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Research interest

• Immunotherapy in liver diseases

Selected awards

• Royal Society Award (UK) - 1998
• Ten Most Outstanding Young Persons 2002 (HKSAR) - 2002
• HKU Medical Faculty Outstanding Research Output Award - 2006
• National Science and Technology Progress Award (State Science and 

Technology Prizes) - Technological advancement in Chronic hepatitis B 
infection management - 2015

• Chief Executive’s Commendation for government service -2022
• APASL Okuda-Omata Distinguished Award - 2023

Academic output

• Publications: 300+, Citations: 47,000+, H-index: 98  (source: google scholar
until Feb 2025) 

• First/corresponding author for original articles in NEJM, Lancet, Lancet GH, 
Gastroenterology, J Hepatol, Hepatology, Hepatol Int, NEJM Evid, et al
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Perspective from a practicing 
academic hepatologist in Asia
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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 ago……..







Clinical Practice Changing original publications

Hepatitis B reactivation (HBVr)

• Hepatitis B virus (HBV)
• Hepatitis C virus (HCV)

Anti-viral therapy

Hepatocellular carcinoma (HCC)



With Late 
Professor Roger 
Williams

• “We know what we are, but 
know not what we may be.”
• William Shakespeare



Hepatitis B reactivation (HBVr)



HBVr remains a major cause of ACLF
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Survival free from hepatitis due to HBVr in 
HBsAg+ lymphoma patients who received 

intense chemotherapy and were treated with 
early (group 1, -●-●) 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 “black- box” warning which 

change the DAAs management algorithm in HCV patients
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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+/- > two points in ↓Knodell NI score Lai CL  NEJM 1998

ADV HBeAg+ > two points in ↓Knodell NI score* Marcellin P NEJM 2003

HBeAg- > two points in ↓Knodell NI score* Hadziyannis SJ NEJM 2003

pIFN⍺2a HBeAg+ HBeAg seroconversion
Serum HBV DNA < 105 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
> two points in ↓Knodell NI score*

Marcellin P NEJM 2008

ETV HBeAg- > two points in ↓Knodell NI score* Lai CL NEJM 2006

HBAg+ > two points in ↓Knodell NI score* Chang TT NEJM 2006

CLV HBeAg+ HBV DNA < 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
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Current guidelines on 
eligibility for antiviral 
treatment in CHB patients

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

• Non-invasive liver fibrosis assessment

• Co-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 ≥2 x ULN NR ≥2000 ≥2XULN NR HBV DNA+ ALL

>20,000 1-2X ULN ≥F2 or ≥A2 >2000 >ULN ≥F2 or ≥A2

APASL2 >20,000 ≥2 x ULN NR >2000 >ULN NR HBV DNA*>2000 /HBV DNA+ALT>ULN HBV DNA+

>20,000 1-2xULN ≥F2 or ≥A2 >2000 ≥2XULN ≥F2 or ≥A2

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

>2000 >ULN ≥F2 or ≥A2 >2000 >ULN ≥F2 or ≥A2

1Terrault, N. A. et al. Update on prevention, diagnosis, and treatment of chronic hepatitis B:AASLD 2018 hepatitis B guidance. Hepatology 67, 1560–1599 (2018).
2Sarin, S. K. et al. Asian-Pacific clinical practice guidelines on the management of hepatitis B: a 2015 update. Hepatol. Int. 10, 1–98 (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, 370–398 (2017).

NR-nor required; *IU/ml



CHB
“Functional CURE”



Definition of “Cure”

• To make someone with an illness healthy again
• Cambridge dictionary

• To make a person healthy again after an illness
• Oxford learner dictionary

Therapy

Loss of HBsAg

Sustained off-therapy disease 
remission



Functional “Cure”-

current registered anti-HBV therapy

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

• High-resistant barrier NUCs:<1%/yr

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

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

• Switch: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 <−1,000 
copies/ ml and HBsAg <−3,000 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 
“cure” for CHB

GSK B-Clear study NEJM 2022

No clear Dose-Dependent-phase 2b study

CHB on NUCs with HBsAg reduction ≥3 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 

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

• Need the addition of Peg-IFN



Major 
considerations 
for new drug 
development-
compared with 
existing therapy 
(p-IFN/NUCs)

SAFETY

EFFICACY

COST

UNKNOWN CONFOUNDING FACTOR



Importance 
of immunity 
to “cure” liver 
diseases



(Citation-237)



Lau G, et al. Gastroenterology 2002;122: 614-624. 

This study demonstrate the importance of restoration of 

immune response to chronic hepatitis B is required for a 

“CURE”



HCC



Immune checkpoint inhibitors (ICIs) 
as cancer immunotherapy
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NEWS 01 October 2018

Cancer immunologists scoop

medicine Nobel prize
James Allison and Tasuku Honjo pioneered treatments that unleash the body’s own

immune system to attack cancer cells.

Heidi Ledford  Holly Else & Matthew Warren

  

James Allison and Tasuku Honjo share the 2018 Nobel Prize in Physiology or Medicine. Left: Richard

Drew/AP/Shutterstock. Right: MEXT/CC BY 4.0

Two scientists who pioneered an entirely new way to treat cancer have won the 2018

Nobel Prize in Physiology or Medicine.

James Allison at the University of Texas MD Anderson Cancer Center in Houston and

Tasuku Honjo at Kyoto University in Japan will share the 9 million Swedish kronor (US$1

million) prize.

The pair showed how proteins on immune cells can be used to manipulate the immune

system so that it attacks cancer cells. The approach has since led to the development of

therapies that have been hailed for extending survival in some people with cancer by

years, and even wiped out all signs of disease in some people with advanced cancers.

Researchers have flocked to the approach, and immunotherapy is now one of the hottest

areas in cancer research.

Early excitement

Allison is in New York for an immunology conference, and was awoken at 5.30  by a call

from his son delivering the good news. By 6.30, colleagues were banging on the door of

his hotel room bearing champagne for an impromptu party. The Nobel Committee only

reached him some time after that.

“It still hasn’t completely dawned on me,” said Allison, at a press conference. “I was a

basic scientist. To have my work really impact people is one of the best things I could

think about. It ’s everybody’s dream.”

In the 1990s, Allison, then at the University of California, Berkeley, was one of several

scientists who studied a ‘checkpoint ’ protein, CTLA-4, that acts as a brake on immune

cells called T cells. In 1997, Allison and his colleagues engineered an antibody that could

bind to CTLA-4, removing the brakes on T-cell activity and unleashing them to attack

cancer cells in mice. A clinical study in 2010 found that the antibody had a striking effect

on people with advanced melanoma, a form of skin cancer .

Working independently of Allison, in 1992, Honjo discovered a different T-cell protein,

PD-1, which also acts as a brake on the immune system but by a different mechanism. PD-

1 went on to become a target in the treatment of cancer. In 2012, research in people

revealed that the protein was effective against several different cancers, including lung

cancer, a major killer . The results were dramatic — some patients with metastatic

cancer went into long-term remission, raising the possibility of a cure.

Releasing the brakes

“Allison’s and Honjo’s discoveries have added a new pillar in cancer therapy. It represents

a completely new principle, because unlike previous strategies, it is not based on

targeting the cancer cells, but rather the brakes — the checkpoints — of the host immune

system”, said Klas Kärre, a member of the Nobel Committee and an immunologist at the

Karolinska Institute in Stockholm who described the work of the prizewinners during

the Nobel announcement. “The seminal discoveries by the two laureates constitutes a

paradigmatic shift and a landmark in the fight against cancer.”

In recent years, clinical work on drugs that inhibit the CTLA-4 and PD-1 mechanisms —

known as ‘immune checkpoint therapy’ — has developed apace. Treatments that block

PD-1 have been shown to be effective in lung and renal cancers, lymphomas and

melanoma. Recent clinical work that combined therapies targeting CTLA-4 and PD-1 in

patients with melanoma showed that this approach can be even more effective than

CTLA-4 alone . Trials are now underway to evaluate the efficacy of checkpoint therapy

against most types of cancer, and scientists are testing numerous other checkpoint

proteins to see if they could act as targets.

But Allison and Honjo were not alone: others also made important early discoveries

about checkpoint inhibitors, notes Gordon Freeman, an immunologist at the Dana-

Farber Cancer Institute in Boston, Massachuset ts, who was disappointed not to be

recognized for his contributions. Freeman, along with immunologists Arlene Sharpe at

Harvard Medical School in Boston and Lieping Chen at Yale University in New Haven,

Connecticut, also studied checkpoint proteins, as well as a molecule that binds t o PD-1

called PD-L1.

The drug  ipilimumab, an antibody that inhibits CTLA-4, won approval from the US Food

and Drug Administration (FDA) in 2011 and was the first checkpoint inhibitor to reach

patients. But Freeman points out that CTLA-4 inhibitors have so far been shown to work

only in melanoma. And the FDA has approved drugs that target PD-1 and PD-L1 to treat

13 different cancers. “PD-1 and PD-L1 are what works in a really wide variety of people,”

he says. “And our discoveries were foundational there.”

However, Freeman says that CTLA-4 paved the way, and that Allison had a key role in

pushing the field. “Jim Allison has been a real advocate and champion of the idea of

immunotherapy,” he says. “And CTLA-4 was a first success.”

Obvious choices

Immunologist Jerome Galon of the French national biomedical research agency,

INSERM, in Paris, was not surprised by the committee’s decision to award the prize to

Honjo and Allison. “I think they really deserve it,” he says. “You can always multiply and

have many other people, but these are the obvious two first choices.”

He adds that the prize reflects how far the immune approach to fighting cancer has

come. When PD-1 inhibitors were shown to work against lung cancer in 2012, the field

ignited, with researchers in academia and industry racing to find ways to expand the

number of patients who could benefit from the drugs. “Ten years back, nobody was

interested — nobody except a few immunologists,” Galon says. “It ’s such a big change.”

In a 2013 interview with Nature, Allison described the resistance he met when he first

tried to get pharmaceutical companies interested. “It was very frustrating,” he said.

“They said, ‘It may work in mice, but it ’ll never work in people’. The concept was new and

it was so unusual.”

Allison marched from company to company in search of one that would take on the

project. Ultimately, Bristol-Myers Squibb of New York City was the one to push

ipilimumab over the finishing line. Since then, other pharmaceutical companies have

developed checkpoint inhibitors that have been approved for use in people.

Combination therapy

A major draw, says Galon, is the potential of these drugs to lengthen patients’ lives by

years, rather than just weeks or months. But only a fraction of patients experiences such

dramatic responses, and researchers are racing to boost those numbers by combining

checkpoint inhibitors with each other and with other treatments. “The huge benefit in

comparison to other treatments is that patients are experiencing long-term survival,” he

says. “Unfortunately, only a subgroup of patients is responding.”

Through it all, it ’s been thrilling to watch the field develop, says Freeman. “It ’s really

been just an incredible amount of human creativity and energy,” he says. “It ’s wonderful

because so many cancer patients are doing better.”

In 2015, Allison won a prestigious Lasker prize for his work on cancer immunotherapy. In

2016, Honjo won the Kyoto Prize in basic sciences, a global prize awarded by the Inamori

Foundation.

Nature 562, 20-21 (2018)

doi: https://doi.org/10.1038/d41586-018-06751-0
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Lau G, et al. J Hepatol. 2025;82(2):258-267.



First Asian study to demonstrate the benefits of STRIDE for HCC 

patients in the Asia-Pacific region

Lau G, et al. J Hepatol. 2025;82(2):258-267.





Lau G, et al. Hepatol Int. 2024;18(6):1661-1683.



• Functional cure-need addition 
of immunomodulatory therapy

CHB

• CURE

CHC

• ICIs-based therapy

HCC
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