Wang, Ming-Jen Chen, Tsang-En Wang,

Shee- Chan Lin, Fang-Ju Sun, Shou-Chuan Shih

Mackay Memorial Hospital, Taipei, Taiwan

Background: Elderly patients with upper gastrointestinal hemorrhag

have higher morbidity and mortality compared with the younger

patients. Gastric varices (GV) is one of the major complications in

portal hypertensive patients with a reported incidence about 5% to

30% and the mortality may reach to 20% to 40%.

Methods: From Aug. 2002 to Aug. 2010, total 76 patients with GV

bleeding underwent endoscopic variceal obliteration with N-butyl-2-

cyanoacrylate (Histoacryl) by a single endoscopist were included the

study. Their chart records were obtained and reviewed with data col-

lection. Patients demography, the laboratory parameters, etiology of liver

cirrhosis, Child-Pugh classification, endoscopic findings, complications

after endoscopic treatment and mortality were gathered and analyzed.

Results: Twenty six (34.2%) of the 76 patients were older than

64 years old. Female predominance in the elderly group compared

with male predominance in the younger group. The most common

type of GV is GOV2. Younger cirrhosis patients are hepatitis B and

alcoholic hepatitis predominance, but more hepatitis B and hepatitis C

are in the elderly patients. Significantly more Child-Pugh classifica-

tion B and C cases were noticed in the younger patients. There were

no significant differences of mortality and complications after treat-

ment including recurrent bleeding and sepsis between the elderly and

the younger patients.

Conclusions: There is no significant difference between the younger

and the elderly patient group in the outcomes after endoscopic

treatment. Endoscopic variceal obliteration using Histoacryl as

adhesive agent could be applied to treat elderly patients with gastric

variceal bleeding as safely as the younger patients.

PP37-036
The Effect of Intravenous Cefazolin and Ceftrixone as Prophylatic

Antibiotics in Cirrhotic Patients with Acute Variceal Hemorrhage

after Endoscopic Interventions-A Preliminary Report

Jyong-Hong Lee1, Huang-Wei Xu2, Seng-Kee Chuah3, Chi-Sin

Changchien4, Jing- Hung Wang5, Sheng-Nan Lu6, King-Wah Chiu7,

Tsung-Hui Hu8

1 Kaohsiung Chang Gung Memorial Hospital; 2 Chiayi Chang Gung
Memorial Hospital; 3 Kaohsiung Chang Gung Memorial Hospital
and Chang Gung University College of Medicine, Kaohsiung,
Taiwan; 4 Kaohsiung Chang Gung Memorial Hospital and Chang
Gung University College of Medicine, Kaohsiung, Taiwan; 5

Kaohsiung Chang Gung Memorial Hospital and Chang Gung
University College of Medicine, Kaohsiung, Taiwan; 6 Kaohsiung
Chang Gung Memorial Hospital and Chang Gung University College
of Medicine, Kaohsiung, Taiwan; 7 Kaohsiung Chang Gung Memorial
Hospital; 8 Kaohsiung Chang Gung Memorial Hospital and Chang
Gung University College of Medicine, Kaohsiung, Taiwan.

Background: According to AASLD practice guidelines, Antibiotic

prophylaxis should be instituted in any patient with cirrhosis and

gastrointestinal bleeding (GI) hemorrhage. Oral norfloxacin or intra-

venous ciprofloxacin and intravenous ceftriaxone are recommended

antibiotics but little has been known for intravenous cefazolin. This

study aimed to compare cefazolin and ceftriaxone on the outcome of

cirrhotic patients with acute variceal hemorrhage after endoscopic

procedures.

Methods: This study was conducted on cirrhotic patients with acute

variceal bleeding who received endoscopic procedures in the periods

from July 2009 to October 2010. They were then divided into two

groups: cefazolin group (n=54, received intravenous Cefazolin 1g q8h

for 2*7 days), and ceftriaxone group (n=22, received intravenous

Ceftriaxone 1g q12h for 2*7 days). The end points were incidence of

infections, hospital stay, time of rebleeding, death.

Results: A total of 84 patients were enrolled (Male/Female = 56/28,

Age: 57.5±15.1). There were no significant differences in any of the

clinical and laboratory data between cefazolin and ceftriaxone groups

except for prolonged prothrombin time (12.9 ±1.5 vs. 15.0 ±5.4,

P=.03). There were neither significant difference in infections rate

hospital days, actuarial probability of remaining free of rebleeding

and mortality between the two groups.

Conclusions: Prophylactic intravenous cefazolin may have similar

benefit as ceftriaxone in reducing infections, hospital days, reblee-

ding, and mortality in cirrhotic patients with acute variceal

hemorrhage after endoscopic interventions. This study is limited by

the small sample size.

PP37-037
Diabetes mellitus is associated with gastroesophageal variceal bleeding

in cirrhotic patients

Sheng-Chieh Lin, Long-Sheng Lu, Chao-Hung Hung, Seng-Kee Chuah,

Jing- Houng Wang, Tsung-Hui Hu

Kaohsiung Chang Gung Memorial Hospital and Chang Gung
University College of Medicine, Kaohsiung, Taiwan

Background: Diabetes mellitus (DM) has been reported to be a

negative predictor of survival in patients with chronic liver disease.

However, the impact of DM on the development of gastroesophageal

variceal bleeding remains unclear. We aim to elucidate whether DM

is an independent risk factor for variceal bleeding among cirrhotic

patients.
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Methods: A total of 146 consecutive patients with liver cirrhosis

(Child-Pugh A, n = 75; B, n = 40 and C, n = 31) were prospectively

enrolled. Clinical and biochemical characteristics and history of gas-

troesophageal varices bleeding, hepatic encephalopathy and

spontaneous bacterial peritonitis were retrospectively reviewed.

Results: Of them, 37 (25%) patients had DM. Patients with DM had

significantly higher ratio of Child-Pugh B/C (p = 0.043), renal

insufficiency (p = 0.002) and history of variceal bleeding

(p = 0.006) compared with non-DM subjects. Variceal bleeding was

also associated with Child-Pugh B/C (p \ 0.001), ascites

(p = 0.002), hepatic encephalopathy (p = 0.023) and low platelet

count (p \ 0.001). Based on stepwise logistic regression analysis,

Child-Pugh B/C (odds ratio (OR): 4.90, p = 0.003) and DM (OR:

2.99, p = 0.022) were independently associated with variceal bleed-

ing. In subgroup analysis, DM was significantly correlated with

varices bleeding in the patients with Child-Pugh A (p = 0.042), but

not with Child-Pugh B/C (p = 0.128).

Conclusions: DM is independently associated with gastroesophageal

variceal bleeding in cirrhotic patients, especially in those with Child-

Pugh A.

PP37-038
The factors associated with QTc prolongation in cirrhotic patients

Anupong Tangaroonsanti, Tawai Ngernsritrakul, Abhasnee Sobhonslidsuk

Ramathibodi hospital

Background: QT interval represents the total duration of ventricular

activation and recovery. QT prolongation has been reported in cir-

rhosis and is a supportive criteria for the diagnosis of cirrhotic

cardiomyopathy.

Objective To study for the prevalence of QTc prolongation in cirrhotic

patients and for the factors associated with QTc prolongation.

Methods: Sixty eight cirrhotic patients without known cardiovascular

diseases were enrolled. The demographic and laboratory data

including 12-lead electrocardiogram were obtained. Corrected QT

interval (QTc) by Bazett formula was evaluated with 12-lead ECGs.

Univariate analysis was performed with t-test, non-parametric or

Exact tests as appropriate. Factors with p-value \ 0.20 were selected

for binary logistic regression analysis.

Results: 30 patients (44.1%) were male. The etiology of cirrhosis was

alcohol (35.3%) and non-alcohol (64.7%) related. Child class A, B and C

were found in 39 (57.4%), 27 (39.7%) and 2 (2.9%) patients. Prolonged

QTc ([ 440 ms) was found in 27 patients (39.7%). By univariate

analysis, the factors associated with QTc prolongation were diuretic use

(p \ 0.006), decompensated cirrhosis (p \ 0.001), diastolic blood

pressure (p \ 0.046), hemoglobin level (p \ 0.003), serum total cal-

cium (p \ 0.010), serum magnesium (p \ 0.006) and MELD

(p \ 0.020). Propranolol use was marginally associated with QTc pro-

longation (p = 0.176). Age, sex and alcoholic etiology was not related

to QTc prolongation. Multivariate analysis showed that decompensated

cirrhosis and propranolol use were independently associated with pro-

longed QTc in cirrhotic patients (p = 0.042 and 0.036).

Conclusions: In cirrhotic patients, decompensated cirrhosis and

propranolol use are related to the prolongation of QTc.

PP37-039
Antibiotic Prophylaxis in Cirrhotic Patients after Endoscopic Hemostasis

for Peptic Ulcer Bleeding Prevents Infections and Reduces Recurrent

Bleeding

Seng-Kee Chuah, Chi-Sin Changchien, Shih-Cheng Yang, Jing-Hung

Wang, Sheng-Nan Lu, King-Wah Chiu, Wei-Chen Tai, Shue-Shian Chiou,

Tsung-Hui Hu

Kaohsiung Chang Gung Memorial Hospital And Chang Gung
University College of Medicine, Kaohsiung, Taiwan

Background: Guidelines recommend that antibiotic prophylaxis

should be instituted in cirrhotic patient with gastrointestinal

hemorrhage. Study for the effect of antibiotic prophylaxis in cirrhotic

patients with peptic ulcer (PU) bleeding alone is lacking. We aim to

assess the effect of antibiotic prophylaxis in cirrhotic patients with PU

beeding after endoscopic interventions and the risk factors associated

with recurrent bleeding.

Methods: 140 hospitalized cirrhotic patients with PU bleeding who

underwent endoscopic hemostasis were enrolled in this cross-sectional,

retrospective chart review study. Cirrhotic patients who did not receive

antibiotics were classified as group A (n = 108) while patients who

received intravenous ceftriaxone 1 g q12 h for 3–7 days were classified

as group B (n = 32). The end points were prevention of infection

(BT[38’C, WBC[11000), hospital stay, time of rebleeding, death.

Results: The male/female ratio was 81:24 (mean age: 60.8±13.4

years). More patients suffered from recurrent bleeding in group A

than group B (9.4 % vs. 38.1%; P = 0.025). Less patients encountered

infection in group A than group B (12.5% vs. 27.8 % p=0.05). All-

cause mortality was higher in group A patients than group B patients

(32% vs. 6%; P = 0.002). On multivariate analysis, the risk factors

associated to recurrent bleeding were age [70 year-old, advanced

stage of cirrhosis with Child-Pughs class C, chronic kidney disease

and patient with infection, blood transfusion, serum creatinine level,

and no antibiotics prophylaxis.

Conclusions: Antibiotic prophylaxis in cirrhotic patients after endo-

scopic hemostasis for PU bleeding prevents infections, reduces

recurrent bleeding.

PP37-040
Severe anemia in hospitalized patients with advanced Cirrhosis: Impact

of Spur cells and severity of liver disease

Chandan K N, Ramesh Kumar, Vikram BHatia, Shiv Sarin

Institute of Liver and Biliary Sciences

Background: Spur cells are known to cause severe anemia (hemo-

globin B7g/dl) in advanced cirrhotics. The present study was aimed to

evaluate clinical profiles of patients with severe anemia, incidence of

spur cells anemia (SCA) and its correlation with disease severity and

outcome in such patients.

Methods: During study period, 106 consecutive hospitalized patients

with cirrhosis and severe anemia without evidence of bleeding were

studied.

Results: 45 (42.4%) of 106 patients had evidence of hemolysis with

varying degree of spur cells (1-5% in 21 patients, and [5% in 24

patients). Compared with patients without SCA (n=61), patients with

SCA had more advanced liver disease (MELD score, p 0.002, Child

Pugh score, p 0.003), higher serum bilirubin levels (P 0.03) and INR

(P 0.001), more incidences of spontaneous bleedings (0.005), more

frequent transfusion refractory anemia (p 0.01), and higher in-hospital

mortality (55.6% vs. 28%, p 0.01). Alcoholic cirrhosis was the pre-

dominant etiology. Patients with [5% spur cells had more advanced

disease (MELD score, P = 0.03, bilirubin, P = 0.001, and INR P =

0.01) than those with spur cells 1-5%. In multivariate analysis, Child

Pugh score (OR [95%CI] 1.3 [1.02-1.8], p=0.03) and INR (OR 1.9

[1.08-3.3], p=0.02) independently predicted presence of SCA. Among

alcoholic cirrhosis, Discriminant function (DF) score was independent

predictor of SCA, (OR [95%CI] 1.03 [1.00-1.05], p=0.01). The

diagnostic accuracy (AUROC) of DF for SCA was 0.76 (0.60-0.92).

Conclusions: In patients with advanced cirrhosis, spur cells causes

severe, sometimes refractory anemia and is associated with disease

severity and poor outcome.

PP37-041
The Mean Difference of Thrombocyte Size in Cirrhotic Patient

with and without Thrombocytopenia

Savina Hasbiani, Neneng Ratnasari, Fahmi Indrarti

Gadjah Mada University, Indonesia

Background: Thrombocytopenia is one of the most frequent hema-

tologic disorders in patient with chronic liver disease. The relation of
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thrombocyte size and thrombocyte count remains unclear. The aim of

this study is to investigate the mean difference of thrombocyte size

(mean of Platelet Distribution Width/PDW and Platelet Volume/

MPV) in cirrhotic patients with and without thrombocytopenia.

Methods: A cross sectional study was conducted in cirrhotic

patients.All subjects were patients of Dr. Sardjito, General Hospital,

Yogyakarta, Indonesia. The diagnostic was based on clinical, labo-

ratory, imaging. The thrombocyte size and count was measured by

spectrophotometer. Data analysis was calculated by computer.

Results: Thirty one cirrhotic patients were enrolled in this study with

22 male and 9 female, and mean of age 50.9±14.07 years old. Data

showed minimum of thrombocyte count 40,000 and maximum 224.103.

There were thrombocytopenia in 74,2% subjects, increasing PDW

93,5%, decreasing PDW in 3,2% and normal PDW in 3,2%. MPV was

increased in 45,2% subjects, was decreased in 3,2% and normal in

51,6% subjects. Analysis continued by non parametrical test (Friedman

Test). There were showed statistically significant with p value\0,005

between thrombocyte status and alteration of thrombocyte size (mean

of PDW with p=0,034 and mean of MPV with p=0,018).

Conclusions: The study revealed that there is a mean difference of

thrombocyte size in cirrhotic patients with and without thrombocy-

topenia. Cirrhotic patients with thrombocytopenia presented with

more alteration of thrombocyte size than cirrhotic patients without

thrombocytopenia.

PP37-042
The mean difference of hemorrhagic diathesis prolongation in cirrhotic

patients with and without esophageal varices bleeding

Dian Kusumastuti1, Neneng Ratnasari2, Rizka Asdie3

1Medical Student, 2Medical Staff, 3Medical Staff

Background: Esophageal varices (EV) bleeding is a cirrhosis com-

plication that has high mortality rate. The current guidelines

recommend to screen all cirrhotic patients by endoscopy to identify

the risk of bleeding but it is not easy to be done. Therefore, this study

use another parameter (prolongation of the hemorrhagic diathesis) as

a predictor factor of variceal bleeding.

Methods: A cross sectional study was conducted in 45 cirrhotic

patients with VE. Blood collection was performed to measure the

Partial Thromboplastin Time (PTT), Activated Partial Thrombo-

plastin Time (APTT) and International Normalized Ratio (INR). The

presence of EV and its bleeding observed by endoscopy. Data anal-

ysis was calculated by computer.

Results: Forty five cirrhotic patients were enrolled in this study with

30 male and 15 female, with mean of age 52.9 1.75 years old. There

were 37.8% EV patients without bleeding, 55.6% with bleeding, 4.4%

bleedings patients without EV and 2.2% without EV and bleeding.

We found 84.4% INR levels in range \ 1.7, 13.6% INR levels in

range 1.7-2.3, 2.3% INR levels in range [ 2.3. Analysis continued by

nonparametric test (Wilcoxon Test). There were showed statistically

significant with p value \ 0.05 between EV bleeding status and

prolongation of hemorrhagic diathesis (mean of INR level with

p \ 0.001), no statistically significant with p value [ 0.05 between

EV status and prolongation of PTT and APTT.

Conclusions: The study revealed that there is mean difference of

hemorrhagic diathesis prolongation in cirrhotic patients with and

without esophageal varices bleeding.

PP37-043
The value of serum ischemia-modified albumin for assessing liver function

of patients with chronic liver disease

Cheng Wei-chun, Chiung-Yu Chen

National Cheng Kung University Hospital

Background: Ischemia-modified albumin (IMA), a test that measures

the cobalt-binding capacity of albumin is used as a cardiac ischemic

marker. The ratio of IMA and albumin V ischemic modified albumin

ratio (IMAR) was reported to correlate with severity of decompen-

sated cirrhosis of liver. This study aimed to assess IMA and IMAR as

a liver function test and to investigate whether albumin infusion

changes IMAR in patients with cirrhosis of liver.

Methods: Blood samples from healthy volunteer, uremic patients,

patients with chronic hepatitis, and cirrhosis of liver were included for

IMA assay. Serum levels of albumin, total bilirubin, creatinine, INR,

MELD score, CTP score, indocyanine green test (ICG), and total

antioxidative capacity (TAC) were checked. Paired serum from

patients before and after albumin supply (n = 9) was compared.

Results: Significant difference in the value of IMAR was noted among

patients of chronic hepatitis, cirrhosis, and healthy volunteer. In

patients with liver disease, the value of IMAR was significantly cor-

related with that of ICG test, serum bilirubin, and INR. In patients with

cirrhosis of liver, IMAR was also correlated with CTP and MELD

score. Albumin supply improved the MELD score but not IMAR.

Conclusions: IMAR was correlated with most of the liver function

tests and can be a supplemental test to them. IMAR may be more

objective than them as it was not significantly influenced by albumin

infusion. More investigations, however, were required to validate the

application of IMAR in patients with chronic liver disease.

PP37-044
Heterogeneity in the aetiology of liver cirrhosis in Asia

Hugh Watson

Sanofi

Background: Reported variations in the prevalence of hepatitis B

(HBV) and hepatitis C (HCV) virus infections suggest differences in

the predominant aetiology of cirrhosis across the region. The aim of

this study was to compare the reported aetiologies of cirrhosis

between Asian countries.

Methods: A literature search was performed for published studies in

chronic liver disease documenting aetiology of liver cirrhosis in Asia.

Inclusion criteria were studies published from 2001-2011 including a

minimum of 100 patients without any selection of patients according

to origin of cirrhosis. Aetiologic fractions were calculated for each

country combining data from different studies where multiple publi-

cations were identified.

Results: Twenty studies were identified from 9 different countries

and territories. Data retrieved showed that each country included has

a distinct pattern of cirrhosis aetiology with HBV, HCV and alcoholic

liver disease (ALD) each predominating in some countries. HBV

aetiology ranged from \ 15% (Japan, Russia) to [ 80% (China,

Hong Kong). HCV aetiology ranged from 5% (Hong Kong) to 61%

(Japan). The proportion with ALD aetiology ranged from zero

to [ 40% (India, Russia). Non- alcoholic fatty liver disease (NAFLD)

aetiology was rarely reported, but the proportion of cryptogenic plus

other non-specified causes ranged up to [ 15% (India, Malaysia).

Conclusions: The burden of chronic liver disease is high throughout

Asia, but varies greatly in origin by country. Each of the three main

causes is a significant problem in certain countries and the high

number of cryptogenic cases in India and Malaysia suggest the

importance of other causes such as NAFLD.

PP37-045
Transient elastography (TE) correlates well with hepatic venous pressure

gradient (HVPG) and liver fibrosis score on liver biopsy in patients

with portal hypertension

CHANDAN K N, ashish Kumar, Archana Rastogi, Chaggan Bihari, Shiv

Sarin

Institute of Liver and Biliary Sciences

Background: HVPG is the best predictor of portal hypertension

while liver biopsy is the gold standard for staging liver fibrosis. We

investigated whether; TE can serve as a non invasive test to assess the

degree of fibrosis and portal hypertension.
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Methods: TE was performed in consecutive patients of portal

hypertension undergoing liver biopsy and HVPG.

Results: Total 108 patients were included. The etiology of liver

disease was cryptogenic in 40 (37%), viral in 32 (30%), alcohol in 6

(6%), and rest had other etiologies. Liver biopsy was available in 107

patients. In them, 64 (69%) patients had stage-4 fibrosis. Median

HVPG was 14 (range 2-33) mmHg and 67 (62%) patients had

HVPG [ 12 mmHg. Median liver stiffness was 26.8 kPa (range 3.8-

75). There was significant correlation between liver stiffness and

HVPG (spearmans rho 0.303, p = 0.002). For predicting

HVPG [ 12 mmHg, the AUROC for liver stiffness was 0.735 and the

best cut-off value of liver stiffness was 21.2 kPa (sensitivity 75% and

specificity 67%). Significant correlation was seen between liver

stiffness and fibrosis (spearmans rho 0.312, p = 0.001). On subgroup

analysis, significant correlation was seen between TE, fibrosis stage

and HVPG. For predicting stage-3 or 4 fibrosis by TE, the AUROC

was 0.684, and the best cut-off was 13.4 (sensitivity 88% and spec-

ificity 62%).

Conclusions: TE&és a non-invasive diagnostic tool for high portal

pressure and significant liver fibrosis. Liver stiffness value above

13.4 kPa indicates stage-3 or 4 fibrosis and above 21.2 kPa, indicates

HVPG [ 12 mm Hg, the threshold for variceal bleeding.

PP37-046
The Correlation Between Platelet Count/Spleen Index and The Grade

of Esophageal Varices in Liver Cirrhosis Patients

Novika Handayani, Neneng Ratnasari, Catharina Triwikatmani

Faculty of Medicine, Gadjah Mada University, Indonesia

Background: The grade of esophageal varices (EV) is one of the

important factors leading to hemorrhage related to portal hyperten-

sion. Cirrhotic patients frequently undergo an endoscopy to evaluate

EV. In order to reduce the use of endoscopy that is invasive, many

non-invasive predictors for the presence and the size of EV have been

studied. The aim of this study was to determine the correlation

between platelet count/spleen index and the grade of EV.

Methods: This cross-sectional study included cirrhotic patients in

Dr.Sardjito General Hospital, Yogyakarta, Indonesia. Platelet count

measured by a spectrofotometer test. Ultrasonography was performed

by two hepatologist who had the kappa score for spleen index mea-

surement. The grade of EV was determined by upper digestive

endoscopy. This grading is based on Japanese Society of Portal

Hypertension and Esophagogastric Varices. Endoscopy examination

postponed for patients who came with hematemesis and/or melena

until their condition was stable. All therapies were still given to the

patients. Platelet count/spleen index and the grade of VE were assesed

for all subjects.

Results: This study was carried on 24 patients, 16 males (66,7%) and

8 female (33,3%). The mean of their ages was 51,75±13,12. We

found 12,5 % patients with no EV, 12,5% patients with F1, 25%

patients with F2, 41,7% patients with F3, and 8,3% patient with

eradicated EV from endoscopy examination. EV grade showed a

negative correlation (r = -0,356) with platelet count/spleen index; on

the other hand, no statistically significant correlation was found (p

0,088).

Conclusions: Platelet count/spleen index has a negative correlation

with EV grade but not significant (p [0,05).

PP37-047
Carvedilol vs propranolol in portal hypertension: a meta-analysis

Elvie Victonette Razon-Gonzalez, Edhel Tripon, Roger Forroza, Ernest

Dela Cruz, Janus Ong, Mark Anthony De Lusong

Philippine General Hospital

Background: Beta-blockers, particularly propranol, decrease portal

hypertension among cirrhotics. Carvedilol, a nonselective beta-

blocker with added alpha-1-blockade, potentially might have greater

hypotensive effects. This meta-analysis compares the efficacy of

carvedilol vs propranolol in reduction of hepatic venous pressure

gradient (HVPG) and mean arterial pressure (MAP).

Methods: Cochrane Library, Pubmed, EMBASE, Google Scholar,

LILAC databases were searched for randomized controlled trials

(RCTs) published until October 2010 comparing carvedilol and pro-

pranolol in the reduction of HVPG and MAP among cirrhotics. Two

independent reviewers evaluated the methodological criteria of each

study using Jadad scale. A third reviewer settled any disputes. Mean

differences of HVPG and MAP were analyzed using Revman software.

Results: Eight studies were retrieved initially but only three RCTs

were included in this analysis. Pooled data from 115 patients showed

that carvedilol is superior to propranolol in reducing HVPG (-8.36,

95% CI: -9.43 to -7.28, p \ 0.00001). However, reduction of MAP is

significantly greater in carvedilol than in propranolol, as well (- 8.62,

95% CI: -9.63 to -7.61, p \ 0.00001).

Conclusions: Although carvedilol is superior to propranolol in

reducing portal hypertension, its overall hypotensive effect might

preclude its use. Furthermore, the lack of clinical endpoints that

would impact survival and mortality necessitates additional studies in

the future.

PP37-048
The association between the single nucleotide polymorphisms in the three

loci in PPAR-c gene and susceptibility to non-alcoholic fatty liver disease

Yongjian Zhou

Guangzhou First Municipal Peoples Hospital, Guangzhou Medical
College

Background: We have previously shown that single nucleotide

polymorphisms (SNPs) at C161T in the peroxisome proliferator-

activated receptors-c (PPAR-c) gene were associated with the sus-

ceptibility to non-alcoholic fatty liver disease (NAFLD) (Liver Int.

2008,28;385). In this study, we further investigated the effect of the

SNPs at three other loci in PPAR-c gene i.e. C-681G, C-689T and

Pro12Ala on the susceptibility to NAFLD.

Methods: The subjects were selected from an epidemiological survey

in Guangdong province of southern China.169 subjects who met the

diagnostic criteria of NAFLD and had typical clinical and ultraso-

nographic findings were enrolled in the NAFLD group, and 699

healthy subjects were included as controls. Polymerase chain reaction

and restriction fragment length polymorphism. (PCR-RFLP) was

applied to detect the SNPs at the three loci. Single-variant- and

haplotype-based analyses were performed to analyze the results.

Results: The prevalence of metabolic syndrome (MS) in NAFLD

group (61.0%) was significantly higher than that (7.4%) in controls

(P\0.01). The genotype distribution and allele frequencies of C-681G

in NAFLD group were differed significantly from those in controls

(P=0.03). The SNPs at other two loci (C-689T, Pro12Ala) in PPAR- c
gene were not significantly different between the two groups

(P[0.05). The GCC haplotype was an independent risk factor

(P=0.03), while the CCC haplotype was the protective factor for the

susceptibility to NAFLD (P=0.03).

Conclusions: The C-681G variant in PPAR-c gene, but not C-689T

and Pro12Ala, were positively associated with the susceptibility to

NAFLD.

PP37-049
Mortality in cirrhosis V the changing pattern

Bailuru Tantry1, Sandeep Gopalakrishna2, Suresh Shenoy3

1Kasturba Medical College, Mangalore, Manipal University,
2Kasturba Medical College, Mangalore, Manipal University,
3Kasturba Hospital, Ambbedkar Circle, Mangalore

Background: With the availability of advanced techniques for the

endoscopic management of variceal haemorrhage, the mortality from

acute GI bleed has been reduced. Majority of patients now die due to
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advanced liver failure in absence of liver transplantation. The present

study was performed to analyse the changing pattern of mortality in

cirrhosis.

Methods: The study included 89 patients dying with cirrhosis

between April 2009 to Mar 2011 in our hospital. Retrospective

analysis of the case records of these patients was performed.

Results: The average age at death in cirrhosis was 56 years. Majority

had alcoholic cirrhosis (60.6%). Sepsis was the leading cause of death

(53.9%). Common sites of infection included respiratory infection in

11 and Spontenous Bacterial Peritonitis in 9 patients. The site of

Sepsis was undefined in 22 patients. The other important causes of

death included GI Bleed in 22, Hepatic Encephalopathy in 34, Renal

failure in 26 and Hepatocellular Carcinoma in 14 patients. The

average MELD score of patients dying with cirrhosis was 26.9 and

majority of patients were in Child C class (71.9%). Patients with GI

Bleed had better MELD and Child score as compared to other causes

of death. Patients with Renal failure with or without Sepsis had most

advanced liver failure.

Conclusions: The present study shows that Sepsis is the leading cause

of death in patients with cirrhosis. Patients with GI bleed tend to have

less advanced liver disease. The degree of liver failure is maximum in

patients with renal failure with or without Sepsis.

PP37-050
The relation between fibrosis serum marker towards liver size and liver

index in liver cirrhotic patients

Nisma Aulia, Neneng Ratnasari, Rizka Asdie

Gadjah Mada University, Indonesia

Background: A large number of indirect serum markers have been

tested, especially to diagnose liver cirrhosis as an alternative of liver

biopsy. The relationship between serum markers and ultrasonography

(US) result is still debated. The aim of this study is to correlate serum

marker of liver fibrosis and liver size; spleen index.

Methods: Consecutive cirrhosis patients were enrolled in this cross

sectional study. They undergo the regular laboratory test and US exami-

nation by two hepatologists, who already have a kappa score (0.75). We

calculate the Aspartate aminotransferase/platelet ratio index (APRI) and

FIB-4scoreas the indirect serummarkers and analyze correlationbetween

them and US result. The data analyze by computer program.

Results: Thirty-three patients were enrolled in this study (69.7%

males, mean age is 52.67). There were mean APRI score (1.77±1.37),

mean FIB-4 (5.79±3.98), mean liver size (9.07±2.08), and mean

spleen size (34.38±14.72). Weak negative correlations found

between: spleen index and APRI score (r=-0.10), spleen index and

FIB-4 score (r=-0.07) but not significant. There were weak positive

correlations between: liver size and APRI score (r=0.10), liver size

and FIB-4 score (r=0.08). By using Friedman test, relations of

extended fibrosis criteria (APRI and FIB-4) towards liver size and

spleen index were found to be significant (p\0.05).

Conclusions: No significant correlation between fibrosis serum

marker (APRI and FIB-4 score) and liver size; spleen index. But,

there was significant relation between extended fibrosis criteria

towards liver size and spleen index in liver cirrhotic patients.

PP37-051
Safety and efficacy of endoscopic treatment against esophageal varices

in elderly patients with liver cirrhosis

Yuko SHIMIZU, Atsushi Hiraoka, Yasunao Miyamoto, Satoshi Hidaka,

Tetsuya Tanihira, Aki Hasebe, Tomoyuki Ninomiya, Kojiro Michitaka

Ehime Prefectural Central Hospital

Background: The aim of this study is to evaluate the safety and

efficacy of endoscopic treatment against esophageal varices (EV) in

elderly patients.

Methods: One hundred six patients, who were treated with endo-

scopic variceal ligation and/or endoscopic injection sclerotherapy for

EV from January 2006 to December 2010 in our hospital, were

enrolled. The patients with a past history of endoscopic treatment,

variceal hemorrhage, Child-Pugh classification of C, extra- hepatic

metastasis of hepatocellular carcinoma (HCC) and/or portal vein

tumor thrombosis of HCC were excluded. Their clinical data were

investigated retrospectively. Subjects were divided into 2 groups:30

elderly patients.

Results: There were no significant differences in sex, etiology of

cirrhosis, Child-Pugh score, and number of session of EV treatment

between both groups. There was no difference of death within 1 year

from the treatment in 10.0% and 5.3%, (P = 0.31), in group A and

group B, respectively. Adverse events(ascites, pleural effusion,

hepatic encephalopathy, and stenosis of esophagus esophagus that

needed dilation therapy) after endocscopic treatment were observed in

36.6% and 30.2%, (P = 0.52), in group A and group B. Ascites,

pleural effusion, and hepatic encephalopathy was found in 33.3% and

13.1%, (P = 0.02). Whereas stenosis of esophagus that needed

dilation therapy was found in 3.3% and 17.1%,(P = 0.10) and

re-treatment against recurrent varices were needed in 13.3% and

15.2%,(P = 0.10), respectively.

Conclusions: Rate of adverse events were higher in elderly group,

whereas esophageal stenosis and recurrent varices were mainly found

in non-elderly group.

PP37-052
Comparison of the serum calcium levels between patients with viral

cirrhosis and those with alcoholic cirrhosis: A retrospective analysis

Zhi-Jun Duan, Miao-Lei Zheng

First Affiliated Hospital of Dalian Medical University

Background: It was aimed to explore the variance of serum calcium

levels between the patients with viral cirrhosis (VC) and those with

alcoholic cirrhosis (AC).

Methods: Admission data of 112 cases with VC and 36 cases with

AC, and those of 70 healthy volunteers were collected. The level of

serum calcium, the prevalence of low serum calcium (LSC), and

levels of serum calcium at different classifications of liver function

following the grade of Child-Pugh were compared.

Results: 1.The serum calcium and the prevalence of LSC had no

differences between VC and AC (P€€.05).2.The patients were divided

into four groups according to their ages.

Conclusions: There are no differences of the serum calcium level and

prevalence of hypocalcemia between the two causes of cirrhosis. Age

may be one of risk factors to induce hypocalcemia in AC. To detect

serum calcium and to prevent hypocalcemia in patients with severe

liver cirrhosis may be necessary.

PP37-053
Serum cholesterol: could it be a sixth parameter of child-pugh scoring

system

Amanullah Amanullah1, Abdul Rabb Bhutto2, Nazish Butt3,

Azizullah Khan Dhiloo4, Muhammad Mnuir Syed5

1HEPATOLOGY, 2JPMC Karachi, 3AKU Karachi, 4JPMC Karachi,
5JPMC Karachi

Background: Viral hepatitis leading to liver cirrhosis is a common

concern and the major cause of death in Pakistan. Impaired lipid

metabolism is often found in patients with chronic liver diseases. The

aim of this study was to determine the patterns of serum lipid profile

and its relation with Child Pugh score in patients with decompensated

chronic liver disease.

Methods: Selective cirrhotic patients secondary to viral hepatitis

included and patients with diabetes, hypertension, alcohol, autoim-

mune and non alcoholic fatty liver were excluded. Serum lipid profile

was determined in after an overnight fast of 12 h. On the basis serum

total cholesterol patients were divided into four groups; Group I with

serum total cholesterol.
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Results: One hundred and fourteen patients with mean age of 40.32

3.594 years. Females were 32 (28.1%) and 82 (71.9%) were males.

According to Child-Pugh class; 34 (29.8%) patients presented with

Child-Pugh class A, 34 (29.8%) class B and 46 (40.4%) were fallen in

class C. Serum cholesterol (Total) and triglycerides have significant

correlation with Child-Pugh class (p 0.0001 and p 0.004 respectively)

suggesting that as severity of liver dysfunction increases the both

serum cholesterol and triglycerides levels decrease. Further more

results revealed that males were significantly more hypocholestero-

lemic than females (p 0.006).

Conclusions: Hypocholesterolemia is a common finding in decompen-

sated chronic liver disease and got significant relationship with Child-

Pugh class. It may increase the reliability of Child-Pugh classification in

assessment of severity and prognosis in chronic liver disease patients.

PP37-054
Helicobacter pylori infection and hepatic cirrhosis

Ying Kai Wang1, Zhi Hao Wang2, Yang Wu3

1the Bethune First Hospital, Jilin University, Changchun 130021,
China., 2Department of Emergency, the Bethune First Hospital, Jilin
University, Changchun, 130021, China., 3the Bethune First Hospital,
Jilin University, Changchun 130021, China.

Background: Discussing the infection rate of helicobacter pylori

(HP) in the hepatic cirrhosis analyzing dependability the effect of HP

to the hepatic function and the portal hypertension and analyzing the

transmission route of HP.

Methods: 60 hepatic cirrhosis patients (Group One) and 60 gastro-

duodenal patients (Group Two) had been given gastroscope examine,

HP fast urea enzyme test and 14C respiratory test. The hepatic func-

tion target(albumin, prothrombin time), portal hypertension (including

ascites, big spleen, esophageal varix) and haematoglobin of patients,

the age a diet and habit of patients were be recorded.

Results: The infection rate of HP in Group One and Two were 45%

and 65.7% respectively. In Group One, Child-pugh classification A, B

and C patients were 15, 17 and 18 people respectively and the

infection rates of Hp were 53%, 25% and 22%. The Child-pugh

classification C patients had anemia, prolonged prothrombin time,

ascites, big spleen, esophageal and gastric varix. In group one a child-

pugh classification a patients had good diet, child-pugh classification

A and B patients were anorexia. In Group Two patients had common

diet and their habit, signs and check had no exception.

Conclusions: The infection rate of HP in hepatic cirrhosis was lower

than that in gastroduodenal patients. Eating separately and low saliva

may be a main factor of low infection rate. Low infection rate of HP

in hepatic cirrhosis were concerned to decompensation time of

hepatic function a portal hypertension and anemia which made

adverse existing condition of HP. The transmission route of mouth to

mouth had important relevance with the reducing of HP.

PP37-055
Capsule endoscopy in diagnostic of portal enteropathy in patients

with liver cirrhosis

Daria Mareeva, Inna Kovyazina, Peter Shcherbakov, Leonid Lazebnik

Central Research Institute of Gastroenterology

Background: Liver cirrhosis (LC) is one of the most serious diseases

in gastroenterology. And portal hypertension (PH) is one of the most

dangerous complication of cirrhosis. It is well known that PH char-

acterized by wide development of collateral blood circulations.

Usually it occurs in area of cardioesafageal transition, hemorrhoid

veins in rectum, vascular texture of anterior wall of belly, however it

is frequent together that takes part in small bowel veins. Thats why it

is very important to diagnose it. Some time ago we had a very big

problem of diagnostic of this problem, but now we have capsule

endoscopy (CE) for such reasons.

Aim
1. To evaluate development of portal hypertension in patients with

liver cirrhosis in small bowel.

2. To evaluate the possibility of bleeding in such patients.

3. To make a correlation between class of liver cirrhosis and

expression of portal hypertension in veins of small bowel.

Methods: we investigated 30 patients at the age from 19 to 68 years

(20 men and 10 women) with portal hypertension and varicose

expanded veins of esophagus and colon various degree. For all

patients after preparation was given video capsule: Given Image SB2.

Results: It is possible to confirm that at all of patients with PH have

changes of a vascular channel in a kind of varicose expansions was defined

in 30% arteriovenous malformation in 55%, hemorragia in 45%, angio-

dysplasia in 25%, Delafua defects in 10%, bleedings in 5%.

Conclusions: It is possible to say that all of the patients with LC and

PH have different alterations in small bowel. These changes does not

correlate with class of LC. CE is an indicative and authentic methods

of diagnostics of changes of a vascular channel at patients with a PH.

PP38-001
Increased percentage of activated regulatory t cells in patients with decom-

pensated liver cirrhosis contribute to the immunosuppressive status

by shedding the membranous TNFRII

Chien-Hao Huang, I-Shyan Sheen, Wen-Juei Jeng, Chang-Wen Huang,

Chun- Yen Lin Chun-Yen Lin

Chang-Gung Memorial Hospital, Linkou Medical Center, Taiwan

Background: Patients with decompensated liver cirrhosis were

regarded as immunocompromised, reflected by high incidence of

bacterial infection and impaired functions of neutrophils/monocytes/

macrophages. Paradoxically, the pro-inflammatory cytokine like

TNF-alpha increased significantly in patients with decompensated

liver cirrhosis. On the other hand, regulatory T cell now is believed to

play an important role in inhibiting immune responses, including

inhibiting the innate immune responses. Here, we studied the role of

Treg cells in the immunocompromised status of patients with

decompensated liver cirrhosis.

Methods: Thirty-three normal volunteers and seventy-four cir-

rhotic patients were enrolled in this study. Treg cells, defined as

CD4 + CD25 + Foxp-3 + T cells, were evaluated in peripheral blood

mononuclear cells from these patients using flow cytometry.

Results: The percentage of Treg cells increased significantly in

patients with decompensated liver cirrhosis when compared with

normal volunteers. In addition, these Treg cells were activated

reflected as high CD45RO expression and low CD62L expression.

Furthermore, the TNFRII expression increased significantly on the

Treg cells of patients with decompensated liver cirrhosis when

compared with normal volunteers. Interestingly, these membranous

TNFRII could be shed and released into supernatant when cultured

these Treg cells in vitro.Lastly, we found the serum soluble TNFRII

concentration increased significantly in patients with decompensated

liver cirrhosis when compared with normal volunteers.

Conclusions: The activated Treg cells with high TNFRII expression

increased significantly in patients with decompensated liver cirrhosis.

These highly expressed membranous TNFRII could be shed and

contributed to the high serum soluble TNFRII concentration that

could possibly in turn block the effect of TNF-\ effect on innate

immunity.

PP38-002
Homocysteine is not an important factor in liver disorders related

with thrombosis

Huseyin Alkim, Selime Ayaz, Erkan Parlak, Nurgul Sasmaz

Gastroenterology Specialist

Background: Elevated plasma homocysteine level is one of the most

common prothrombotic abnormalities seen in about 5-7% of general
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population. Hyperhomocysteinemia was accepted as a risk factor in

arterial and venous thrombosis. In order to investigate the frequency

of hyperhomocysteinemia in different liver disorders related with

thrombosis etiologically or pathogenically this study was planned.

Methods: The plasma homocysteine levels of 26 liver cirrhosis, 20

hepatocellular carcinoma, 32 portal vein thrombosis and 10 Budd-Chiari

syndrome patients together with 10 healthy control and 20 inflammatory

bowel disease patients for disease control were investigated.

Results: The plasma homocysteine levels (normal: 5–15).

Conclusions: The plasma homocysteine levels and the ratio of the

patients having hyperhomocysteinemia in four liver disease groups

were found similar with healthy control. But we detect 40% hype-

rhomocysteinemia in inflammatory bowel disease group. Our results

suggest that the homocysteine was not important in liver disorders

that related with thrombosis.

PP38-003
LPS treated splenic macrophage activate hsc in direct and indirect manner

Rui Zhou, Shu Zhang, Song Ren, Haitao Zhu, Fanpu Ji, Na Huang, Jun

Yang, Zongfang Li

the Second Affiliated Hospital, School of Medicine,Xi’an Jiaotong
University

Background: The relation of hypersplenism due to portal hyperten-

sion and hepatic fibrosis become a hot spot. In this study, we simulate

the environment of portal hypertension in vivo by co-culture to

investigate molecular mechanism and effect of spleen affecting the

formation of hepatic fibrosis.

Methods: Isolate hepatic kupffer cell(KC)and splenic macro-

phage(MX)from SD rats. Culture HSC-T6 cell lines. Prepare culture

fluid of kuffer cell and splenic macrophage with LPS stimulating or

not. According to the different stimulant conditions and cultural

methods, we can divide culturing HSC into six groups:

A1(HSC)BA2(HSC + LPS), B1(HSC + KCCM), B2(HSC + KCCM-

L), C1(HSC + MXCM), C2(HSC + MXCM-L). We can divide co-

cultureing HSC and into four groups: a1(HSC + KC), a2(HSC +

KC + LPS), c1(HSC + KC + MXCM), c2(HSC + KC + MXCM-L).

The expression of HSC TGF-], PDGF-R and CD38 is detected by

laser scanning confocal microscope and flow cytometry. And the

expression of IL-6 is detected by ELISA.

Results: After adding LPS, the expression of HSC TGF-], PDGF-R,

CD38 and culture liquid IL-6 in co-culture group(a1, a2, c1, c2) are

significantly higher than in control group(A1, A2, C1, C2). The

expression in the stimulant liquid of splenic macrophage group is

highest in all. The changing trend of various index is

c2 [ a2 [ B2 [ C2.

Conclusions: MXCM-L could activate the HSC by its direct or

indirect stimulation. And the indirect action which is realized with the

stimulation of KC has the dominant position. When the MXCM-L is

present, it is more activated. Spleen could promote the formation of

hepatic fibrosis.

PP38-004
NF-eB Regulates Phagocytosis and Secretion in Splenic Macrophage

in Hypersplenism due to Liver Cirrhosis

Song Ren, Shu Zhang, Rongrui Liang, Wei Zhang, Jun Li, An Jiang,

Ke Li, Zongfang Li

the Second Affiliated Hospital, School of Medicine,Xi’an Jiaotong
University

Background: Nuclear factor-kappa B (NF-eB) transcription factors

have a key role in various biological processes. In this study, we

explore the role of NF-eB in phagocytosis and secretion in splenic

macrophage in hypersplenism due to liver cirrhosis.

Methods: NF-eB activation was examined in hypersplenism splenic

macrophage by using confocal microscopic analysis, western blot

analysis, ELISA-based Trans AM NF-eB kit, Chromatin

immunoprecipitation (ChIP) and NF-eB luciferase reporter assay. To

inhibit NF-eB activation, we used NF-eB p65 activation inhibitor

JSH-23, p65 siRNA and c-Rel siRNA to treat normal and hyper-

splenism splenic macrophage. Phagocytosis and secretion were

evaluated in untreated and treated cells. NF-eB p65 and c-Rel

downstream target genes were evaluated by quantitative reverse-

transcriptase polymerase chain reaction (QRT-PCR).

Results: NF-eB p65, p52 and c-Rel nuclear translocation, DNA-

binding activity and transcriptional activation were up-regulated in

hypersplenism splenic macrophage. JSH-23 down-regulated activa-

tion of NF-eB p65 and inhibited phagocytosis and secretion in

hypersplenism splenic macrophage. SiRNA-mediated p65 and c-Rel

gene silencing significantly suppressed phagocytosis and secretion in

hypersplenism splenic macrophage. We identified many phagocytosis

and hepatic fibrogenesis regulators, including IL-1\, IL-1], IL-10,

TGF-] 1 and THF-\, were regulated by NF-eB.

Conclusions: These results demonstrate that NF-eB p65 and c-Rel

may be critical factors in phagocytosis and secretion in hypersplenism

splenic macrophage. NF-eB p65, c-Rel and NF-eB target genes may

become potential therapeutic targets for treatment of hypersplenism

and liver cirrhosis.
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Background: Ramadan is the holy month for the Islamic world and

its fasting is one of the five pillars of Islam. Despite the importance

and the world wide nature of this religious practice, only few

researchers studied the metabolic implications of Ramadan fasting.

Doctors in Muslim countries find difficulties in advising people

whether to fast or not. We, therefore, tried to evaluate the effect of

Ramadan fasting on plasma lipids in a particular group, frequently

encountered in clinical practice.

Methods: The current study was conducted on 40 Child A, hepatitis

C virus (HCV)-RNA positive patients, willing to fast Ramadan.

Patients interviewed twice; the first before Ramadan and the second at

its end. At each visit, thorough history was taken, clinical examina-

tion was performed; body mass index(BMI) was assessed and blood

sampling was taken for chemical analysis for glucose, complete lip-

ogram (TC, HDL- C, LDL-C, VLDL-C, TG) and Apolipoprotein A-I.

Results: Significant increase in HDL-C (p \ 0.001) and improvement

in LDL/HDL ratio (p = 0.002) but no significant changes in the other

lipid parameters, weight and BMI. Significant ALT and quantitative

PCR for HCV-RNA improved laboratory results were noted.

Conclusions: Our data revealed that Ramadan fasting produces

marked non pharmacologic improvement of plasma HDL-C, and LDL/

HDL ratio that could benefit those at risk for coronary artery disease.
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Frequency of portal hypertensive gastropathy and its relationship

with biochemical, hematological and endoscopic findings in cirrhotic

patients

Nazish Butt1, Amanullah Abassi2, Abdul Rabb Bhutto3, Azizullah Khan

Dhiloo4, Syed Muhammad Munir5

1Aga Khan University Hospital, 2Duhs and Civil Hospital Karachi
Pakistan, 3Jinnah Postgraduate Medical Centre, Karachi., 4Jinnah
Postgraduate Medical Centre, Karachi., 5Jinnah Postgraduate
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Background: Portal hypertensive gastropathy (PHG) is a rather

common finding in patients with liver cirrhosis and portal hyperten-

sion, which in recent years has been recognized as a cause of acute or
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insidious gastrointestinal bleeding in these subjects. Our aim was to

evaluate the frequency of PHG and its relationship with biochemical,

hematological and endoscopic findings in cirrhotic patients.

Methods: The patients with diagnosis of cirrhosis, either undergoing

screening upper GI endoscopy or presented with acute upper GI

Bleeding were included in the study. Portal hypertensive gastropathy

and esophageal varices were classified using Baveno scoring system.

The severity of cirrhosis was classified according to the Child Pugh

criteria. Hypersplenism was assessed by the reduction of hemoglobin,

leucocytes count and platelets count.

Results: Out of 217 patients entering the study including 148 (68.2%)

males and 69 (31.8%) females with ages ranging from 15-85 years,

(mean 48.06 years). The number of HCV +ve patients was 144

(66.4%), HBV +ve 36 patients (16.6%), HCV/HBV co-infected

patients were 15 (6.9%) and only 1 (0.5%) had co-infection of HBV/

HDV. Twenty one patients (9.7%) did not have seropositivity for

HCV, HBV/HDV and were classified as having cryptogenic cirrhosis.

One hundred and one patients (46.5%) were in Child-Pugh classA,

105 (48.4%) were in class B and 11 (5.1%) patients had Child-Pugh

class C. Over all 172 (79.27%) patients had portal hypertensive

gastropathy while on basis of severity 56 (25.8%) patients had mild

and 116 (53.5%) patients were suffering from severe PHG.

Conclusions: Our data revealed that the frequency of PHG was

79.27% which is consistent with literature further more amongst the

interrelated factors grading of esophageal varices has significant

relation with PHG that is, as the severity of PHG rises the grading of

esophageal varices increases too suggesting common pathophysiol-

ogy of both entities.

PP38-007
Heme oxygenase and Nitric oxide synthase modulate the vascular tone

in endotoxin induced portal hypertensive (EIPH) rabbits

Dinesh Tripathi1, Puja Sakhuja2, Syed Naqui Kazim3, Shiv Sarin4

1 Institute of Liver and Biliary Sciences; 2 Department of Pathology,
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Background: Altered response of endogenous vasoactive agents and

increased hepatic circulation into the portal system may contribute in

the progression of portal hypertension (PHT) Carbon monoxide (CO)

produced by heme-oxygenase isoforms (HO-1&HO-2) is involved in

the regulation of systemic vascular tone. Nitric oxide (NO) and car-

bon mono oxide (CO) maintains, contribute in regulation of vascular

tone and function under physiological conditions.To investigate the

vasoregulatory role and levels of endogenous vasodilators NO and

CO,through the expression of NOS and HO pathway in the patho-

genesis of non-cirrhotic PHT.

Methods: EIPH rabbit model with sustained PHT for six months was

developed after repeated intraportal LPS injection through canula.

Hemodynamic studies, mRNA and protein expressions of the various

isoforms of NOS and HO, NO levels and HO activity were mea-

sured.The vasoactive response to phenylephrine (PE), acetylcholine

(Ach), sodium nitroprusside (SNP) were studied using in-vitro organ

bath with isolated aortic rings of EIPH(GrI), Sham(GrII).

Results: In EIPH, the portal pressure was higher than sham

(12.4±1.14 vs 5.51±1.08mmHg, p\0.05). Endothelial nitric oxide

synthase eNOS& HO-1 mRNA were up-regulated in EIPH p\0.05,

iNOS and HO-2 expressions were moderately increased. Protein

expression of eNOS and HO-1 (expressed as the ratio of eNOS and

HO-1 expression to beta-tubulin protein expression) was higher in Gr

I (0.83±0.04, 0.46±0.06) vs. Gr II animals (0.29±0.04,0.13±0.06)

(p\0.05). Concomitantly, raised NO and iron levels GrI. Immuno-

histochemically, NOS&HO isoforms increased in EIPH livers.

Impaired response of Ach was observed in PE induced preconstriction

in EIPH animals. The vasorelaxation response of SNP on precon-

stricted aortic rings with PE was impaired in EIPH.

Conclusions: The elevated of eNOS, iNOS, HO-1, HO-2 suggest that

NO&CO do contribute as vasodilators in EIPH model of PHT. The

aberrant vasorelaxation response of vasoactive agents may be due to

altered endothelial cell in EIPH.

Hepatol Int (2012) 6:67–309 309

123


	The 22nd Conference of the Asian Pacific Association for the Study of the Liver
	PP01-001 miR-15b and miR-16 regulate TNF mediated hepatocyte apoptosis via BCL2 in acute liver failure
	PP01-002 Role of HSP70 gene in acute viral hepatitis and fulminant hepatic failure
	PP01-003 A novel subset of double negative T cells effector molecule fibrinogen-like protein 2 contributes to the outcome of murine fulminant viral hepatitis
	PP01-004 Expression of the C5a receptor on granulocytes in patients with liver disease associated with sepsis
	PP01-005 Predicting survival after living and deceased donor liver transplantation in adult patients with acute liver failure
	PP01-006 Expression profiles and polymorphism of Toll-like receptors 2 and 4 in fulminant hepatic failure patients
	PP01-007 Outcome of living donor liver transplantation for acute liver failure; University of Tokyo experience
	PP01-008 Histological and radiological heterogeneity is characteristic of autoimmune acute liver failure
	PP01-009 Bone marrow myeloid-derived suppressor cells reduce acetaminophen-induced acute liver injury in mice
	PP01-010 The tissue-protecting role of effector/memory regulatory T cells in the mouse model of acetaminophen-induced acute liver failure
	PP01-011 Acute phase response and water retention induced by peppermint (Mentha piperita) oil
	PP01-012 Ethyl gallate isolated from Galla Rhois inhibits lipopolysaccharide stimulated nitric oxide production in RAW 264.7 macrophages via heme oxygenase-1 induction
	PP01-013 Establishment of immortalized human hepatic stellate cells for application in co-culture of hepatocytes and hepatic stellate cells
	PP01-015 Intra luminal Eucalyptus oil administration induced Hyperbilirubinemia and hepatocytic injury
	PP01-016 Hepatoprotective and antioxidant effects of Myelophil on restraint stress-induced liver injury in BALB/c mice
	PP01-017 Explore the influencing factors on the prognosis of chronic of chronic severe hepatitis treatment by artificial liver support system
	PP01-018 Amelioration of liver injury by persistently targeted intervention on TNFRp55 in acute-on-chronic liver failure rats
	PP01-019 Dynamic changes of LPS level and its relationship to qualitative and quantitative alterations in monocyte function in different phases of acute-on-chronic hepatitis B liver failure (ACHBLF)
	PP01-020 Dynamic changes of lipopolysaccharide (LPS) levels and intestinal G-	negative bacteria amount in different phases of acute-on-chronic hepatitis B liver failure and the relationship between them
	PP01-021 The validity of dynamic MELD score in predicting the time to livertransplantation for patients with chronic severe hepatitis B
	PP01-022 Discussion on the meaning of liver failure severity score in the opportunity of the entecavir treatment of HBeAg-negative acute-on- chronic liver failure
	PP01-023 Lower HBsAg level at fastigium stage may be related with poor short-term outcome in patients with chronic hepatitis B presenting as acute-on-chronic liver failure
	PP01-024 Role of hepatocellular autophagy and mechanisms of liver injury in LPS and D-Gal induced acute liver failure mice
	PP01-025 Inhibiting the expression of hepatocyte nuclear factor 4 alpha attenuates lipopolysaccharide/d-galactosamine-induced fulminant hepatic failure in mice
	PP01-026 Fuidized bed bioartificial liver improve the serum metabolome of fulminant hepatic failure pigs
	PP01-027 Protective effects of Polygonum bistorta (Linn.) and its active principle against acetaminophen-induced toxicity in rats
	PP02-001 Taurine ameliorates alcoholic steatohepatitis via enhancing self- antioxidant capacity and alcohol metabolism
	PP02-002 Prevalence of alcohol abuse and dependence in Moroccan male
	PP02-003 A case of alcoholic liver disease, who had developed from alcoholic liver fibrosis to liver cirrhosis and passive abstinence due to cerebral hemorrhage had led the patient to improve from liver cirrhosis to alcoholic liver fibrosis
	PP02-004 CGX, a traditional Korean herbal medicine, exerts hepatoprotective effects in a rat model of chronic alcohol consumption
	PP02-005 Ethanol induced GRP78 overexpression and secretion in HepG2 liver cells
	PP02-006 A Case of Simultaneous Marcihiafava-Bignami Disease and Central Pontine Myelinolysis developed in Alcoholic Liver Cirrhosis
	PP02-007 One successful treatment case of chronic severe hepatitis
	PP03-001 ANA pattern determination in autoimmune hepatitis
	PP03-002 Hepcidin protects against lipopolysaccharide-induced liver injury in a mouse model of obstructive jaundice
	PP03-003 Expansion of circulating T cells resembling follicular helper T (Tfh) cells are associated with disease severity in primary biliary cirrhosis
	PP03-005 The condition of occult hepatitis B virus infection in patients with autoimmune hepatitis
	PP03-006 Clinical presentation and HLA typing of autoimmune hepatitis from Pakistan
	PP03-007 Both NKT cells and Tregs which have a contrary effect on hepatocyte specific CTL are increased in the liver of experimental autoimmune hepatitis model
	PP03-008 Gastric healing effect of pioglitazone in cholestatic rats: Role of nitric oxide and TNF- alpha 
	PP03-009 Long-term follow-up after living donor liver transplantation for autoimmune liver diseases
	PP03-010 Killer cell immunoglobuline-like receptor (KIR) gene 2DS2 with HLA-C ligand C1/C1 may be responsible for prolonged liver injury in children with Autoimmune hepatitis (AIH)
	PP03-011 Autoimmune hepatitis (AIH) V clinical features and outcomes: hospital Selayang experience
	PP03-012 Relation between various autoantibodies and biochemical response to 	ursodeoxycholic acid and bezafibrate in patients with primary biliary cirrhosis
	PP03-013 Budesonide 3 mg tid in the treatment of autoimmune hepatitis (AIH) in adolescents, a subgroup analysis of the European AIH-BUC-Study
	PP03-014 Autoimmune hepatitis in a tertiary Malaysian University Hospital
	PP03-015 The Clinical Characteristics and Treatment of Autoimmune Hepatitis
	PP04-001 Blockage of CXCR2 suppresses tumor growth of intrahepatic cholangiocellular carcinoma
	PP04-002 Two cases of primary cholangiolocellular carcinoma of the liver with chronic hepatitis C
	PP04-003 A case of liver metastasis arising from gastric GIST 12 years after resection of primary GIST
	PP04-004 Lymphomas of liver, primary extranodal (PELL) and hepatitis C: clinical, diagnostics and treatment
	PP04-005 Combined hepatocellular carcinoma and cholangiocarcinoma 	(cHCC-CC): 2 case reports
	PP04-006 Sarcomatoid carcinoma of intrahepatic cholangiocyte origin: a unique case of primary liver cancer
	PP04-007 Life expectancy of cholangiocellular carcinoma patients living in the middle black sea region of turkey and retrospective evaluation
	PP04-008 A Resected case of cholangiolocellular carcinoma during treatment for lung cancer
	PP04-009 Surgical resection of solitary metastatic liver tumor arising from lung cancer: a case series
	PP04-010 Clinical Usefulness of Endscopic ultrasound in asymptomatic patients with raised Carbohydrate Antigen 19-9
	PP04-011 Hepatic tumor in a patient with adrenal cortical adenoma
	PP05-001 Study of gall bladder polyps in a hepatitis C and B hyperendemic township in Taiwan
	PP05-002 Ultrasound-guided percutaneous transhepatic biliary drainage without prior cholangiography: Indonesian experience
	PP05-003 Comparative proteomic analysis of human bile juice in obstructive jaundice disease: methodological study
	PP05-004 A case of primary cystic duct carcinoma based on Farrars criteria necessitating additional resection after laparoscopic cholecystectomy
	PP05-005 Prednisolone usage in patients with biliary atresia post hepato-	porto-enterostomy
	PP05-006 One-step percutaneous transhepatic insertion of a balloon-expanding metallic stent for obstructive jaundice due to various malignancies
	PP05-007 Endoscopic papillary large balloon dilation for revision of old sphincterotomy in recurrent bile duct stones
	PP05-008 A case of xanthogranulomatous cholecystitis preoperatively diagnosed with contrast-enhanced ultrasonography
	PP05-009 Clinical effect of endoscopic sphincterotomy on recurrence rate of pancreatitis in acute biliary pancreatitis
	PP06-001 Raloxifene induced hepatitis: a case report
	PP06-002 Validation of transient elastography (Fibroscan) in assessment of hepatic fibrosis in patients with drug-induced liver injury
	PP06-003 The analysis of clinical features and influencing factors in 113 patients with drug-induced liver injury
	PP06-004 Clinicopathological features of acute drug-induced liver injury patients with autoantibodies
	PP07-001 CORRELATION BETWEEN CXCR3 LIGANDS AND LIVER INJURY IN TREATMENT NAÏVE CHRONIC HEPATITIS B patients
	PP07-002 Lower ALT level could not differentiate liver pathology in CHB patients with high viral load and persistent normal ALT
	PP07-003 Quantitative HBsAg level can predict long-term outcomes of genotype B and C HBeAg-negative carriers
	PP07-004 Correlation between liver inflammation and sex, age, HBV DNA loads in patients with HBeAg positive chronic hepatitis B
	PP07-005 Ultrasensitive assay for genotyping of hepatitis B virus by use of an automated DNA extraction instrument
	PP07-006 Study of liver biopsy in chronic HBV carriers with persistently normal aminotransferase levels
	PP07-007 The diagnostic value of liver biopsy for patients with abnormal liver function of unknown origin
	PP07-008 Introduction of an auto-dilution for ARCHITECT HBsAg quantitative assay
	PP07-009 A simple and inexpensive point of care (POC) test for hepatitis B surface antigen detection: serological and molecular evaluation
	PP07-010 Quantitative detection of serum HBeAg levels using Paul-Ehrlich international (PEI) reference standard on the Architect platform
	PP07-011 Skewed T cell receptor beta chain variable gene (TCRBV) usage among different clinical types of hepatitis B patients
	PP07-012 Sequence Conservation of the Region Targeted by the Abbott Realtime HBV Viral Load Assay in Clinical Specimens
	PP07-013 Re-evaluation of Serum Alanine Aminotransferase and Liver Inflammatory Activity in Chronic Hepatitis B Patients
	PP07-014 Elevation of serum soluble human leukocyte antigen-G levels is associated with the disease activity and severity associated with hepatitis B virus infection
	PP07-015 External validation of clinical scoring systems for the prediction of 	hepatocellular carcinoma in chronic hepatitis B
	PP07-016 Liver biopsy at detection of fibrosis at chronical hepatitis B infection and comparing noninvasive methods
	PP07-017 Clinical outcomes in HBV carriers before and after HBsAg seroclearance
	PP07-018 Hepatitis B surface antigen levels predict minimal histologic changes in hepatitis Be antigen positive chronic hepatitis B
	PP07-019 HBsAg level alone or combined with HBV DNA level can better separate truly inactive chronic hepatitis B infection from those with subsequent reactivation in 2 years
	PP07-020 Identification of ultrastructure with peripheral blood mononuclear cells(PBMCs) and determination serum immunoglobulins of treatment-naive patients with chronic hepatitis B
	PP07-021 A new marker showing hepatocyte injury in chronic liver diseases
	PP07-022 Utility Assessment of Quality of Life by EQ-5D and Time-trade-off Methods in Taiwanese Chronic Hepatitis B Patients
	PP07-023 Role of quantitative hepatitis B surface antigen (q HBsAg) as early predictor for response to 24-week Entecavir treatment in Thai chronic hepatitis B (CHB) patients
	PP07-024 Lack of accuracy of clinical findings for predicting cirrhosis in chronic hepatitis B patients at risk for hepatocellular carcinoma
	PP07-025 Analysis of histopathological features of HBeAg positive and HBeAg negative chronic hepatitis B
	PP07-026 Correlation between serum total bile acid and liver fibrosis in patients with chronic hepatitis B
	PP07-027 Comparative analysis of clinical and histopathological diagnosis of patients with compensated liver cirrhosis due to hepatitis B virus
	PP07-028 Correlation between serum cholinesterase and the histopathological changes in liver tissue in patients with chronic hepatitis B
	PP07-029 Histopathological study of liver biopsy from 76 patients clinically diagnosed as mild chronic hepatitis B
	PP07-030 Histopathological study of liver biopsy from 69 cases clinically diagnosed as chronic HBV carriers
	PP07-031 Cell free DNA is a promising prognostic and a diagnostic marker in patients with HBV-related acute on chronic liver failure: a pilot study
	PP08-001 Higher hepatitis B surface antigen level increases cirrhosis risk in HBV carriers with low viral load
	PP08-002 Higher hepatitis B surface antigen levels increase risk of hepatocellular carcinoma in HBV carriers with low viral load
	PP08-003 Occult hepatitis B and C in hemodialysis patients in a hyper-endemic area in southern Taiwan
	PP08-004 The prevalence of HBV and HCV markers among teenagers in an endemic township in Taiwan
	PP08-005 The impact of childhood-acquired HBV infection in New Zealand Maomacrri and predictors of long-term outcome: results of a case-controlled cohort study
	PP08-006 Chronic hepatitis B in Istanbul, Turkey: the epidemiology and clinical features
	PP08-007 HBV Genotypes in Turkey
	PP08-008 The Seroprevalence of Hepatitis B and C virus in the South-West Region of Turkey
	PP08-009 Characterising hepatitis B in Northern Australia by molecular epidemiology V the CHARM NT study
	PP08-010 Natural history of patients of chronic hepatitis B (CHB) infection with persistent normal alanine transaminase (ALT) levels
	PP08-012 The characteristics of patients with chronic hepatitis B in Turkey
	PP08-013 Occult hepatitis B virus infection in apparently healthy Egyptians
	PP08-014 Treating patients with chronic hepatitis B early may decrease the disease burden: an implication from a cost analysis in Beijing, China
	PP08-015 Acute acalculous cholecystitis associated with acute hepatitis B virus infection
	PP08-016 Hepatitis B Virus (HBV) Genotypes in Armenian Patients with Acute and Chronic HBV Infection H. GhazinyanHead of Hepatology Department, Nork Clinical Hospital of Infectious Diseases, Yerevan, Armeni
	PP08-017 Evolution of clinical phases in HBeAg-positive chronic hepatitis B pregnant women with a mean follow-up period of 5.2 years after delivery
	PP08-018 Worldwide Pediatric Epidemiological study for Chronic Hepatitis B (CHB)
	PP08-019 Characters analysis the genius epidemics of 240 na
	PP08-020 The characteristics of HBeAg positive and negative hepatitis B patients in Turkey
	PP08-021 Risk factors for long-term persistence of serum hbsag following acute hepatitis B virus infection in Japan
	PP08-022 Clinical features of acute viral hepatitis B in Korea: a multi-center study
	PP08-023 Spontaneous hepatitis B surface antigen clearance in children with chronic hepatitis B
	PP08-024 Characteristics of HBsAg-negative patients with previous hepatitis B exposure with and without hepatocellular carcinoma
	PP08-025 Hepatitis A seroprevalance in HBsAg and anti HCV positive patients
	PP08-026 The prevalence of hepatitis B and C infection and liver-related diseases in families of the patients with chronic hepatitis B and C infection
	PP08-027 Evaluation of risk factors associated with HBsAg, anti-HBs and anti-HCV positivity among Turkish population
	PP08-028 The relation of circumcision procedure to HBsAg, antiHBs and antiHCV positivity in Turkey
	PP08-029 Real word data on patient characteristics and disease management patterns of chronic hepatitis B in five European countries
	PP08-030 Variation of HBV DNA Level in Chronic Hepatitis B Patients after 	Spontaneous Decrease of HBV DNA
	PP08-031 Chronic Hepatitis B Patients with Higher HBV DNA and Active Liver Inflammation Tend to Undergo Spontaneous Decrease of HBV DNA
	PP08-032 The Prevalence of Hepatitis B Virus and Hepatitis C Virus Coinfection in Turkey
	PP08-033 Clinical characteristic of chronic hepatitis B patients who have lost HBsAg: a case-control study
	PP08-034 Clinical courses of proteinuria detected in chronic hepatitis B patients
	PP08-035 Cohort Effect on Seroprevalence of Hepatitis B Virus and Hepatitis C Virus in Taiwan
	PP08-036 Determinants of spontaneous surface antigen loss in hbeag- negative patients with a low viral load
	PP08-037 Serum hepatitis B surface antigen levels predict surface antigen loss in hepatitis B e antigen seroconverters
	PP08-038 Trends in the seroprevalence of hepatitis B surface antigen in the 	South Korean population
	PP08-039 Risk of cirrhosis in chronic hepatitis B patients with newly diagnosis of diabetes: A nationwide cohort study
	PP08-040 HBV genotypes in hyperendemic areas for HBV genotype B infection in Japan
	PP08-041 HBV vaccination status in dyspeptic patients of Pakistan. Needs heroic campaign
	PP08-042 Patterns of hepatitis B e-Antigen (HBeAg) status and hepatitis B virus (HBV) DNA among chronic hepatitis B patients in up-country regions of Thailand
	PP08-043 The change of insulin resistance in chronic hepatitis B patients with normal insulin sensitivity: a 5-year prospective follow-up study
	PP08-044 Toll-Like Receptor and Hepatitis B Virus Clearance in Chronic Infected Patients: A Long-Term Prospective Cohort Study in Taiwan
	PP09-001 The correlation between anti-viral resistant related mutations and 	hepatitis B virus genotypes
	PP09-002 Consolidation therapy for HBeAg-positive Asian chronic hepatitis B patients receiving lamivudine treatment: a multicenter study
	PP09-003 Consolidation duration influences the relapse rate post Entecavir treatment in HBeAg negative non-cirrhotic patients with chronic hepatitis B
	PP09-004 HBV prophylaxis in patients undergoing chemotherapy for hematology and solid organ malignancy
	PP09-005 The role of HBsAg levels in the prediction of relapse after stopping entecavir in HBeAg negative patients with chronic hepatitis B
	PP09-006 Entecavir therapy for treatment-naïve chronic hepatitis B Taiwanese patients with positive HBeAg
	PP09-007 A New Experience of Antiviral Therapy for Chronic Hepatitis B in Renal Transplant Recipients
	PP09-008 Five years of treatment with tenofovir disoproxil fumarate (TDF) for chronic hepatitis B (CHB) infection in lamivudine-experienced patients is associated with sustained viral suppression and histological improvement
	PP09-009 Quantitative analysis of HBV PC/BCP mutations can predict HBeAg loss in chronic hepatitis B patients with interferon therapy
	PP09-010 Early Experience with Tenofovir for Chronic Hepatitis B in an Asian Country: real-world data from Taiwan
	PP09-011 Virological response in Taiwanese patients with negative HBeAg treated with entecavir therapy in clinical practice
	PP09-012 Telbivudine (LDT) treatment in patients with acute-on-chronic hepatitis B liver failure: 24 weeks results
	PP09-013 Comparison of entecavir and adefovir in patients with chronic hepatitis B with lamiwudine V resistance
	PP09-014 Epidemiological and clinical features in 1,066 patients with HBV-related liver failure in southwest China
	PP09-015 Efficacy analysis of peginterferon alfa-2a therapy in chronic hepatitis B patients in a community hospital in Taiwan
	PP09-016 Impact Factors in Adefovir Inadequate-responders with or without Genotypic Resistance
	PP09-017 The efficacy of Adefovir Add-On Therapy Compared With Switching to Entecavir 1 mg Monotherapy in Patients With Lamivudine-Resistant Chronic Hepatitis B
	PP09-018 The restoration of platelet count does not correlate with serum thrombopoietin (TPO) levels in nucleos(t)ide-treated chronic hepatitis B (CHB) patients
	PP09-019 Enhanced expression of potassium ion channel gene KCNJ15 is associated with acute-on-chronic hepatitis B liver failure
	PP09-020 Long Term Outcomes of Chronic Hepatitis B Treatment with Entecavir in Routine Clinical Practice
	PP09-021 Histological Improvement, Virological and Cytokines Responses after One Year Treatment with Newer Nucleoside Analogue in Chronic Hepatitis B Patients
	PP09-022 Effectiveness and safety of long term entecavir treatment in anti-HBV drug experienced and naive patients: a multicenter study from Turkey
	PP09-023 Is conversion of 1 year lamivudine-adefovir combination therapy to adefovir monotherapy effective to treat the patients with lamivudine resistance?
	PP09-024 Quantitative hepatitis B surface antigen levels in chronic hepatitis B with entecavir treatment for one year
	PP09-025 Five years of treatment with tenofovir disoproxil fumarate (TDF) for chronic hepatitis B (CHB) infection in Asian patients is associated with sustained viral suppression and significant regression of histological fibrosis and cirrhosis
	PP09-026 Non-adherence with antiviral therapy increases risk of viral resistance in patients with chronic hepatitis B
	PP09-027 Comparison of efficacy of entecavir 0.5 mg treatment and entecavir 1.0 mg treatment in lamivudine-experienced patients
	PP09-028 Therapeutic efficacy of combined lamivudine and adefovir therapy in treatment-naïve patients of HBeAg negative chronic hepatitis B
	PP09-029 The initial antiviral efficacy of telbivudine and adefovir combination therapy in patients with various settings of antiviral resistance
	PP09-030 End-of-treatment HBsAg level analysis confirms prediction of sustained immune control and potential prediction of long-term prognosis: results from the NEPTUNE study
	PP09-031 Early HBsAg decline as a predictor of HBsAg clearance in real-life: results of the S-Collate cohort study in 595 HBeAg-negative patients
	PP09-032 Hypophosphatemia due to adefovir treatment
	PP09-033 Impact of treatment on the economic burden of chronic hepatitis B in Taiwan
	PP09-034 An observational study of entecavir treatment among treatment naïve patients in outpatient settings in Taiwan
	PP09-035 Adherence to Nucleoside/Nucleotide Analogue Treatment in Patients with Chronic Hepatitis B
	PP09-036 An eight-year follow up on viral suppression and resistance profile for Chinese CHB naïve patients receiving continuing entecavir treatment
	PP09-037 Efficacy and Safety of Entecavir Monotherapy versus Lamivudine and Adefovir In Chronic Hepatitis B
	PP09-038 Efficacy and safety of prolonged 3-year lamivudine treatment in patients with chronic hepatitis B in Bangladesh
	PP09-039 Entecavir for chronic hepatitis B Bangladeshi patients: interim analysis of 644 cases
	PP09-040 A novel estimation of the economic impact of switching to entecavir plus adefovir after failure of lamivudine plus adefovir in Chronic hepatitis B patients with lamivudine resistance
	PP09-041 Efficacy and Safety of Tenofovir Disoproxil Fumarate (TDF) Treatment in HBeAg Positive Patients with Chronic Hepatitis B
	PP09-042 Hepatitis B surface antigen (HBsAg) loss in HBeAg+ patients with chronic hepatitis B (CHB) treated with tenofovir disoproxil fumarate (TDF)
	PP09-043 Asians have different hepatitis B surface antigen (HBsAg) kinetics than non-Asians while undergoing treatment with tenofovir disoproxil fumarate (TDF) or adefovir (ADV) followed by TDF up to 192 weeks
	PP09-044 Low baseline hepatitis B surface antigen (HBsAg) levels and HBV genotypes B/C are associated with persistently low HBsAg in HBeAg+ patients treated with tenofovir disoproxil fumarate (TDF)
	PP09-045 A novel estimation of the impact of treatment with entecavir on long- term mortality, morbidity and healthcare costs of chronic hepatitis B in China
	PP09-046 APRI Score as Tenofovir Disoproxil Fumarate Treatment Effect in Patients with Chronic Hepatitis B
	PP09-047 MiRNA 197, a potential biomarker for the progression of HBV-related liver disease
	PP09-048 Correlation of serum Hepatitis B surface antigen level with response to entecavir therapy in chronic hepatitis B patients
	PP09-049 Entecavir versus lamivudine in chronic hepatitis B patients with acute exacerbation and hepatic decompensation
	PP09-050 Rapid Hepatitis B virus DNA decline at 4 weeks of entecavir therapy can not predict long-term outcome in patients with hepatitis B e antigen-positive chronic hepatitis B
	PP09-051 Early Decline of Hepatitis B Virus DNA with Lamivudine-Adefovir Combination Therapy Can Predict a Long-term Response in Patients with Lamivudine-resistant HBeAg-positive Chronic Hepatitis B
	PP09-052 Combination therapy of telbivudine (LDT) with adefovir (ADV) is effective in HBeAg positive chronic hepatitis B (CHB) patients with confirmed YMDD resistance
	PP09-053 No detectable resistance to tenofovir disoproxil fumarate (TDF) following up to 240 weeks of treatment in patients with HBeAg+ and HBeAg-chronic hepatitis B virus infection
	PP09-054 Long term telbivudine therapy with effective viral control results in resolution of liver fibrosis and inflammation achieving treatment goals in patients with chronic hepatitis B (CHB)
	PP09-055 A Comparison of Telbivudine and Entecavir for Chronic Hepatitis B in Real-World Clinical Practice
	PP09-056 Cost effectiveness analysis of chronic hepatitis B treatment in Taiwan
	PP09-057 Analyses of Multiple Telbivudine (LDT) Studies Show Creatine Kinase (CK) Elevations Do Not Predict Muscle Events (ME) During Chronic Hepatitis B (CHB) Treatment
	PP09-058 Head-to-head comparison of Viral Kinetics (VK) during 12 weeks of Telbivudine (LDT) vs. Tenofovir (TDF) vs. combination LDT and TDF in Chronic hepatitis B (CHB)
	PP09-059 Long-term clinical outcome of patients with chronic hepatitis B after withdrawal of antiviral therapy
	PP09-060 Elevated IL-17A-producing CD4+ T cells contribute to HBeAg seroconversion in patients with chronic hepatitis B under antiviral therapy
	PP09-061 Pegylated interferon is much superior in treating Chinese patients with chronic hepatitis B to conventional interferon
	PP09-062 A prospective and open-labeled study for the efficacy and safety of telbivudine in HBeAg positive pregnant woman to prevent vertical transmission
	PP09-063 Suboptimal Response to Lamivudine Therapy in Nucleos(t)ide Analog-Naive Patients with Chronic Hepatitis B - Multicenter Analysis from Clinical Practice in Poland
	PP09-064 Viral response in patients with chronic hepatitis B treated with lamivudine - data from clinical practice
	PP09-065 Prediction of HBeAg seroconversion to nucleos(t)ide analogues for hepatitis B e antigen-positive chronic hepatitis B using on-treatment hepatitis B e antigen decline
	PP09-066 Efficacy optimization of response to therapy (EFFORT): a two-year, randomized, open label, controlled study on telbivudine treatment applying the roadmap concept in HBeAg positive chronic hepatitis b (CHB) adult patients: week 76 interim analysis
	PP09-067 High-dose clevudine impairs mitochondrial function and glucose- stimulated insulin secretion in INS-1E cells
	PP09-068 Evaluation of antiviral effects of nucleos(t)ide analogues for hepatitis B virus using in vitro and in vivo models
	PP09-069 Renal safety of adefovir dipivoxil (ADV) for two-year treatment in Chinese patients with chronic hepatitis B
	PP09-070 Health-related quality of life assessment in patients with viral hepatitis
	PP09-071 Dynamic changes of Th cell subsets in peripheral blood of patients with E antigen-positive chronic hepatitis B treated with pegylated interferon for 24 weeks
	PP09-072 Lamivudine is Able to Avoid and Suppress HBV Reactivation in HBV carrier RA Patients Undergoing Anti-TNF- alpha Therapy
	PP09-073 Significance of undetected serum HBV DNA levels at 12 and 24 weeks varies with baseline viral load in predicting 96-week telbivudine treatment outcome
	PP09-074 Characteristics of myelosuppression caused by pegylated interferon\or conventional interferon\therapy in Chinese patients with chronic hepatitis B and its influence on the effectiveness
	PP09-075 A Case of HBeAg Serocoversion with Emerged Mutation of rt M 204 I/V in the Patients with Hepatitis B and HIV
	PP09-076 Therapeutic efficacy of telbivudine treatment chronic Hepatits B and HBV-induced cirrhosis patients in a community hospital in Taiwan
	PP09-077 Unilateral mixed hearing loss associated with pegylated interferon- alpha 2a treatment in a patient with hepatitis B virus infection
	PP09-078 Quantitative HBsAg levels in nucleoside/nucleotide analogue suppressed HBeAg negative patients and asymptomatic HBsAg carriers
	PP09-079 Kinetics and Clinical Implication of Quantitative Hepatitis B Surface Antigen in Chronic Hepatitis B Patients Treated with Long-term Entecavir
	PP09-080 Risk Factors Predicting Early Mortality in Icteric Reactivation of Chronic Hepatitis B Patients Receiving Oral Anti-HBV Agents
	PP09-081 Efficacy of 52 weeks treatment with entecavir vs adefovir for chronic hepatitis B in Bangladesh
	PP09-082 Efficacy of switching to entecavir in chronic hepatitis B patients treated previously with lamivudine
	PP09-083 Telbivudine and entecavir for adult chronic hepatitis B patients in Bangladesh: results at 1 year
	PP09-084 Fulminant hepatitis due to hepatitis D exacerbation in a patient with chronic HDV and HBV co-infection following complete virological suppression of HBV by oral antiviral agent
	PP09-085 Investigation on the adherence of Chinese chronic hepatitis B patients on nucleos(t)ide analogues
	PP09-086 Early Virologic Response and Viral Kinetic in HBeAg-Positive Chronic Hepatitis B (CHB) Patients: Comparison among Lamivudine (LAM), Entecavir (ETV) and Telbivudine (LDT)
	PP09-087 Serum HBeAg level is predictive of virologic response to interferon in HBeAg-positive chronic hepatitis B patients.
	PP09-088 Development and international validation of criteria for treating hepatitis B based on the risk of hepatocarcinogenesis
	PP09-089 Therapeutic effects of telbivudine in hepatitis b virus-related liver cirrhosis
	PP09-090 Evaluation of long-term prognosis after treatment of patients with chronic active hepatitis B
	PP09-091 Economic burden of chronic hepatitis B virus infection in Bangladesh
	PP09-092 Long-term antiviral effect of entecavir in nucleos(t)ide analogues: experienced chronic hepatitis B patients with detectable HBV DNA at week 24 of therapy
	PP09-093 Telbivudine inhibits reactivation of chronic hepatitis B virus induced by chemotherapy in cancer patients
	PP09-094 Short-time Enticavir Antivirus Therapy Has Inconsistent Effect on Hepatitis B Surface Antigen and HBV DNA Load in Patients with Chronic Hepatitis B
	PP09-095 Efficacy of telbivudine in Taiwanese patients with chronic hepatitis B: Correlation between HBV DNA reduction levels at Week 24 and treatment outcome at Year 4
	PP09-096 Efficacy of telbivudine and entecavir in chronic hepatitis B patients with severe acute exacerbation
	PP09-097 Comparison of long-term efficacy of entecavir therapy in treatment- naïve and lamivudine-experienced patients with chronic hepatitis B
	PP09-098 Impact on Adherence, Persistence, Inpatient Admissions, and Health Care Costs associated with Initiation of Chronic Hepatitis B Treatment with Oral Antivirals Recommended by Current AASLD Treatment Guidelines
	PP09-099 Impact on Adherence, Persistence, Inpatient Admissions, and Health Care Costs associated with Initiation of Chronic Hepatitis B Treatment with Entecavir versus Tenofovir
	PP09-100 Cost-effectiveness of entecavir versus adefovir for the treatment of chronic hepatitis B in patients with decompensated cirrhosis in the United States
	PP09-101 Completeness of the First Treatment Course in Chronic Hepatitis B in Taiwan- Drugs and Cost Analysis
	PP09-102 Kinetics of expression of CD62L and CXCR3 on CD8+ T cells during treatment with interferon-alpha in patients with chronic hepatitis B
	PP09-103 The clinical study of chronic hepatitis B(1ULN leALTle2ULN) treated by integrating traditional Chinese medicine and western medicine
	PP09-104 Correlation of HBsAg and HBV DNA Levels in Patients with HBeAg(-) CHB During 4 Years of Adefovir Dipivoxil (ADV) Treatment
	PP09-105 Clinical characterization of peripheral neuropathy associated with entecavir in patients with HBV-induced cirrhosis
	PP09-106 Risk of hepatocellular carcinoma in HBV-related liver cirrhosis patients treated with nucleos(t)ide analogues
	PP09-108 Higher HBV DNA load elevation during therapy predicts occurrence of HBV reactivation better than baseline viral load in HBV carriers treated with Cytotoxic Drugs and/or Immunodepressants
	PP09-109 Predictive factors for mortality in patients with severe acute exacerbation of chronic hepatitis B
	PP09-110 HIV and acute HBV infection: first case report from Kocaeli, Turkey
	PP09-111 Entecavir plus adefovir in lamivudine-resistant chronic hepatitis B patients who fail lamivudine plus adefovir
	PP09-112 Present status and future perspectives of treatment of chronic hepatitis B in Nepal
	PP09-113 Predictors of response in adefovir combination to lamivudine for lamivudine resistant HBeAg positive and negative chronic hepatitis B
	PP09-114 The impact of early rapid virological response on the outcomes of hepatitis B associated acute on chronic liver failure during antiviral treatment
	PP09-115 Nucleoside analogues may have an impact on quality of life in patients with chronic Hepatitis B
	PP09-116 Prediction value of model for end-stage liver disease scoring system on prognosis in lamivudine treatment for patients with HBeAg- negative acute-on-chronic liver failure
	PP09-117 Mechanism underlying insignificant therapeutic effect of combination of antiviral and vaccine therapy in patients with chronic hepatitis B: need of induction and maintenance of hepatitis B core antigen-specific immune responses
	PP09-118 Lamivudine plus adefovir or telbivudine plus adefovir for chronic hepatitis B patients with suboptimal response to adefovir
	PP10-001 N-glycosylation mutations within HBsAg major hydrophilic region contribute mostly to hepatitis B virus immune escape mutant through enhancing viral fitness
	PP10-002 Different cellular miRNAs can repress HBV protein and RNA synthesis in hepatoma cells via distinct mechanisms
	PP10-003 Host factors and intracellular trafficking of human hepatitis B virus capsids
	PP10-004 Identification of common host factors utilized by two distinct hepatotropic viruses
	PP10-005 An increase of activated Regulatory T cells is associated with liver injury in patients with chronic hepatitis B virus infection
	PP10-007 An increase of CD38+HLA-DR+ CD8+ T cells is associated with elevated serum ALT levels in patients with chronic hepatitis B virus infection
	PP10-008 Sero prevalence of HbsAg in blood donors
	PP10-009 hepatitis virus strain 3-induced hepatic injury through a TNF-\dependent pathway in mice
	PP10-010 No infectivity of HBV DNA and HBsAb double-positive sera in uPA/SCID chimeric mouse
	PP10-011 Molecular characterization of hepatitis B virus in children of African descent living in Australia
	PP10-012 Molecular and phylogenetic analysis of a unique HBV detected in Indigenous Australian populations
	PP10-013 HBV genotype specific down-regulation of IL-1 beta --mediated innate immunity by the hepatitis B e antigen
	PP10-014 Hepatic pathological changes of chronic asymptomatic HBV carriers with normal serum ALT and the analysis of correlation factor
	PP10-015 The predominant IL28B genotype in Indonesia is C/C (rs12979860)
	PP10-016 The evolutions of the cevadine resistant HBV during the rescue therapy: rtM204I, a die hard mutant
	PP10-017 Core promoter mutations specific for hepatitis B virus genotype D1 regulating viral replication
	PP10-018 Regulation of TLR2, TLR4 and PD-1/ PD-L1 expression and cytokines secretion on mononuclear cells by HBeAg
	PP10-019 Imbalance of TH1/TH2 cytokines induced by HBeAg in patients with chronic hepatitis B
	PP10-020 Explore of relationship between hepatocyte HBV cccDNABHBV tDNA load and hepatocellular carcinoma related HBV infection
	PP10-021 BCP mutations/deletions of hepatitis B virus associated with vaccine failure in infants and mothers: case-control study in Thailand
	PP10-022 Analysis of the reverse transcripatase domain of HBV polymerase in Transient virological breakthrough patients with chronic hepatitis B receiving Nucleos(t)ide analogues in clinical practice
	PP10-023 Distinct quasispecies characteristics and positive selection within precore/core gene in hepatitis B virus-associated acute-on-chronic liver failure
	PP10-024 Analysis of the relationship between Hepatitis B virus precore and basal core promoter mutations and acute-on-chronic liver failure
	PP10-025 Genotypic resistance analysis in Chronic Hepatitis B (CHB) patients treated over 1 and 2 years with Telbivudine (LDT), using baseline characteristics and on-treatment monitoring as predictor for favourable outcome
	PP10-026 Genotype dependent mutations in the major hydrophilic region of HBV surface gene in chronic hepatitis B patients
	PP10-027 The variation of HBsAg titre in patients with chronic hepatitis B, HBV-related liver cirrhosis and hepatocellular carcinoma
	PP10-028 Defects of cytochrome c oxidase in hepatitis B virus related liver cirrhosis
	PP10-029 Human DNA methyltransferase Dnmt2 gene is downregulated in chronic hepatitis B virus infection---a mode of viral persistence
	PP10-030 The association of intrahepatic HBcAg staining with liver histology and viral replication in HBeAg positive chronic hepatitis B
	PP10-031 Effect of Keratin 8 on the replication of Hepatitis B virus in vitro
	PP10-032 Novel evidence of HBV recombination in family cluster infections in western China
	PP10-033 Comparison of hepatitis B virus subgenotypes between patients with acute and chronic hepatitis B
	PP10-034 Prevalence and genotype distribution of dual or triple infection of hepatitis B, C, and D viruses among patients with chronic liver diseases of Mongolia
	PP10-035 Effect of adefovir add-on therapy in chronic hepatitis B patients with antiviral resistance to lamivudine/entecavir sequential therapy
	PP10-036 Viral and host factors affecting HBsAg seroclearance in chronic hepatitis B patients
	PP10-037 Combining HBsAg decline and HBV DNA levels predict HBV reactivation and advanced liver diseases after spontaneous HBeAg seroconversion
	PP10-038 Third month HBV-DNA level is an important marker for treatment success in HBEAG (-) chronic hepatitis B infection
	PP10-039 Characters analysis of gene mutations prestored on P region of hepatitis B virus DNA
	PP10-041 Role of quantitative hepatitis B surface antigen (qHBsAg) in prediction of tenofovir (TDF) treatment response in chronic hepatitis B (CHB) patients
	PP10-042 Identification of hepatitis B virus rtS117F substitution as a compensatory mutation for rtM204I during lamivudine therapy
	PP10-043 K18 interaction with ASPP2 contributes to regulation of hepatocytes apoptosis
	PP10-044 Association between HBV DNA level and cirrhosis development in Thai chronic hepatitis B infected patients
	PP10-045 Lack of correlation between HBsAg load and extent of liver damage in Bangladeshi patients with chronic hepatitis B
	PP10-046 Genetic characterization of hepatitis B virus in Thais with occult infection
	PP10-047 Myeloid-derived suppressor cells, a critical regulator of intrahepatic immunity in chronic HBV infection
	PP11-001 An Egyptian multicenter validation of a novel screening device (C-FAST) for hepatitis C virus
	PP11-002 The morphological features of chronic viral hepatitis C
	PP11-003 Correlation of serum alanine transaminase with levels of viremia in Chronic hepatitis C patients
	PP11-004 Serum MicroRNA-122 level correlates with virologic responses to combination therapy in chronic hepatitis C patients
	PP11-005 INTERLEUKIN-28B Polymorphism Is Not Associated With The Advanced Liver Fibrosis In Patients With Either Genotype1 or Gentoype 2 chronic hepatitis C
	PP11-006 Liver stiffness measurement can predict overall survival in patients with chronic hepatitis C
	PP11-007 Hepatitis C virus (HCV) screening using HCV core antigen in hemodialysis patients
	PP11-008 A higher correlation of HCV core antigen with CD4+ T cell counts compared with HCV RNA in HCV/HIV coinfected patients
	PP11-009 Fibrosing cholestatic hepatitis C in kidney transplant recipients
	PP11-010 Serum and Liver Tissue adenosine deaminase activities in patients with chronic hepatitis C
	PP11-011 The effect of adipokines and cytokines on hepatic steatosis and fibrosis in patients with chronic hepatitis C
	PP11-012 The relation between viral load, insulin resistance and hepatic steatosis in patients with chronic hepatitis C
	PP11-013 The relation of ferritin to histology and biomarkers in chronic hepatitis C
	PP11-014 Elecsysreg Anti-HCV II: a sensitive and specific assay for diagnosing hepatitis C virus (HCV) infection
	PP11-015 Confirmation of the specificity of the Elecsysreg Anti-HCV II assay for diagnosing hepatitis C virus (HCV) infection
	PP11-016 Extrahepatic presence of antigenic protein of HCV in gastric mucosa
	PP11-017 Insufficient liver biopsy material related with experience: 4 year experience
	PP12-001 The risk factors of viral C hepatitis and the fibrosis progression rate
	PP12-002 Emerging mixed genotype infection of chronic hepatitis C in a hyper- endemic area in southern Taiwan
	PP12-003 Different ages had various impact on the sustained virological response in patients with Genotype-1 chronic hepatitis C
	PP12-004 Hepatitis C virus infection in voluntary blood donors: challenges in management, in the developing countries.
	PP12-005 Hepatitis C infection between injection drug used persons with and without human immunodeficiency virus infection in Taiwan
	PP12-006 The association of hepatitis C patients and the incidence of stroke: a population-based study
	PP12-007 Hepatitis C infection in a rural population in southern Iran: a report from Kavar Cohort Study
	PP12-008 Regional genotype distribution among HCV patients in a referral center in southern Iran
	PP12-009 Spectrum of HCV disease in Singapore tertiary liver referral centre
	PP12-010 Association between serum adiponectin level and the prognosis in chronic hepatitis C patients
	PP12-011 The association between KIF1B polymorphism and the development of hepatocellular carcinoma in patients with chronic hepatitis C
	PP12-012 Hepatitis C virus genotypes distribution in injection drug user with chronic hepatitis C with and without human immunodeficiency virus infection in Taiwan
	PP12-013 Genotypic distribution of hepatitis C virus in Thailand
	PP12-014 Secular trend of the viral genotype distribution in patients with chronic hepatitis C virus infection in Taiwan
	PP12-015 Seroprevalance of hepatitis C in diabetic patients
	PP12-016 The changing prevalence of anti-HCV seropositivity in a hyperendemic area in Taiwan
	PP12-017 The changing pattern of clinical epidemiology on hepatitis C virus infection in Southwest China
	PP12-018 Hepatitis C in Asia: prevalence and complications
	PP12-019 Study of 10 families with more than one patient with chronic hepatitis C
	PP12-020 Prevalence and distribution of HCV genotype determined by genetic analysis of viral sequences from Chronic HCV-infected patients in Guangdong, South of China
	PP12-021 Interfamilial spread and related risk factors of hepatitis C virus (HCV) infection among HCV patients in Fars province
	PP12-022 Frequency of IL28B genotype (rs12979860) in Vietnamese chronic hepatitis C patients at Medic Medical Center
	PP12-023 Interleukin 28B gene polymorphism in hepatitis C patients in Latvia
	PP12-024 Distributions of Hepatitis C Virus Subtypes in Taiwan: A Community-Based Cross-Sectional Study
	PP12-025 HCV Viral and host genotypes distribution among Han Ethnic Chinese in China
	PP12-026 Disease progression in chronic hepatitis C virus infected patients with normal serum alanine aminotransferase levels
	PP12-027 Prevalence of HCV genotypes in Vietnamese patients at Medic Medical Center, Viet Nam
	PP12-028 Insulin resistance in patients with chronic hepatitis C
	PP12-029 Estimating the incidence and prevalence of Hepatitis C infection in Taiwan using backprojection techniques
	PP12-030 Roles of glucagon-like peptide-1 and dipeptidyl peptidase-4 in HCV-related insulin resistance and human hepatocytes
	PP12-031 HCV genotypes distribution among chronic HCV infected patients in China Mainland
	PP13-001 A deep sequencing project management tool for monitoring antiviral resistance
	PP13-002 Promoter methylation of SOCS-1 predicts treatment response in chronic hepatitis C patients receiving pegylated-interferon plus ribavirin
	PP13-003 Daclatasvir (BMS-790052), an NS5A Replication Complex Inhibitor, in Combination with Peginterferon Alpha-2b and Ribavirin in Japanese Treatment-Naïve and Nonresponder Patients with Chronic HCV Genotype 1 Infection
	PP13-004 Combination Therapy of Treatment-Naïve and Nonresponder Patients with HCV Genotype 1 Infection with Daclatasvir (BMS-790052), an NS5A Replication Complex Inhibitor, in Combination with Peginterferon Alfa-2a and Ribavirin
	PP13-005 Response-guided danoprevir (DNV; RG7227) plus Peg-IFN alpha -2a and ribavirin (RBV) in ATLAS: High sustained virological response (SVR24) rates in treatment-naive hepatitis C virus (HCV) genotype 1 (G1) patients
	PP13-006 Effect of baseline viral load (VL) on response to boceprevir (BOC) plus peg-interferon alpha-2B/ribavirin (PR) in patients in with hepatitis C virus-genotype 1 (HCV-G1)
	PP13-007 Long-term prognosis of patients eliminated hepatitis C virus by interferon based treatment
	PP13-008 Efficacy of peginterferon alfa-2b plus weight-based ribavirin for genotype 2 chronic hepatitis C patients in Taiwan: The real world data
	PP13-009 Interferon-associated hepatic steatosis is related to discrepancy in biochemical and virological responses of chronic hepatitis C to IFN- based therapy
	PP13-010 Genotype change after anti-viral treatment in chronic hepatitis C
	PP13-011 Alisporivir (ALV) plus PegIFN/RBV (PR) has 100% SVR in IL28B rs12979860 CC allele and superior efficacy in chronic hepatitis C genotype (G) 1 treatment na
	PP13-012 Boceprevir (BOC) Plus Peginterferon alfa-2b/ribavirin (PR) in the treatment of chronic hepatitis C virus genotype-1 (HCV-G1) infected asian patients in the SPRINT-1, SPRINT-2 and RESPOND-2 trials
	PP13-013 Genotypic and phenotypic correlates of resistance in hepatitis C virus (HCV) genotype 1a and 1b treated with boceprevir (BOC) plus peg- interferon alpha/ribavirin (PR)
	PP13-014 Anemia during peg-interferon alpha-2B/ribavirin (PR) with/without boceprevir (BOC) elicits higher sustained virologic response (SVR): previously untreated versus treatment failures
	PP13-015 Neutropenia in pivotal studies of boceprevir (BOC) plus peg- interferon alpha-2B/ribavirin (PR)
	PP13-016 Inosine triphosphatase (ITPA) deficiency associated with lower anemia rates and epoetin alfa (EPO) use in patients treated with boceprevir (BOC) plus peg-interferon/ribavirin (PR)
	PP13-017 Boceprevir (BOC) plus standard of care (SOC) enhanced sustained virologic response (SVR) in patients with hepatitis C virus-genotype 1 (HCV-G1) with advanced fibrosis/cirrhosis: subgroup analysis of SPRINT-2 and RESPOND-2 studies
	PP13-018 Effect of lower limit quantitation (LLQ) vs lower limit detection (LLD) for defining undetectable hepatitis C virus (HCV) RNA: RESPOND-2 and SPRINT-2 study data
	PP13-019 Stopping rules for boceprevir (BOC) plus peg-interferon/ribavirin (PR): SPRINT-2 and RESPOND-2 analyses
	PP13-020 High correlation between weeks 4 and 12 as definition for null response to peg-interferon alfa/ribavirin (PR) therapy: IDEAL trial results
	PP13-021 Sustained virologic response (SVR) in prior null responders to peginterferon/ribavirin (PR) after retreatment with boceprevir/PR (B/PR): the PROVIDE study
	PP13-022 Predictors of sustained virological response (SVR) among poor interferon (INF) responders when boceprevir (BOC) added to peg- interferon alfa-2b/ribavirin (PR)
	PP13-023 Promoter methylation of SOCS-1 predicts treatment response in chronic hepatitis C patients receiving pegylated-interferon plus ribavirin
	PP13-024 Predictors of treatment success in hepatitis C patients in a tertiary hospital in Singapore
	PP13-025 Daclatasvir (BMS-790052), A NS5A Replication Complex Inhibitor, Combined with Peginterferon-Alfa-2a and Ribavirin in Treatment- Naive HCV Genotype 1 or 4 Subjects: Phase 2b AI444010 Study Interim Week 24 Results
	PP13-026 Alisporivir, a host-targeting antiviral, in combination with Peg- IFN\2a and ribavirin results in superior SVR and no viral breakthrough in HCV genotype 1 treatment-na
	PP13-027 Dual Oral Therapy with the NS5A Inhibitor Daclatasvir (BMS- 790052) and the NS3 Protease Inhibitor Asunaprevir (BMS-650032) in HCV Genotype 1b-Infected Null Responders or Ineligible/Intolerant to Peginterferon/Ribavirin
	PP13-028 Efficacy and Safety of Ribavirin plus Pegylated Interferon alfa in Geriatric Patients with Chronic Hepatitis C
	PP13-029 High leukocyte mitochondrial DNA copy number is associated with increase in sustained virological response in chronic hepatitis C patients treated with peginterferon- alpha and ribavirin
	PP13-030 Interferon (IFN)-free treatment with once-daily Alisporivir (ALV) achieves and maintains high rates of undetectable HCVRNA in a global population of treatment naive patients with HCV genotype (G) 2 or 3 (VITAL-1 study)
	PP13-031 ITPA polymorphisms can predict ribavirin-induced anemia in chronic hepatitis C patients with genotype 1 infection
	PP13-032 Complete remission hepatitis C (HCV) and chronic lymphocytic leukaemia (B-CLL) conserved after antiviral therapy
	PP13-033 Lower levels of insulin resistance influence antiviral effect of peginterferon plus ribavirin in chronic hepatitis C virus (genotype 1) infection
	PP13-034 ITPA genotype rs1127354 predicts the initial reduction of hemoglobin and neutropenia but not SVR rates in chronic hepatitis C patients treated with PEG-IFN plus RBV
	PP13-035 Expression of microRNAs in patients with chronic hepatitis C virus infection treated with pegylated interferon alpha and ribavirin
	PP13-036 Changes in Serum Lipid Profile Before and After Interferon Therapy in Patients with Chronic Hepatitis C
	PP13-037 Single source HCV 1b-infected group results support treatment response, not IL-28, as accurate predictor of sustained viral response
	PP13-038 Sustained Viral Response and Boceprevir Resistance Following Combination Treatment with Boceprevir Plus Peginterferon Alfa- 2a/Ribavirin in HCV Genotype 1 Prior Relapsers and Non- responders
	PP13-039 Subclinical HCV viremia is more frequent in genotype 1b than non- 1b patients previously treated with interferon and ribavirin combination therapy
	PP13-040 Revisit of stopping rule for hepatitis C genotype 1 patients treated with peginterferon plus ribavirin
	PP13-041 Impact of age on virological response and relapse in patients with chronic hepatitis C (CHC) treated with peginterferon alfa-2a (40KD) (PegIFN alpha 2a) plus ribavirin (RBV): Final results from the PROPHESYS multinational non-interventional cohort study
	PP13-042 The PROPHESYS multinational cohort study in chronic hepatitis C (CHC): Final results from 7163 naive, mono-infected patients treated with peginterferon alfa (PegIFN alpha )/ribavirin (RBV) worldwide
	PP13-043 A case of rhabdomyolysis in a patient treated with Pegylated interferon alpha and ribavirin for chronic hepatitis C
	PP13-044 Sustained virological response rate of treatment with Interferon \ plus ribavirin for Chronic hepatitis C: Higher in Iranian patients compare to other studies
	PP13-045 Sustained virological response achieved by peginterferon/ribavirin therapy reduces hepatocellular carcinoma and mortality in advanced fibrosis
	PP13-046 Independent risk factors for development of hepatocellular carcinoma in patients with chronic hepatitis C after sustained response to peginterferon and ribavirin combination therapy
	PP13-047 Peginterferon and ribavirin therapy for thrombocytopenic chronic hepatitis C patients : a single center experience
	PP13-048 BI 201335 (novel HCV protease inhibitor): Japanese 4-week multiple rising dose Phase II trial---final results
	PP13-049 Erythrocyte magnesium, adipokines, and insulin resistance in viral hepatitis C patients
	PP13-050 Efficacy and safety of treatment in older patients with chronic hepatitis C
	PP13-051 Dynamic changes of HCV specific CTL granzyme and perforin of chronic HCV patients during Peg-IFN-2a treatyment
	PP13-052 Shorter duartion of treatment in genotype 2 and 3 can achieve sustained virological response
	PP13-053 Effects of IL28B genotype and hepatic ISG activation on treatment response in chronic hepatitis C patients treated with PEG-IFN plus RBV
	PP13-054 A choice for patients of compensated cirrhotic hepatitis C with thrombocytopenia: splenectomy with subsequent antiviral treatment
	PP13-055 Response to peginterferon-alpha 2b and ribavirin in Japanese elderly HCV GT-1 patients in clinical practice
	PP13-056 Predictors for high serum triglyceride levels in patients with chronic hepatitis C undergoing peginterferon and ribavirin therapy
	PP13-057 Increased hepatitis C viral load and reactivation of liver disease in HCV RNA-positive patients (pts) with chronic lymphocytic leukaemia (CLL) disease undergoing chemotherapy
	PP13-058 Antiviral activity of GS-9451, an HCV specific NS3 protease inhibitor, in a three-day, dose-ranging, monotherapy study in patients with genotype 1 hepatitis C infection
	PP13-059 Therapeutic efficacy of peg-interferon and ribavarin treatment of chronic Hepatitis C patients in a community hospital in Taiwan
	PP13-060 Preliminary study for new therapy of virus C infection in liver transplant
	PP13-061 Impact of race (Asian vs. Caucasian) on SVR and relapse in chronic hepatitis C (CHC) patients treated with peginterferon alfa-2a (40KD) (Peg-IFN alpha -2a[40KD]) plus ribavirin (RBV): Final analysis from the large multinational non-interventional real-world PROPHESYS cohort study
	PP13-062 Interm Analysis of an Open Labelled, Active Controlled, Two arm, Parallel- Group study of the safety and efficacy of the oral formulation of Oral Iodine Complex (RENESSANS) administered alone and in combination with standard interferon therapy in patients suffering from Chronic HCV Hepatitis
	PP13-063 Factors affecting sustained virologic response in chronic hepatitis C
	PP13-064 Factors linked to severe thrombocytopenia during antiviral therapy in patients with chronic hepatitis C and pretreatment low platelet counts
	PP13-065 Baseline high viral load and unfavorable pattern of alanine aminotransferase change predict virological relapse in patients with chronic hepatitis C obtaining rapid virological response during antiviral therapy
	PP13-066 Successful Dali Bo’s solution hydropathic compress and antihistamines treatment severe eczema due to interferon-\ therapy: two case reports
	PP13-067 Efficacy of Rikkunshito for gastrointestinal symptoms and depression in patients with chronic hepatitis C receiving pegylated interferon and ribavirin therapy
	PP13-068 The effecting risk factors on the results of peg-interferon alpha and ribavirin therapy in HCV genotype 1 patients
	PP13-069 Durability of Sustained Virologic Response After Pegylated Interferon Alfa and Ribavirin Combination Therapy in Chronic Hepatitis C Patients
	PP13-070 Virological response to treatment of chronic hepatitis C in adolescents infected with genotype 1 and 4 HCV
	PP13-071 Results of retreatment for relapser of peginterferon and ribavirin according to BNHI guideline Nov 2009: treat genotype non-1 first and treat genotype Ib 48 weeks
	PP13-072 Effect of pegylated interferon alpha and ribavirin combination therapy according to the stage of liver fibrosis in chronic hepatitis C patients
	PP13-073 Low P2/MS value is significantly associated with more frequent adverse event during pegylated interferon plus ribavirin treatment in chronic hepatitis C patients
	PP13-074 Peginterferon lambda-1a (Lambda) shows superior viral response with improved safety and tolerability versus peginterferon alfa-2a (alfa-2a) in patients with chronic HCV infection (G1/2/3/4): EMERGE phase 2b through Week 12
	PP13-075 Safety and efficacy of peginterferon lambda-1a (Lambda) compared to peginterferon alfa-2a (alfa-2a) in HCV-infected patients (G1/2/3) with compensated cirrhosis: EMERGE phase 2b efficacy and safety results through Week 12
	PP13-076 Peginterferon lambda-1a (Lambda) ameliorates ribavirin (RBV)- induced anemia in HCV patients by maintaining compensatory erythropoiesis: analysis of EMERGE phase 2b results through Week 12
	PP13-077 Hepatic toxicity in patients with hepatitis C virus with diffuse large B-cell lymphoma (DLBCL) RNA undergoing chemotherapy with rituximab
	PP13-078 The impact of thyroid autoantibodies and dysfunction in the treatment efficacy of peginterferon and ribavirin combination therapy in chronic hepatitis C patients
	PP13-079 Interferon-based treatment reduced hepatocellular carcinoma development and liver related death incidence in chronic hepatitis C patients V Single institution experience
	PP13-080 The efficacy of pegylated interferon plus ribavirin combination therapy in indigenous population in Taiwan
	PP13-081 Alterations in Oxidative and inflammatory Status in Peginterferon alpha-2a and Ribavirin Treatment of Chronic Hepatitis C Patients
	PP13-082 The relationship of CD4+/CD8+ lymphocyte ratio and fatty liver in hepatitis C patients with metabolic syndrome
	PP13-083 Partial splenic embolization in Hepatitis C Virus related cirrhosis: prior to pegylated interferon based therapy
	PP13-084 Durability of a sustained virologic response and relapase rate in chronic hepatitis C with peginterferon alfa-2a and ribavirin treatment: single center study in South Korea
	PP13-085 The clinical impact of HFE mutations in Japanese patients with chronic hepatitis C
	PP13-086 Tim3 expression on HCV-specific CD8+ T cells after Pegylated interferon- alpha and ribavirin therapy correlates with outcome in chronic hepatitis C genotype 3a infected patients
	PP13-087 Efficacy and dose reduction rate of peg-interferon-\-2a plus ribavirin treatment for elderly patients with chronic hepatitis C
	PP13-088 IL28B Genetic polymorphism Predicts HCV Response to Treatment in Hepatitis C Virus Genotype 4 Patients
	PP13-089 The relationship between levels of Th17/Th1 cells in peripheral blood and rapid virologic response in patients with chronic hepatitis C treated by pegylated interferon combined with ribavirin
	PP13-090 Host interleukin-28B genetic variants versus viral kinetics in determining responses to standard vs. of-care for hepatitis C genotype 1
	PP13-091 Incidence of Thrombocytopenia Normalization in Hepatitis C-related Advanced Fibrosis Patients after Sustained Virologic Response: A prospective study
	PP13-092 Interferon treatment for patients with chronic hepatitis C complicated with chronic renal failure receiving hemodialysis
	PP13-093 The efficacy and influencing factors of pegylated interferon plus ribavirin combination treatment for chronic hepatitis C patients in Guangdong province
	PP13-094 ITPA gene variants associated with hemolytic anemia and treatment efficacy in pegylated-interferon plus ribavirin therapy for chronic hepatitis C
	PP13-095 Antiviral Activity and Viral Resistance in Genotype 1 HCV Patients Receiving 28-Day Combination Treatment with GS-9256 and Tegobuvir ± RBV± PEG Followed by PEG/RBV Therapy
	PP13-096 IL28B C/C genotype is predictive of ge 1 log10 IU/mL reduction in plasma HCV RNA after 4 weeks of peginterferon (pegIFN) and ribavirin (RBV) therapy: implications for the use of the lead-in strategy for directacting antiviral-based treatment regimens
	PP13-097 Predicting peginterferon-\ and ribavirin treatment response in genotype 1 HCV patients vs. simple nomograms to support clinicians
	PP13-098 A Phase 2b Study of MK-7009 (Vaniprevir) in patients with genotype 1 HCV infection who have failed previous pegylated interferon and ribavirin treatment
	PP13-099 Impact of cigarette smoking on the sustained viral response to treatment with pegylated interferon \-2a and ribavirin combination in male patients with chronic Hepatitis C Genotype 4
	PP13-100 Retrospective analysis of antiviral treatment in our patients with chronic HCV
	PP13-101 The ASPIRE trial: once-daily TMC435 in treatment-experienced patients with genotype 1 HCV infection who have failed previous PegIFN/RBV treatment
	PP13-102 The safety and efficacy of peginterferon plus ribavirin in hepatitis C patients concomitant with malignancy other than hepatocellular carcinoma: A multicenter study
	PP13-103 The effect of hepatitis C treatment on health-related quality of life, work productivity, and healthcare resource use among patients in Japan
	PP13-104 Elevation of serum apolipoprotein b after successful eradication of Hepatitis C virus in patients with chronic Hepatitis C treated with ifn-based therapy
	PP13-105 Clinical significance of microRNA-193b in chronic hepatitis C patients treated with pegylated interferon alpha and ribavirin
	PP13-106 Decrease of Hcv-Rna in the first month of chronic Hepatitis C Treatment is the most important indicator of the treatment success
	PP13-107 Younger patients with hepatitis C virus genotype-1 chronic infection had similar treatment response to genotype-2 chronic infection
	PP13-108 Synergistic antiviral effect of Traditional Chinese Medicine (T.C.M.) combined with standard therapy in chronic hepatitis C treatment: an interim analysis of multicenter, randomized, double blinded, control study of pegylated
	PP13-109 VX-222/Telaprevir in combination with peginterferon-Alfa-2a and 	ribavirin in treatment-na
	PP13-110 Predictors of virologic response with telaprevir-based combination treatment in HCV Genotype 1-infected Patients with prior peginterferon/ribavirin treatment failure: post-hoc analysis of the phase 3 REALIZE study
	PP13-111 Similar SVR rates in IL28B CC, CT or TT prior relapser, partial- or 	null-responder patients treated with telaprevir/peginterferon/ribavirin: retrospective analysis of the REALIZE Study.
	PP13-112 Efficacy and safety of telaprevir-based regimens in cirrhotic patients with hcv genotype 1 and prior peginterferon/ribavirin treatment failure: subanalysis of the REALIZE Phase III Study
	PP13-113 Impact of anemia and ribavirin dose reduction on SVR to a 	telaprevir-based regimen in patients with HCV Genotype 1 and prior peginterferon/ribavirin treatment failure in the phase 3 REALIZE study
	PP13-114 Different likelihood of achieving SVR on a telaprevir-containing regimen among null-responders, partial-responders and relapsers irrespective of similar responses after a peginterferon/ribavirin 4- week Lead-in Phase: REALIZE study subanalysis
	PP13-115 Drug interaction profile of telaprevir
	PP13-116 Retreatment with telaprevir/peginterferon/ribavirin after a short exposure to telaprevir in phase 1 Studies: interim results from a phase 3b rollover Trial (C219)
	PP13-117 Sustained virologic response rates and viral resistance profiles were similar in patients treated with a telaprevir-based regimen regardless of liver fibrosis stage
	PP13-118 The outcomes of glucose abnormalities in prediabetic chronic Hepatitis c patients receiving peginterferon plus ribavirin therapy
	PP13-119 Management of HCV treatment related anemia by Erythropoietin-beta
	PP13-120 Add-on lipid modulators (statin and EPA) for peg-IFN and RBV increase SVR particularly in HCV patients with intractable IL-28B rs8099917 TG/GG allele
	PP13-121 Induction of interleukin-28B by ex vivo stimulation of peripheral blood mononuclear cells predicts the efficacy of pegylated interferon- \/ribavirin therapy in chronic hepatitis C
	PP13-122 Human leukocyte antigen class I and II alleles as the predictors of anemia in patients with chronic hepatitis C treated with pegylated interferon-alfa plus ribavirin and ribavirin
	PP13-123 Association of IL21R Genotypes and Serum IL21 Levels with Virologic Response in Chronic Hepatitis C Patients Receiving Interferon-based Therapy
	PP13-124 Neutropenia and viral load decline during treatment of hepatitis C virus genotype-4 patients: The paradox of treatment modification
	PP13-125 Long-term outcome in chronic hepatitis C and sustained virological response
	PP13-126 A Comparative Study Between Multilayer Perceptron Neural Network and Logistic Regression Analysis to Predict Sustained Viral Response in Chronic Hepatitis C Patients Receiving Pegylated Interferon Plus Ribavirin Therapy
	PP13-127 Is Viral clearance at week 2 able to be a predictive factor for sustained virological response (SVR) in chronic hepatitis C patients?
	PP13-128 Prevalence of mutations in the NS3 region of hepatitis C virus genotype 1b and correlation with response to pegylated-interferon-alpha 2b and ribavirin combination therapy
	PP13-129 Hepatic expression of MxA and OAS1 in an ex vivo liver slice assay independently predicts treatment outcomes in chronic hepatitis C
	PP13-130 Obesity biomarkers and Insulin resistance in patients with chronic hepatitis C, genotype 4: Effect of a non-pharmacologic weight reduction programAlaa Wafa1, Raghda Farag2, Shahira El-Etreby1, Monir Bahgat1, Ibrahim Abdel-Aal3, Dina Eltantaway4Internal Medicine1,Tropical Medicine2, Clinic
	PP13-131 Pulmonary changes following the combination therapy of peginterferon \-2a and ribavirin for chronic hepatitis C genotype 4 infection
	PP13-132 Baseline serum cholesterol is associated with a response to pegylated interferon alfa-2b and ribavirin therapy for chronic hepatitis C genotype 2
	PP13-133 Interleukin-28B polymorphisms on the SVR in the treatment of na
	PP14-001 MK-5172, a next generation HCV NS3/4A protease inhibitor is active against common resistance associated variants (ravs) and exhibits 	cross-genotype activity
	PP14-002 Rather than IL-27, IL-6 expresses positive correlation with liver severity in na
	PP14-003 Spontaneous clearance of serum hepatitis C virus RNA during the clinical course of hepatocellular carcinoma in patients with chronic hepatitis C
	PP14-004 The PNPLA3 I148 M polymorphism is associated with hepatitis C in low serum triglyceride level
	PP14-005 Distinct immunoregulatory cytokine pattern in Egyptian patients with occult Hepatitis C infection and unexplained persistently elevated liver transaminases
	PP14-006 BST2/Tetherin inhibits hepatitis C virus release from human hepatoma cells
	PP14-007 A hepatocellular carcinoma developed following 12 years from sustained virologic response to interferon therapy in a patient with Hepatitis C
	PP14-008 HCV core mutation ratio is associated with IL28B polymorphisms and response to PEG-IFN/RBV treatment in HCV Genotype 1b Patients
	PP14-009 Genomic diversity of HCV P7, NS2 and NS3 correlated with outcomes of combined PEG-interferon/ribavirin therapy in Chinese patients of chronic Hepatitis C
	PP14-010 The effect of Hepatitis B virus infection on detection of hepatitis C virus core antigen
	PP14-011 Interferon-lambdas inhibit not only hepatitis C virus but also hepatitis A virus internal ribosomal entry site-mediated translation
	PP14-012 Does the Immunosuppression Induce HCV Chronicity at the Post Transplant Setting in Kidney Recipients?
	PP14-013 Using deep sequencing technology to differentiate hepatitis C virus variants
	PP14-014 Population and clonal sequence analysis of resistance-associated amino acid variants (RAVs) in viruses from HCV-infected patients enrolled in a phase 2b study of MK-7009 (Vaniprevir)
	PP14-015 TMC435 in combination with peginterferon and ribavirin in treatment-na
	PP14-016 Practical use of Roche COBAS
	PP14-017 Antiviral activity and characterization of resistance in a three day dose ranging study of GS-5885, a novel HCV NS5A inhibitor
	PP14-018 CD38 expression in chronic hepatitis C
	PP14-019 Follow-up of SVR durability and viral resistance in patients with chronic hepatitis C treated with telaprevir-based regimens: interim analysis of the EXTEND study
	PP14-020 Transcription of HCV core protein binding protein 6 regulated by Sp1
	PP14-021 Is HCV core antigen (HCV Ag) an adequate marker for community screening?
	PP15-001 Combination therapy of transcatheter arterial cisplatin embolization and radiation for advanced hepatocellular carcinoma with portal venous invasion
	PP15-002 Tanshinone IIA could inhibit hepatic cancer cell hep-J5 through 	increasing p-p38, Bax, Caspase 8, Caspase 3 but decreasing TCTP, 	Mcl-1 and Bcl-xl proteins expression
	PP15-003 Early prediction of response to sorafenib in patients with hepatocellular carcinoma
	PP15-004 Mitochondrion apoptosis plays a critical role in Baicalein-induced cell programming death on hepatocellular carcinoma
	PP15-005 Reversion of multidrug resistance on hepatocellular carcinoma 	by Baicalein in vitro
	PP15-006 Phase I trial of S-1 combined with sorafenib in Japanese patients with advanced hepatocellular carcinoma
	PP15-007 The Efficacy of Hepatic Arterial Infusion Chemotherapy as an Alternative Treatment for Sorafenib in Advanced Hepatocellular Carcinoma
	PP15-008 Safety and efficacy of sorafenib in elderly patients with advanced hepatocellular carcinoma
	PP15-009 Sorafenib for advanced HCC VJapanese experience
	PP15-010 Hepatic arterial infusion chemotherapy versus sorafenib in advanced hepatocellular carcinoma: a propensity-matched analysis
	PP15-011 Comparative study of sorafenib and hepatic arterial infusion chemotherapy for far-advanced hepatocellular carcinoma
	PP15-012 The safety and efficacy of sorafenib as adjuvant therapy for advanced hepatocellular carcinoma in patients undergoing hemodialysis: two cases report
	PP15-013 Effects of Tumor Necrosis Factor-alpha Promoter Gene Polymorphism on the Response to Combined Therapy with Transarterial Chemoembolization and Sorafenib
	PP15-015 Targeting pro-inflammatory transcription factor signal transducer and activator of transcription 3 by emodin for the treatment of hepatocellular carcinoma
	PP16-001 Prevalence of aflatoxin induced p53 mutation at codon 249 (R249S) in hepatocellular carcinoma with or without HBsAg in Thailand
	PP16-002 Inflammation promotes OCT4/NANOG and early recurrence of HBV-related hepatocellular carcinoma by activation of IGF-1R
	PP16-003 Hepatitis B virus related insertional mutagenesis in cirrhosis patients as an early genetic change leading to hepatocellular carcinoma
	PP16-004 Revaluate the carcinogenic significance of hepatitis B virus integration in hepatocarcinogenesis
	PP16-005 LPS induces unfolded protein response and apoptosis in hepatoma cell lines
	PP16-006 Epigenetic repression of miR-129-2 upregulates SOX4 expression in hepatocellular carcinoma
	PP16-007 Involvement of Snail and Twist in HCC metastasis
	PP16-008 The impairment of CD4+ cytotoxic T cells predicts poor survival and high recurrence rates in patients with hepatocellular carcinoma
	PP16-009 Pre-S deletion and core promoter mutation of hepatitis B virus and hepatitis C virus genotype 1 increase the risk of hepatocellular carcinoma in hepatitis B and C dual infection
	PP16-010 Screening and analysis of genomic imbalances in dysplastic nodules in liver cirrhosis
	PP16-011 NKX6.1, a transcription factor, is a tumor suppressor gene silenced by methylation in human hepatocellular carcinoma
	PP16-012 The characteristics of patients who developed hepatocellular carcinoma after sustained virological response with interferon therapy
	PP16-013 The study of FAS polymorphism in hepatocellular carcinoma patients with hepatitis B virus infection
	PP16-014 Reporter interacting protein 2 promotes hepatocellular carcinoma 	metastasis through induction of epithelial-to-mesenchymal transition
	PP16-015 Small interfering RNA-directed targeting of RON alters invasive 	and oncogenic phenotypes of human hepatocellular carcinoma cells
	PP16-016 EZH2 is a novel therapeutic target for the eradication of tumor-initiating hepatocellular carcinoma cells
	PP16-017 Fibroblast growth factor 5 is over-expressed in human hepatocellular carcinoma cell lines and their growths are inhibited by FGF5 siRNA
	PP16-019 EpCAM positive cells have strong chemo resistance in hepatocellular carcinoma
	PP16-020 Angio-CT findings of 115 small hepatocellular carcinomas of 61 patients during follow-up of 659 patients with chronic liver diseases: clinical features of early cancers
	PP16-021 Steatosis and FABP may identify as risk factors for liver cancer in HBV-infected patients
	PP16-022 The effect of osteopontin (OPN) RNA interference (RNAi) on the invasiveness of HCC cell lines
	PP16-023 GPC3 is a c-Myc target gene, its oncogenic effect in human hepatocellular carcinoma is mediated by putative Wnt-myc pathway
	PP16-024 miR-338-3p is down-regulated by Hepatitis B virus X and inhibits cell proliferation by targeting CyclinD1 mainly at 2397--2403nt of CyclinD1 3UTR
	PP16-025 Hypertension is hepatocellular carcinoma develop risk factor in cryptogenic cirrhosis in west-North of China
	PP16-026 Novel synergistic role of RhoA/Kinase-Wnt beta -catenin in the development of HBV related hepatocarcinogenesis
	PP17-001 Pre-operative hepatic angiography is mandatory for hepatocellular 	carcinoma
	PP17-002 The value of tumor markers in surveillance for hepatocellular carcinoma
	PP17-004 Validation of Serum Tumor Doubling Time (DT) by Conventional CT (Computed Tomography) DT in Hepatocellular Carcinoma
	PP17-005 A case of resected by laparoscopic procedure with accessory spleen at the liver hilum which was difficult to distinguish to the hepatocellular carcinoma
	PP17-006 Glypican-3 as a potential differential diagnostic marker for hepatocellular carcinoma: a tissue microarray-based study
	PP17-007 Appearance of the portal tract invasion in the liver biopsy specimen of early hepatocellular carcinoma (eHCC) 
	PP17-008 Diagnostic Performance of Des- gamma -carboxyprothrombin in Patients with Small Hepatocellular Carcinoma
	PP17-009 Expression of glypican-3 in early hepatocellular carcinoma
	PP17-010 Increased expression of OCT4 is associated with low differentiation and tumor recurrence in human hepatocellular carcinoma
	PP17-011 A significant additional role of serum alpha-fetoprotein in surveillance of hepatocellular carcinoma in a hepatitis B endemic area
	PP17-012 Prognostic significance of half-life of serum alpha-fetoprotein in patients treated with chemoembolization for hepatocellular carcinoma
	PP17-013 Analysis of gadoxetic acid-enhanced magnetic resonance imaging for characterizing 2 cm or smaller hepatic nodules
	PP17-014 The ASPP2 and delta-ASPP2 could be a significant prognostic marker in HCC
	PP17-015 MicroRNA-155 Functions as a prognostic marker and an OncomiR in hepatocellular carcinomas
	PP17-016 Osteopontin (OPN) over-expression in hepatocellular carcinoma (HCC) and its clinical significance
	PP17-017 The serum vascular endothelial growth factor (sVEGF-R2) level as predictor of poor prognosis of chronic liver disease
	PP17-018 HURP expression-assisted risk scores identify prognosis distinguishable subgroups in early stage liver cancer
	PP17-019 Value of alpha-fetoprotein in association with clinicopathological features of patients with hepatocellular carcinoma
	PP17-020 Characterization of small hepatic lesions with liver-specific contrast agents: a comparison between ultrasound and magnetic resonance imaging
	PP18-001 Clinical features of primary liver cancer found through regular health examination
	PP18-002 The FHCC-Pro (Prognostication of Hepatocellular Carcinoma among Filipinos)Prognostic Stratification Index of Filipino Patients with Hepatocellular Carcinoma AHD Lucman; JP Sarmiento; DA PayawalSection of Gastroenterology, Department of Internal Medicine, Cardinal Santos Medical Center (CSMC)
	PP18-003 Characteristics of Hepatocellular Carcinoma in Dharmais National Cancer Center
	PP18-005 HEPATITIS B VIRUS INFECTION CAN CAUSE HEPATOCELLULAR CARCINOMA IN LESS ADVANCED LIVER CIRRHOSIS: A STUDY OF 114 PATIENTS FROM NORTH INDIA
	PP18-006 Long-term outcomes of hepatocellular carcinoma treatments: a nationwide cohort study
	PP18-007 Clinicoepidemiological characteristics and response to treatment in patients with hepatocellular carcinoma in Egypt
	PP18-008 Clinical features of hepatitis B virus-related hepatocellular carcinoma of 489 cases
	PP18-009 Correlation of LAPTM4B polymorphisms with hepatocellular carcinoma
	PP18-010 Recent trend of Japanese hepatocellular carcinoma due to HCV in aging society
	PP19-001 Combined use of localized concurrent chemoradiation therapy 	and transarterial chemoembolization for advanced hepatocellular 	carcinoma
	PP19-002 Percutaneous radiofrequency ablation for unresectable metastatic liver tumor compared with treated HCC
	PP19-003 RFA immediately after PEI for treating HCC might increase the risk of delayed pyogenic liver abscess
	PP19-005 Survival comparison between surgical resection and percutaneous 	radiofrequency ablation for patients in BCLC early stage hepatocellular carcinoma
	PP19-006 Repeated transarterial infusion of cisplatin-lipiodol suspension after transarterial chemoembolization for unresectable hepatocellular carcinoma
	PP19-007 A prospective controlled trial of radiofrequency ablation for hepatocellular carcinoma performed by two hepatogastroenterologists with different training backgrounds
	PP19-008 The direct approaching method for caudate lobe in percutaneous radiofrequency ablation
	PP19-009 Percutaneous radiofrequency ablation for hepatocellular carcinoma: early termination versus standard termination of the RFA procedure
	PP19-010 Long term survival in a patient presenting as spontaneous rupture of hepatocellular carcinoma
	PP19-011 Serum albumin and AFP levels as predictors of hepatic decompensation after TACE for hepatocellular carcinoma (HCC)
	PP19-012 The safety and efficacy of radiofrequency ablation for elderly patients with hepatocellular carcinoma
	PP19-013 Treatment and outcomes for elderly patients with hepatocellular 	carcinoma
	PP19-014 Metformin associated with lower mortality in diabetic patients with early stage hepatocellular carcinoma after radiofrequency ablation
	PP19-015 The efficacy of transcatheter arterial chemoembolization in patients with spontaneously ruptured hepatocellular carcinoma
	PP19-016 Comparison of RFA therapeutic effect between a newly developed 4D US and a conventional 2D US
	PP19-017 Complications of transarterial chemoembolization (TACE) and factors predicting post-TACE syndrome
	PP19-018 Delayed complications of RFA killed patients with HCCs
	PP19-019 Excellent outcomes with angiographic subsegmentectomy in the treatment of typical hepatocellular carcinoma. Second reports
	PP19-020 Intraperitoneal Distant Implantation After Radiofrequence Ablation of Hepatocellular Carcinoma -- Report of 2 Cases
	PP19-021 Neutrophil-to-lymphocyte ratio associated with mortality in early 	hepatocellular carcinoma patients after radiofrequency ablation
	PP19-022 Radiofrequency ablation of hepatocellular carcinoma under computed tomographic guidance using iodized oil retentions as markers for targeting: factors influencing local tumor progression
	PP19-023 Comparison of Radiofrequency Ablation and Transarterial Chemoembolization for Hepatocellular Carcinoma within the Milan Criteria: A Propensity Score Analysis
	PP20-001 Hepatocyte growth factor can induce hepatocellular carcinoma intrahepatic metastasis in a SCID mouse model
	PP20-002 Strategic implication to enhance anti-VEGF treatment by a novel 	data-driven approach
	PP20-003 Increased percentage of CCR5 expressed effector Treg cells together with increased CCL5 were correlated with disease severity in patients with hepatoma
	PP20-004 Comparison of different staging models for hepatocellular carcinoma (HCC) in terms of outcome
	PP20-005 Comparison of hepatocellular carcinoma patients with active versus resolved hepatitis b infection
	PP20-006 Hepatocellular carcinoma (HCC) in patients with and without hepatitis C (HCV)
	PP20-007 Fatty acid synthetic metabolism is abnormally elevated in hepatocellular carcinoma, C75 selectively inhibits the growth of hepatocellular carcinoma cell
	PP20-008 Is TAE a valuable for treatment of Spontaneous rupture of Hepatocellular Carcinoma: A South-Asian experience
	PP20-009 Should hypovascular nodules be evaluated when determining treatment strategy in patients with primary hepatocellular carcinoma?
	PP20-010 Motivation for comprehensive liver cancer control among stakeholders in 11 countries
	PP20-011 A comparison of current European and Asian priorities for liver cancer control
	PP20-012 Combined hepatocellular and cholangiocarcinoma developed in a patient with HIV/HCV coinfection
	PP20-013 The prognosis of hepatocellular carcinoma patients who treated with TACE administerd LIVACT
	PP20-014 Perioperative exercise for cirrhosis patients with hepatocellular carcinoma undergoing hepatectomy
	PP20-015 Clinicopathological characteristics of patients with non-B non-C hepatitis virus hepatocellular carcinoma after hepatectomy
	PP20-016 Clinical characteristics of Liver abscess in patients with Hepatocellular carcinoma and liver cirrhosis
	PP20-017 A case of teenaged hepatocellular carcinoma with a history of growth hormone treatment
	PP20-018 Therapeutic efficacy and safety of hepatic arterial infusion chemotherapy with cisplatin fine-powder (IA-call)
	PP20-019 Which dysplastic nodules frequently Develop into hepatocellular carcinoma? Long-term follow-up in Korea
	PP20-020 Serum HBV DNA suppression does not eliminate development 	of hepatocellular carcinoma (HCC) in chronic hepatitis B patients with cirrhosis receiving oral nucleotide analogue
	PP20-021 Follow-up of hepatocellular carcinoma after transarterial chemoembolization; the concordance of contrast enhanced ultrasonography and lipiodol CT
	PP20-022 Characteristics, management, and survival of the rare subtype of liver cancer: combined hepatocellular carcinoma and cholangiocarcinoma
	PP20-023 Therapeutic outcomes of hepatic arterial infusion chemotherapy (HAIC) and systemic chemotherapy with interferon and 5-FU accompanying biliary drainage to treat obstructive jaundice in patients with advanced hepatocellular carcinoma
	PP20-024 Favorable clinical factors of sorafenib response in patients in advanced hepatocellular carcinoma whom TACE was unsuitable
	PP20-025 Interferon Gamma Correlates with Clinical Outcome in Patients with Hepatocellular Carcinoma
	PP20-026 Assessment of the 7th AJCC staging system in prognostic stratification of resected hepatocellular carcinoma
	PP20-027 No association for Chinese hepatocellular carcinoma susceptibility SNP in Japanese and Korean populations
	PP20-028 Recent trend of clinical features in Patients with hepatocellular carcinoma
	PP20-029 The characteristics of background of HCC in patients first diagnosed at over 80 years old
	PP20-030 Alpha-fetoprotein (AFP) is a potential indicator of poor prognosis and related to histological grade for non-B non-C related hepatocellular carcinoma (HCC)
	PP20-031 Family history of liver cancer is not a risk factor for hepatocellular carcinoma in chronic hepatitis B patients
	PP20-032 Late evening snack have an impact on patients undergoing treatment for advanced hepatocellular carcinoma
	PP20-033 Long-term outcome after endoscopic obturation using N-butyl-2-cyanoacrylate for gastric varices in patients with hepatocellular carcinoma and portal vein tumor thrombosis
	PP20-034 Primary liver carcinosarcoma: a case report
	PP20-035 Life Expectancy of HCC Patients Living in the Middle Black Sea Region of Turkey and Their Retrospective Evaluation
	PP20-036 Introduction of Taiwan Liver Cancer Network
	PP20-037 Long-term outcome of elderly patients with hepatocellular carcinoma aged 75 years or older
	PP20-038 Extracts of Five Medicinal Herbs Induced Cytotoxicity in Both Hepatoma and Myeloma Cell Lines
	PP20-039 The CX3CL1 produced from HBV-replicated human hepatoma cells could affect the migration activity of lymphoid cells
	PP20-040 Prognosis of hepatocellular carcinoma in hemodialysis patients
	PP20-041 HDAC inhibitors up-regulate expression of major histocompatibility complex class I-related chain A on hepatocellular carcinoma cells and enhance their susceptibility to cytokine-induced killer cell lysis
	PP20-042 Primary hepatic carcinoma after operation with transcatheter hepatic artery chemotherapy embolization (TACE) and pulmonary metastasis
	PP20-043 Pulmonary embolism in HCC patients: an analysis of 12 clinical cases
	PP20-044 The role of extrahepatic feeding arteries in patients exhibiting extrahepatically growing hepatocellular carcinoma growth with infiltration into other organs
	PP20-045 Study on ginsenosides induced differentiation of human hepatocellular carcinoma cells
	PP20-046 Ascites in patients with hepatocellular carcinoma: prevalence, associated factors, prognostic impact and staging strategy
	PP20-047 Renal insufficiency as a prognostic determinant for hepatocellular carcinoma: a propensity score analysis
	PP21-001 Cyberknife stereotactic body radiation therapy for unresectable hepatocellular carcinoma and advanced hepatocellular carcinoma with portal vein tumor thrombosis
	PP21-002 Partial splenic embolization (PSE) for patients of hepatocellular carcinoma (HCC) with portal hypertension (splenectomy vs. PSE)
	PP21-003 Clinical observation of model for end-stage liver disease to interventional therapy in advanced hepatocellular carcinoma
	PP21-004 Our experience of portal vein embolization before major hepatectomy for the liver with obstructive jaundice
	PP21-005 Our experience of portal vein embolization before major hepatectomy for hepatocellular carcinoma
	PP21-006 Radiotherapy for lymph node metastases in patients with hepatocellular carcinoma
	PP21-007 Efficacy and safety of short-course carbon ion radiotherapy for elderly hepatocellular carcinoma patients
	PP21-008 Incidence Of Severe Complications After Percutaneous Radiofrequency Ablation Therapy For Malignant Liver Tumors: An Analysis Of 817 Cases In A Single Center
	PP22-001 Postoperative bile leakage managed successfully by intrahepatic biliary ablation with ethanol
	PP22-002 Hepatocellular carcinoma (HCC) in patients with and without hepatitis B infection (HBV)
	PP22-003 Intraoperative contrast-enhanced ultrasonography is a useful modality for final decision of liver resection in HCC patients
	PP22-004 Our ingenious techniques for laparoscopic hepatectomy
	PP22-005 Surgical resection of a solitary para-aortic lymph node metastasis from hepatocellular carcinoma: a case report
	PP22-006 A prospective randomized controlled trial of preoperative whole-liver chemolipiodolization for hepatocellular carcinoma
	PP22-007 Long-term outcomes following resection versus transplantation for hepatocellular carcinoma within UCSF criteria
	PP22-008 What is re-treatment for recurrent patients with hepatocellular carcinoma undergoing hepatectomy?
	PP22-009 Analysis of risk factors in hepatic resection for elderly patients over 75 years old
	PP22-010 A comparison of prognosis between patients with hepatitis B and C virus-related hepatocellular carcinoma undergoing resection surgery
	PP22-011 Palliative surgical treatment in rib metastasis of HCC
	PP22-012 Factors affecting prognosis and 5-year survival of hepatocellular carcinoma in Korean patients following hepatic resection
	PP22-013 Long-term results of liver transplantation for hepatocellular carcinoma within or without Milan criteria
	PP23-001 Liver homogeneity measurement of healthy and cirrhotic liver using ASQ
	PP23-002 Contrast enhanced ultrasonography for the diagnosis of liver masses; comparison to CT and MRI
	PP23-003 Usefulness of real-time tissue elastography for the noninvasive and visual assessment of liver stiffness in patients with chronic liver disease
	PP23-004 Anatomical resection of an undetectable hepatocellular carcinoma using 3D image processing software---a case report
	PP23-005 Value of visual inspection, bimanual palpation, and intraoperative ultrasonography during hepatic resection for liver metastases of colorectal carcinoma
	PP23-006 Diagnostic accuracy of multidetector row computed tomography and gadoxetic acid enhanced magnetic resonance imaging with diffusion weighted images in predicting the appropriateness of a transplant recipient based on Milan criteria
	PP23-007 Hepatic vein waveform in liver cirrhosis: correlation with Childs class and size of varices
	PP24-001 Correlation of transient elastography with computer-assisted morphometric image analysis and fibrosis staging by METAVIR and Ishak, in chronic hepatitis B and C
	PP24-002 The increased IL-22-producing cells associates with the progression of liver fibrosis in hepatitis B virus infection
	PP24-003 The relationship of expression of BMP-7 in the Hver and hepatic inflammation and fibrosis in patients with chronic HBV infection
	PP24-004 A water-soluble extract from Artemisia iwayomogi Kitamura attenuates against bile duct ligation-induced ROS production and cholestatic liver fibrosis
	PP24-005 Glucose regulated protein 78 reduced in liver fibrosis but induced in fatty liver plays crucially in the development of liver diseases
	PP24-006 Persistent activation of adaptive immunity and suppression of innate immunity in HIV-HBV co-infected patients despite suppression of HIV RNA and HBV DNA
	PP24-007 E3 Ubiquitin ligase synoviolin is involved in liver fibrosis
	PP24-008 Insulin-like growth factor I reduces collagen production by hepatic stellate cells even when their proliferative activity is stimulated
	PP24-009 Effect and mechanism of connective tissue growth factor (CTGF/CCN2) on human hepatic stellate cells
	PP24-010 Experimental study of liver fibrosis therapy with chinese herbal of turtlecrust
	PP25-001 Diagnostic accuracy of hepatic venous pressure gradient measurement in the prediction of stage 1 compensated liver cirrhosis in patients with chronic viral hepatitis
	PP25-002 The change of liver stiffness and associated factors in patients with chronic hepatitis B under Entecavir therapy
	PP25-003 Comparison between transient elastography (Fibroscan) and liver biopsy for diagnosis of hepatic fibrosis in chronic hepatitis C genotype 4
	PP25-004 The diagnostic accuracy of liver stiffness measurement and hyaluronic acid in detecting significant liver fibrosis in chronic hepatitis B according to ALT levels
	PP25-005 Ischemic stroke in liver cirrhosis patients
	PP25-006 Correlation between liver fibrosis and the sex, age, HBV DNA loads in patients with HBeAg positive chronic hepatitis B
	PP25-007 Correlation between portal vein diameter and the histopathological changes in liver tissue in 120 patients with chronic hepatitis B
	PP25-008 The effect of the short course of the recombinant interleukin-2 (rIL2) in patients with liver cirrhosis causes by HBV and HCV infection
	PP25-009 The increasing proportion of acetyl-histone-positive hepatocytes indicates the functional deterioration during progressive cirrhosis
	PP25-010 The correlation between serum-ascites total protein gradient (SATPG) and portal-hypertension syndrome
	PP25-011 Esophageal variceal ligation with a longer interbanding interval for treatment of variceal bleeding: long term follow-up results
	PP25-012 Significance of age--spleen--platelet Ratio index (ASPRI) as a non-invasive marker of liver fibrosis in patients with Chronic Hepatitis B
	PP25-013 The comparison of the usefulness in prediction of advanced fibrosis between the ultrasonographic scoring system (USS) and liver stiffness measurement (LSM) in alcohol related liver disease
	PP25-014 Clinical presentation of chronic dialysis patient with liver cirrhosis - experience at a medical center.
	PP25-015 Scoring system composed of albumin, collagen IV and longitudinal diameter of spleen for diagnosis of liver fibrosis in chronic hepatitis B patients
	PP25-016 The effect of low dose non-selective beta-blockers on survival in liver cirrhosis patients
	PP25-017 Nutritional Status and Neutrophil Phagocytic Function in Liver Cirrhotic Patients
	PP25-018 Quality of life assessment in patients with chronic HCV infection
	PP25-019 The severity of liver histology in chronic viral hepatitis in kidney transplant candidates
	PP25-020 Discordance between non-invasive indices and liver biopsy in the evaluation of hepatitis B-related hepatic fibrosis
	PP25-021 Discordance between Fibroscan and ultrasonographic results in chronic hepatitis B patients V the clinical implications behind
	PP25-022 The effect of Fibroscan service on the rate of liver biopsy in real life situation
	PP25-023 The clinical significance of connective tissue growth factor in hepatitis B virus-induced hepatic fibrosis
	PP25-024 Risk factors of delayed gastric emptying in patients with liver cirrhosis
	PP25-025 Correlation between peripheral blood platelet count and liver fibrosis in 211 patients with chronic hepatitis B
	PP25-026 Correlation between gallbladder wall thickness and the histopathological changes in liver tissue in 205 patients with chronic hepatitis B
	PP25-027 Noninvasive assessment of liver fibrosis via spleen stiffness measurement using acoustic radiation force impulse sonoelastography in patients with chronic hepatitis B or C
	PP25-028 Stepwise combination with routine biomarkers improving transient elastography performance in detecting heptitis B cirrhosis
	PP25-029 Correlation between spleen size and liver fibrosis in 208 patients with chronic hepatitis B
	PP25-030 Urokinase plasminogen activator (UPA) as a single marker for the assessment of liver fibrosis in alcoholism
	PP26-001 5 year survival rates of patients with HCV related end stage liver disease after liver transplantation
	PP26-002 Detecting residual HCV-RNA in the working channels in hepatitis C patients undergoing upper gastrointestinal endoscopy for pre-liver transplantation evaluation
	PP26-003 Endotoxemia management in liver transplant patients
	PP26-004 Optimal suggestive screening protocol after living donor liver transplantation for hepatocellular carcinoma
	PP26-005 Histologic abnormalities are found in two-thirds of patients with normal liver function test who underwent protocol liver biopsy after living donor liver transplantation
	PP26-007 The effect of HIF-1\ in liver ischemia/reperfusion injury: a systematic review
	PP26-009 Role of Th17 cells and regulatory T cells Post-liver transplant acute rejection
	PP26-010 Post-recurrence clinical course in liver transplantation for HBV-related liver disease
	PP26-011 Serial changes of serum growth factors and liver regeneration after partial hepatectomy in healthy liver donors
	PP26-012 Predictive criteria to assess initial poor graft function in liver transplant
	PP26-013 Augmenter of liver regeneration ameliorate acute rejection after rat orthotopic liver transplantation
	PP26-014 Fatal HBV recurrence due to withdrawal from lamivudine five years after orthotopic liver transplantation: a case report
	PP26-015 Long-term Outcome of Prolonged Therapy with Low Dose of Pegylated Interferon Alpha for Recurrent Hepatitis C after Liver Transplantation
	PP26-016 The impact of CYP2C19 genotypes on graft pathological findings and abnormal liver function after living-donor liver transplantation
	PP26-017 Ref-1 mediated repair of the damaged liver, kidney, intestine and lung cells induced by ischemia--reperfusion after liver transplantation
	PP27-001 Presentation of Wilsons disease in Pakistan: is it different from the rest of World?
	PP27-002 Role of epigenetic modification in MGMT gene and genetic mutation in kRAS gene in colorectal cancer in Indian population
	PP27-003 The gene variants of obese-related in Taiwanese subjects
	PP27-004 The first reported case of Chanarin-Dorfman Syndrome from Iran: a case report and review of the literature
	PP27-005 Hepatoprotective properties of Panagin DS-1227 against exhaustive exercise-induced oxidative stress in rats
	PP28-001 Impact of viral response on serum lipid levels in chronic hepatitis C patients receiving pegylated interferon alpha/ribavirin in Taiwan
	PP28-002 Endoscopic ultrasound guided fine needle aspiration (EUS-FNA) of mediastinal and abdominal lesions
	PP28-004 Metabolic syndrome and chronic hepatitis B in Taiwan
	PP28-005 Efficacy of terlipressin with albumin versus albumin alone among patients with hepatorenal syndrome: a meta-analysis AHD Lucman; SH Valdez; DA Payawal section of gastroenterology, department of internal medicine, Cardinal Santos Medical Center (CSMC)
	PP28-006 Protective role of genistein against paracetamol V induced hepatotoxicity
	PP28-007 Predictive upper gastrointestinal bleeding score (P-UGIBS) for triaging patients: a validation study
	PP28-008 Intracranial fungal infections in chronic liver disease: a report of two cases
	PP28-010 Dose response of dammarane oligo-saponins and its impact on biochemical parameters after acute exercise in humans
	PP28-011 Hepatitis knowledge and hepatitis B seroprevalence of policeman working in the City of Ad
	PP28-012 Long-term therapy with thalidomide in hereditary hemorrhagic telangiectasia: case report and literature review
	PP28-013 Artificial Liver : What do we need to know about albumin dialysis MARS?
	PP28-014 Mercury toxicity: a global problem-protection by combination therapy- a novel approach
	PP28-015 Synchronous caecal adenocarcinoma and multiple colonic in situ carcinomas in hamartomatous polyps in a young Egyptian female patient with isolated Peutz-Jeghers syndrome
	PP28-016 Colorectal schistosomiasis: is it still endemic in Delta Egypt, early in the 3rd Millennium?
	PP28-017 Colonoscopy in the very elderly symptomatic patients
	PP28-018 The role of argon plasma coagulation in management of Barrett’s Esophagus: a single-center experience
	PP28-019 The impact of chronic hepatitis B and hepatitis c infection on Egyptian women with spontaneous preterm birth of unexplained etiology
	PP28-020 Effect of hepatocellular carcinoma on bone mineral density in patients with hepatitis B virus infection
	PP28-021 Simplified lab data for diagnosis of blunt liver laceration and severity
	PP28-022 The effect of prokinetic on intestinal motility and bacterial overgrowth in liver cirrhosis patients with small intestinal bacterial overgrowth
	PP28-023 Liver adenosquamous carcinoma- a case report
	PP28-024 Infections in acute pancreatitis and its impact on outcome
	PP28-025 Case Management Model For Moderate To Severe Liver Cirrhosis And Its Outcome
	PP28-026 Heparin-modified liver-specific scaffolds for in vitro adhesion, expansion and liver-specific functions of human liver cell lines
	PP28-027 Association of IL28B polymorphism with hepatitis B virus clearance and hepatocellular carcinoma occurrence
	PP28-028 Glucocorticoid administered in chronic severe hepatitis
	PP28-029 Combined pleural effusion may predict long-term hospitalization in patients with pyogenic liver abscess in Korea: a single center experience in a recent 10-year period
	PP28-030 Association of polymorphism in pri-microRNA region of microRNA- 371, 372, and 373 with the incidence of hepatocellular carcinoma in hepatitis B virus infected patients
	PP28-031 Serum free medium and mesenchymal stromal cells enhance ammonia detoxified functionality of rat hepatocyte spheroids induced by high protein diet
	PP28-032 A case of inflammatory pseudotumor of liver mimicking cholangiocarcinoma
	PP28-033 Efficacy of Single-Session Percutaneous Ethanol Sclerosis in Symptomatic Benign Hepatic Cysts
	PP28-034 Vitamin D (25OHD) Deficiency in Patients with Liver Cirrhosis
	PP28-035 A serum alpha-fetoprotein determination in health check-up participants: is there a role for screening hepatocellular carcinoma in high incident area?
	PP28-036 Clinical evaluation of toxocariasis presenting as liver abscess
	PP28-037 A case of Castleman’s disease mimicking a hepatocellular carcinoma
	PP28-038 The need for health education and counselling from the perspective of our HBV patients: a questionnaire survey in a regional hospital
	PP28-039 Spectrum of liver disease in Bangladesh: Change over a decade
	PP28-040 Plasma essential or conditionally essential amino acid levels in patients with advanced viral liver cirrhosis
	PP28-041 Revising the upper limits of normal for serum alanine aminotransferase in a Middle Eastern population with normal liver histology
	PP28-042 Oral Glutamine Inhibits Ascites Formation In A Mural Model of Peritoneal Carcinomatosis
	PP28-043 Are Barbers Fomites?
	PP28-044 Methecillin Resistant Staphylococcal Aureus (MRSA) Roadmap at 	Mansoura University hospitals
	PP28-045 Anti-HLA class I and II antibodies among Hepatitis-C positive living donor renal transplant recipients.
	PP28-046 Updated Definition of Upper Limit of Serum Normal Alanine Aminotransferase Level in Chinese Population: A Prospective Review of Health Examination Database With 53037 Participants
	PP28-047 Generation of induced pluripotent stem cell-like colonies from human omental mesenchymal cells
	PP30-001 Effects of hmg-coa reductase inhibitor (statin) on apoptosis in cultured bile duct cancer cells
	PP30-002 Restoration of HBsAg-specific functional B-cells is associated with HBsAb seroconverion in patients with chronic hepatitis B
	PP30-003 TRAIL up-regulation by peripheral NK cells is dependent on interferon-\ in chronic hepatitis B e antigen positive patient
	PP30-004 Monosodium urate attenuates bile acid induced hepatocyte apoptosis by modulating ER stress and JNK activation
	PP30-005 The effects on gene expression profiles in human hepatocytes by HBV and HCV infection
	PP30-006 Angiotensin-II-induced anti-apoptotic signaling in hepatocellular carcinoma and hepatic stellate cells
	PP30-007 Upregulated mir-224 in HCC involves in the process of cell proliferation, migration, invasion and apoptosis
	PP30-008 Ribavirin enhances the action of Interferon-\ against hepatitis C virus by promoting the p53 expression
	PP30-009 Delta-ASPP2 and ASPP2 play a negative role in cell autophagy regulation and contribution to cell death
	PP30-010 Endoplasmic Reticulum Stress Stimulates Delta133p53-Dependent Autophagy and Promotes Cell Apoptosis by Inducing Delta133p53 Nuclear Localization
	PP31-001 New aspects of Gene therapy for HBV/HCV/HCC, a focus on Adenovirus experiments
	PP31-002 Gene transfer of c-met confers protection against d- galactosamine/lipopolysaccharide-induced acute liver failure
	PP32-001 Loss of histone deacetylases impairs liver regeneration through ki-67 deprivation and G2/M blockage in mitotic hepatocytes
	PP32-002 HDACs inhibitor VPA impairs liver regeneration in mice
	PP32-003 Gender dependent liver regeneration after 2/3 hepatectomy in C57BL/6 mice
	PP32-004 Hepatocyte-targeted glypican 3 transgenic mice suppressed of hepatomegaly and hepatocyte proliferation induced by xenobiotic mitogens
	PP33-001 Immunophenotypic characterization of progenitor cells in adult human liver during hepatitis with massive or sub-massive necrosis
	PP33-002 Evidence of Mesenchymal Stem Cells in the Replacement of Injured Liver
	PP33-003 Stimulation of liver regeneration after hepatectomy in mice by injection of bone marrow mesenchymal stem cells via the portal vein
	PP33-004 Metabolomic analysis of human bone marrow mesenchymal stem cells transplantation in treatment of acute hepatic failure
	PP33-005 A simple and economical route to generate functional hepatocyte-like cells from hUCMSC via co-cultured with hHSC and liver-specific scaffold
	PP33-006 The Evaluation of effectiveness and safety for new therapy with bone marrow derived autologous mesenchymal stem cell for hepatic failure caused by alcoholic liver cirrhosis V phase II Study
	PP33-007 Illoprost, ctgf/ccn2 inhibitor, reduced collagen III expression in hepatic progenitor cells
	PP33-008 Therapeutic potential of placental mesenchymal stem cells after transplantation through portal vein into Chinese miniature pigs with acute liver failure
	PP34-001 The expression of hepatic endothelin-1 during fibrosis progression of non-alcoholic steatohepatitis
	PP34-002 Extract components of Chinese herbal prescription jiangzhi granula improve pathophysiological features of rat nafld model
	PP34-003 Association of adiponectin gene functional polymorphisms (- 11377c/g and +45t/g) with nonalcoholic fatty liver disease.
	PP34-004 Myeloid-derived suppressor cells induce T cell exhaustion and apoptosis resulting in suppression of antigen-specific immune responses in mice consuming high fat diet
	PP34-005 Altered composition of fatty acids exacerbates hepatotumorigenesis during activation of the phosphatidylinositol 3- kinase pathway.
	PP34-006 Tauroursodeoxycholic acid attenuates hepatic fibrosis in a mouse model of non-alcoholic steatohepatitis
	PP34-007 Alleviation of hepatic steatosis in jiangzhi granula treated rats via improving hepatic insulin resistance
	PP34-008 The effect of seal oil on galectin-3 in serum and liver of rats with nonalcoholic steatohepatitis
	PP34-009 Impact of fatty diet on the serum protein profile of weaning Wistar rats.
	PP34-010 Dietary influence on serology of adult male and female Wistar rats.
	PP34-011 Development of a mouse model in diet-induced fatty liver disease- a preliminary report
	PP34-012 Synthetic FXR agonists improve liver histopathology and reduce liver tumor formation in mouse models of NASH and liver cancer
	PP34-013 SREBP 1 polymorphism in patients with non-alcoholic steatohepatitis
	PP35-001 Role of physical activity in nonalcoholic fatty liver disease in terms of visceral adiposity
	PP35-002 HbA1C in patients with non alcoholic steatohepatitis for diagnosis of glucose abnormality
	PP35-003 Clinical Outcome of Non-Alcoholic Fatty Liver Disease (NAFLD) with or without Metabolic Syndrome (MS): A Cross-Sectional Study
	PP35-004 Fatty Liver was associated with gallbladder polyp independent with visceral adiposity
	PP35-005 Prevalence and Risk Factors of NAFLD among Native South Asian Pakistani Patients with Type 2 Diabetes and Metabolic Syndrome
	PP35-006 Pentoxifylline versus placebo in nonalcoholic steatohepatitis: a meta-analysis
	PP35-007 The correlation of plasma homocysteine level and liver diseases in 	Taiwanese adult
	PP35-008 Improvement of Nonalcoholic Fatty Liver Disease after Bariatric Surgery in Morbidly Obese Chinese Patients
	PP35-009 Prevalence of hepatic steatosis in inflammatory bowel disease
	PP35-010 Echographic prevalence of hepatic steatosis in Moroccan hospitalized patients
	PP35-011 The influence of pioglitazone on the plasma amino acids profile in patients with nonalcoholic steatohepatitis (NASH)
	PP35-012 Hepatic steatosis following pancreaticoduodenectomy or total pancreatectomy
	PP35-013 Nonalcoholic Fatty Liver Disease is an Independent Predictor for 	Identifying Patients with Insulin Resistance in Nonobese Nondiabetic Middle-Aged Asian Adults
	PP35-014 Analysis of TNF- alpha promoter polymorphism in children with non- alcoholic fatty liver disease
	PP35-015 Differences of metabolic profile between simple fatty liver and steatosis with elevated ALT
	PP35-016 Metabolic syndrome influences the histological severity of nonalcoholic fatty liver disease in Japan: a multicenter large retrospective study.
	PP35-017 Nonalcoholic steatohepatitis (NASH) in patients with obesity.
	PP35-018 Transient elastography in the Indian patients with non-alcoholic fatty liver disease: diagnostic performance and clinicopathological correlation
	PP35-019 The Role of Endotoxin and Nitric Oxide in Diagnosing of Nonalcoholic Fatty Liver Disease (NAFLD)
	PP35-020 Prevalence of NAFLD in patients with metabolic syndrome in a tertiary care hospital in Bangladesh
	PP35-021 Prevalence of NAFLD and metabolic syndrome in apparently healthy subjects in Bangladesh
	PP35-022 The clinical message of fatty liver detected by ultrasonography on medical checkup of non-obese.
	PP35-023 Current situation of research on metabolic syndrome including non alcoholic fatty liver disease in Korea
	PP35-024 Prevalence of fatty liver disease in one university staffs in Mainland China: Results of routine physical examinations in 2010
	PP35-025 A new non-invasive method for the quantification of hepatic steatosis in NAFLD by acoustic structure quantification (ASQ) from ultrasound echo amplitude.
	PP35-026 Waist circumference, BMI, uric acid, blood sugar and triglyceride are important risk factors for abnormal liver function tests in Taiwanese
	PP35-027 Prevalence of Nonalcoholic Fatty Liver Disease and Its Influence on Age and Sex: Hospital Based Study
	PP35-028 Non invasive diagnostic test for non-alcoholic steatohepatitis
	PP35-029 Natural course of nonalcoholic fatty liver disease in southern China: a prospective cohort study
	PP35-030 The effectiveness of glucagon like peptide 1 analogue in non-alcoholic fatty liver disease patients with type 2 diabetes mellitus compared to pioglitazone
	PP35-031 Updated threshold for healthy serum alanine aminotransferase
	PP36-001 Protective HAV IgG seroprevalence among HBV or HCV liver disease in south korea
	PP36-002 The Clinical Role of HAV-Specific IFN- gamma Production in HAV Infection
	PP36-004 Clinical features and possible risk factors of cholestatic hepatitis A
	PP36-005 Increased post-treatment COX-2 expression in chronic hepatitis B patients, unlike in chronic hepatitis C: a preliminary data suggestive of active liver disease
	PP36-006 Hepatitis E virus (HEV) infection in China (1986--2011): genetic diversity and zoonosis
	PP36-007 The evaluation of the patients with hepatitis delta virus superinfection at the first admission
	PP36-008 Intradermal vs intramuscular vaccination of hepatitis B in hemodialysis patients
	PP36-009 HEV hepatitis dominates jaundice patients in gyne wards of Bangladesh
	PP36-010 Expression of rat hepatitis E virus capsid protein and generation of the virus-like particle
	PP36-011 Molecular epidemiology of an epidemic outbreak of acute hepatitis E from Bangladesh
	PP36-012 Epidemiology and risk factors of hepatitis delta infection in Turkey
	PP36-013 Seroprevalence of hepatitis A and hepatitis B antibody in overseas workers in Taiwan
	PP36-014 Cloning of permissive and nonpermissive human hepatoma cell lines for hepatitis E virus infection
	PP36-015 Clinical features of Acute Hepatitis A-related Acute Kidney Injury in Recent Outbreaks: A Retrospective Study In Korea
	PP37-001 Cirrhotic cardiomyopathy in the hepatitis virus endemic Asian area
	PP37-002 Predicting factors of recurrent spontaneous bacterial peritonitis in cirrhotic patients in Eastern Taiwan
	PP37-003 Impact of partial splenic embolization on patients survival
	PP37-004 Long-term risk of recurrent peptic ulcer bleeding in patients with liver cirrhosis: a 10 year nationwide cohort study
	PP37-005 Platelet count to splenic diameter ratio and splenoportal index for predicting esophageal varices among patients with cirrhosis
	PP37-006 Noncirrhotic portal hypertension in children and adolescents from Karachi, Pakistan
	PP37-007 Splenectomy and Azygoportal Disconnection may Relieve Insulin Resistance and Improve Disorders of Glucose Metabolism in Patients with Portal Hypertension due to Hepatitis B Cirrhosis
	PP37-008 Up-Regulation of Hepatic Sinusoid Endothelial Cell Function Correlated to Poor Functional Hepatic Blood Flow in LCPH
	PP37-009 Prognostic significance of child-pugh versus the model for end- stage liver disease (MELD) score plus serum sodium concentration (MELDNa) in liver cirrhosis patients
	PP37-010 Effect of L-ornithine-L-aspartate on liver cirrhosis patients with low-grade hepatic encephalopathy
	PP37-011 Efficacy of terlipressin versus albumin in the prevention of paracentesis-induced circulatory dysfunction: a meta-analysis
	PP37-012 Pre-TIPS renal impairment and early post-TIPS septic complications are poor prognostic factors for survival in patients undergoing TIPS for treatment of complications of portal hypertension
	PP37-013 Adrenal insufficiency predicts early mortality in patients with cirrhosis
	PP37-014 Methecillin resistant staphylococcal aureus (MRSA) isolates from a hepatology intensive care unit
	PP37-015 Prediction of oesophageal varices in cirrhotic patients by measuring liver stiffness with fibroscan
	PP37-016 Bacteremia after endoscopic variceal ligation in cirrhotics: is it frequent?
	PP37-017 Effect of N-acetylcysteine on the course of antitubercular therapy (ATT) induced hepatitis and on oxidative stress during the course of ATT induced hepatotoxicity.
	PP37-018 Randomized, double-blind, placebo-controlled, ascending dose (SAD/MAD) studies to evaluate the safety and pharmacokinetics of the ammonia scavenger OCR-002 (ornithine phenylacetate) in healthy volunteers (HV) and patients with stable hepatic cirrhosis
	PP37-019 Comparing the accuracy of leucocyte esterase reagent strip test and ascitic fluid lactoferrin level for rapid diagnosis of spontaneous bacterial peritonitis
	PP37-020 Ascitc Fluid Lactoferrin in Diagnosis of Ascites and Spontaneous Bacterial Peritonitis
	PP37-021 A comparison of nadolol plus isosorbide-5-mononitrate and cyanoacrylate obturation in the prevention of recurrent gastric variceal bleeding
	PP37-022 Post esophageal variceal ligation feeding time survey
	PP37-023 In cirrhotic patients with sirs absolute eosinophil count (AEC) obtained at admission is an excellent predictor of in-hospital mortality
	PP37-024 The Usefulness of Measurement of Liver Stiffness (LSM) Interval Change in Prediction of the Therapeutic Response (TR) of Propranolol in Clinical Significant Portal Hypertension
	PP37-025 Nocturnal low-calorie BCAA supplementation may improve albumin metabolism in decompensated cirrhotic patients
	PP37-026 Predictive value of refit MELD for 3 month mortality in Korean cirrhotic patients; single center experience
	PP37-027 Value of the APASL severity score in acute variceal bleeding patients; single center experience
	PP37-028 Non invasive predictors of presence and grade of esophageal varices in viral liver cirrhosis
	PP37-029 The influence of helicobacter pylori infection on the risk of common complications in hepatitis B virus related liver cirrhosis
	PP37-030 Screening for esophageal varices in patients newly diagnosed with cirrhosis in 2011: 84% of upper gastrointestinal endoscopies are
	PP37-031 Peptic ulcer bleeding in patients with cirrhosis: a disease independent of acidity?
	PP37-032 Natural history of cirrhosis with non-invasive methods: an earlier diagnosis for a better prognosis?
	PP37-033 Natural history of decompensated cirrhosis presented with ascites- study in a Tertiary Care Hospital in Bangladesh
	PP37-034 Early Mortality in Acute or Chronic Decompensation of HBV-related Liver Cirrhosis Patients Receiving Oral Anti-HBV Agents
	PP37-035 Comparison gastric variceal bleeding in the elderly and younger patients
	PP37-036 The Effect of Intravenous Cefazolin and Ceftrixone as Prophylatic Antibiotics in Cirrhotic Patients with Acute Variceal Hemorrhage after Endoscopic Interventions-A Preliminary Report
	PP37-037 Diabetes mellitus is associated with gastroesophageal variceal bleeding in cirrhotic patients
	PP37-038 The factors associated with QTc prolongation in cirrhotic patients
	PP37-039 Antibiotic Prophylaxis in Cirrhotic Patients after Endoscopic Hemostasis for Peptic Ulcer Bleeding Prevents Infections and Reduces Recurrent Bleeding
	PP37-040 Severe anemia in hospitalized patients with advanced Cirrhosis: Impact of Spur cells and severity of liver disease
	PP37-041 The Mean Difference of Thrombocyte Size in Cirrhotic Patient with and without Thrombocytopenia
	PP37-042 The mean difference of hemorrhagic diathesis prolongation in cirrhotic patients with and without esophageal varices bleeding
	PP37-043 The value of serum ischemia-modified albumin for assessing liver function of patients with chronic liver disease
	PP37-044 Heterogeneity in the aetiology of liver cirrhosis in Asia
	PP37-045 Transient elastography (TE) correlates well with hepatic venous pressure gradient (HVPG) and liver fibrosis score on liver biopsy in patients with portal hypertension
	PP37-046 The Correlation Between Platelet Count/Spleen Index and The Grade of Esophageal Varices in Liver Cirrhosis Patients
	PP37-047 Carvedilol vs propranolol in portal hypertension: a meta-analysis
	PP37-048 The association between the single nucleotide polymorphisms in the three loci in PPAR- gamma gene and susceptibility to non-alcoholic fatty liver disease
	PP37-049 Mortality in cirrhosis V the changing pattern
	PP37-050 The relation between fibrosis serum marker towards liver size and liver index in liver cirrhotic patients
	PP37-051 Safety and efficacy of endoscopic treatment against esophageal varices in elderly patients with liver cirrhosis
	PP37-052 Comparison of the serum calcium levels between patients with viral cirrhosis and those with alcoholic cirrhosis: A retrospective analysis
	PP37-053 Serum cholesterol: could it be a sixth parameter of child-pugh scoring system
	PP37-054 Helicobacter pylori infection and hepatic cirrhosis
	PP37-055 Capsule endoscopy in diagnostic of portal enteropathy in patients with liver cirrhosis
	PP38-001 Increased percentage of activated regulatory t cells in patients with decompensated liver cirrhosis contribute to the immunosuppressive status by shedding the membranous TNFRII
	PP38-002 Homocysteine is not an important factor in liver disorders related with thrombosis
	PP38-003 LPS treated splenic macrophage activate hsc in direct and indirect manner
	PP38-004 NF-eB Regulates Phagocytosis and Secretion in Splenic Macrophage in Hypersplenism due to Liver Cirrhosis
	PP38-005 Plasma high-density lipoprotein-cholesterol after ramadan fasting in egyptian young adults with compensated liver disease
	PP38-006 Frequency of portal hypertensive gastropathy and its relationship with biochemical, hematological and endoscopic findings in cirrhotic patients
	PP38-007 Heme oxygenase and Nitric oxide synthase modulate the vascular tone in endotoxin induced portal hypertensive (EIPH) rabbits


