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Perspective  from a practicing 
academic hepatologist in Asia

CHC

End-staged 
liver 

cirrhosis Hepatocellular 
carcinoma

Acute-on-
chronic liver 

failure

CHB MAFLD ALD



My journey as an academic 
hepatologist in China  
From 1990 till now and beyond



Late Professor Sir David Todd (1928 -2017)

Academic 
hepatologist

Positive 
attitude

Observant 

Attentive

Empathetic 

Intellectual growth should commence at

birth and cease only at death



Two and half decades agoéé..







Clinical Practice Changing original publications

Hepatitis B reactivation (HBVr)

ÅHepatitis B virus (HBV)
ÅHepatitis C virus (HCV)

Anti-viral therapy

Hepatocellular carcinoma (HCC)



With Late 
Professor Roger 
Williams

ÅљìĲШťŰŸƽШƽőċƣШƽĲШċƖĲЯШĤƨƣШ
ťŰŸƽШŰŸƣШƽőċƣШƽĲШůċǃШĤĲЮњ
ÅWilliam Shakespeare



Hepatitis B reactivation (HBVr)



HBVr remains a major cause of ACLF

(Citation -819)



(Citation - 588) 



Survival free from hepatitis due to HBVr in 
HBsAg+ lymphoma patients who received 

intense chemotherapy and were treated with 
early (group 1, -ɔ-ɔ) and deferred (group 2, -0-

0)) pre-emptive lamivudine therapy

Lau G, et al. Gastroenterology 2003; 125:1742-49. 

First randomized controlled trial (RCT) which laid the foundation on the use of 

pre-emptive anti -HBV NUCs in HBV -infected patients treated with 

immunosuppressive therapy for prevention of liver -related morbidity and 

mortality due to HBVr



(Citation -249) 
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Patient ID: 2419

Male 52 yrs
HCV GT1b

FS 17

HBsAg + 
HBeAg - 

Wang et al. Clin Gastroentrol Hepatol 2017, 15:132-136

First single cohort study which demonstrate the occurrence of hepatitis 

due to HBV reactivation in HBV -HCV coinfected patients treated with 

DAAs. This led the US FDA EMA to issue a ñblack- boxò warning which 

change the DAAs management algorithm in HCV patients



Citation -127



Lau G, et al. Hepatol Int. 2021;15(5):1031-1048.



Anti-viral therapy
HBV and HCV



Global phase 3 clinical trials which led to the registration of 

pegylated interferon -a2a as a form of treatment for CHB infection 

N Engl J Med. 2005;352(26):2682-95. N Engl J Med. 2004; 16;351(12):1206-17. 

(Citation -1545) (Citation -2049) 



Anti-HBV drug approved by 2016 

Drug CHB Primary Endpoint Publications
LAM HBeAg+/- ӂШƣƽŸШƓŸŔŰƣƚШŔŰШӝuŰŸĬĲũũШ fШƚĦŸƖĲLai CL  NEJM 1998

ADV HBeAg+ ӂШƣƽŸШƓŸŔŰƣƚШŔŰШӝuŰŸĬĲũũШ fШƚĦŸƖĲйMarcellin P NEJM 2003

HBeAg- ӂШƣƽŸШƓŸŔŰƣƚШŔŰШӝuŰŸĬĲũũШ fШƚĦŸƖĲйHadziyannis SJ NEJM 2003

pIFN 2a HBeAg+ HBeAg seroconversion
Serum HBV DNA < 10 5 copies/ml

Lau G NEJM 2005

HBeAg- normalization of ALT; HBV DNA <20,000 copies/ml Marcellin P  NEJM 2003

LDT HBeAg+/- serum HBV DNA <5 log10 copies/ml; loss of HBeAg 
normalization of ALT

Lai CL NEJM 2007

TDF HBeAg+/- HBV DNA< 400 copies/ml
ӂШƣƽŸШƓŸŔŰƣƚШŔŰШӝuŰŸĬĲũũШ fШƚĦŸƖĲй

Marcellin P NEJM 2008

ETV HBeAg- ӂШƣƽŸШƓŸŔŰƣƚШŔŰШӝuŰŸĬĲũũШ fШƚĦŸƖĲйLai CL NEJM 2006

HBAg+ ӂШƣƽŸШƓŸŔŰƣƚШŔŰШӝuŰŸĬĲũũШ fШƚĦŸƖĲйChang TT NEJM 2006

CLV HBeAg+ HBVDNA < 300 copies/mL; HBeAg seroconversion Lau G Korean J Hepatol 
2009

TAF HBeAg+ HBV DNA< 29 IU/mL Chan HL  Lancet GH 2016

HBeAg- HBV DNA< 29 IU/mL Buti M Lancet GH 2016

*with no worsening of Knodell fibrosis score





(Citation -2860)



Current guidelines on 
eligibility for antiviral 
treatment in CHB patients

Limitations
ÅNew/more sensitive biomarkers-qHBsAg, rHBcAg, HBV RNA, HBV DNA

ÅNon-invasive liver fibrosis assessment

ÅCo-morbidity factor-MAFLD

*(IU/ml)

Guidelines No liver cirrhosis Cirrhosis
HBeAg+ HBeAg-

HBV DNA* Serum ALT Histology HBV DNA* Serum ALT Histology Compensated Decompensated

AASLD1 >20,000 ӄΞШǂШÖx NR ӄΞΜΜΜ ӄΞñÖx NR HBV DNA+ ALL

>20,000 1-2X ULN ӄ[ΞШŸƖШӄ Ξ>2000 >ULN ӄ[ΞШŸƖШӄ Ξ

APASL2 >20,000 ӄΞШǂШÖx NR >2000 >ULN NR HBV DNA*>2000 /HBV DNA+ALT>ULNHBV DNA+

>20,000 1-2xULN ӄ[ΞШŸƖШӄ Ξ>2000 ӄΞñÖx ӄ[ΞШŸƖШӄ Ξ

EASL3 >20,000 >2xULN NR >20,000 >2xULN NR HBV DNA+

>2000 >ULN ӄ[ΞШŸƖШӄ Ξ>2000 >ULN ӄ[ΞШŸƖШӄ Ξ

1Terrault, N. A. et al. Update on prevention, diagnosis, and treatment of chronic hepatitis B:AASLD 2018 hepatitis B guidance. Hepatology 67, 1560ï1599 (2018).
2Sarin, S. K. et al. Asian-Pacific clinical practice guidelines on the management of hepatitis B: a 2015 update. Hepatol. Int. 10, 1ï98 (2016).
3European Association for the Study of the Liver. EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection. J. Hepatol. 67, 370ï398 (2017).

NR-nor required; *IU/ml



CHB
ñFunctional CUREò



Definition of ñCureò

ÅTo make someone with an illness healthy again
Å Cambridge dictionary

ÅTo make a person healthy again after an illness
Å Oxford learner dictionary

Therapy

Loss of HBsAg

Sustained off -therapy disease 
remission



Functional ñCureò-

current registered anti -HBV therapy

Monotherapy
ÅpIFN 2a x 48 wks:3-8 %
   Lau 2005, Marcellin 2004

ÅHigh-resistant barrier NUCs:<1%/yr

Combination therapy
ÅDe novo: 1-15% at wk 24-720
   Ahn 2018, Yim 2020, Lok 2011, Hagiwara 2018, Zheng 2019

ÅAdd-on:1-11% at wk48-226
   Jindal 2018, Bouriliere 2017, Van Campenhout 2019, Li 2015

ÅSwitch:1-33% at wk 48-72
   Ning 2014, Hsu 2018, Yoshida 2021, Lim 2020



96-week pIFN 2a to CHB on NUCs
HBcrAg <4 log10U/ml and HBsAb >2 log10IU/L at EOT 

PPV -100% for SVR with an AUROC of 0.822 (0.684-0.961, p = 0.001) 

257 CHB on NUCS (1-5 yrs) with serum HBV DNA <ҍ1,000 
copies/ ml and HBsAg <ҍ3,000 IU/ml (ANCHOR)

80 randomly assigned to 96-week p-IFN-a-based Rx 
with 24-week off-Rx FU

21 (26.3%) sustained HBsAg loss (SVR)

Huang D et al J Hepatol. 2022;77(1):42-54.



Functional cure with new antiviral therapy for hepatitis B virus: a 
systematic review and meta -analysis

Chen J, Ji D, Jia JD, Zhuang H, Zhang X, Wang FS, Zhang WH, Dou XG, Tanwandee T, 

Sarin SK, Maiwall R, Kumar M, Goh GBB, Hasmik G, Chutaputti A, Chen PJ, You H, Yu ML, 

George J, Omata M, Wang GQ, Lau G* , On behalf of APASL Viral Elimination Taskforce

Chen J Hepatol Int 2025 ( in press)



Reported rate of functional cure by compounds categories. 

Rate of functional cure -

very low

Though numerically higher, rate 

in ASO was not statistically 

significant than that in CAM 

(p=0.81) and siRNA (p=0.35)
P values were estimated by meta regression

Chen J Hepatol Int 2025 ( in press)



Decline In HBsAg Level -not durable

HBsAg change from baseline measured at (A) EOT and (B) EOF in those with reported decline (negative change).  Among 

the five studies with both reported negative on-tx and off-tx change from baseline (contributing to 26 unique treatment arms), the 

pooled on-tx decline from baseline was -1.20 log10 IU/mL (95%CI -1.44 to -0.96, p<0.001, I2=99.5%) while the pooled off-tx decline 

from baseline was -0.64 log10 IU/mL (95%CI -0.73 to -0.56, p<0.001, I2=98.6%).

A B



Revelation of 
unknown confounding 
factor (group 3) 
impeded functional 
љĦƨƖĲњШŉŸƖШ9c7

GSK B-Clear study NEJM 2022

No clear Dose -Dependent -phase 2b study

CHB on NUCs with HBsAg reduction Ó3 log10 IU/mL at wk 12 

Gp 3 (16%) vs Gp1 (34%, p=0.01) vs Gp 2 (37%, p=0.005)



Xalnesiran  for CHB

Xalnesiran - siRNA molecule 

that targets a conserved 

region of the HBV genome 

and silences multiple HBV 

transcripts

Hou J, et al. N Engl J Med. 2024 Dec 5;391(22):2098-2109.

HBsAg loss 

Å Only in participants with baseline HBsAg <1000 IU/mL

Å Need the addition of Peg-IFN


