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Viral Hepatitis: The Yellow track 

• 13 sessions on viral hepatitis

• 4 abstract sessions (1 HCV + 3 

HBV/HDV)  with 20 oral presentations

• 6 poster tours -> 42 posters 

• HCV 84 abstracts

• HBV 146 abstracts 

• HDV  48 abstracts



HBV
Functional cure 
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*Often represents a partial immune control of the chronic HBV infection;
†Achieved in most patients with long-term suppression of HBV replication;
‡Indicates profound suppression of HBV replication and viral protein expression
EASL CPG HBV. J Hepatol 2017;67:370–88

Goals

• Improve survival and quality of life by preventing disease progression and HCC

• Prevent mother-to-child transmission, hepatitis B reactivation, and prevent and treat 
HBV-associated extrahepatic manifestations

Recommendations

Main endpoint

• Induction of long-term suppression of HBV DNA

Valuable endpoint

• Induction of HBeAg loss (± anti-HBe seroconversion) in HBeAg-positive patients with 

chronic hepatitis B*

Additional endpoint 

• ALT normalization (biochemical response)†

Optimal endpoint 

• HBsAg loss (± anti-HBs seroconversion)‡

HBV: Goals and endpoint of 

therapy 



Antiviral therapy decreases liver

outcomes in HBV 
• retrospective cohort study on all patients with CHB who had received entecavir and/or tenofovir disoproxil

fumarate (TDF) for at least 6 months between 2005 and 2016 from Hospital Authority, Hong Kong.

• 11% cirrhosis; 17488 complete viral suppression (< 20 IU/mL) 376 HBsAg loss

• Viral suppression decreased all outcomes HBsAg further reduced incidence of HCC but not of liver related
mortality

Yip T –C et al J Hepatol 2018; 70: 361-70





…NOW

Functional HBV curedurable hepatitis B surface 

antigen (HBsAg) loss (based on 

assays with lower limit of 

detection [LLOD] 0.05 IU/ml) 

with or without HBsAg 

seroconversion and undetectable 

serum HBV DNA after completing a 

course of treatment

EASL. Journal of Hepatology 2020



Never infected

Complete Cure

Partial cure

Functional Cure

Sustained HBsAg loss

and HBVDNA< LLQ 

24 wks off Tx

Chronic HBeAg

negative

HBV infection

HBsAg < 100 IU/mL

and HBVDNA< LLQ 

24 wks off Tx

Recovery after acute HBV
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Summary of studies reporting HBsAg loss in patients

with chronic hepatitis B who had stopped nucleos(t)ide 

analogues

Wong G et al J hepatol 2022; 76: 1248-62



T cell activity measurement:  “HBVferon ?????” 

Bad flare
Good flare

Modified from 



Serious adverse events after cessation of 

nucleos(t)ide analogues in individuals with 

chronic hepatitis B: A systematic review and 

meta-analysis

Tseng CH et al JHEP Reports 2023. https://doi.org/10.1016/j.jhepr.2022.100617



Hepatic flares after nucleos(t)ide analogue cessation in 
HBeAg-negative hepatitis B: results from the Nuc-Stop study

Holmberg M et al EASL-ILC June 5°-8th° 2024 poster iD WED 384

Flares moderate –severe in 27,6%

More severe flares occurr during the 1° year

Earlier after TDF withdrawal

Predictors:  Older age and Higher HBsAg



Association between post-treatment ALT elevation and subsequent
hepatitis B surface antigen seroclearance in chronic hepatitis B 
patients stopping nucleos(t)ide analogue therapy

HSU YC et al EASL ILC June 5th-8° 2024 WED 383

Good minor flares in pts with HBsAg seroclearance (13,2%) predicted by lower HBsAg at NUC withdrawal



DARING-B study: 5-year outcomes after nucleos(t)ide analogue (NA) 
cessation in Caucasian non-cirrhotic patients with HBeAg-negative 
chronic hepatitis B (CHBe-)

Papatheodoridi M et al EASL ILC June 5°-8° 2024 Poster ID WED 406



Off-treatment outcomes after discontinuing tenofovir-based treatment 
in hepatitis B e antigen-positive and hepatitis B e antigen-negative 
patients with chronic hepatitis B virus

Buti M et al EASL-ILC June 5°-8° 2024 FRI-380



Hepatitis B surface antigen (HBsAg) seroclearance following 
discontinuation of nucleos(t)ide analogues (NA) treatment has
comparable durability to HBsAg seroclearance achieved during NA 
therapy

Yip TC-F et al EASL ILC June 5°-8° 2024 FRI 362 YI
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Discontinuation of NA 

treatment

EASL CPG HBV. J Hepatol 2017;67:370–88

• Long-term therapy with NAs is usually required

• HBV eradication is not usually achieved

Recommendations

NAs should be discontinued 

• After confirmed HBsAg loss (± anti-HBs seroconversion)
II-2 1

NAs can be discontinued

• In HBeAg-positive patients, without cirrhosis, who achieve stable HBeAg seroconversion 

and undetectable HBV DNA and complete ≥12 months of consolidation therapy

Close post-NA monitoring is warranted

II-2 2

NAs may be discontinued 

• In selected HBeAg-negative patients, without cirrhosis, who achieve long-term 

(≥3 years) virological suppression, if close post-NA monitoring can be 

guaranteed

II-2 2

Grade of evidence Grade of recommendation



Recommendations on stopping

NAs EASL VS AASLD vs APASL 

guidelines
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Inhibition of HBV

RNAs (ASO,

siRNA).

3
0

Allweiss, Giersch et al. Gut 2021

Reduction of viral RNAs 

and HBx induces 

transcriptional cccDNA 

silencing through the 

come-back of SMC5/6



Long-term hepatitis B surface antigen response after finite treatment with 
siRNAs ARC-520 or JNJ-3888

Mak LYL et al EASL ILC june 5-8° 2024 OS 032





ALT increase: Innate/TLR 8* 

driven effect?

Explanation for HBsAg loss in patients treated with Bepirovirsen (bepi)

?

Lim S-G et al. AASLD 2022 (LB poster #5022) 
Yuen et al. AASLD 2022 (LB session III #4)

Yuen al et al. N Engl J Med. 2022 Nov 8. doi:10.1056/NEJMoa2210027*J Hepatol 2022;77:Suppl 1:S873-S874.



Evidence of durable response to bepirovirsen in B-Clear responders: B-Sure 
first annual report

*Investigator discretion: evidence of prior or current cirrhosis, or participant preference leading to 
contraindication. †Duration of response does not include the time between end of bepirovirsen treatment 
and B-Sure enrolment (≥6 months).

Elston R, et al. EASL 2023; LBP-15

RESULTS

• There were no new safety signals that suggested a latent 
adverse drug effect following use of bepirovirsen

CONCLUSION
• These data provide early evidence on the durability of 

response to bepirovirsen

Characteristic
NA

N=13

No NA

N=12

Age, mean, years 53.2 43.8

Sex, male, n (%) 12 (82) 7 (58)

Chronic HBV infection ≥20 years, n (%) 6 (46) 3 (25)

HBeAg-, n (%) 10 (77) 12 (100)

HBsAg ≤1000 IU/mL at baseline in 

B-Clear study
8 (68) 7 (58)

Baseline characteristics and demographics

B-Clear complete responders (eligible to enrol)

N=30

Participant flow diagram and treatment response

Receiving NA (eligible to enrol)

N=16

Not receiving NA (eligible to enrol)

N=14

Enrolled in B-Sure

N=13

Enrolled in B-Sure

N=12

Reached NA cessation visit

N=12/13

Withdrew prior 

to NA 

cessation visit

N=1/13

Discontinued NA at NA cessation 

visit

N=8/12

Not eligible to 

discontinue 

NA*

N=3/12

3-months complete follow-up data

N=7/8

6/7 (86%) maintained response

3-months complete follow-up data†
N=8/12

7/8 (78%) maintained response

6-months complete follow-up data

N=4/8

4/4 (100%) maintained response

8 months complete follow-up data†

N=3/12

3/3 (100%) maintained response







AHB-137, a novel HBV antisense oligonucleotide with substantially 
enhanced in vitro and in vivo antiviral activity

Wu X, et al. EASL 2023; SAT-173; Wag W et al EASL 2024  LBP-043

RESULTS
• AHB-137 exhibited more potent 

inhibition of HBsAg production in 

HepG2.2.15 cells vs. bepirovirsen:

• AHB-137 reduced HBsAg by 10-fold and 6-

fold vs. bepirovirsen in HepAD38 and 

HBV-infected PHH, respectively

• AHB-137 showed potent, dose-dependent 

reductions in serum HBsAg, HBeAg, HBV 

DNA, and intrahepatic HBV RNA in all in 

vivo mouse modelsCONCLUSIONS
• AHB-137 demonstrated strong antiviral activity against HBV mRNA, both from cccDNA and integrated genomes

• AHB-137 was more potent in reducing serum HBsAg than bepirovirsen across in vitro and in vivo models

• The favorable PK and safety profile of AHB-137 supports further clinical development

ASO EC50 (nM) Selectivity index

AHB-137 0.13 >768-fold

Bepirovirsen 1.50 >67-fold

New OAS AHB-137 



Combining novel and old therapies for functional cure 

+ +



Efficacy and safety of xalnesiran with and without an immunomodulator in 
virologically suppressed participants with chronic hepatitis B: end of study 
results from the phase 2, randomized, controlled, adaptive, open-label platform
study (PIRANGA)

AsselahT et al



Imdusiran (AB-728) administered every 8 weeks in combination with 24 
weeks of pegylated interferon alfa-2a in virally suppressed, HBeAg-
negative subjects with chronic HBV infection leads to HBsAg loss in some 
subjects at end of IFN treatment

Yuen Mf et al EASL ILC June 5°-8° 2024 WED-371



A phase 2 open-label study to evaluate safety, tolerability, efficacy, and pharmacodynamics of 
JNJ-73763888, nucleos(t)ide analogs, and a low-dose PD-1 inhibitor in patients with chronic
hepatitis B – Interim results of the OCTOPUS-1 study

Asselah T et al EASL ILC June 5°-8° 2024 OS 033



VTP-300

• Vector initial dose using the ChAdOx vector and a secondary dose(s) using the 
MVA (Modified Virus Ankara)  vector, both encoding multiple HBsAg, including
full-length surface, modified polymerase, and core antigens.



Imdusiran (AB-728) administered every 8 weeks for 24 weeks followed
by the immunotherapeutic VTP-300 maintains lower HBV surface
antigen levels in NA-suppressed CHB subjects than 24 weeks of 
imdusiran alone

Agarwal K et al EASL ILC June 5°-8° 2024 OS-031



VTP-300 immunotherapeutic, plus low dose PD-1 inhibitor, nivolumab, 
continues to show meaningful, sustained reductions in HBsAg levels

Tait D et al EASL-ILC June 5°-8° 2024 WED-375









Real benefit of functional cure: patients’ view 



HBV
Other than functional cure 



Progression and risk factors after treatment with tenofovir or 
entecavir for chronic hepatitis B based on a multistate
modeling approach

Wu WJ et al EASL ILC june 5°-8°2024 OS 123



Improvement of liver stiffness during nucleo(s)tide analogue treatment 
in patients with chronic hepatitis B and advanced fibrosis is not
associated with a reduction in hepatocellular carcinoma risk

Patmore LA et al EASL-ILC June 5°-8°2024 Poster  TOP 401 YI 



Multinational randomized trial to investigate the efficacy of tenofovir alafenamide
in reducing adverse clinical events in chronic hepatitis B patients who are 
beyond treatment indications by current guidelines (ATTENTION trial): first 
interim analysis

Kim LS et al EASL ILC June 5°-8°2024  Id –OS 121 



Multinational randomized trial to investigate the efficacy of tenofovir alafenamide
in reducing adverse clinical events in chronic hepatitis B patients who are 
beyond treatment indications by current guidelines (ATTENTION trial): first 
interim analysis

Kim LS et al EASL ILC June 5°-8°2024  Id –OS 121 



Tobevirbart (VIR-3434), a monoclonal antibody, resistance analysis in 
participants with chronic HBV: Results from a Phase 1 single dose study

Cathcart A et al EASL- ILC June 5°-8°2024 WED-376



The UK experience of liver transplantation for HBV: excellent clinical outcomes
despite a significant burden of HBV/Delta disease and wide variation in hepatitis B 
immunoglobulin prophylaxis practices – time for a consistent approach?

Mohamed A et al EASL-ILC June 5°-8°2024 FRI 374 YI 



First-in-human clinical result of a novel HBV-specific TCR T 
cell therapy (SCG101) in patients with HBV-related
hepatocellular carcinoma (HCC)

Wan X et al EASL ILC Milan june 5°-8°2024 LBP- 042



HBV key messages (other than functional cure) 

• Tenofovir/TAF  is associated with better long term results than entecavir

• Improvement of liver stiffness during NA is not associated with a decreased risk of HCC

• HBV patients in the guidelines’ grey zone should be strongly considered for NUC lifelong 

treatment

• Anti-HBs Monoclonal antibodies may act as entry inhibitors: beware of genetic viriants (at

baseline opr selected during treatment)

• Liver transplant in HBV: good outcome but stndardization on Ig use is required

• TCR T cell therapy vs HBVantigen may be effective in HBsAg+ HCC 
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The concentration of HDV-
RNA correlates with the 
probability of developing
clinical events in patients
with chronic hepatitis D

Palom A et al EASL-ILC June 5°-8°2024 FRI-432



Chronic HDV infection is sustained by an intense HBsAg production from integrated
HBV-DNA in the setting of a limited or even absent HBV reservoir

Salpini R et al EASL ILC June 5°-8°2024 OS 094



Chronic HDV coinfection (CHD) is characterized by a more elevated
production of Middle and Large HBsAg than HBV mono-infection, that
parallels HDV replicative and cytolytic activity

Piermatteo L et al EASL ILC June 5°-8°2024 FRI 392 YI



Healthcare resource utilisation and costs of hepatitis delta virus 
infection vs hepatitis B virus monoinfection across disease states
among hospitalised adults in Italy

Lampertico P et al EASL ILC June 5°-8°2024 FRI-393



Unique characteristics and risk of liver-related events among individuals with 
hepatitis D virus infection with and without concurrent hepatitis C virus infection: a 
United States administrative claims analysis

Telep L et al EASL-ILC June 5°-8°2024 FRI 383
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Lampertico P et al ILC Milan JUNE 5-9 2024 LBP-029 

Efficacy and safety of 144 

weeks of bulevirtide 2 mg or 

10 mg monotherapy from the 

ongoing Phase 3 study, 

MYR301



68

Lampertico P et al ILC Milan JUNE 5-9 2024 LBP-029 



Lampertico P et al ILC Milan JUNE 5-9 2024 LBP-029 



The composition of HBsAg along with HDV-RNA predicts
virological response in chronic hepatitis delta patients
treated with bulevirtide for 48 weeks

Salpini R et al EASL- ILC June 5°-8°2024 WED 399 YI



Bulevirtide monotherapy prevents liver decompensation and reduces
mortality in patients with HDV-related cirrhosis: a case control study 
with propensity score weighted analysis

De Gasperi E et al EASL ILC June 5°-8°2024 ID OS-120



Bulevirtide efficacy and safety in chronic hepatitis
delta patients on liver transplant waiting list

Metzaros M et al  EASL-ILC June 5°-8°2024 FRI -370 

6 de-listed (no HCC) 

12 transplanted (8 HCC) 3/12 with normal ALT 

2 on the waiting list  
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PP 6/17 (35%)

ITT 6/24 PP 13/38 (34%)

ITT 13/50

PP 23/45 (51%)

ITT 23/50

PP 6/45 (13%)

ITT 6/50

Study 301 

Bulevirtide 10 mg 96 week : 18/50  36%

Present study : 

Bulevirtide 10 mg 96 week 11/50 (22%)  sum 301 + present 29/100

Bulevirtide 10 mg 96 w + PEGIFN 48 w 35/50 (70%)

P < 0.00001



Bulevirtide in combination with pegylated interferon alfa-2a 
shows a sustained off-treatment response in the liver

Allweiss L et al EASL ILC June 5°-8°2024 ID OS-122



Undetectable hepatitis delta virus RNA at the end of treatment with bulevirtide and 
pegylated interferon alpha-2a is an important predictor of 48 weeks sustained
virologic response in chronic hepatitis delta

Zoulim F et al EASL ILC June c5th-8°2024 Poster WED - 395



Sustained virological response after treatment with 
Bulevirtide in HDV patients. Data from the french multicenter
real-life cohort

De Ledinghen V et al EASL ILC June 5° -9th 2024 WED-410
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Treatment with siRNA JNJ-73763989 plus nucleos (t)ide analogue (NA) decreases
HBsAg and HDV RNA levels in patients with chronic hepatitis D)

Wedemeyer H et al EASL ILC 2024 LBP-



Rapid reductions of HDV RNA and ALT with the monoclonal
antibody, BJT-778: results from a phase 2 study 

• BJT-778 is a fully human anti-HBsAg monoclonal
antibody that exhibits potent antiviral activity against
HBV and HDV in vitro.

• BJT-778 administered subcutaneously (SC) for a 
duration of up to 48 weeks in subjects with CHD.

• 10 subjects per arm were to be enrolled into: 
– Arm 1: BJT-778 300 mg SC once weekly (QW);  10 

subjects enrolled all completed 16 week of treatment

– Arm 2: BJT-778 600 mg SC QW for 12 weeks followed by 
Q2W;  11 subjects enrolled

– Arm 3: BJT-778 900 mg SC Q2W for 4 weeks followed by 
Q4W.  enrollment is ongoing

• In arm 1 90% of the subjects (9 out of 10) achieved a 
virologic response, 

• With:
– 40% (4 out of 10) falling below the limit of quantification

(BLQ) and 

– 30% (3 out of 10) BLD.

Agarwal K et al EASL ILC June 5-8°2024 LBP-001



Efficacy and safety of tobevibart (VIR-3434) alone or in combination with elebsiran
(VIR-2218) in participants with chronic hepatitis delta virus infection: preliminary
results from the phase 2 SOLSTICE trial in non-cirrhotic and compensated cirrhotic
participants

Asselah T et al EASL ILC Milan June 5°-8°2024 ID-OS 127 



Preclinical profiling of ABI-6250, a novel orally bioavailable
small-molecule therapeutic candidate for the treatment of 
chronic hepatitis D

Windisch MP et ala EASL-ILC June 5°-8°2024 WED-377

ABI-6250 orally bioavailable small molecule entry inhibitor



Safety and efficacy of REP 2139-Mg in hepatitis D patients
with advanced liver disease: an international compassionate 
use program



Safety and efficacy of REP 2139-Mg in hepatitis D patients with 
advanced liver disease: an international compassionate use program

Stern C et al EASL ILC June 5°-8°2024 OS 034



HDV key messages

• HDVRNA levels and HCV coinfection are related to worse prognosis in chronic delta hepatitis

• HBsAg on delta virions comes from integrated HBVDNA and is more frequently composed by 
Middle and Large HBsAg

• In   chronic delta hepatitis patients healthcare resources utilization is higher only in pts with 
decompensated cirrhosis

• Bulevirtide monotherapy maintains 96 weeks response at 144 weeks

• Early HDVRNA negativisation and L-HBsAg concentrationsat baseline  predict virological
response

• Bulevirtide in cirrhosis reduces mortality and decompensation in comparison with old
historical data 

• Bulevirtide could be an option in HDV patients on the transplant waiting list 

• Finite combo Tx with PEGIFN increases the response rate in comparison with Bulevirtide
monotherapy at 10 mg/d and shows a sustained off ttrreatment response in the liver

• Negative HDVRNA and earlier negativisation of HDVRNA predict sustained response after 
bulevirtide + PEGIFN  

• Promising results with anti HBs monoclonal antibodies used alone or in combo with siRNA
inhibitors

• An oral HDV  entry inhibitor is on the block

• NAP may work well even in decompensated cirrhosis


