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Tenofovir-DF therapy prevents hepatitis B vertical transmission in highly
viremic mothers without HBV immunoglobulin (HBIG) for infants

Objective

Maternal tenofovir disoproxil fumarate (TDF) therapy with an infant’s immunoprophylaxis
is recommended for highly viremic mothers with CHB, but HBIG is not widely available in
most countries.

Methods

*  Werandomized 280 HBeAg+ CHB mothers (HBV DNA levels >200,000 IU/ml) at a
multicenter RCT (1:1 ratio) in China, to receive TDF 300mg QD at the gestational
week 16 (experimental group) or week 28 (comparator group) until delivery.

» Allinfants received a series of HBV vaccines (0, 1, and 6 months), but birth-dose
HBIG was only administered to those in the comparator group.

* Weassessed HBV transmission rates (percentage of infants with HBsAg+ or
HBV DNA >20 IU/mL) at the age of 28 weeks (primary outcome) and safety.

Main Findings

A total of 265/280 mothers (Table 1) and 269/273 infants completed the trial (95%
retention). The median duration of the TDF treatment was 23 weeks and 11 weeks for
mothers in the experimental and comparator groups (p <0.001), respectively. At delivery,
the maternal median [IQR] HBV-DNA level (log4, IU/ml) was significantly lower in the
experimental group (2.4 [1.9, 3.0] vs 3.6 [2.9, 4.6]; p <0.001).

*  The per-protocol, last observation carried forward, and sensitivity analyses showed
that transmission rates did not differ significantly between groups (Figure 1).

* The congenital defect rates were similar between groups
(Experimental-2.3% [3/131] vs Comparator-6.3% [9/142; p=0.10).

*  Other maternal and infant safety parameters were also comparable
between the two groups.

Conclusions

Maternal TDF therapy from gestational week 16 in combination with infants’ HBV
vaccinations reduced HBV vertical transmission to 2%, which had similar efficacy
and safety outcomes compared to the current standard of care.

Pan C, et al., Abstract 1.
®
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Table 1. Maternal variables at baseline and infant characteristics at birth

Maternal Variables, median [IQR]*

Age at enrollment — year

Entire cohort (n=280)
28.22+3.09

1.00 (1.00, 2.00)
8.23(7.98, 8.42)
20.15 (16.00, 28.90)

Experimental (n=140)
28.41+3.15
1.00(1.00, 2.00)

8.23(7.92, 8.42)
20.40 (16.00,31.68)

Comparator (n=140)
28.02+3.03
1.00(1.00, 2.00)

8.23 (8.02, 8.40)
20.00 (15.05, 28.00)

Gravidity — No.
HBV DNA - log1o 1U/ml
Alanine aminotransferase — U/I

eGFR — ml/min 189.55(166.14, 214.45) 188.81(165.21,213.95) 190.73 (166.47, 216.53)
Infant Characteristics at Birth * n=273 n=131 n=142

Male sex — No. (%) 133/273(48.7) 59/131 (45.0) 74/142 (52.1)
Body weight <2500 g — No. (%) 9/273(3.3) 4/131(3.1) 5/142 (3.5)

Body length —cm 50.00 (49.00, 50)
34.00 (32.00, 34.50)

10.00 (9.00, 10.00)

50.00 (49.00, 50.00)
34.00 (32.00, 34.50)
10.00 (9.00, 10.00)

50.00 (48.38, 50.00)
34.00 (32.50, 34.00)
10.00 (9.00, 10.00)

Head circumference—cm
APGAR score at 1 min

Detectable HBV DNA at birth — No. (%) ' 0/273(0) 0/131(0) 0/142(0)

# When comparing variables between the experimental group and comparison group, p values were all >0.05.
TLLOQ =20 IU/ml.

44 SA, p=0.12
LOCF, p >0.99
PP, p >0.99
2.14%

PP = Per-protocol analysis

LOCF = Analysis with the last
observation carried forward

14 SA = Sensitivity analysis

0 0 0 0 0

infants with HBV infection (%)
T

N=0/124 N=0/131 N=3/140
Experimental group

N=0/141 N=0/142 N=0/144
Comparator group

Figure 1. Mother-to-child transmission rates at the age of 28 weeks
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1 | TENOFOVIR-DF THERAPY PREVENTS HEPATITIS B VERTICAL TRANSMISSION IN HIGHLY VIREMIC MOTHERS WITHOUT HBV IMMUNOGLOBULIN FOR INFANTS 

Calvin Q. Pan , Erhei Dai , Cuili Yang , Hua Zhang6, Thomas Q. Zheng7,8, Yuming Wang9, Yingxia Liu10, Tianyan Chen11, Suwen Li12, Zhongfu Mo5, Jinjuan Wu7, Xiuli Chen4, Huaibin Zou13, Shanshan Mei7 and Lin Zhu14, (1)Medicine, NYU Langone Health, (2)Medicine, Division of Gastroenterology and Hepatology, Department of Medicine, NYU Langone Health, NYU School of Medicine, New York, NY, USA, (3)Division of Gastroenterology and Hepatology, Department of Medicine, NYU Langone Health, NYU Grossman School of Medicine, New York, USA., (4)Division of Liver Diseases, The Fifth Hospital of Shijiazhuang, Hebei Medical University, Shijiazhuang, China, (5)Department of Obstetrics and Gynecology, Shi Jia Zhuang Maternity and Child Healthcare Hospital, Shijiazhuang, Hebei, China, (6) Department of Obstetrics and Gynecology, Beijing Youan Hospital, Capital Medical University, Beijing, China, (7)Department of Obstetrics and Gynecology, Guangzhou Women and Children's Medical Center, Guangzhou Medical University, Guangzhou, China, (8)Department of Obstetrics and Gynecology, University of Arizona College of Medicine, Phoenix, Arizona, USA, (9)Department of Infectious Diseases, Southwest University Public Health Hospital, Southwest Hospital, Chongqing, China, (10) Department for Infectious Diseases, Shenzhen Third People's Hospital, Second Hospital Affiliated to Southern University of Science and Technology, Shenzhen, China, (11)Department of Infectious Diseases, The First Affiliated Hospital of Xi'an Jiaotong University, Xi'an, China, (12)Department of Obstetrics and Gynecology, The Fifth Hospital of Shijiazhuang, Hebei Medical University, Shijiazhuang, China, (13)The Four Department of Liver Disease, Beijing Youan Hospital, Capital Medical University, Beijing, China, (14)Center of Liver Diseases, Beijing Ditan Hospital, Capital Medical University, Beijing, China 

Background: Maternal tenofovir disoproxil fumarate (TDF) in combination with an infant’s passive-active immunoprophylaxis is recommended by WHO for mothers with HBV-DNA >200,000 IU/mL. Because of the shortage of immunoglobulin (HBIg) in many developing countries, we aimed to study maternal TDF therapy initiated in the second trimester with an infant’s HBV vaccination and omission of HBIg for preventing mother-to- child transmission (MTCT). 

Methods: In a multicenter RCT from 6/4/2018 to 2/8/2022, we randomly assigned CHB mothers with HBV-DNA >200,000 IU/mL (ratio, 1:1) to receive TDF from gestational weeks 14-16 (experimental group) or week 28 (control) to delivery. All infants received active immunoprophylaxis and HBIg was only given to infants in the control group. The primary outcomes were the congenital defects/malformation rates and MTCT rates (i.e., HBsAg+ or HBV-DNA >20 IU/mL) at the infant’s age of 28weeks. Secondary assessments were safety analyses (ClinicalTrials.gov: NCT03476083). 

Results: Of the 280 HBeAg+ mothers enrolled, 265 mothers and 269 infants completed the study (95% retention). The participants’ characteristics are shown in Table 1. At delivery, a significantly lower median (IQR) HBV-DNA level (log10 IU/mL) was noted in the experimental group (2.37 [1.88, 3.08] vs 3.62 [2.86,4.59]; p<0.001), with a similar trend in the percentage of mothers with HBV-DNA <200,000 IU/ mL (99.2% vs 94.2%; p=0.04). The congenital defect rates did not differ significantly between groups (3.1% [4/131] vs 6.4% [9/141]; p=0.22). At the postpartum week 28, 128/128 and 137/141 mother/infant dyads in the experiment and the control groups were analyzed, respectively. The per-protocol analysis revealed 0% of MTCT in both groups. The maternal HBeAg/HBsAg (-) rates did not differ significantly between groups. TDF was well-tolerated without discontinuation from severe adverse events (SAEs). Safety parameters were comparable both in frequency and severity between the two groups including estimated glomerular filtration rates during treatment, postpartum ALT flares, and SAEs. 

Conclusion: In highly viremic CHB mothers, we observed that TDF initiated at gestational weeks 14-16 reduced MTCT to 0% when infants received HBV vaccines without HBIg, which also had similar safety outcomes when compared to those of mothers who initiated TDF at gestational week 28. Our data support the approach of simplifying the prevention of MTCT with early maternal TDF therapy and HBV vaccine for infants. 

Disclosures:�Calvin Q. Pan – Gilead: Grant/Research Support; Gilead: Speaking and Teaching; Assembly Bio: Grant/ Research Support;�The following people have nothing to disclose: Erhei Dai, Cuili Yang, Hua Zhang, Thomas Q. Zheng, Yuming Wang, Yingxia Liu, Tianyan Chen, Suwen Li, Zhongfu Mo, Jinjuan Wu, Xiuli Chen, Huaibin Zou, Shanshan Mei, Lin Zhu 


Short duration combination regimens of VIR-2218 plus

VIR-3434 achieve mean HBsAg reductions >2.5 log,, lU/mL

Objective

Evaluate the safety, tolerability, and antiviral activity of VIR-2218 in combination

with VIR-3434 in virally suppressed participants with chronic HBV infection.

Methods

Open-label, phase 2 study of combination regimens (Figure) of the siRNA VIR-2218 and
the monoclonal antibody VIR-3434 in virally suppressed adults with chronic HBV infection.
Main Findings

« The majority of participants were HBeAg-negative at baseline, and median age
was 48-51 years

» Mean HBsAg reductions from baseline at end of treatment were >2.5 log,, IU/mL
in all cohorts (Figure)

» All participants achieved HBsAg reductions > 1.5 log,, IlU/mL from baseline and
absolute HBsAg levels < 100 IU/mL at end of treatment

* Most adverse events were mild or moderate and unrelated to study treatment,
and no serious adverse events were reported

Conclusions

Figure. HBsAg Change from Baseline by Cohort
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Based on these preliminary data, short duration regimens of VIR-2218 plus VIR-3434
were generally well tolerated and associated with substantial reductions in HBsAg;
longer durations of treatment are being evaluated in this ongoing trial

Gane E, et al., Abstract 18.
® ® @
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18 | SAFETY, TOLERABILITY, AND ANTIVIRAL ACTIVITY OF THE siRNA VIR-2218 IN COMBINATION WITH THE INVESTIGATIONAL NEUTRALIZING MONOCLONAL ANTIBODY VIR-3434 FOR THE TREATMENT OF CHRONIC HEPATITIS B VIRUS INFECTION: PRELIMINARY RESULTS FROM THE PHASE 2 MARCH TRIAL 

Edward Gane , Alina Jucov , Marta Dobryanska , Ki Tae Yoon4, Tien Huey Lim5, Andre Arizpe6, Daniel Cloutier6, Ling Shen6, Sneha V Gupta6, Audrey H Lau6, Carey Hwang6 and Young-Suk Lim7, (1) Faculty of Medicine, University of Auckland, (2) Arensia Exploratory Medicine Gmbh, (3)Medical Center of Limited Liability Company “Harmoniya Krasy", (4)Pusan National University Yangsan Hospital, (5)Middlemore Hospital, New Zealand, (6)Vir Biotechnology, Inc., (7)Department of Gastroenterology, Liver Center, Asan Medical Center, University of Ulsan College of Medicine, Seoul, Republic of Korea 

Background: VIR-2218 is an investigational small interfering ribonucleic acid (siRNA) targeting the HBx region of the hepatitis B virus (HBV) genome, and VIR-3434 is an investigational Fc-engineered human monoclonal antibody targeting the conserved antigenic loop of HBsAg. VIR-2218 and VIR-3434 are being evaluated, both as monotherapy and in combination, for the treatment of chronic HBV infection. Here we report preliminary data from an ongoing study evaluating the safety, tolerability, and antiviral activity of VIR-2218 in combination with VIR-3434 in virally suppressed participants with chronic HBV infection. 

Methods: This open-label phase 2 study included adults with chronic HBV infection who received continuous nucleos(t)ide reverse transcriptase inhibitor therapy for ≥2 months. Cohorts 2 and 3 were restricted to participants with HBsAg <3,000 IU/mL at screening. Participants in Cohort 1 received 6 doses of VIR-2218 200 mg at day 1 and at weeks 4, 8, 12, 16, and 20, plus 5 weekly (QW) doses of VIR-3434 75 mg at weeks 16 through 20. Participants in Cohorts 2 and 3 received 3 doses of VIR-2218 200 mg at day 1 and at weeks 4 and 8, plus 12 QW doses of VIR-3434 18 mg (Cohort 2) or 75 mg (Cohort 3) from day 1 through week 11. The protocol conformed to the Declaration of Helsinki guidelines and was approved by appropriate institutional review committee(s). Written informed consent was obtained prior to study procedures. 

Results: A total of 40 participants were enrolled across Cohorts 1 (n = 17), 2 (n = 4), and 3 (n = 19). All participants achieved HBsAg decreases >1.5 log10 IU/mL from baseline. Mean (± standard deviation) HBsAg change from baseline at nadir was -2.9 ±0.7, -2.7 ±0.3, and -2.8 ±0.6 log10 IU/mL in Cohorts 1, 2, and 3, respectively (Figure). All participants who received VIR-3434 achieved absolute HBsAg levels <20 IU/mL at nadir. Eighteen participants (45%) re- ported adverse events (AEs). All AEs were grade 1 or 2 except a grade 3 AE of elevated creatine kinase in Cohort 3 that was not considered related to study drug. No serious AEs or discontinuations due to AEs were reported. Additional follow-up is ongoing. 

Conclusion: Combination therapy with VIR-2218 and VIR-3434 was generally well tolerated, with mostly mild AEs. All combination regimens achieved substantial reductions in HBsAg of >2.5 log10 IU/mL at nadir on average. These data support the continued development of combinations containing VIR-2218 with VIR-3434 for the treatment of chronic HBV infection. 

Disclosures:�Edward Gane – AbbVie, Inc.: Advisory Committee or Review Panel; AbbVie, Inc.: Speaking and Teaching; Aligos: Speaking and Teaching; Arbutus: Advisory Committee or Review Panel; Drug Treatment Centers: Independent Contractor; Arrowhead: Advisory Committee or Review Panel; Assembly: Advisory Committee or Review Panel; Avalia: Advisory Committee or Review Panel; Clear B Therapeutics: Advisory Committee or Review Panel; Dicerna: Advisory Committee or Review Panel; DrugFarm: Speaking and Teaching; Enanta: Speaking and Teaching; Finch Therapeutics: Advisory Committee or Review Panel; Gilead Sciences: Advisory Committee or Review Panel; GlaxoSmithKline: Speaking and Teaching; Janssen: Speaking and Teaching; Merck: Speaking and Teaching; Novartis: Speaking and Teaching; Roche: Advisory Committee or Review Panel; Vir Bio: Advisory Committee or Review Panel;�Andre Arizpe – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Daniel Cloutier – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Ling Shen – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Sneha V Gupta – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Audrey H Lau – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Carey Hwang – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Young-Suk Lim – Gilead Sciences: Advisory Committee or Review Panel; Gilead Sciences: Grant/Research Support;�The following people have nothing to disclose: Alina Jucov, Marta Dobryanska, Ki Tae Yoon, Tien Huey Lim 


Preliminary 48-week safety and efficacy data of VIR-2218 alone and in combination
with pegylated interferon alfa in participants with chronic HBV infection

Objective .
= 0-
Evaluate the safety and efficacy of multiple doses of VIR-2218 with or without PEG-IFNa £ End of treatment
in virally-suppressed participants with chronic HBV infection = i
o
Methods %E
— -
Non-cirrhotic participants with chronic HBV infection on NRTIs were enrolled into 1 of 5 E 1
cohorts (C) to receive 200 mg VIR-2218 subcutaneous (SC) every 4 weeks + PEG-IFNa f,’:,
180 ug SC weekly (figure) 2 7
Main Findings =
o 2-
+ Participants receiving longer duration of VIR-2218 + PEG-IFNa had greatest declines &
from baseline HBsAg (logqo IU/mL) levels at Week 48 (C5 -2.9 + 1.36) B i
(@]
+ To date, 10 participants receiving VIR-2218+PEG-IFNa achieved HBsAg S
seroclearance, 9 accompanied by anti-HBs % 3

. o - . .
30.8% (4/13) participants in Cohort 5 achieved HBsAg seroclearance BL 4 8 12 16 20 24 928 32 36 40 44 48

* Most adverse events (AEs) reported were grade < 2 Study Week
Conclusions ® Cohort 1 (N=15) (VIR-2218 x6) |
Cohort 2 (N=15) (VIR-2218 x6 lead-in + PEG-IFNa x 12)
* Longerduration (48 weeks) of VIR-2218 + PEG-IFNa treatment achieved higher ® Cohort 3 (N=18) (VIR-2218 x6 +PEG-IFNa x24)
rates of HBsAg seroclearance with anti-HBs seroconversion by end of treatment
(30.8%). ® Cohort 4 (N=18) (VIR-2218 x6 +PEG-IFN« x<48)

Cohort 5 (N=13) (VIR-2218 x13 + PEG-IFNa x<44)
» Antiviral activity of VIR-2218 may be potentiated by PEG-IFNa, supporting future
evaluation of combination with immunomodulators A AS L D

[}
Yuen M-F, et al., Abstract 19. The leer . .
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19 | PRELIMINARY 48-WEEK SAFETY AND EFFICACY DATA OF VIR-2218 ALONE AND IN COMBINATION WITH PEGYLATED INTERFERON ALFA IN PARTICIPANTS WITH CHRONIC HBV INFECTION 

Man-Fung Yuen , Young-Suk Lim , Daniel Cloutier , Vaidehi Thanawala3, Ling Shen3, Sophia E Elie3, Andre Arizpe3, Andrea L Cathcart3, Audrey H Lau3, Carey Hwang3 and Edward Gane4, (1)Queen Mary Hospital, the University of Hong Kong, Hong Kong, (2)Department of Gastroenterology, Liver Center, Asan Medical Center, University of Ulsan College of Medicine, Seoul, Republic of Korea, (3)Vir Biotechnology, Inc., (4)Faculty of Medicine, University of Auckland 

Background: VIR-2218, an investigational small interfering ribonucleic acid (siRNA) targeting the HBx region of the hepatitis B virus (HBV), reduces hepatitis B surface antigen (HBsAg) levels in participants with chronic HBV infection. Pegylated interferon alfa-2α (PEG-IFNα) is approved for treatment of HBV infection; however, <10% of patients achieve HBsAg loss after 48weeks of treatment. Preliminary data evaluating the safety and efficacy of VIR-2218 with or without PEG-IFNα are reported here. 

Methods: This open-label phase 2 study includes non-cirrhotic, virally-suppressed adults with chronic HBV infection. Participants received 1 of 5 dosing regimens containing 200 mg VIR-2218 subcutaneous (SC) every 4weeks ± PEG-IFNα 180 μg SC weekly: 6 doses of VIR-2218 (VIR-2218 ×6; Cohort 1 [C1]), VIR-2218 ×6 + PEG-IFNα ×12 starting at week 12 (C2); VIR-2218 ×6 + PEG-IFNα ×24 (C3); VIR-2218 ×6 + PEG-IFNα ×≤48 (C4); or VIR-2218 ×≤13 + PEG- IFNα ×≤44 (C5). C3-C5 initiated both study drugs concurrently. The protocol conformed to the Declaration of Helsinki guidelines and was approved by appropriate institutional review committee(s). Written informed consent was obtained prior to study procedures. 

Results: To date, 79 participants have been enrolled, 58 have completed 48 weeks, and 3 discontinued the study. Participants receiving concurrently initiated VIR-2218 + PEG-IFNα had greater declines from baseline HBsAg (log10 IU/mL) levels at Week 24 (C3 -2.4 ±0.7, C4 -2.3 ±0.9, C5 -2.1 ±0.6) versus those receiving VIR-2218 alone (C1 -1.9 ±0.2). To date, 4 participants receiving VIR-2218+PEG-IFNα had confirmed (≥2 visits) HBsAg loss accompanied by anti-HBs seroconversion, and 2 are pending a subsequent measure. Most participants in C2-3 had more rapid post-treatment increases in HBsAg than participants in C1. Most adverse events (AEs) reported were grade ≤2; with 2 serious AEs: ankle fracture (unrelated to treatment) and PEG-IFNα-related acute psychosis. 

Conclusion: These preliminary data show that VIR-2218 alone or with PEG-IFNα has been generally well tolerated. Most AEs were consistent with known effects of PEG-IFNα. The antiviral activity of VIR-2218 can be potentiated by PEG-IFNα to achieve HBsAg loss; however, participants with 24 weeks of treatment not achieving confirmed HBsAg loss had variable degrees of HBsAg rebound post-treatment. C4-5 will evaluate whether extending the duration of PEG-IFNα in the setting of low HBsAg or the combination VIR-2218 + PEG-IFNα will achieve higher rates of HBsAg loss. 

Disclosures:�Man-Fung Yuen – AbbVie: Consulting; Arbutus Biopharma: Consulting; Bristol Myers Squibb: Consulting; ClearBTherapeutics: Consulting; Dicerna Pharmaceuticals: Consulting; GlaxoSmithKline: Consulting; Gilead Sciences: Consulting; Janssen: Consulting; Merck Sharp & Dohme: Consulting; Spring Bank Pharmaceuticals: Consulting; Roche: Consulting; Vir Biotechnology: Consulting; Arrowhead Pharmaceuticals: Grant/Research Support; Assembly Biosciences: Grant/Research Support; Bristol Myers Squibb: Grant/Research Support; Fujirebio Incorporation: Grant/Research Support; Gilead Sciences: Grant/Research Support; Merck Sharp & Dohme: Grant/Research Support; Spring Bank Pharmaceuticals: Grant/Research Support; Sysmex Corporation: Grant/Research Support;�Young-Suk Lim – Gilead Sciences: Advisory Committee or Review Panel; Gilead Sciences: Grant/Research Support;�Daniel Cloutier – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Vaidehi Thanawala – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Ling Shen – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Sophia E Elie – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Andre Arizpe – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Andrea L Cathcart – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Audrey H Lau – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Carey Hwang – Vir Biotechnology, Inc.: Employment; Vir Biotechnology, Inc.: Stock Shareholder;�Edward Gane: Hannah Lee 



High prevalence of Hepatitis Delta Virus infection among ethnically
diverse, urban, safety-net populations with Chronic Hepatitis B

Aim
To evaluate HDV testing practices and HDV prevalence
among a large, urban safety-net cohort of chronic

hepatitis B (CHB) patients and a national Veterans
Affairs (VA) cohort of CHB patients.

Methods

Retrospective cohort study of two unique populations of
adults with CHB from 2010 to 2021 to evaluate the
proportion of patients that have been tested for HDV
(HDV Ab or PCR), and among those that were tested,
the proportion with concurrent HDV infection (positive
for either HDV Ab or PCR).

Conclusions

Among two distinct U.S. CHB cohorts, HDV testing
ranged from 19.7% to 30.3%, and among those that

underwent testing, HBV/HDV prevalence ranged from
3.1% to 7.8%.

Wong R, et al., Abstract 20.
® @
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20 | HIGH PREVALENCE OF HEPATITIS DELTA VIRUS INFECTION AMONG ETHNICALLY DIVERSE, URBAN, SAFETY-NET POPULATIONS WITH CHRONIC HEPATITIS B INFECTION 

1,2 3 4 Robert J. Wong , Bolin Niu , Yi Zhang and Mae Thamer4, (1)Gastroenterology and Hepatology, Stanford University School of Medicine, Stanford, CA, USA, (2)Gastroenterology and Hepatology, Veterans Affairs Palo Alto Healthcare System, (3) Gastroenterology and Hepatology, Metrohealth System, (4)Medical Technology and Practice Patterns Institute 

Background: Hepatitis delta virus (HDV) infection is associated with high risk of cirrhosis, hepatocellular carcinoma, and liver-related mortality. HDV testing among patients with chronic hepatitis B (CHB) is suboptimal due to lack of HDV awareness among both patients and providers. Safety-net populations are underserved, predominantly ethnic minorities, and have high prevalence of risk factors associated with HDV infection. We aim to evaluate testing practices and HDV prevalence among a large urban safety-net CHB population, and compare HDV practices with a national cohort of CHB patients within the Veterans Affairs (VA) Health System. 

Methods: We retrospectively identified adults (age>18) with CHB from 2010- 2021 among both a large urban safety-net health system and a national cohort of VA patients. The proportion of CHB patients tested for HDV with any available testing method (HDV antibody, HDV RNA, HDV antigen) was evaluated among both cohorts and stratified by age, sex, race/ethnicity, presence of cirrhosis, and other relevant risk factors. Among CHB patients that underwent HDV testing, the proportion that were HDV positive was compared between groups used chi-square testing.

Results: Among 884 CHB patients in the safety-net cohort (54% men, 35% African American (AA), 29% Asian, 28% non-Hispanic white (NHW), 8.7% HIV co-infected, 18.2% cirrhosis), 30.3% received HDV testing, and 7.8% (95% CI 4.9- 11.7) were HDV positive. Higher rates of HDV testing were observed in Asians (46.4% vs. 25.4% in NHW, p<0.05), patients with cirrhosis (45.3% vs. 27.0% in non-cirrhotics, p<0.05), and those with concurrent nonalcoholic fatty liver disease (50.3% vs. 26.5% without NAFLD, p<0.05). No differences were observed by sex, age, or other risk factors. Among 12,002 CHB patients in the VA cohort (94% men, 42% AA, 40% NHW, 10% Asian, 2.3% HIV co-infected, 29.4% cir- rhosis), 19.7% received HDV testing, and 3.1% (95% CI 2.4-3.8) were HDV positive. Higher rates of HDV testing were observed in Asians (24.1%) and Hispanics (39.4%), both p<0.01 vs. 19.6% in NHW. HDV testing was higher among 18-39 year olds vs. age >60y (26.0% vs. 18.2%, p<0.01). 

Conclusion: Among two distinct U.S. CHB cohorts, HDV testing ranged from 19.7-30.3%, with higher rates of testing in Asians, and among safety-net patients with cirrhosis or concurrent NAFLD. Among CHB patients who were tested, HDV prevalence in safety-net CHB patients was nearly 8%, which is much higher than the VA CHB cohort and much higher than previous U.S. HDV prevalence estimates of 4-6%. 

Disclosures:�Robert J. Wong – Gilead Sciences: Grant/Research Support; Gilead Sciences: Consulting; Intercept Pharmaceuticals: Consulting; Salix Pharmaceuticals: Consulting; Exact Sciences: Grant/Research Support; The following people have nothing to disclose: Bolin Niu, Yi Zhang, Mae Thamer 


GS-2829 and GS-6779 HBV therapeutic vaccine generates
robust CD8 T cell responses and anti-HBsAg antibodies

Objective Immunogenicity in cynomolgus macaques

Generate an HBV therapeutic vaccine that induces both anti-HBsAg

antibodies and strong genotype cross-reactive CD8 T cell responses. T cell response Antibody response
Methods 6000~ —~ 3000~ °
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Conclusions

Due to its promising preclinical profile, GS-2829 + GS-6779
immunization has the potential to serve as a backbone component
of an HBV cure combination regimen. AASLD
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23 | GS-2829 / GS-6779 HBV THERAPEUTIC VACCINE GENERATES ROBUST, POLYFUNCTIONAL, GENOTYPE CROSS- REACTIVE CD8 T CELL RESPONSES ACCOMPANIED BY HIGH TITERS OF ANTI-HBsAg ANTIBODIES 
�Sarah Schmidt , Stephane Daffis , Sarah Ahmadi-Erber1, Meron Mengistu3, Daniela Deutschmann1, Tetiana Grigoriev4, Ruth Chu5, Mohammad Uddin6, Moshkani Safiehkhatoon6, Michael D Robek6, Henning Lauterbach1, Klaus Orlinger1, Simon P Fletcher7 and Scott Balsitis3,8, (1)Hookipa Pharma, (2)Virology, Gilead Sciences, Inc., (3)Virology, Gilead Sciences, (4)Gilead Sciences, (5)Gilead Sciences, Inc., (6)Immunology and Microbial Disease, Albany Medical College, (7)Gilead Sciences, Inc, Foster City, USA, (8)Biology, Gilead Sciences 

Background: Over 250 million people are chronically infected with Hepatitis B Virus (HBV), which is estimated to cause over 800,000 deaths annually. Novel immunotherapies to achieve functional cure of chronic hepatitis B (CHB) are urgently needed and must be capable of inducing CD8 T cell-mediated clearance of HBV-positive hepatocytes and generating anti-hepatitis B surface antigen (HBsAg) anti- bodies to neutralize residual virus. In pursuit of these goals, we have developed a novel alternating-vector therapeutic vaccine based on non-replicating arena- virus vectors. 

Methods: Genotype variants of HBV core, polymerase and HBsAg were selected based on amino acid conservation and proximity to consensus sequences, then screened as gene fusions in arenavirus vectors. Mutations and truncations in polymerase were made to inactivate enzymatic activity and eliminate poorly conserved regions. Different antigen designs were evaluated for magnitude of T cell and antibody response, genotype cross-reactivity, and manufacturability. Vectors were made based on both Pichinde virus (PICV) and lymphocytic choriomeningitis virus (LCMV) and differing vector combinations and dosing strategies were tested in mice and cynomolgus macaques. 

Results: An inactivated polymerase and a fusion protein of HBV core and sAg were identified as antigens that induced high magnitude, genotype cross-reactive T cell responses. An alternating immunization strategy utilizing both PICV vectors (GS-2829) and LCMV vectors (GS-6779) substantially improved the magnitude and consistency of HBV-specific T cell responses, with PICV vectors driving unexpectedly large increases in anti-HBsAg antibody titer. Upon optimization of the dosing schedule in cynomolgus macaques, high-magnitude polyfunctional CD8 T cell responses were achieved in every animal with balanced targeting of HBV core, HBsAg, and polymerase, accompanied by an anti-HBsAg antibody response. 

Conclusion: Due to its promising preclinical profile, GS-2829 / GS-6779 immunization has the potential to serve as a backbone component of an HBV cure combination regimen. 

Disclosures:�Meron Mengistu – Gilead Sciences: Employment; Michael D Robek – CaroGen Corporation: Consulting; CaroGen Corporation: Grant/Research Support; CaroGen Corporation: Stock options; Gilead Sciences: Grant/Research Support;�Simon P Fletcher – Gilead Sciences, Inc.: Employment; Gilead Sciences, Inc.: Stock Shareholder;�Scott Balsitis – Gilead Sciences: Employment;�The following people have nothing to disclose: Mohammad Uddin, Moshkani Safiehkhatoon Disclosure information not available at the time of publication: Sarah Schmidt, Stephane Daffis, Sarah Ahmadi- Erber, Daniela Deutschmann, Tetiana Grigoriev, Ruth Chu, Henning Lauterbach, Klaus Orlinger 


Low level of hepatitis B viremia increases the Entire population (N=627)

risk of hepatocellular carcinoma in patients Multivariable analysts
. . - Variable AHR (95% ClI) P—value
with untreated compensated cirrhosis Based on baseline HBV DNA
Undetectable HBV DNA 1 (reference) 0.002
Low-level viremia 2.36 (1.36-4.11)
Objective Age, per 1 year increase 1.05 (1.02-1.08) <0.001
Sex, male 2.13 (1.14-3.97) 0.01
To evaluate long-term outcomes of untreated chronic hepatitis B (CHB) patients with Family history of HCC 1.83 (0.83—4.01) 013
compensated cirrhosis and low-level viremia (LLV; HBV DNA 15-2,000 IU/mL) Diabetes 0.93 (0.50-1.72) 0.82
Hypertension 1.42 (0.82—2.45) 0.21
Methods Alcohol drinking, current 0.97 (0.55-1.70) 0.91
« Historical cohort study of 627 CHB untreated patients with compensated cirrhosis in Korea Fatty liver 1.26 (0.62-2.53) 0.52

between 2007 and 2021
Propensity score matched cohort (N=204 pairs)

» The risk of hepatocellular carcinoma (HCC) was compared between patients with LLV f 807

and undetectable HBV DNA. g - HCCE"O’enceﬂ o

3 . group: 1. s

e 5 =  Undetectable: 4.03/100PYs
Main Findings e Hazard ratio of HCC: 2.16 (95% CI: 1.17-4.00)
+ Patients with LLV had a significantly higher risk of developing HCC than those with E o]

undetectable HBV DNA. 3 W
* More frequent episodes of LLV, a greater median HBV DNA level, and a higher peak HBV 3 20—l b0012

DNA level during the observational period were associated with an increased risk of HCC. :‘ ol
Conclusions R & v e e
» Compared with patients with undetectable HBV DNA, those with compensated cirrhosis and e o w0 2 = R

LLV had a Siqniﬁcanﬂy hiqher risk of HCC. U"dgiﬁ‘;’b'e 204 173 132 101 75 61 43 30 28 19 14
* Antiviral treatment should be advised for CHB patients with compensated cirrhosis and LLV. AAS I_ D
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24 | LOW LEVEL OF HEPATITIS B VIREMIA INCREASES THE RISK OF HEPATOCELLULAR CARCINOMA IN PATIENTS WITH UNTREATED COMPENSATED CIRRHOSIS 

Jiwon Yang1,2, Jonggi Choi1,2, Dongsub Jeon3,4, Won-Mook Choi3, Danbi Lee3, Ju Hyun Shim2,5, Kang Mo Kim2,5, Young-Suk Lim3,6 and Han Chu Lee3,4, (1)Department of Gastroenterology, Asan Medical Center, University of Ulsan College of Medicine, Liver Center, (2)Gastroenterology, Liver Center, Asan Medical Center, University of Ulsan College of Medicine, Seoul, Republic of Korea, (3) Department of Gastroenterology, Liver Center, Asan Medical Center, University of Ulsan College of Medicine, Seoul, Republic of Korea, (4)Department�of Gastroenterology, University of Ulsan College of Medicine, Asan Medical Center, Liver Center, (5)Asan Medical Center, (6)Department of Gastroenterology, Liver Center, Asan Medical Center, University of Ulsan College of Medicine 

Background: A discrepancy exists among international guidelines of chronic hepatitis B (CHB) whether antiviral treatment to be initiated in patients with compensated cirrhosis and low-level viremia (serum HBV DNA 15- 2,000 IU/mL). We aimed to assess the long-term outcomes in patients with compensated cirrhosis and low-level viremia without antiviral treatment, compared with patients with compensated cirrhosis but undetectable HBV DNA. 

Methods: This is a historical cohort study of untreated patients with compensated cirrhosis at Asan Medical Center, Seoul, Republic of Korea between 2017 and 2022. A total of 627 patients were analyzed. The primary outcome of this study was the development of hepatocellular carcinoma (HCC). Liver related clinical events, including hepatic decompensation and HCC was also assessed as the secondary outcome. These outcomes were compared between patients with low-level viremia (LLV group) and patients with undetectable HBV DNA (Undetectable group). Patients who started antiviral treatment were censored at the time of treatment initiation. 

Results: The mean age of the total cohort was 54.7 years and 64.4% of the patients were male. Of the 627 patients, 59 patients (20 in undetectable group and 39 in LLV group) developed HCC with an annual incidence of 2.44/100 person-years (PYs) during the study period. The annual incidences of HCC were 2.22/100 PYs and 2.56/100 PYs in the undetectable group and LLV group, respectively. By multivariable analysis, LLV group was significantly associated with a higher risk of HCC compared with undetectable group (adjusted hazard ratio [aHR]: 1.93, 95% confidence intervals [CI]: 1.13-3.37, p = 0.012). In the 204 propensity-score (PS) matched cohorts, LLV group showed a higher risk of HCC than undetectable group with a HR of 2.16 (p = 0.014). For liver-related events, 121 patients developed liver-related clinical events, including HCC with an annual incidence of 5.25/100 PYs. In the PS matched cohort, LLV group tended to have a higher risk of liver-related clinical events than undetectable group, despite statistical significance was not reached (HR: 1.33, p=0.17). 

Conclusion: Patients with compensated cirrhosis and low-level viremia had a significantly higher risk of HCC. Antiviral treatment in patients with compensated cirrhosis and low-level viremia should be recommended. 

Disclosures:�Young-Suk Lim – Gilead Sciences: Advisory Committee or Review Panel; Gilead Sciences: Grant/Research Support;�The following people have nothing to disclose: Jiwon Yang, Jonggi Choi, Dongsub Jeon, Won-Mook Choi, Danbi Lee, Ju Hyun Shim, Kang Mo Kim, Han Chu Lee 


Functional cure based on pegylated interferon a-2b therapy in nucleoside
analog-suppressed HBeAg negative chronic hepatitis B: A multicenter
real-world study (Everest Project in China)—4 years data update

Nirm L 60% PP analysis (n=3988)
To investigate the efficacy and safety of this “add-on” or “switch to” R
therapy in a large-scale real-world setting and investigate %
the predictors for HBsAg loss by peglFNa. z 40%
0
q—
Methods + 33.2%
* The Everest Project is a multicenter real-world study cohort in China, 9
focusing on functional cure of CHB ©
)] 0
« Patients who were treated with NA for more than one year and g 20%
achieved HBV DNA<100 IU/ml, HBeAg negative and HBsAg <1500 =
IU/mL would receive monotherapy of peglFNa-2b or combination %
therapy of NA and peglFNa-2b. o
Conclusi + 0%
oneiusions 12w 24w 36w 48w
Functional cure could be well achieved in NA-suppressed HBeAg
negative CHB patients by peglFNa-2b strategy. Figure. HBsAg loss rate at different time points in PP analysis.
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25 | FUNCTIONAL CURE BASED ON PEGYLATED INTERFERON ɑ-2b THERAPY IN NUCLEOSIDE ANALOG-SUPPRESSED HBEAG NEGATIVE CHRONIC HEPATITIS B: A MULTICENTER REAL-WORLD STUDY (EVEREST PROJECT IN CHINA) - 4YEARS DATA UPDATE 
�Zhishuo Mo , Dongying Xie , Lei Fu , Wenhua Zhang3, Jia Wei4, Guojun Li5, Jiahong Yang6, Xinyue Chen7, Jiabin Li8, Jia Shang9, Yujuan Guan10, Yongfang Jiang11, Ying Guo12, Yilan Zeng13, Jiabao Chang14, Yanzhong Peng15, Minghua Lin16, Guangyu Huang17, Jia Li18, Shengwang Gu19, Jiawei Geng20 and Zhiliang Gao1, (1)Third Affiliated Hospital of Sun Yat-Sen University, Department of Infectious Diseases, Guangzhou, China, (2)Xiangya Hospital Central South University , Changsha, China, (3)Gansu Wuwei Cancer Hospital, Wuwei, China, (4)Affiliated Hospital of Yunnan University, Kunming, China, (5) The Third People's Hospital of Shenzhen, Shenzhen, China, (6)People's Hospital of Deyang City, Deyang, China, (7)Beijing Youan Hospital,Capital Medical  University, (8)The First Affiliated Hospital of Anhui Medical University, Hefei, China, (9)Henan Provincial People's Hospital, Zhengzhou, China, (10)Guangzhou Eighth People's Hospital, Guangzhou, China, (11)The Second Xiangya Hospital of Central South University, Changsha, China, (12)The Third People's Hospital of Taiyuan, Taiyuan, China, (13)Chengdu Public Health Medical Center, Chengdu, China, (14)The Second Hospital of Nanjing, Nanjing, China, (15)Peking University Shenzhen Hospital, Shenzhen, China, (16) Mengchao Hepatobiliary Hospital of Fujian Medical University, Fuzhou, China, (17)The Fourth Affiliated Hospital Zhejiang University School of Medicine, Yiwu, China, (18)Tianjin Second People's Hospital, Tianjin, China, (19)Huaian Medical District of General Hospital of Eastern Theater Command, (20)The First People's Hospital of Yunnan Province, Kunming, China 

Background: Add-on or switch to pegylated interferon α (PegIFNα) in nucleoside analog (NA) -suppressed chronic hepatitis B (CHB) patients is an effective strategy to improve functional cure (HBsAg loss) rate. We aimed to investigate the efficacy and safety of this “add-on” or “switch to” therapy in large scale real- world and the predictors for HBsAg loss by pegIFNα. 

Methods: The Everest Project is a multicentre real-world study in China which focused on functional cure of CHB (NCT04035837). Patients who treated with NA for more than one year and achieved HBV DNA<100 IU/ml, HBeAg negative and HBsAg ≤1500 IU/mL were recruited since 2018. “Add-on” or “switch to” pegIF- Nα-2b strategy for 48weeks or up to 96weeks was decided by doctors and patients. Data on those who have completed 48weeks of treatment before April 1, 2020 were analysed in the interim. 

Results: As of April 2022, 20693 patients have participated in this project (some have not completed the treatment), and 3472 patients have achieved functional cure. For interim analysis, mITT population included 5648 patients and PP population included 3988 patients. In the PP analysis, 81% patients were male, the mean age was 40.9 years and the mean baseline of HBsAg was 380.6 IU/ml. The HBsAg loss rate were 9.5%, 22.0%, 29.0% and 33.2% at 12, 24, 36 and 48 weeks, respectively (Figure. 1A). Multivariate analysis showed that age, baseline HBsAg level, HBsAg decline level at 12 or 24 weeks and ALT flare at 12 weeks were predictors for HBsAg loss at 48 weeks, but the correlation between HBsAg decline level at 24 weeks and HBsAg loss was higher (Figure. 1B). For patients with HBsAg decline >1 log10 IU/mL from baseline to 24 weeks, the HBsAg loss rate was 58.6%, while 10.0% for those HBsAg decline ≤1 log10 IU/mL (P<0.0001) (Figure.1C). Patients with higher ALT level at 12 weeks (≥5 ×ULN) had a higher HBsAg loss rate at 48 weeks (46.3%). There are 1006 patients (68.4%, 1006/1470) achieved HBsAg ≤100 IU/mL at 48 weeks, although they did not achieved HBsAg loss (Figure. 1D). Those patients might achieve functional cure for further prolonged therapy of PegIFNα-2b. 

Conclusion: Functional cure could be well achieved in NA - suppressed HBeAg negative CHB patients by pegIFNα-2b strategy. Lower HBsAg at baseline, a rapid decline of HBsAg at 24 weeks and ALT elevations at 12 weeks are predictors for functional cure at 48 weeks. There are still good chances of functional cure by prolonged treatment for patients who had not achieved HBsAg loss in 48 weeks course. 

Disclosures:�The following people have nothing to disclose: Zhishuo Mo, Dongying Xie, Lei Fu, Wenhua Zhang, Jia Wei, Guojun Li, Jiahong Yang, Xinyue Chen, Jiabin Li, Jia Shang, Yujuan Guan, Yongfang Jiang, Ying Guo, Yilan Zeng, Jiabao Chang, Yanzhong Peng, Minghua Lin, Guangyu Huang, Jia Li, Shengwang Gu, Jiawei Geng, Zhiliang Gao 


Treatment with Bulevirtide in HDV-infected patients in a
real-life setting: Two-year results

BLV mBLV-PEG mBLV-PEG/BLV

Objective 100
To evaluate the efficacy and safety of bulevirtide (BLV)
2 mg daily with or without PEG-IFN for 18 and 24 months 30
in HBV/HDV patients. [%)
Methods -E]_:J 60 o,

Multicenter, open-label, observational, prospective 5 22

study without randomization. X 40 38.6 353

HDV patients (mean age 40 years, male 68%) with severe

disease (cirrhosis 62%, median HDV RNA 6.5 log10 Ul/ml) 20
Main Findings

12/34 2

At month 18 and 24, 35.3% and 52% of HDV patients o a7 i i 8/15
treated with BLV have undetectable HDV RNA or >2 log,, IU/mL Month 12 Month 18 Month 24

decrease from baseline and normal ALT (FDA criteria),
respectively (Figure).

Conclusions
In this real-life study, BLV 2 mg shows a favorable safety

and efficacy profile. AASLD
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28 | BULEVIRTIDE, WITH OR WITHOUT PEG- INTERFERON, IN HDV INFECTED PATIENTS IN A REAL-LIFE SETTING. TWO-YEAR RESULTS FROM THE FRENCH MULTICENTER EARLY ACCESS PROGRAM 

Victor De Ledinghen, Hepatology, University Hospital of Bordeaux, Pessac, France, Paul Hermabessière, CHU Bordeaux, Sophie Metivier, Hepatology, Hôpital Rangueil, CHU Toulouse, France, Edouard Bardou Jacquet, CHU Rennes, Marie-Noelle Hilleret, CHU Grenoble, Veronique Loustaud Ratti, CHU Limoges, Nathalie Ganne Carrie, Hepatology, Hôpital Avicenne, AP-HP, Bobigny, France, Laurent Alric, Internal Medicine and Digestive Diseases, Toulouse University Hospital, Toulouse, France, Isabelle Fouchard Hubert, Angers University Hospital, Tarik Asselah, Hôpital Beaujon, Université De Paris, Clichy, France, Louis D Alteroche, CHU Tours, Bruno Roche, Paul Brousse, Fabien Zoulim, Hepatology Department, Hospices Civils De Lyon (HCL) and Université Claude Bernard Lyon 1 (UCBL1), Lyon, France, Anne Gervais, Hepato- Gastroenterology, AP-HP Bichat, Hélène Fontaine, Hepatology, Hôpital Cochin, AP-HP, Paris, France, Anne Minello Franza, Hepato-Gastroenterology, Hôpital Du Bocage, Dijon, France, Christiane Stern, Aphp; Service D'hépato-Gastroentérologie, Hôpital�La Pitié Salpêtrière, Jerome Dumortier, Hepatology and Gastroenterology Department, Edouard Herriot Hospital, Hospices Civils De Lyon, Claude Bernard University, Lyon, France, Dominique Roulot Marullo, Hepatology, Avicenne Hospital, AP-HP, Bobigny, France, Xavier Causse, Hepato-Gastroenterology, Hôpital De La Source, Orléans, France, Isabelle Ollivier Hourmand, Hepatology and Gastroenterology, CHU Caen, Karine Lacombe, Department of Infectious and Tropical Diseases, Saint Antoine Hospital, AP- HP, Paris, France, Patrick Miailhes, CHU Lyon, Frederic Heluwaert, CH Annecy Genevois, Léon Muti, Digestive and Hepatobiliary Medicine Unit, CHU Estaing Clermont-Ferrand, France, Isabelle Rosa, Gastroenterology and Hepatology Department, Intercommunal Hospital, Créteil, France, Valérie Canva, Hepatology, CHU Lille, France, Damien Lucidarme, Hopital Saint-Philibert, Dominique Larrey, Hepatogastroenterology, CHU Montpellier, France, Bernard Prouvost-Keller, CHU Nice, Caroline Lascoux-Combe, Department of Infectious and Tropical Diseases, Hôpital Saint Louis, AP-HP, Paris, France and Juliette Foucher, Hepatology, Hôpital Du Haut-Lévêque 

Background: Significant HDV RNA decline was observed in HBV/HDV patients who received 48 weeks of Bulevirtide (BLV) in monotherapy or in combination with PEG-interferon α 2a (PEG-IFNα) in the French early access program. The aim of this analysis was to evaluate the efficacy and safety of BLV 2mg daily with or with- out PEG-IFNa 2a for 18- and 24-months in HBV/HDV patients. Moreover, predictors of virological response were determined at month 18. 

Methods: 146 patients (male 68.5%, mean age 41.2years, cirrhosis 63%) with chronic HBV/HDV infection, with compensated cirrhosis/severe fibrosis or moderate fibrosis with elevated ALT levels, were included in the French early access program. Patients received BLV 2mg qd sc alone or in combination with PEG-IFNα once weekly according to physician’s choice. Patients were divided in five groups: A BLV alone on-going B BLV alone stopped at month 12 C PEG-IFN + BLV on-going D PEG-IFN + BLV (12 months) followed by BLV alone on-going E BLV + PEG-IFN stopped at month 12 

Results: No new side-effects were reported. Early discontinuation (before or at M12) was observed in 45 (30.8%) patients (7 (15.6%) adverse event, 20 (44.4%) lost to follow-up or patient decision, 18 (40%) other reason). Virological responses at month 18 and 24 of patients with available data are highlighted in the Table according to the regimen received. By univariate analysis, predictive factors associated with virological response (FDA criteria / undetectable HDV-RNA) at month 18 were HDV-RNA >6.5 log10 IU/ml at day 0 (HR 0.60, 95%CI 0.32-1.13 / 0.44, 0.24-0.81), NUC use (2.79, 1.09-7.13 / 2.03, 0.95-4.36), and PEG-IFN use (2.51, 1.35-4.67/ 2.71, 1.52-4.84), respectively. By multivariate analysis, HDV-RNA >6.5 log10 IU/ml at day 0 was significantly associated with virological response (0.61, 0.32-1,14 / 0.45, 0.25-0.83). In the sub-group of patients treated by Bulevirtide mono-therapy, by univariate analysis, predictive factors associated with virological response (FDA criteria / undetectable HDV-RNA) at month 18 were cirrhosis (0.29, 0.09-0.94 / 0.27, 0.08-0.88), HDV-RNA <6.5 log10 IU/ ml at day 0 (0.35, 0.11-1.14 / 0.14, 0.03-0.62), positive HBeAg (2.45, 0.3,20.01 / 5.96, 1.19,29.78), respectively. By univariate analysis, cirrhosis was associated with virological response (0.40, 0.12-1.31 / 0.16, 0.03- 0.72). 

Conclusion: In this first large real-world cohort with long-term follow-up, daily administration of BLV 2 mg for 18 and 24 months was safe and well tolerated. Strong HDV antiviral responses were observed in real-life whatever the schedule administrated. The absence of cirrhosis and HDV-RNA <6.5 log10 IU/ml at day 0 were significantly associated with virological response. Month 18 and 24 results will be updated and presented during the meeting. 

Disclosures:�Victor De Ledinghen – Gilead: Grant/Research Support; Gilead: Consulting; AbbVie: Consulting; Echosens: Speaking and Teaching; Hologic: Speaking and Teaching; Orphalan: Consulting; BMS: Consulting; Tillotts: Speaking and Teaching; Alfasigma: Consulting; Intercept Pharma: Speaking and Teaching; Mindray: Consulting;�Sophie Metivier – Gilead: Speaking and Teaching; Marie-Noelle Hilleret – GILEAD: Consulting; ABBVIE: Consulting; EIGER: Consulting; INTERCEPT: Consulting;�Laurent Alric – Abbvie: Consulting; Gilead: Consulting; Janssen: Consulting;�Tarik Asselah – AbbVie: Speaking and Teaching; AbbVie: Grant/Research Support; Eiger Biopharmaceutical: Speaking and Teaching; Eiger Biopharmaceutical: Grant/Research Support; Janssen: Speaking and Teaching; Janssen: Grant/Research Support; Gilead Sciences: Speaking and Teaching; Gilead Sciences: Grant/Research Support; Myr Pharmaceutical: Speaking and Teaching; Myr Pharmaceutical: Grant/ Research Support; Roche: Speaking and Teaching; Roche: Grant/Research Support; Merck: Speaking and Teaching; Merck: Grant/Research Support;�Fabien Zoulim – Beam: Grant/Research Support; Gilead: Consulting; Assembly: Consulting; Arbutus: Consulting; Aligos: Consulting; GSK: Consulting; Antios: Consulting; Roche: Consulting; JnJ: Grant/Research Support; Assembly: Grant/Research Support; Dominique Roulot Marullo – Gilead company: Consulting; Isabelle Ollivier Hourmand – Gilead: Speaking and Teaching; ipsen: congress Travel support ; roche: congress travel support;�Juliette Foucher – GILEAD: Board Membership; Abbvie: Speaking and Teaching; gilead: Speaking and Teaching; The following people have nothing to disclose: Nathalie Ganne Carrie, Bruno Roche, Hélène Fontaine, Frederic Heluwaert, Léon Muti, Isabelle Rosa, Valérie Canva, Bernard Prouvost-Keller, Caroline Lascoux-Combe Disclosure information not available at the time of publi- cation: Paul Hermabessière, Edouard Bardou Jacquet, Veronique Loustaud Ratti, Isabelle Fouchard Hubert, Louis D Alteroche, Anne Gervais, Anne Minello Franza, Christiane Stern, Jerome Dumortier, Xavier Causse, Karine Lacombe, Patrick Miailhes, Damien Lucidarme, Dominique Larrey 


The incidence of chronic hepatitis B by age

at the global and regional level, 2022

Objective
To estimate the incidence of chronic hepatitis B virus (HBV) infections
by region and age group.

Methods

The Polaris Observatory maintains and annually updates 166-country specific fully
dynamic PRoGReSs models that were used to estimate incidence by age and region.

Main Findings

* The global chronic HBV incidence was estimated to be 1,194,300 in 2022, which
were concentrated in lower-middle and low-income countries (65% and 30% of total,
respectively). Africa accounted for 64% of new chronic cases and 35% were in Asia.

» Globally, 35% of chronic incidence occurred perinatally, 57% ages 1-18, and 8%
occurred in those aged 18 and older. The share of incident chronic infections in adults
is highest in upper middle income, high income, and countries in Europe with rates of
29%, 26%, and 22%, respectively.

Conclusions

The largest impact in reducing incidence in most of the world would be through
strengthening prevention of mother-to-child transmission interventions and
implementing high coverage of catch-up vaccination in the pediatric population.

Razavi-Shearer D, et al., Abstract 30.
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30 | THE INCIDENCE OF CHRONIC HBV BY AGE AT THE GLOBAL AND REGIONAL LEVEL, 2022 

Devin Razavi-Shearer, Ivane Gamkrelidze, Sarah Blach, Chris Estes, Ellen Mooneyhan, Kathryn Razavi-Shearer and Homie Razavi, Center for Disease Analysis Foundation 

Background: As a cure for the hepatitis B virus (HBV) remains elusive, many countries that have not previously invested in large catch-up campaigns, such as the United States, are beginning to recommend large scale vaccination of adults. While every case prevented is a victory, it is important to analyze, at the population level, which age groups are currently seeing the largest incidence of chronic infections. This can help inform the catch-up campaigns and where to focus resources.

Methods: The Polaris Observatory maintains and annually updates 166 country specific PRoGReSs Models. The PRoGReSs Model is a fully dynamic HBV disease burden and trans- mission Markov model. This model considers the impact of diagnosis, treatment, and all prophylaxis measures on the incidence and disease burden of hepatitis B. When country level models are unavailable, regional aver- ages were applied to the total population of the country. 

Results: Models were populated for 166 countries, 94 of which received feedback from country experts, 40 were based on published data, and 32 used extrapolated prevalence data. The global chronic incidence of HBV was estimated to be 1,077,800 in 2022. These cases are highly concentrated in lower middle and low-income countries which represent 65% and 29% of total chronic incidence respectively. If we examine chronic incidence by continent, 66% are in Africa and 32% are in Asia. Globally, 37% of chronic incidence occurred perinatally, 54% before the age of 18, and 9% occurred in those aged 18 and older (Figure 1). The share of incident chronic infections in adults is highest in upper middle income, high income, and countries in Europe with rates of 29%, 26% and 23% respectively (Figure 1). The lowest share of incident cases in adults are found in Oceania and Africa at 2% and 6% respectively (Figure 1). 

Conclusion: The best tool we have in working towards the elimination of HBV is vaccination. While we must ensure high coverage rates among high-risk groups, it is also important to emphasize that there is not a one size fits all policy towards catch-up vaccination. The largest impact in reducing incidence in most of the world would be through strengthening prevention of mother to child transmission interventions and implementing high coverage of catch-up vaccination in the pediatric population. This would not only prevent infections in childhood, when individuals are least likely to clear the disease, but provide protection for decades to come. 

Disclosures:�Devin Razavi-Shearer – Center for Disease Analysis Foundation: Employment;�Ivane Gamkrelidze – CDA Foundation: Employment; Sarah Blach – Gilead Sciences: Grant/Research Support; AbbVie: Grant/Research Support; CDA Foundation: Employment;�Homie Razavi – Gilead Sciences: Advisory Committee or Review Panel; AbbVie: Advisory Committee or Review Panel; Abbott: Advisory Committee or Review Panel; Merck: Advisory Committee or Review Panel; Janssen: Advisory Committee or Review Panel; Roche: Advisory Committee or Review Panel; VBI Vaccine: Advisory Committee or Review Panel; Gilead Sciences: Grant/Research Support; AbbVie: Grant/Research Support; Pfizer: Grant/Research Support; Roche: Grant/Research Support; Intercept: Grant/Research Support; CDA Foundation: Employment;�The following people have nothing to disclose: Kathryn Razavi-Shearer�Disclosure information not available at the time of publication: Chris Estes, Ellen Mooneyhan 


Profile of HBV DNA integration in the natural history of
chronic hepatitis B

EPH (n=11) ENH (n=12) Sloss (n=10)  NAT+ (n=10)
Objective Mean age (year) 34 34 46 44 49 45
To study the profile of HBV DNA integration in CHB and ALT (U/L) 37 103 32 103 29 26
occult hepatitis B virus infection (OBI) patients. Serum HBV DNA (log 1U/mL) 6.5 7.3 4.1 5.8 <13 <13
Serum HBsAg (1U/mL) 2690 12538 1564 1064 <0.05 <0.05
Methods HBcrAg (log U/mL) 7.3 8.4 3.4 4.7 ND ND
53 treatment naive patients: Intrahepatic HBV DNA (copies/cell) 48 3026 98 74 3.6 0.06
* HBeAg-positive infection (EPI) cccDNA (copies/cell) 16 57 15 5.9 0.09 <0.005

+ HBeAg-positive hepatitis (EPH)
« HBeAg-negative infection (ENI)

Median values (except otherwise specified); ND: not determined; cutoff for normal ALT is 40 U/L

« HBeAg-negative hepatitis (EPH) x 5 sAg-pos vs. sAg-neg (p < 0.0001)
» Patients with HBsAg-seroclearance (Sloss) }.S 4- l
* HBsAg-negative, NAT-positive subjects t E-pos vs. E-neg (p < 0.0001)
without previous HBsAg data (NAT+) S 37 |
) ) ) © = Sloss vs. NAT+ (p = 0.821)
+ HBV integration was detected using a HBV probe-capture NGS approach. é’ S 2- = == ]
P |
Main Findings ; 11  EPIvs.EPH (p=0.392) % % é é
HBV integration was detectable in all 53 patients. HBsAg-negative patients/ g 01 I
subjects also had detectable HBV DNA integration, albeit the levels were lower. < ENI vs. ENH (p = 0.866)

EPI EPH ENI ENH Sloss NAT+

Conclusions * Normalized to 1000 cells equivalent

We observed a decreasing trend in the degree of HBV integration upon
transition from HBeAg-positive to HBeAg-negative to HBsAg-negative phases. AAS I_ D
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1,2 2,3 Danny Wong , Daniel Wai-Hung Ho , Xueying Lyu3, Lung-Yi Mak1,2, Wai-Kay Seto1,2 and Man-Fung Yuen2,4, (1)Medicine, The University of Hong Kong, (2)State Key Laboratory of Liver Research, The University of Hong Kong, (3)Pathology, The University of Hong Kong, (4)Department of Medicine, The University of Hong Kong 

Background: The spectrum of the extent of HBV integration in the natural history of chronic hepatitis B (CHB) is not well defined. We investigated the profile of HBV DNA integration in CHB patients in different disease phases and in occult hepatitis B patients. 

Methods: 53 treatment-naïve Chinese patients (28 male and 25 female) in different CHB phases, including the hepatitis B e antigen (HBeAg)-positive infection (EPI; n=3), HBeAg-positive hepatitis (EPH; n=11), HBeAg-negative infection (ENI; n=7), and HBeAg-negative hepatitis (ENH; n=12), and hepatitis B surface antigen (HBsAg)- negative (SN; n=20) phases, were studied. The SN patients consisted of 2 subgroups: patients with documented HBsAg seroclearance (Sloss; n=10) and SN patients without prior HBsAg documentation but with detectable HBV DNA by nucleic acid test (NAT+; n=10). Libraries of extracted liver DNA were captured by hybridization with HBV probes, followed by paired-end sequencing using the NovaSeq6000 platform. HBV integration was identified using the VirusClip2 software after alignment with a hybrid human (GRCh38.p10) and HBV (NC_003977.2) genome. 

Results: The mean number of raw reads was 14.5 million reads per patient. HBV integration was detectable in all patients, with a total number of 97824 detectable integration events (Int). Median Int were 905 in EPI, 5957 in EPH, 407 in ENI, 520 in ENH, 26 in Sloss and 15 in NAT+ groups (Figure 1). Median Int in the EPI/H phase (5939) was greater than that in the ENI/H phase (419; p<.0001). There was no significant difference in the median Int between the infection and hepatitis phases (EPI vs EPH and ENI vs ENH; both p>.05). SN patients had a lower median Int than the HBsAg-positive (SP) patients (23 vs 937, respectively, p<.0001). Sloss and NAT+ groups had comparable Int (p=.130). Among the SP patients, Int correlated positively with serum HBV DNA (r=.43, p=.012), HBsAg (r=.68, p=.005), ALT (r=.35, p=.043), intrahepatic (IH) HBV DNA (r=.62, p<0.001) and covalently closed circular (ccc) DNA (r=.56, p=.001); correlated negatively with age (r=-.46, p=.007); but did not correlate with hepatitis B core-related anti- gen (HBcrAg). Among the SN patients, Int tended to correlate with ALT (r=.44; p=.053) and IH HBV DNA (r=.43, p=.057); but not with serum HBV DNA, HBsAg, cccDNA and age. 

Conclusion: HBV DNA integration was detectable in all CHB patients. Degree of integration varied in the natural history of CHB and decreased upon transition from EP to EN and SN phases, which may have an implication on their risk of hepatocellular carcinoma. 

Disclosures:�Danny Wong – Abbott Laboratories: Speaking and Teaching;�Wai-Kay Seto – AbbVie, AstraZeneca, Gilead Sciences, Mylan: Speaking and Teaching; AbbVie, Abbott, Gilead Sciences: Advisory Committee or Review Panel; Gilead Sciences: Grant/Research Support; 
Man-Fung Yuen – Assembly Biosciences, Arrowhead Pharmaceuticals, Bristol Myer Squibb, Fujirebio Incorporation, Gilead Sciences, Merck Sharp and Dohme, Springbank Pharmaceuticals, Sysmex Corporation, Roche: Grant/Research Support; AbbVie, Aligos therarpeutics, Arbutus Biopharma, Bristol Myer Squibb, Dicerna Pharmaceuticals, Finch Therapeutics, GlaxoSmithKline, Gilead Sciences, Janssen, Merck Sharp and Dohme, Clear B Therapeutics, Springbank Pharmaceuticals, Roche: Advisory Committee or Review Panel;�The following people have nothing to disclose: Daniel Wai-Hung Ho, Xueying Lyu, Lung-Yi Mak 


Decline in viral load induces CD8+T cells, natural killer cells, and Th1 cytokine profile in chronic
hepatitis B-infected pregnant women treated with tenofovir disoproxil from second trimester
Aim: To understand cytokine and immune kinetics in pregnant women who started TDF treatment at early gestational stage compared to those without therapy.

Methods: Immune cell profiling and plasma cytokines were done using flow cytometry and multiplex cytokine bead array.
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34 | DECLINE IN VIRAL LOAD INDUCES CD8+T CELLS, NATURAL KILLER CELLS AND Th1 CYTOKINE PROFILE IN CHRONIC HEPATITIS B INFECTED PREGNANT WOMEN TREATED WITH TENOFOVIR DISOPROXIL FROM SECOND TRIMESTER 
�Prabhjyoti Pahwa , Fatima Ali , Ashish Kumar Vyas1, Sharda Patra2, Shiv K Sarin3 and Nirupama Trehanpati1, (1)Department of Molecular and Cellular Medicine, Institute of Liver and Biliary Sciences, New Delhi, India, (2)Obs and Gynaecology, Lady Harding Medical College, (3)Department of Hepatology, Institute of Liver and Biliary Sciences, New Delhi
 
Background: High HBV DNA (>5.3log10 IU/ml) and HBsAg (log10 IU/ml) load raises the risk of hepatitis B vertical transmission from mother to baby. Nucleotide analogue (NA) therapy modulates immunity and reduces viral load thus lowering the risk of vertical transmission. We compared the viral, cytokine and immune kinetics in pregnant women who started NA treatment at early gestational stage compared to those without therapy. 

Methods: HBsAg+ pregnant women (n=67, age 24 ±5 yr., HBsAg (log103-5 IU/mL, HBV DNA log102-9 IU/mL, were recruited at 1st trimester, and followed at 2nd trimester, 3rd trimester, at delivery and 4 month postpartum. HBsAg+ pregnant women with high DNA load treated with Tenofovir disoproxil (300mg/ day) from 2nd trimester (Gr.1, n=18) and rest followed without treatment (Gr.2, n=49). Immune cell profiling and plasma cytokines were done using flow cytometry and multiplex cytokine bead array. Fifteen healthy pregnant females served as controls. 

Results: Gr.1 females showed significant reduction in HBV DNA load after 3rd trimester (log107 to log104 IU/ml p=0.032), after delivery (log108 to log103 IU/ml p=0.024) and 4 months postpartum (log105 to log103 IU/ml p=0.004) compared to Gr.2, but with no significant reduction in HBsAg. Gr.1 females had increased CD8+ T cells (p=0.015), natural killer cells (p=0.038), IFN2α (p=0.018), whereas Tregs, IL15 (p=0.011), IL18 (p=0.0001), IL29 (p=0.004), IL33 (p=0.041), and TGF-β3 (p=0.0001) were decreased at 3rd trimester. Following similar pattern at delivery, CD8+T cells (p=0.001), natural killer cells (p=0.0519), IFN2α (p=0.007) and IL6 (p=0.020) were increased, whereas again Tregs (p=0.028), IL10 (p=0.041), IL15 (p=0.043), IL29 (p=0.020), IL33 (p=0.024), and TGF- β3 (p=0.0001) were decreased. After 4 months post- partum, sustained decrease in IL10 (p=0.001), IL15 (p=0.001), IL18 (p=0.010), IL29 (p=0.0002) and TGF-β3 (p=0.030) was observed. 

Conclusion: Women starting anti-viral treatment during early gestational phase showed an inverse correlation of decline in HBV DNA and enhanced Th1 mediated than Th2 mediated immune response. On viral decline, IFN-2α and IL6 induce the phosphorylation of JAK/STAT and activate the TNFα and IFN-γ secreting CD8+T cells and NK cells. Further, IL6 reduces the IL10, IL29, IL33, TGFβ3 secreting Treg cells and promote anti-viral immunity in treated patients. 

Disclosures:�The following people have nothing to disclose: Prabhjyoti Pahwa, Fatima Ali, Ashish Kumar Vyas, Sharda Patra, Shiv K Sarin, Nirupama Trehanpati 


Antiviral therapy substantially reduces hepatocellular carcinoma risk in
chronic hepatitis B patients in the indeterminate phase (a REAL-B study)

Objective

» HCC risk in CHB is higher in the indeterminate phase compared
to the inactive phase, but it is unclear if antiviral therapy reduces
HCC risk in this population.

* We aimed to evaluate the association between antiviral therapy
and HCC risk in the indeterminate phase.
Methods

*  We analyzed 855 adult, treatment-naive CHB patients without
advanced fibrosis in the indeterminate phase at 14 centers (U.S.,
Europe and Asia).

* Inverse probability of treatment weighting analysis (IPTW) was
used to balance the treated (n=405) and untreated (n=450)
groups.

Main Findings

* In multivariable Cox proportional hazards model adjusted for age,
sex, HBeAg, HBV DNA, ALT, diabetes, and platelet count, antiviral

therapy was an independent predictor of lower HCC risk (adjusted
HR 0.3, 95% C1 0.1 - 0.6, P=0.001).

Conclusions

* Antiviral therapy reduces HCC risk by 70% among CHB patients
in the indeterminate phase.

* These data have important implications for the potential
expansion of CHB treatment criteria.

Huang D, et al., Abstract 36.
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*Untreated indeterminate patients were censored
when they transitioned to another phase
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36 | ANTIVIRAL THERAPY REDUCES HEPATOCELLULAR CARCINOMA RISK AMONG HBV PATIENTS IN THE INDETERMINATE PHASE 

123 Daniel Huang , Andrew Khoa Tran , Ming-Lun Yeh , Pei-Chien Tsai3, Wan-Long Chuang3, Chung-Feng Huang4, Chia-Yen Dai3, Hidenori Toyoda5, Satoshi Yasuda5, Huy Trinh6, Eiichi Ogawa7, Masatoshi Ishigami8, Takanori Ito9, Ritsuzo Kozuka10, Masaru Enomoto11, Yasuhito Tanaka12, Takanori Suzuki13, Yoko Yoshimaru12, Carmen Preda14, Raluca Marin15, Irina Sandra15, Sabrina Quek16, Htet Htet Toe Wai Khine16, Norio Itokawa17, Masanori Atsukawa17, Haruki Uojima18, Tsunamasa Watanabe19, Hirokazu Takahashi20, Kaori Inoue20, Mayumi Maeda2, Joseph Hoang21, Lindsey Trinh21, Ramsey Cheung2, Seng Gee Lim16, Ming-Lung Yu3 and Mindie H. Nguyen2, (1)Department of Medicine, Yong Loo Lin School of Medicine, National University of Singapore, (2) Division of Gastroenterology and Hepatology, Stanford University Medical Center, (3)Hepatobiliary Section, Department of Internal Medicine, Kaohsiung Medical University Hospital, Kaohsiung Medical University, Kaohsiung, Taiwan, (4)Kaohsiung Medical University, (5)Department of Gastroenterology and Hepatology, Ogaki Municipal Hospital, Ogaki, Gifu, Japan, (6)San Jose Gastroenterology, (7)Kyushu University Hospital, (8)Department of Gastroenterology and Hepatology, Nagoya University Graduate School of Medicine, (9) Nagoya University Graduate School of Medicine, (10)Department of Hepatology, Graduate School of Medicine, Osaka City University, (11)Department of Hepatology, Graduate School of Medicine, Osaka Metropolitan University, Osaka, Japan, (12) Department of Gastroenterology and Hepatology, Faculty of Life Sciences, Kumamoto University, (13) Department of Gastroenterology and Metabolism, Nagoya City University Graduate School of Medical Sciences, Nagoya, Japan, (14)Institutul Clinic Fundeni-Gastroenterologie Si Hepatologie, (15)Clinic Fundeni Institute, (16)Division of Gastroenterology�and Hepatology, National University Health System, Singapore, (17)Division of Gastroenterology and Hepatology, Nippon Medical School, (18)  Gastroenterology, Kitasato University School of Medicine, (19)St. Marianna University School of Medicine, (20)Liver Center, Saga University Hospital, (21)Stanford University Medical Center 

Background: Emerging data suggest that nearly 40% of patients with chronic hepatitis B (CHB) do not conform to any defined phase and are classified as indeterminate. Patients who remain indeterminate have a 14 times higher risk of hepatocellular carcinoma (HCC) compared to those who remain inactive. However, it is unclear if antiviral therapy for patients in the indeterminate phase is associated with reduced HCC risk. Utilizing a large, multicenter, multi-ethnic cohort study of CHB patients in the indeterminate phase, we aimed to compare the incidence of HCC between antiviral- treated versus untreated patients. 

Methods: This retrospective study from 14 sites in the U.S., Europe and Asia included consecutive, treatment-naïve, adult CHB patients in the indeterminate phase based on AASLD guidelines. Patients with FIB-4>3.25, significant fibrosis and cirrhosis were excluded. Inverse probability of treatment weighting analysis (IPTW) was used to balance the clinical characteristics between groups. Patients in the untreated group were censored if they transited from indeterminate to another phase, while all patients in the antiviral-treatment group remained indeterminate till initiation of antiviral therapy. 

Results: This study included 763 patients (42% female) with CHB in the indeterminate phase (398 treated, 365 un-treated). The mean (±SD) age was 46.4 (±13.1) years, 21% were HBeAg positive, 12% were diabetic, 70% had FIB-4<1.45 and 30% had FIB-4 between 1.45-3.25. The mean (±SD) HBV DNA was 4.4 (±0.1) log10 IU/ml and median (IQR) ALT was 38 (25 – 52) U/L. The clinical characteristics between the two groups were comparable after IPTW. After a mean (±SD) follow-up of 6.2 (±0.2) years, the 5-, 10- and 15-year HCC incidence in untreated patients were 3%, 15% and 34%, vs. 3%, 4% and 11% in treated patients, P=0.02, with similar findings in subgroup analyses for DNA >1,000 IUmL and age>35years (Figure 1). Using Cox proportional hazards model adjusted for age, sex, HBeAg status, HBV DNA, ALT, diabetes and platelet count, antiviral therapy was associated with a 70% reduction in HCC risk (adjusted hazard ratio 0.30, 95% CI 0.13-0.72, P=0.007). 

Conclusion: Utilizing data from a multinational consortium, we demonstrate that antiviral therapy for CHB patients in the indeterminate phase is associated with a substantial reduction in the risk of HCC. These data have important implications for the potential expansion of CHB treatment criteria. 
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Transcriptionally active HBV integration contribute to
residual intrahepatic HBsAg in patients with functional cure

Objective

Explore the potential of HBV integration in patients with
functional cure.

Methods

HBYV capture sequencing and transcriptome sequencing were
performed for HBV integration analysis and immunohistochemis-try
of intrahepatic HBsAg was performed in patients with functional
cure.

Main Findings

The positive HBsAg hepatocytes existed in 21.1% of patients with
functional cure and we found that intrahepatic residual HBsAg was
mainly derived from transcriptionally active HBV integration in five
patients with functional cure (Figure 1).

Conclusions

Transcriptionally active HBV integration contribute to the residual
intrahepatic HBsAg in patients with functional cure.

Gao N, et al., Abstract 37.
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Figure 1. Five profiles of functionally-cured patients with
immunohistochemical HBsAg positivity mapped to the HBV
reference genome.

The profiles in pink show the coverage of chimeric reads, which represent the
HBYV integration events. The profiles in blue show the HBV RNA reads coverage.
The location of the direct repeats 1 (DR1) to polyadenylation signal (PAS) (orange
dashed line) is indicated.

AASLD

The Liver ¢ @
Meeting” ,


Presenter Notes
Presentation Notes
37 | TRANSCRIPTIONALLY ACTIVE HBV INTEGRATION CONTRIBUTE TO RESIDUAL INTRAHEPATIC HBsAg IN PATIENTS WITH FUNCTIONAL CURE 

Na Gao , Chan Xie , Galin Xu , Zhishuo Mo, Hong Deng1, Shuying Xiao1, Zhicong Deng3, Qiyi Zhao1, Lina Wu1, Fengmin Lu4 and Zhiliang Gao1, (1)Department of Infectious Diseases, The Third Affiliated Hospital of Sun Yat-Sen University, (2)South China Institute of Biomedicine, (3)Supbio, (4)Peking University Health Science Center
 
Background: The characterization of intrahepatic HBV markers in patients with functional cure is still unclear. We investigate the spectrum of intrahepatic HBV markers in functional cure and explore the potential of HBV integration in producing intrahepatic residual HBsAg and contributing to HBsAg seroreversion. 

Methods: Liver tissues were derived from 52 functionally-cured patients, uncured hepatitis B e antigen (HBeAg)-negative chronic hepatitis B(CHB) patients(n=21), and untreated HBeAg-negative CHB patients (n=14). Functionally-cured patients were treated with pegylated interferon (PEG-IFN) and/or nucleos(t)ide analogues and achieved serum HBsAg loss and undetectable HBV DNA. Uncured CHB patients were treated with PEG-IFN based therapy and failed to attatin HBsAg seroclearance. Intrahepatic covalently closed circular DNA (cccDNA) and intrahepatic HBV RNA were assessed by quantitative PCR. Immunohistochemistry of HBsAg was performed in liver tissues and the frequency of HBsAg positive hepatocytes was evaluated. HBV capture sequencing and transcriptome sequencing were performed for HBV integration analysis. 

Results: Intrahepatic cccDNA and the proportion of HBsAg positive hepatocytes in functionally-cured patients were significantly lower than that in uncured CHB and and un- treated CHB patients. Besides, HBV integration and its chimeric transcripts were declined in functionally- cured patients comparing to uncured CHB. However, the positive HBsAg hepatocytes existed in 21.1% of functionally-cured patients, especially, 7.7% of functionally cured patients had undetectable cccDNA and HBsAg positive hepatocytes. What’s more, the intrahepatic residual HBsAg in functionally-cured patients was mainly derived from transcriptionally active HBV integration. Notably, one functionally-cured patient with undetectable cccDNA and residual positive HBsAg hepatocytes, which was confirmed derived from functional integrated HBV DNA, relapsed with low level of serum HBsAg and undetectable HBV DNA and it sustained for 48-week follow-up without antiviral retreatment after HBsAg seroreversion; and the serum HBV RNA test of this patient was negative. This may imply that functional integrated HBV DNA may contribute to HBsAg seroreversion. 

Conclusion: Transcriptionally active HBV integration contribute to the residual intrahepatic HBsAg and may be involved in HBsAg seroreversion. What’s more, HBsAg is not an optimal surrogate of cccDNA transcription and novel replication markers of cccDNA transcription warrant further study. 
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HBsAg/Anti-HBs complex levels persists up to

13 years after HBsAg loss

Objective

To examine the immune complex (IC) kinetics prior to and after
spontaneous and treatment-induced HBsAg loss using a novel assay.

Methods

Retrospective study: 31 HBeAg (-) CHB subjects (13 Alaska natives,
18 US tertiary center patients) with spontaneous or nucleos(t)ide analog

(NA)-induced HBsAg loss.

Main Findings (see Figure for representative patients)

17 (55%) achieved HBsAg seroconversion with anti-HBs (+). Regardless
of the anti-HBs status, IC continued to be detectable after HBsAg loss.

Conclusions

* Immune complexes are present for prolonged periods
after both spontaneous and NA-induced functional cure.

« It is possible that HBsAg continues to be generated from integrated HBV
DNA to extend HBsAg/anti-HBs immune complex production over time.

Ali MJ, et al., Abstract 38.
®

®

Alaska Native Female with spontaneocus HBsAg loss

8500

3000

pe -
x S
E 5500 2000 —-;
2 4500 1500 %
; :
o 3800 1000 T
2 2800
2 500
E 1500 \
E 500 1 \_sg‘rs_aﬂm-‘HBaAa loss L
] 2 4 & 8 10 12 14 18
Years of Observation
Tertiary Center Male with spontaneous HBsAg loss
8500 ~ 2500
+ 7500 4 HE
2000
3 e ], shg -
€ 0] / E
; as00 \\ 1500 5
2 =
E LN ic 1000 F
8 3500 4 ~ / ﬁ
2 2500 1 ., 500 o
~ i o
g 1500 S 4 yrs after HBsAg loss
.
E 500 » 0
0 1 2 3 4 5 ] 7 8

a500
7500
6500
5500
4500
3500
2500

Immune Complex (RLUs)

500

Slides are the property of the author and AASLD. Permission is required from both AASLD and the author for reuse.

1500 §

‘Years of Observation

Tertiary Center Male with NA-induced HBsAg loss

HBsAg
/ 160
k 140
s -
A -
\ 120 E
\ 100 2
'\ 5 yrs after HBsAg loss 80 2
1 L]
\ c &0 g
\ / w v
.——'n;-...__.....---*'—'—-——...._,_._‘_- 20
— - - —e—1 0

Years on Treatment

AASLD

The Liver e
Meeting” ,

Immune Complex (RLUs)

Immune Complex (RLUs)

Immune Complex (RLUs)

Alaska Native Male with spontaneous HEsAg loss

8500 Ic 790
7500 &00
6500 500
5500 400
4500

3500 J 1 o
2500 HBsAg | 200
1500 4, 13 yrs after HBsAg loss [ 100

500 o

0 2 4 6 8 10 12 14 16 48 20 22 24
Years of Observation

Tertiary Center Female with spontaneous HBsAg loss

8500 HBsAg ¢ 7000

7500 & L
~. / 6000
65001 e L 5000
\
$500 ' b 4000
4500 '\
2500 \ i b 3000
v L
2800 ) / 2000
i —— | 1000
1500 = - r
'\ 6yrs after HBsAg loss
500 — 0
0 1 2 3 4 5 1 7 8
Years of Observation
Tertiary Center Male with NA-induced HBsAg loss
8500 1 1400
7500 4 HBsAg 1200
{
8500 / Ic 1000
5500 11 / 800
4500 4
Ly 600
3500 {
25004 Y\ 400
1500 Yo 5 yrs after HBsAg loss 200
500 e 0
0o 1 2 3 7 8 9

4 5
Years on Treatment

qHBsAg (IUimL)

qHBsAg (IU/mL)

gHBsAg (IUimL)


Presenter Notes
Presentation Notes
38 | HBsAg/ANTI-HBS IMMUNE COMPLEX PERSISTS UP TO 13YEARS AFTER HBsAg LOSS 

Mukarram Jamat Ali1, Mati Ullah Dad Ullah1, Mark Anderson2, Brian McMahon3, Pir Ahmad Shah4, Satinder Pal Kaur1, Gavin A Cloherty5 and Daryl Lau1, (1)Division of Gastroenterology and Hepatology, Beth Israel Deaconess Medical Center, Harvard Medical School, Boston, MA, USA, (2)Infectious Disease Research, Abbott Laboratories, (3)Liver Disease and Hepatitis Program, Alaska Native Tribal Health Consortium, (4)Internal Medicine, The University of Texas Health Science Center at San Antonio, San Antonio, TX, USA., (5)Abbott Diagnostics Division, Abbott Laboratories, Abbott Park,IL, USA 

Background: HBsAg loss is the desired goal of chronic hepatitis B (CHB) management. HBsAg and anti-HBs form immune complex (IC); the dynamics of the IC levels during the course of HBV infection are not well understood. We applied a novel assay to examine the IC kinetics prior to and after spontaneous and treatment-induced HBsAg loss. 

Methods: This is a retrospective study involving Alaska Natives and predominantly Asians from a tertiary liver center in Boston, US. A total of 31 HBeAg (-) CHB patients with spontaneous or nucleos(t)ide analog (NA)-induced HBsAg loss were included. The Abbott IC Research Use assay was per- formed on serial serum samples. IC assay uses anti- HBs monoclonal antibodies to capture the HBsAg that complexed with the patient-derived anti-HBs (huIgG). After eliminating the unbound huIgG, an acridinylated secondary mouse anti-huIgG antibody binds to the huIgG on the IC. A chemiluminescent reaction is induced with the acridinium and the signal is reported in Relative Light Units (RLUs). 

Results: The median observation period prior to HBsAg loss was 4.5years. 17 (55%) achieved HBsAg seroconversion with anti- HBs (+). Among the 21 subjects with spontaneous HBsAg loss, 13 were from the Alaska Native population [38.5% male, genotype A: 8%, D: 69%, F: 23%] and 8 [50% male] were from the US tertiary center. An additional 10 [90% male] from the tertiary center had NA-induced HBsAg loss. The Alaskan cohort achieved spontaneous HBsAg seroclearance at a younger age compared to the Boston cohort (34.1 vs. 60.2years, p=0.0003). The IC values were higher among the Alaskan natives compared to the Boston subjects at the time of spontaneous HBsAg loss (3997 vs. 1522 RLUs, p=0.0004) and at the last follow up (3786 vs. 1380 RLUs, p=0.00006) [Figure]. Among the patients from the US tertiary center, the IC levels were similar for those with spontaneous or NA-induced HBsAg loss; both at the time of HBsAg seroclearance (1522 vs. 1976 RLUs, p=0.1) and at last follow up (1380 vs. 1642 RLUs, p=0.2). [Figure] Regardless of the anti-HBs status, IC was detectable in similar levels after HBsAg loss. 

Conclusion: In this cohort of HBeAg(-) CHB patients, HBsAg/anti-HBs immune complexes are present for prolonged periods after both spontaneous and NA- induced functional cure. Immune complex RLU signals were variable but showed a generally decreasing trend as HBsAg is cleared in some patients. It is possible that HBsAg continues to be generated from integrated HBV DNA to extend HBsAg/ anti-HBs immune complex production over time. The dynamics of IC levels could provide insight on hepatitis B reactivation or HBsAg seroreversion despite achieving functional cure. 

Disclosures:�Daryl Lau – Abbott Diagnostic: Consulting;�The following people have nothing to disclose: Mukarram Jamat Ali, Mati Ullah Dad Ullah, Pir Ahmad Shah�Disclosure information not available at the time of publication: Mark Anderson, Brian McMahon, Satinder Pal Kaur, Gavin A Cloherty 


High levels of intrahepatic integrated HBV DNA that correlated with
serum quantitative HBsAg level in HBeAg negative chronic hepatitis B

Aim 40% - mHBeAg(+)
To correlate cccDNA and integrated DNA from liver tissues of 35% 1 mHBeAg()
HBeAg(+) and (-) CHB participants with serum virological parameters. %
E 259 |

Methods gzo% 1
Liver tissues from 56 untreated CHB participants of the North American = 15% |
Hepatitis B Research Network (HBRN) were evaluated for cccDNA and = 0% |
integrated DNA. 5o |
Main Findings o <10% 11-30% 31-50% 51-70% 71-90% >90%
Integrated DNA was present in various quantities in all patients. HBeAg(-) % HTECRATED DhA oF oAl BV DIAMLVER
participants had larger proportion of integrated HBV DNA in liver based on HBV- HBeAg(*) HBeAg()
host junctional read compared to the HBeAg(+) ones (Figure). Serum RNAand serum DNA s o oo o1

i Serum RNA and serum gHBsAg r=.45 r=.27
Conclusions P=.03 P=.14
There was a positive relationship between the levels of integrated HBV DNA Serum DNA and serum qHBsAg e o5 o
and serum qHBsAg in HBeAg(-) participants only. The HBsAg derived from the HBV-Host Junctional read (%) and r=.23 r=.46
integrated DNA likely contributed to the discordant serum DNA and RNA serum gHBsAg p=0.27 p=.008
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39 | HIGH LEVELS OF INTRAHEPATIC INTEGRATED HBV DNA THAT CORRELATED WITH SERUM QUANTITATIVE HBsAg LEVEL IN HBEAG NEGATIVE CHRONIC HEPATITIS B 

Daryl Lau1, Elena Kim2, Chosha Bai3, Wendy King4, Yixiao Cui3, David E. Kleiner5, Marc G. Ghany6, Thi Thuy Tu Nguyen3, Amanda Hinerman4, Zhili Wang7, Raymond T. Chung8, Richard K. Sterling9, Gavin A Cloherty10, Ying-Hsiu Su3 and Haitao Guo2, (1) Division of Gastroenterology and Hepatology, Beth Israel Deaconess Medical Center, Harvard Medical School, Boston, MA, USA, (2)Department of Microbiology and Molecular Genetics, University of Pittsburgh School of Medicine, (3)The Baruch S. Blumberg Institute, Translational Medical�Science, (4)Epidemiology, University of Pittsburgh, (5)Laboratory of Pathology; Center for Cancer Research, National Cancer Institute, National Institutes of Health, Bethesda, Maryland, USA, (6) Liver Diseases Branch, National Institute of Diabetes and Digestive and Kidney Diseases, (7)Jbs Science Inc, (8)Gastrointestinal Unit, Massachusetts General Hospital, (9)Virginia Commonwealth University (VCU) Health System, (10)Abbott Diagnostics Division, Abbott Laboratories, Abbott Park,IL, USA 

Background: Circulating HBsAg can be derived from both intrahepatic cccDNA and integrated HBV DNA. Functional cure may be dependent on the origins of the HBsAg. We sought to correlate cccDNA and integrated DNA from liver tissues of HBeAg(+) and (-) CHB participants with serum virological parameters and intrahepatic HBcAg and HBsAg immunostaining pat- terns. 

Methods: Liver tissues from untreated CHB participants of the North American Hepatitis B Research 
Network (HBRN) were evaluated. For cccDNA analysis, DNA prep was heat denatured and digested by plasmid- safe ATP-dependent DNase (PSAD) to remove rcDNA and integrated DNA prior to qPCR quantification. Mitochondrial DNA COX3 gene qPCR was used for cccDNA normalization. For integrated DNA detection, 100ng of total DNA was subjected to HBV-enriched next generation sequencing (NGS) assay. Enriched DNA library was sequenced by Illumina MiniSeq. The resulting HBV-host junction sequences were identified by ChimericSeq. Integrated DNA quantity was estimated based on percent of HBV-host junction reads per HBV reads and HBV sequence distribution. Serum HBV RNA was measured by Abbott research assay, HBcrAg by Fujirebio Europe, and qHBsAg by Roche Diagnostics’ Elecsys platform. 

Results: The cohort [24 HBeAg(+), 32 HBeAg(-)] was predominantly Asian (75%) with mean age of 44years. The intrahepatic cccDNA, serum HBV DNA, RNA, HBcrAg and qHBsAg were higher among the HBeAg(+) participants (Table). HBeAg(-) vs. (+) participants had larger proportion of integrated HBV DNA in liver (Figure). There were significant correlations between cccDNA and serum RNA [r=.53, p<.001] and HBcrAg [r=.41, p=.002]. The correlations between serum DNA and RNA were strong among both HBeAg(+) and (-) CHB (Table). Correlations between serum qHBsAg levels with serum DNA or RNA were moderate for HBeAg(+) but very weak for HBeAg(-) participants. For HBeAg(-) participants, integrated DNA levels correlated significantly with qHBsAg (Table). The majority [88%] of HBeAg(+) samples had positive intrahepatic HBcAg stain compared to 13% of HBeAg(-) samples. In contrast, 96% of HBeAg(+) and 88% of HBeAg(-) livers had positive HBsAg stain. Granular cytoplasmic HBsAg staining was noted in 57% and 64% of HBeAg(+) and (-) livers respectively. Membranous HBsAg stain pattern was noted in only 14% of HBeAg(-) compared to 78% of HBeAg(+) samples. 

Conclusion: Serum RNA and HBcrAg reflect the intrahepatic cccDNA concentrations. Participants with HBeAg(-) CHB had high levels of integrated HBV DNA in the liver which correlated significantly to qHBsAg. The HBsAg derived from the integrated DNA likely con- tributed to the discordant serum DNA and RNA correlations to qHBsAg and the HBsAg immunostaining patterns in HBeAg (-) participants. These findings are important for the design and monitoring of therapies aiming for HBV functional cure. 

Disclosures:�Daryl Lau – Abbott Diagnostic: Consulting;�Richard K. Sterling – Roche: Grant/Research Support; Abbott: Grant/Research Support; Pfizer: Advisory Committee or Review Panel; Askbio: Advisory Committee or Review Panel; AbbVie: Grant/Research Support; Gilead: Grant/Research Support;�The following people have nothing to disclose: David E. Kleiner, Marc G. Ghany�Disclosure information not available at the time of publication: Elena Kim, Chosha Bai, Wendy King, Yixiao Cui, Thi Thuy Tu Nguyen, Amanda Hinerman, Zhili Wang, Raymond T. Chung, Gavin A Cloherty, Ying- Hsiu Su, Haitao Guo 


Predictors of achieving HBV surface
antigen level <100 IU/mL at end of
finite NUC treatment in hepatitis

B e antigen-negative patients

Hypothesis/Aim/Objective

* Quantitative HBsAg (qHBsAQ) level at end-of-treatment (EOT) <100 IU/mL is an independent
predictor for off-therapy sustained response or HBsAg loss in chronic hepatitis B (CHB)
patients stopping nucleos(t)ide analogue (NUC).

» The study aims to investigate the contributory factors to the achievement of
EOT qHBsAg <100 IU/mL.

Methods

The 1188 HBeAg-negative CHB patients who stopped Entecavir or Tenofovir after consecutive
undetectable HBV DNA >1 year were enrolled.

Conclusions

HBeAg negative CHB patients with pretherapy ALT <56X ULN and HBsAg >3 log, lU/mL
were least likely to achieve EOT qHBsAg <100 IU/mL. Starting therapy in CHB patients
with hepatitis flare is more likely to achieve the goal of EOT qHBsAg <100 IU/mL.

Liu Y-C, et al., Abstract 40.
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All patients (N=1188) aOR (95%Cl) | Pvalue |

ALT <5X ULN and HBsAg >3 log;,
ALT <5X ULN and HBsAg <3 log,
ALT >5X ULN and HBsAg >3 log,
ALT >5X ULN and HBsAg <3 log;,

Referent

6.64 (3.48-12.66) <0.01
5.33 (2.86-9.96) <0.01
9.22 (4.67-18.20)  <0.01

Adjusted by age, genotype, Nuc type, time to HBV DNA undetectable, ALT
normalized duration, consolidation duration and HBsAg reduction from baseline

Non-cirrhosis (N=711) aOR (95%Cl) m

ALT <5X ULN and HBsAg >3 l0g;,
ALT <5X ULN and HBsAg <3 log;,
ALT >5X ULN and HBsAg >3 log;,
ALT >5X ULN and HBsAg <3 10g;,

Referent

4.04 (1.92-8.51) <0.01
3.98 (1.92-8.28) <0.01
4.75(2.15-10.46)  <0.01

Adjusted by age, genotype, and time to HBV DNA undetectable

Cirrhosis (N=477) aOR (95%Cl) | Pvalue |

ALT <5X ULN and HBsAg >3 10g4,
ALT <5X ULN and HBsAg <3 log;,
ALT >5X ULN and HBsAg >3 log;,
ALT >5X ULN and HBsAg <3 10g4,

Referent

8.75(2.47-31.01) <0.01
9.80 (2.84-33.86) <0.01
17.44 (4.71-64.62)  <0.01

Adjusted by age, anti-HBV treatment experienced, Nuc type, and HBsAg reduction

from baseline
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40 | PREDICTORS OF ACHIEVING HBV SURFACE ANTIGEN LEVEL < 100 IU/ML AT END OF FINITE NUC TREATMENT IN HEPATITIS B E ANTIGEN-NEGATIVE PATIENTS 

1,2 1,2 Yen-Chun Liu , Wen-Juei Jeng, Chien-Wei Peng1,2, Rong-Nan Chien1,2,3 and Yun-Fan Liaw3, (1) College of Medicine, Chang Gung University, Taiwan, (2)Department of Gastroenterology and Hepatology, Chang Gung Memorial Hospital, Linkou Medical Center, Taiwan, (3)Liver Research Unit, Chang Gung Memorial Hospital, Linkou Medical Center, Taiwan 

Background: Quantitative HBsAg (qHBsAg) level at end-of-treatment (EOT) <100 IU/mL is an independent predictor for off-therapy sustained response or HBsAg loss in chronic hepatitis B (CHB) patients stopping nucleos(t)ide analogue (Nuc). Little information is known about factors contributing to the achievement of EOT HBsAg level <100 IU/mL. This study aims to investigate this issue. 

Methods: HBeAg-negative CHB patients who stopped Entecavir (ETV) or Tenofovir (TDF) after 
consecutive undetectable HBV DNA >=1 year were enrolled. Patients with pretherapy qHBsAg <100 IU/ mL were excluded from the analysis. Pretherapy host and virological factors as well as liver biochemistry were analyzed. Logistic regressions were analyzed for predictors of EOT HBsAg <100 IU/mL. 

Results: The 1188 enrolled patients, mean age: 53years, 84% male, 40% liver cirrhosis, were treated for a median duration of 2.99 (IQR:2.41-3.08) years. One hundred and sixty- seven patients (14%) achieved HBsAg <100 IU/mL at EOT. Patients with EOT HBsAg <100 IU/mL had higher proportion of genotype B, use of TDF, higher pretherapy ALT, bilirubin and longer consolidation duration than those with EOT HBsAg >=100 IU/mL. Multivariate logis- tic regression showed pretherapy ALT >=5X ULN [adjusted odds ratio (aOR), 2.47 (1.72-3.55), P<0.01], TDF use [versus ETV, aOR: 1.72 (1.13-2.63), P=0.01] and HBsAg reduction from baseline >=1 log10 IU/mL [aOR: 38.60 (5.30-281.25), P<0.01] were favorable predictors for EOT HBsAg <100 IU/mL while those with pretherapy HBsAg >=3 log10 IU/mL [aOR:0.34 (0.24-0.50), P<0.01] and time to HBV DNA undetectable >=6 months during Nuc treatment [aOR:0.88 (0.60-1.30), P=0.035] were unfavorable factors for achieving EOT HBsAg <100 IU/ mL. After stratified by cirrhotic status or types of Nuc, pretherapy ALT >=5X ULN, or ALT <5x ULN combined with HBsAg <3 log10 IU/mL were independent factors for achieving EOT HBsAg <100IU/mL across different subgroups (Table). 

Conclusion: HBeAg negative CHB patients with pretherapy ALT <5X ULN and HBsAg >=3 log10 IU/mL were the least likely to achieve EOT HBsAg <100 IU/mL. To start therapy in HBeAg negative CHB patients with hepatitis flare is more likely to achieve the goal of EOT HBsAg <100 IU/mL. 

Disclosures:�The following people have nothing to disclose: Yen- Chun Liu, Wen-Juei Jeng, Chien-Wei Peng, Rong-Nan Chien, Yun-Fan Liaw 


Finite therapy decreases HCC incidence greater than
long-term treated Nuc suppressed HBeAg negative CHB
patients with cirrhosis

Objective
» Long-term Nuc treatment decreases HCC incidence in CHB patients with cirrhosis (HBV-LC)."

« Two hospital-based cohorts of patients with cirrhosis showed that a 5-6 year cumulative incidence of HCC
is not higher in patients receiving finite therapy compared with those under continued treatment.??3

+ Objective: To investigate the above finding using a large-scale multicenter cohort with longer follow-up.
Methods

+ HBeAg negative HBV-LC patients from two medical centers were recruited and categorized into two arms:
finite (interrupted) and continuous arms.

« Patients in continuous arm were treated >=3 years and those in finite arm >=2 years. Those with HCC
occurrence prior to antiviral treatment or occurence within 6 months from start of treatment were censored.
Propensity score matching of age, gender, Nuc pretreatment, HBV DNA, HBsAg, AST, ALT, and platelets were
done at 1:1 ratio between the two arms for sensitivity analysis. Kaplan Meier and Log rank tests were applied
to compare cumulative incidence of HCC.

Main Findings

» During a median of 9.3 (IQR: 6.4-11.9) years follow-up, the 10-year cumulative incidence of HCC and HBsAg loss
in finite and continuous arms were 23% vs.14% (Log rank test, P=0.0005) and 3% vs. 16% (P<0.0001);
no difference in liver-related mortality/transplantation between these two arms (P=0.94).

« Multivariate cox regression analysis showed older age [aHR: 1.05 (1.03-1.06), P<0.001], FIB-4 [aHR: 1.02 (1.0-1.05),
P=0.04] and finite therapy [aHR: 0.48 (0.34-0.67), P<0.001] were independent factors for HCC.

Conclusions
Finite therapy further reduces HCC risk in HBeAg negative CHB patients with cirrhosis.

o

Number at risk
Continuous
Finite Tx

Number at risk
Continuous
Finite Tx
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1 Before PSM

1 Log rank test, P<0.0001

T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12
Follow-up duration (years)

602 592 571 562 515 441 380 314 272 230 189 149 75
531 530 527 513 488 459 430 392 352 301 259 210 153

95% ClI 95% ClI
Continuous Finite therapy

1 After PSM

Log rank test, P=0.0005

T T T T T T T T T T T T T
0 1 2 3 4 & 6 7 8 9 10 11 12
Follow-up duration (years)

332 325 313 307 280 240 206 172 145 121 100 75 44
332 331 329 318 302 284 264 235 208 173 148 124 83

95% CI 95% ClI
— Continuous Finite therapy
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41 | FINITE THERAPY DECREASED HCC INCIDENCE COMPARING TO LONG-TERM NUC SUPPRESSED CHRONIC HEPATITIS B PATIENTS WITH CIRRHOSIS 
1,2 1,2,3 Wen-Juei Jeng , Rong-Nan Chien, Yi-Cheng Chen1, Chih-Lang Lin4, Chia-Ying Wu1, Yen-Chun Liu1,2, Chien-Wei Peng1,2 and Yun-Fan Liaw2,3, (1)Department of Gastroenterology and Hepatology, Chang Gung Memorial Hospital, Linkou Medical Center, Taiwan, (2)College of Medicine, Chang Gung University, Taiwan, (3)Liver Research Unit, Chang Gung Memorial Hospital, Linkou Medical Center, Taiwan, (4)Gastroenterology and Hepatology, Chang Gung Memorial Hospital, Keelung Branch 

Background: Long-term nucleos(i)tide analogue(Nuc) treatment decreased HCC incidence in chronic hepatitis B(CHB) patients with cirrhosis. Two hospital-based cohorts of patients with cirrhosis (HBV-LC) showed a 5-6years cumulative incidence of HCC in patients 
receiving finite Nuc therapy was not higher than that in patients who continued long-term Nuc therapy. This study aims to validate these finding using a large-scale multi-center cohort with longer follow-up 

Methods: HBeAg negative HBV-LC from two medical centers were recruited and categorized into two arms: finite(interrupted) arm and continuous arm. Patients who still under treatment but less than 3-year were excluded from the continued arm. Pre-therapy age, ALT, plate- let, HBsAg, HBV DNA levels were compared between these two groups and between those with and without HCC development. Propensity score matching(PSM) of pretherapy age, gender, pretherapy platelet count and 
HBV DNA level was done at 1 to 1 ratio between these two arm. Kaplan Maier and Log-rank test analysis for cumulative incidence of HCC. Cox regression analysis for predictors of HCC were applied. 

Results: A total of 1022 patients were enrolled (506 in the interrupted arm, 516 in the continuous arm). During a median of follow-up of 10.5 and 6.1 years in interrupted arm and continuous arm, the annual, 5- and 10-year incidence of HCC was 1.27%, 6.6% and 13% versus 2.0%, 9.1% and 20.9% in the interrupted arm and continuous arm (Log rank test, P=0.016). Multivariate Cox regression analysis showed older age [adjusted HR(aHR): 1.05, P<0.001] and interrupted therapy [aHR: 0.69, P=0.48] were favorable and unfavorable factors for HCC development. After PSM, there were 338 patients in continuous and interrupted arms. The mean age was 55 year-old, 69% were male, 68% were genotype B. The demographic features of age, gender, HBV genotype, FIB-4, platelet count, pretherapy HBsAg and HBV DNA levels were comparable between the matched two arms. The annual, 5- and 10-year incidence of HCC were both lower in the interrupted arm than the continued arm (1.35%, 6.8% and 12.8% versus 2.15%, 11% and 23.6%, P=0.004). 

Conclusion: Our results suggest that, compared with HBV-LC on continuing Nuc therapy, the incidence of HCC was even lower in HBeAg-negative HBV-LC patients who received finite therapy strategy. 

Disclosures:�The following people have nothing to disclose: Wen-Juei Jeng, Rong-Nan Chien, Yi-Cheng Chen, Chih-Lang Lin, Chia-Ying Wu, Yen-Chun Liu, Chien-Wei Peng, Yun-Fan Liaw 


Risk factor of hepatocellular carcinoma occurrence after sustained virologic
responses in hepatitis C virus patients without advanced liver fibrosis

Aim
To develop a scoring system to predict HCC occurrence
after SVR in HCV patients without advanced liver fibrosis.

Methods

Atotal of 1,682 HCV patients without advanced liver fibrosis
(FIB-4 index less than 3.25) without history of previous HCC who
started DAA therapy and achieved SVR were included.

Main Findings

+ HCC occurrence was observed in 28 patients during 42.5 months
from SVR, and the cumulative HCC occurrence rates at 3 and 5 years
were 1.8% and 2.5%, respectively.

* In the multivariate analysis, age 265 years, ALT levels at SVR 230 U/I,
and AFP levels at SVR 25.0 ng/ml were significantly associated
with HCC occurrence.

*+  Wedeveloped a new scoring system to predict HCC occurrence
after SVR using these three factors (1 point was added for each factor).

+ The cumulative HCC incidence rates at 3 and 5 years were 6.0% and 7.9% in

Predictors for HCC occurrence after SVR

Multivariate analysis

Factor Category | HR 95% ClI P value
Age <65 1
(years) 265 3.380 1.342-8.510 0.010
ALT at SVR <30 1
uny 230 5.973 2.461-14.497 <0.001
Total bilirubin at SVR| <0.8 1
(mg/dl) 20.8 0.388 0.145-1.043 0.060
Albumin at SVR 24.0 1
(g/dl) <4.0 1.767 0.653-4.786 0.263
AFP at SVR <5.0 1
(ng/mil) 25.0 4.060 1.823-9.039 0.001

3A scoring system for HCC occurrence

Factor Category Score
Age 265 years 1
ALT at SVR =230 U/L 1
AFP at SVR 25.0 ng/mL 1

patients with score of 2 or 3, respectively, and no patients developed HCC in those with score of 0.

Conclusions
This 3A score (Age, ALT at SVR, and AFP at SVR) may be useful for stratification
of HCC risk in patients without advanced liver fibrosis.

Tahata Y, et al., Abstract 42.
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Cumulative HCC occurrence rate according to 3A score

Cumulative HCC occurrence rate (%)
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42 | RISK FACTOR OF HEPATOCELLULAR CARCINOMA OCCURRENCE AFTER SUSTAINED VIROLOGIC RESPONSE IN HEPATITIS C VIRUS PATIENTS WITHOUT ADVANCED LIVER FIBROSIS 

111 Yuki Tahata , Ryotaro Sakamori , Ryoko Yamada , Takahiro Kodama1, Hayato Hikita1, Yasutoshi Nozaki2, Masahide Oshita3, Naoki Hiramatsu4, Masanori Miyazaki5, Eiji Mita6, Kazuyoshi Ohkawa7, Akira Kaneko8, Yoshinori Doi9, Takayuki Yakushijin10,�Taizo Hijioka11, Kazuho Imanaka12, Yuichi Yoshida13, Yukinori Yamada14, Tomohide Tatsumi1 and Tetsuo Takehara1, (1)Department of Gastroenterology and Hepatology, Osaka University, Graduate School of Medicine, (2)Department of Gastroenterology and Hepatology, Kansai Rosai Hospital, (3)Department of Gastroenterology and Hepatology, Ikeda Municipal Hospital, (4)Osaka Rosai Hospital, (5)Department of Gastroenterology and Hepatology, Osaka Police Hospital, (6)Department of Gastroenterology and Hepatology, National Hospital Organization Osaka National Hospital, (7)Department of Hepatobiliary and Pancreatic Oncology, Osaka International Cancer Institute, (8)Japan Community Healthcare Organization Osaka Hospital, (9)Otemae Hosipital, (10)Department of Gastroenterology and Hepatology, Osaka General Medical Center, (11)National Hospital Organization, Osaka Minami Medical Center, (12)Itami City Hospital, (13)Department of Gastroenterology, Suita Municipal Hospital, (14)Department of Gastroenterology and Hepatology, Kaizuka City Hospital 

Background: Hepatocellular carcinoma (HCC) occurrence after sustained virologic response (SVR) has been observed even in hepatitis C virus (HCV) patients without advanced liver fibrosis. Identifying and stratifying factors associated with HCC occurrence in patients without advanced liver fibrosis will enable efficient post-SVR HCC surveillance. The aim of this study was to develop a scoring system to predict HCC occurrence after SVR in HCV patients without advanced liver fibrosis. 

Methods: A total of 1,682 HCV patients without advanced liver fibrosis, defined as fi- brosis-4 index (FIB-4 index) less than 3.25, without history of previous HCC who started direct-acting anti- viral treatment between September 2014 and October 2020, and achieved SVR at 26 Japanese hospitals were included. We defined SVR as undetectable HCV-RNA at 24 weeks after the end of treatment. The start of the follow-up was set at the time of SVR de- termination, and patients who experienced HCC occurrence before SVR were excluded. The incidence rates and factors associated with HCC occurrence after SVR were examined. 

Results: The median age was 66years old, 44% of the patients were male, and the median FIB-4 index was 2.02. During the median follow-up of 42.5 months from SVR, HCC occurrence was observed in 28 patients. The cumulative HCC occurrence rates at 3 and 5years were 1.8% and 2.5%, respectively in patients without advanced liver fibrosis. In the multivariate analysis, baseline age ≥65years (hazard ratio: 3.380, p = 0.010), alanine aminotransferase (ALT) levels at SVR ≥30 U/l (hazard ratio: 5.973, p <0.001), and alpha-fetoprotein (AFP) levels at SVR ≥5.0 ng/ml (hazard ratio: 4.060, p = 0.001) were significantly associated with HCC occurrence after SVR. We developed a scoring system to predict HCC occurrence after SVR using these three factors (1 point was added for each factor). The cumulative HCC incidence rates at 3 and 5years were 6.0% and 7.9% in patients with score of 2 or 3, respectively, and no patients developed HCC in those with score of 0. 

Conclusion: Baseline older age, higher ALT levels at SVR and higher AFP levels at SVR were significantly associated with HCC occurrence after SVR in patients without advanced liver fibrosis. We developed a new scoring system using these three factors to enclose patients who need HCC surveillance after SVR, and this score may be useful for stratification of HCC risk in patients without advanced liver fibrosis. 
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Updated evaluation of global progress towards HBV and
HCV elimination, preliminary data through 2021

Objectives Year of Achieving Relative or Absolute
Evaluate recent (2020/2021) country data (prophylaxes, diagnosis, treatment) to assess progress Elimination Targets
towards HBV/HCYV elimination, and report on updated (2022) policy assessment surveys. HCV
Methods T :
e 4

Years of elimination (by target) were extracted from models maintained by the CDA Foundation;
results from a policy assessment survey were used to score national viral hepatitis elimination policies.

e \od
Main Findings €?

. . Qualitative Policy Assessment (2020 and 2022)
» Considering 2020 and 2022 survey data, top scores (9 or

10) for “political will” were seen in 17 countries (30%) for
HBV and 25 countries (42%) for HCV. Top scores for
“financing of the national program” were seen in 30
countries (51%) for HBV and 33 countries (54%) for HCV.

* 11 countries were on track to achieve all absolute or
relative targets for HCV; no countries were on track to
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45 | UPDATED EVALUATION OF GLOBAL PROGRESS TOWARDS HBV AND HCV ELIMINATION, PRELIMINARY DATA THROUGH 2021 

Sarah Blach, Devin Razavi-Shearer, Ellen Mooneyhan, Chris Estes, Kathryn Razavi-Shearer, Ivane Gamkrelidze and Homie Razavi, Center for Disease Analysis Foundation 

Background: The Polaris Observatory maintains mathematical models for hepatitis B (HBV) and hepatitis C (HCV) viruses which are updated annually and used to monitor progress towards elimination. The outcomes of this work, including country/territory progress reports, are publicly available online. The objective of this analysis was to evaluate preliminary data retrieved in 2022 (for calendar years 2020 and 2021) to assess progress towards elimination and to report on updated policy assessment surveys. 

Methods: The year of elimination (by target) was extracted from 110 HCV and 166 HBV models available on the CDA Foundation’s website (data from 2020/2021). Results were summarized across countries by disease area and time period of elimination (target achieved before 2030, target achieved between 2031 and 2050, target achieved after 2050). Additionally, average country-level results from a qualitative policy assessment survey (administered in 2022 by the CDA Foundation) were used to score national viral hepatitis elimination policies. 

Results: As of May 10, 2022, policy surveys were returned by experts representing more than 30 countries (32 countries for HBV, 35 for HCV). Surveys scoring HBV programs, found 10 countries (31%) received the highest scores of 9 or 10 for political will (“Government is fully committed to the elimination in any population who tests positive for the virus”), and 16 (50%) received highest scores for financing the 
national program. Surveys scoring the HCV program found 13 countries (37%) received a score of 9 or 10 for political will, but only 15 countries (44%) received the highest scores for financing the national program. Fourteen countries were on track to achieve all absolute or relative targets for HCV by 2030, with another 20 countries expected to achieve the targets by 2050. No countries were on track to achieve all absolute or relative targets for HBV by 2030 and only the Netherlands was expected to achieve all targets by 2050. More than 80 countries were on track to achieve the HBsAg prevalence target for children ≤5years of age by 2050, and another 40 countries would achieve this target by 2050. 

Conclusion: As countries progress toward eliminating HCV, more work is needed to enhance political will and financing of national elimination programs. Vaccination campaigns for HBV have been successful in reducing HBV prevalence among children, but little progress has been made toward achieving other HBV elimination targets. 

Disclosures:�Sarah Blach – Gilead Sciences: Grant/Research Support; AbbVie: Grant/Research Support; CDA Foundation: Employment;�Ivane Gamkrelidze – CDA Foundation: Employment; Homie Razavi – Gilead Sciences: Advisory Committee or Review Panel; AbbVie: Advisory Committee or Review Panel; Abbott: Advisory Committee or Review Panel; Merck: Advisory Committee or Review Panel; Janssen: Advisory Committee or Review Panel; Roche: Advisory Committee or Review Panel; VBI Vaccine: Advisory Committee or Review Panel; Gilead Sciences: Grant/ Research Support; AbbVie: Grant/Research Support; Pfizer: Grant/Research Support; Roche: Grant/Research Support; Intercept: Grant/Research Support; CDA Foundation: Employment;�The following people have nothing to disclose: Kathryn Razavi-Shearer�Disclosure information not available at the time of publication: Devin Razavi-Shearer, Ellen Mooneyhan, Chris Estes 


Hepatitis C virus reinfection after successful treatment with

direct-acting antiviral therapy in Canada

Aim

We estimated HCV reinfection rates among all DAA-treated individuals
in a population-based cohort study in British Columbia (BC), Canada.

Methods

We analyzed data from the BC Hepatitis Testers Cohort. We followed individuals with HCV
infection treated with DAAs who achieved sustained virologic response (SVR) and had =1
subsequent HCV RNA measurement until Oct 31, 2021. Reinfection was defined as a positive RNA
measurement after SVR. Injection drug use (IDU) was categorized as none, recent (IDU

visits <3 years), and past. Cox proportional hazards modelling was performed to identify factors
associated with reinfection.

Results

* Among 8,423 eligible individuals achieving SVR, 20% persons with recent IDU (n=1,658),
and 17% persons with past IDU (n=1,437). We identified 176 HCV reinfections during 11,807.6
PY of follow-up, yielding a reinfection rate of 1.49/100 PY. Reinfection rates were higher among
persons with recent IDU (n=115, 4.39/100 PY) than persons with past IDU (n=24, 1.04/100 PY)
and persons with no IDU (n=37, 0.54/100 PY).

* In a multivariable model for persons with recent IDU, younger age (age <30 yrs adjusted
hazards ratio (AHR): 3.26, 95%CI:1.55-6.78, and opioid use (AHR: 2.03, 95%Cl:1.11-3.72)
were associated with higher reinfection risk, while receiving antipsychotic drugs was
associated with lower reinfection risk (AHR:0.44, 95%CI:0.29-0.64).

Conclusions

HCV reinfection rates after DAA therapy were highest among persons with recent IDU,
especially among younger PWID. Treatment with antipsychotic drugs was associated
with lower reinfection risk.

Janjua NZ, et al, Abstract 47.
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47 | HEPATITIS C VIRUS REINFECTION AFTER SUCCESSFUL TREATMENT WITH DIRECT ACTING ANTIVIRAL THERAPY IN CANADA 

1,2,3,4 1 1,2, Naveed Janjua , Stanley Wong , Dahn Jeong Sofia Bartlett5, Jean Damascene Makuza1, Héctor Velásquez García1, Mawuena Binka1, Prince Asumadu Adu2, Amanda Yu1, Terri Buller-Taylor4, Maria Alvarez1, Jason Wong1, Mel Krajden1 and The BC Hepatitis Testers Cohort, (1)British Columbia Centre for Disease Control, (2)School of Population and Public Health, University of British Columbia, (3)Centre�for Health Evaluation and Outcome Sciences, St. Paul's Hospital, (4)BC Centre for Disease Control, (5) Department of Pathology and Laboratory Medicine, University of British Columbia 

Background: Preventing hepatitis C virus (HCV) re- infection following successful treatment with direct- acting antiviral therapies(DAA) among people who inject drugs(PWID) remains a key component of the HCV elimination strategy. We estimated HCV reinfection rates among all DAA-treated individuals in a population-based cohort study in British Columbia(BC), Canada. 

Methods: We analyzed data from the BC Hepatitis Testers Cohort which included ~1.3 million individuals tested for HCV in BC. We followed individuals with HCV infection treated with DAAs who achieved sustained virologic response(SVR) and had ≥1 sub- sequent HCV RNA measurement until Oct 31, 2021. Reinfection was defined as a positive RNA measurement after SVR. Injection drug use(IDU) were identified using a validated algorithm based on physician diagnosis and hospitalization codes, categorized as none, recent (IDU visits <3 years), and past. Crude reinfection rates per 100 person-years(PY) were calculated and 
Cox proportional hazards modelling was performed to identify factors associated with reinfection. 

Results: Among 8,423 eligible individuals achieving SVR, the majority were male(n=5,449, 64.7%), born 1945-64 (n=5,832, 69.2%, median age: 58 yrs); 20% persons with recent IDU(n=1,658), and 17% persons with past IDU(n=1,437). We identified 176 HCV reinfections during 11,807.6 PY of follow-up, yielding a reinfection rate of 1.49/100 PY. Reinfection rates were higher among persons with recent IDU(n=115, 4.39/100 PY) than persons with past IDU(n=24, 1.04/100 PY) and persons with no IDU(n=37, 0.54/100 PY). Cumulative incidence curves showed significant higher and steeper increase in incidence among persons with recent IDU over time than other groups. Among per- sons with recent IDU, reinfection rates were highest among those <30years of age(7.3/100 PY) or with HIV co-infection(5.4/100 PY). In a multivariable model for persons with recent IDU, younger age (age <30 yrs adjusted hazards ratio(AHR): 3.26, 95%CI:1.55-6.78; 30-39yrs AHR:2.06, 95%CI:1.22-3.46 (ref:50-59yrs), and opioid use (AHR: 2.03, 95%CI:1.11-3.72) were as- sociated with higher reinfection risk, while receiving antipsychotic drugs was associated with lower reinfection risk (AHR:0.44, 95%CI:0.29-0.64). 

Conclusion: In this population-based cohort, HCV reinfection rates after DAA therapy were highest among persons with recent IDU, especially among younger PWID and those with HIV co-infection. Treatment with antipsychotic drugs was associated with lower reinfection risk. Figure: Cumulative incidence of HCV reinfection following SVR by injection drug use 

Disclosures:�Naveed Janjua – Abbvie: Advisory Committee or Review Panel;�Sofia Bartlett – Gilead Sciences: Advisor and speaker; AbbVie: Advisor and speaker; Gilead Sciences: Grant/ Research Support;�The following people have nothing to disclose: Stanley Wong, Dahn Jeong, Jean Damascene Makuza, Héctor Velásquez García, Mawuena Binka, Prince Asumadu Adu, Amanda Yu, Maria Alvarez, Jason Wong 
Disclosure information not available at the time of publication: Terri Buller-Taylor, Mel Krajden 


Efficacy and safety of combination treatment with siRNA JNJ-73763989 and capsid assembly modulator JNJ-56136379 (bersacapavir) in
HBeAg-negative virologically suppressed chronic hepatitis B patients: Follow-up week 48 end of study results from REEF-2

Objective

To assess the efficacy and safety of 48 weeks of combination treatment with JNJ-3989, JNJ-6379,
and NA in VS HBeAg-negative CHB patients.
Methods

In this phase 2b, double-blind, multicenter, placebo-controlled study, 130 VS HBeAg-negative CHB
patients with HBsAg >100 IU/mL on NA treatment for 22 years were randomized (2:1) to receive
add-on JNJ-3989 + JNJ-6379 or placebos for 48 weeks, followed by 48 weeks of off-treatment
follow-up, during which all treatment including NA was discontinued.

Main Findings

« JNJ-3989 + UNJ-6379 + NA showed a sustained off-treatment reduction in HBsAg (Figure 1).

*  46.9% of patients in the JNJ-3989 + JNJ-6379 + NA group achieved HBsAg <100 IU/mL at
the end of the 48-week follow-up versus 15.0% in the Placebos + NA group (Figure 2).

* No patients achieved HBsAg seroclearance (<0.05 IU/mL) without restarting
NA at Follow-up Week 24 (primary endpoint) or Follow-up Week 48.

*  JNJ-3989 + JNJ-6379 + NA showed pronounced off-treatment HBV DNA suppression with 87.3%
of patients achieving HBV DNA <2000 |U/mL and rarely resulted in ALT flares (3.6% versus 28.6%
in the Placebos + NA group) or NA retreatment (7.1% versus 27.3% in the Placebos + NA group).

e All treatments were well tolerated.
Conclusions

Treatment with JNJ-3989 + JNJ-6379 + NA for 48 weeks led to lower HBsAg levels, greater HBV
DNA suppression, and a lower frequency of ALT flares and NA retreatment, versus placebos + NA
at the end of the 48-week off-treatment follow-up.

ALT, Balanine transaminase; CHB, chronic hepatitis B; EOT, end of treatment; F, follow-up; HBeAg, hepatitis B e antigen;
HBsAg, hepatitis surface antigen; HBV, hepatitis B virus; NA, nucleos(t)ide analogs; VS, virologically suppressed.
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Figure 1. Mean (SE) change from baseline in HBsAg
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EFFICACY AND SAFETY OF COMBINATION TREATMENT WITH siRNA JNJ-73763989 AND CAPSID ASSEMBLY MODULATOR JNJ-56136379 (BERSACAPAVIR) IN HBEAG NEGATIVE VIROLOGICALLY SUPPRESSED CHRONIC HEPATITIS B PATIENTS: FOLLOW-UP WEEK 48 END OF STUDY RESULTS FROM REEF-2
Kosh Agarwal1, Maria Buti Sr.2, Florian Van BÃ¶mmel3, Pietro Lampertico4,5, Ewa Janczewska6, Marc Bourliere7, Thomas Vanwolleghem8,9, Oliver Lenz10, Thierry Verbinnen10, Thomas N. Kakuda11, Cristiana Mayer11, John Jezorwski11, Daniel Muenz12, Maria Beumont10, Ronald Kalmeijer11, Michael Biermer10 and Isabelle Lonjon-Domanec10, (1)Institute of Liver Studies, King's College Hospital, (2)Hospital Universitario Valle De HebrÃ³n, (3)University Hospital Leipzig, (4)Division of Gastroenterology and Hepatology, Foundation Irccs Ca' Granda, Ospedale Maggiore Policlinico, (5)CRC "a. M. and a. Migliavacca" Center for Liver Disease, Department of Pathophysiology and Transplantation, University of Milan, Milan, Italy, (6)Faculty of Health Sciences, Medical University of Silesia, (7)HÃ´pital Saint Joseph, (8)Antwerp University Hospital (UZA), (9)Viral Hepatitis Research Group, Laboratory of Experimental Medicine and Pediatrics, University of Antwerp, (10)Janssen Pharmaceutica NV, (11)Janssen Research & Development, LLC, (12)Iqvia
Background: REEF-2 (NCT04129554) assessed the efficacy and safety of JNJ-3989, JNJ-6379, and nucleos(t)ide analogs (NA) in virologically suppressed hepatitis B e antigen negative (HBeAg-) chronic hepatitis B (CHB) patients. Methods: In this phase 2b, double-blind, multicenter, placebo-controlled study, HBeAg- CHB patients with hepatitis B surface antigen (HBsAg) >100 IU/mL on NA treatment for â‰¥2 years were randomized (2:1) to receive add-on JNJ-3989 + JNJ-6379 (active) or placebos (control). All treatments, including NA, were discontinued after 48 weeks followed by 48 weeks of follow-up (FU; total study duration: 96 weeks). Here, we report end of study (EOS; FU Week 48 [FU W48]) results. Results: Of 130 patients randomized (85 active, 45 control), 121 (81 active, 40 control) completed the study. Mean (SE) changes in HBsAg from baseline were greater in the active versus control arm at Week 48 (W48; end of treatment; -1.89 [0.06] vs -0.06 [0.01] log10 IU/mL) and FU W48 (EOS; -1.46 [0.07] and -0.49 [0.12] log10 IU/mL). 71.1% and 46.9% of patients in the active arm achieved HBsAg <100 IU/mL at W48 and FU W48, respectively, compared with 2.4% and 15.0% in the control arm. 19.7% and 14.8% of patients in the active arm achieved HBsAg <10 IU/mL at W48 and FU W48, respectively, versus 0% and 7.5% in the control arm. No patients in the study achieved HBsAg loss (<0.05 IU/mL) without restarting NA at FU Week 24 (primary endpoint) or at FU W48. Of those who stopped NA, fewer patients in the active versus control arm restarted NA (6/77 [7.8%] vs 12/41 [29.3%]). Of patients not on NA at FU W48, more in the active versus control arm had HBV DNA <2000 IU/mL with HBsAg <100 IU/mL (31/71 [43.7%] vs 3/28 [10.7%]) and HBV DNA <lower limit of quantitation with HBsAg <100 IU/mL (12/71 [16.9%] and 0/28 [0%]). More frequent and pronounced off-treatment ALT flares (ALT â‰¥3Ã— upper limit of normal and â‰¥3Ã— nadir) and virologic relapses (HBV DNA >2000 IU/mL) were observed in the control versus active arm during FU. The frequency of adverse events was similar between the active and control arms during FU (65.5% vs 68.3%), and there were no deaths. Conclusion: Treatment with JNJ-3989 + JNJ-6379 + NA for 48 weeks was generally safe and well tolerated. After stopping all treatments, including NA, at W48, no patient achieved the primary endpoint, but lower HBsAg levels and greater HBV DNA suppression were observed for patients in the active arm after 48 weeks of FU.
Disclosures:
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Extension of Bulevirtide Monotherapy to 72 Weeks in HDV Patients
with Compensated Cirrhosis: Efficacy and Safety from the

Italian Multicenter Study HEP4Di

Background and Aim

Real-world data on efficacy and safety of BLV 2mg monotherapy
in compensated cirrhosis beyond week 48 are limited

Methods
* Multicenter, real-life, investigator-driven, retrospective study
* December 2020-May 2022; 16 Italian Centers

» Consecutive HDV cirrhotic patients starting BLV 2 mg monotherapy
up to 72 weeks

Main Findings (Week 72)

» Virological response (HDV RNA 22 Log decline): 75%

* Biochemical response: 81%

+ Combined Response: 63%

* Improvement of biochemical parameters and serological NITs
* Asymptomatic increase in biliary acids, no major safety issues

Conclusions

Extension of BLV monotherapy to 72 weeks is safe and effective in
patients with HDV-related compensated cirrhosis. Virological and
clinical responses increase over time

Anolli, MP. et al., Abstract LO13.
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EXTENSION OF BULEVIRTIDE MONOTHERAPY TO 72 WEEKS IN HDV PATIENTS WITH COMPENSATED CIRRHOSIS: EFFICACY AND SAFETY FROM THE ITALIAN MULTICENTER STUDY (HEP4Di)
Maria Paola Anolli1, Elisabetta Degasperi1, Gianpiero Doffizi2, Maurizia Brunetto3, Gabriella Verucchi4, Alessandro Federico5, Alessia Ciancio6, Alessandra Mangia7, Teresa Antonia Santantonio8, Nicola Coppola9, Adriano Pellicelli10, Alessandro Loglio11, Mauro ViganÃ²12, Francesca Pileri13, Monia Maracci14, Massimo Puoti15, Fabio Piscaglia16 and Pietro Lampertico1,17, (1)Foundation Irccs Ca' Granda Ospedale Maggiore Policlinico, Division of Gastroenterology and Hepatology, Milan, Italy, (2)Irccs Istituto Nazionale Malattie Infettive "L. Spallanzani", Rome, Italy, (3)Hepatology Unit and Laboratory of Molecular Genetics and Pathology of Hepatitis Viruses, Reference Center of the Tuscany Region for Chronic Liver Disease and Cancer, University Hospital of Pisa, (4)Department of Medical and Surgical Sciences, Unit of Infectious Diseases "Alma Mater Studiorum", University of Bologna, S. Orsola-Malpighi Hospital, Bologna, Italy, (5)Division of Hepatogastroenterology, Department of Precision Medicine, UniversitÃ  Della Campania "Luigi Vanvitelli", Naples, Italy, (6)Department of Medical Sciences, Univerity of Turin, Gastroenterology Division of CittÃ  Della Salute e Della Scienza of Turin, University Hospital, Turin, Italy, (7)Liver Unit, Fondazione Irccs "Casa Sollievo e Della Sofferenza", San Giovanni Rotondo, Italy, (8)Department of Medical and Surgical Sciences, Indectious Disease Unit, UniversitÃ  Di Foggia, Foggia , Italy, (9)Department of Mental Health and Public Medicine - Infectious Diseases Unit, Universitu of Campania "Luigi Vanvitelli", Naples, Italy, (10)Liver Unit, San Camillo Hospital, Roma, Italy, (11)Gastroenterology, Hepatology and Trasplantation Division, Asst Papa Giovanni XXIII, Bergamo, Italy, (12)Division of Hepatology, San Giuseppe Hospital, Milan, Italy, (13)Division of Internal Medicine 2 and Center for Hemochromatosis, University of Modena and Reggio Emilia, Modena, Italy, (14)Institute of Infectious Diseases and Public Health, UniversitÃ  Politecnica Delle Marche, Ancona, Italy, (15)Asst Grande Ospedale Metropolitano Niguarda, Division of Infectious Diseases, Milan, Italy, (16)Division of Internal Medicine, Hepatobiliary and Immunoallergic Diseases, Irccs Azienda Ospedaliero-Universitaria Di Bologna, Bologna, Italy, (17)CRC "a. M. and a. Migliavacca" Center for Liver Disease, Department of Pathophysiology and Transplantation, University of Milan, Milan, Italy
Background: In phase II studies and in the week 48 analysis of the phase III trial, Bulevirtide (BLV) significantly reduced HDV-RNA and aminotransferase (ALT) levels in patients with chronic hepatitis Delta virus (HDV) infection, however, data on efficacy and safety beyond week 48 in real-world settings are limited. Methods: HDV patients with compensated cirrhosis treated with BLV 2 mg monotherapy up to 72 weeks were retrospectively evaluated in this multicenter Italian real-life study. Clinical and virological variables were collected at baseline, weeks 4, 8 and every 8 weeks until week 72. Results: 87 patients with compensated cirrhosis under nucleos(t)ide analogue (NUC) treatment were included: age 52 (29-77) years, 52% males, BMI 25 (18-37) Kg/m2, liver stiffness measurement (LSM) 17.4 (4.7-68.1) kPa, 47 (54%) with varices, 46 (53%) previously treated with IFN, 8 (9%) with active HCC. Median ALT levels were 80 (26-383) U/L, albumin 3.9 (2.9-4.7) g/dL, INR 1.2 (1.0-2.4), HDV RNA 5.2 (2.1-7.6) Log IU/mL, qHBsAg 3.7 (0.8-4.5) Log IU/mL, AFP 7 (1-596) ng/mL, bile acids were above normal range in 95% of patients before BLV start (median 18 [3-306] Î¼mol/L). CPT score was A in all patients. A virological response (HDV RNA â‰¥2 Log decline vs. baseline) was achieved by 14%, 49% 71%, 67%, 69% of patients at week 8, 16, 24, 48 and 72, respectively. HDV RNA became undetectable in 8%, 23% and 33% at weeks 24, 48 and 72, respectively. At the same time points, ALT normalization was observed in 63%, 56% and 72% of the patients while a combined response (virological + biochemical) in 54%, 67% and 62%. In patients with detectable viremia between week 48 and 72, HDV RNA levels remained stable (Î”<1 Log) in 70%, increased in 10% and further decreased in 20%. Besides ALT, significant on-treatment declines were also observed for AST, GGT, IgG, gammaglobulins (p<0.001 vs. baseline), while albumin values increased (p<0.001). Platelets, LSM and HBsAg levels remained unchanged. Two patients underwent liver transplantation during BLV treatment (W64 and W72) due to HCC and decompensation following portal vein thrombosis, respectively. BLV was well tolerated, no patient discontinued treatment for adverse events, an asymptomatic increase in bile acid levels occurred in all patients. Conclusion: Extension of BLV monotherapy to 72 weeks is safe and effective in patients with HDV-related compensated cirrhosis. Virological and clinical responses increase over time.
Disclosures:
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Bepirovirsen (BPV) in patients with chronic hepatitis B virus (HBV) infection
controlled by nucleos(t)ide analogue therapy: HBV DNA and HBsAg loss 6
months after end of BPV treatment (B-Clear study)

Objective

 Efficacy and safety of bepirovirsen in participants with chronic HBV infection: [l Arm 1: BPV 300 mg w/ LD x24W Il Arm 2: BPV 300 mg w/ LD x12W + BPV 150 mg x12W
B-Clear end-of-study results B Arm 3: BPV 300 mg w/ LD x12W + PBO x12W [l Arm 4: PBO x12W + BPV 300 mg w/o LD x12W

Methods

Participants achieving HBsAg <LLOD and HBV DNA <LLOQ maintained for 24 weeks post

* Phase 2b randomized, partial-blind*, parallel cohort trial (NCT04449029) in o ) o -
bepirovirsen end of treatment in the absence of newly initiated antiviral treatment*

participants with chronic hepatitis B virus infection on stable nucleos(t)ide

analogue therapyf
. Primary outcome

Main Findings 12 4 -
g 10 Modified primary outcome, which
* Atend of study, up to 9% of participants (Arms 1 and 2) achieved the 10 4 9 . 9 9 permitted “blips” — single time point increase
primary outcome. The proportions of participants who met the modified R in HBsAg =LLOD or HBV DNA =2LLOQ —
primary outcome (allowing unconfirmed increases in HBsAg and/or HBV e g 4 \ % in response
DNA) were similar (Figure) @ x \
* The proportion of participants achieving HBsAg and HBV DNA loss at end § 6 A \ \
of study was higher in the low vs high baseline HBsAg subgroup (<3 vs o \ \ 4
>3 1og10 IU/mL; Arm 1: 16% vs 6%) and similar in the HBeAg negative and S 4 \ \ 2) N
positive subgroups (Arm 1: 10% vs 6%) o \ \ \
. 2 u
Conclusions \ \ \
0 0
« Arm 1 and Arm 2 were the most efficacious treatment regimens and overall 0 & & &
study results identified low HBsAg and negative HBeAg as predictors of Arm 1 Arm 2 Arm 3 Arm 4
response; there were no safety signals to preclude further development (n=68) (n=68) (n=68) (n=23)
*Investigator unblinded; fStratified by baseline HBeAg (positive/negative) and HBsAg (<3/>3 log10 1U/mL) levels;
¥New NA therapy was started in 4 participants: 3 during the on-treatment period and 1 during the off-treatment period A AS L D
HBsAg lower limit of detection (LLOD) = 0.05 IU/mL; HBV DNA lower limit of quantification (LLOQ) =20 IU/mL
HBsAg, hepatitis B surface antigen; LD, loading dose (Days 4 and 11); PBO, placebo; W, week; w/ with; w/o, without °
Yuen, M-F, et al., LO15 The leer . .
25
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BEPIROVIRSEN (BPV) IN PATIENTS WITH CHRONIC HEPATITIS B VIRUS (HBV) INFECTION CONTROLLED BY NUCLEOS(T)IDE ANALOGUE THERAPY: HBV DNA AND HBsAg LOSS 6 MONTHS AFTER END OF BPV TREATMENT (B-CLEAR STUDY)
Man-Fung Yuen1, Seng Gee Lim2, Robert Plesniak3, Keiji Tsuji4, Gheorghe Diaconescu5, Adrian C. Gadano6, Tarik Asselah7, Hyung-Joon Yim8, Jeong Heo9, Giuliano Rizzardini10, Harry L.A. Janssen11,12, Corneliu Petru Popescu13, Diana Stefanova-Petrova14, Alexander Wong15, Nevin Idriz16, Cristina Pojoga17,18, Yasuhito Tanaka19, Ewa Janczewska20, Jennifer Cremer21, Robert Elston22, Tamara LukiÄ‡23, Lauren Maynard22, Stuart Kendrick22, Punam Bharania24, Fiona Campbell22, Melanie Paff25 and Dickens Theodore21, (1)Queen Mary Hospital, the University of Hong Kong, Hong Kong, China, (2)National University Health System, Singapore, (3)University of Rzeszow Centrum Medyczne w Lancucie Sp. z o.o., Lancut, Poland, (4)Department of Gastroenterology, Hiroshima Red Cross Hospital & Atomic-Bomb Survivors Hospital, Hiroshima, Japan, (5)Spitalul Clinic De Boli Infectioase Si Pneumoftiziologie, Craiova, Romania, (6)Hospital Italiano De Buenos Aires, Buenos Aires, Argentina, (7)UniversitÃ© De Paris-CitÃ© & Inserm UMR1149, Department of Hepatology, AP-HP HÃ´pital Beaujon, Clichy, France, (8)Korea University Ansan Hospital, Ansan, South Korea, (9)College of Medicine, Pusan National University and Biomedical Research Institute, Pusan National University Hospital, Busan, South Korea, (10)Luigi Sacco Hospital, Milan, Italy, (11)Toronto General Hospital, Toronto, Canada, (12)Erasmus Medical Center, Rotterdam, the Netherlands, (13)Dr Victor Babes Clinical Hospital of Infectious and Tropical Diseases, Carol Davila University of Medicine and Pharmacy, Bucharest, Romania, (14)Diagnostic Consultative Center Alexandrovska, Sofia, Bulgaria, (15)Department of Medicine, University of Saskatchewan, Regina, Canada, (16)University of Medicine and Hospital for Active Treatment Sofiamed, Sofia, Bulgaria, (17)BabeÈ™-Bolyai University, Department of Clinical Psychology and Psychotherapy, International Institute for Advanced Study of Psychotherapy and Applied Mental Health, Cluj-Napoca, Romania, (18)Regional Institute of Gastroenterology and Hepatology, Cluj-Napoca, Romania, (19)Department of Gastroenterology and Hepatology, Kumamoto University, Kumamoto, Japan, (20)Faculty of Heath Sciences in Bytom, Medical University of Silesia, Poland, (21)GSK, Durham, NC, USA, (22)GSK, Stevenage, UK, (23)GSK, Dubai, UAE, (24)GSK, Brentford, UK, (25)GSK, Collegeville, PA, USA
Background: Bepirovirsen (BPV; GSK3228836), an antisense oligonucleotide, targets all hepatitis B virus (HBV) mRNAs and decreases viral proteins. The B-Clear trial investigated BPV efficacy and safety in patients (pts) with chronic hepatitis B (CHB) on and not on nucleos(t)ide analogues (NA). We present end-of-study (24 weeks [wks] off-BPV treatment) results for pts on NA. Methods: Multicenter, randomized, partial-blind (investigator unblinded), parallel-cohort study in pts with CHB. Pts with alanine aminotransferase (ALT)â‰¤2Ã—upper limit of normal, HBV DNA<90 IU/mL and hepatitis B surface antigen (HBsAg)>100 IU/mL were randomized (3:3:3:1) to 1 of 4 treatment arms to receive up to 300 mg BPV administered as two subcutaneous injections weekly for 12 or 24 wks with or without loading doses (see arms in Figure). Pts were stratified by baseline hepatitis B e antigen (HBeAg; positive/negative) and HBsAg level (â‰¤3/>3log10 IU/mL). Primary outcome: proportion of pts achieving HBsAg<lower limit of detection (LLOD) and HBV DNA<lower limit of quantification (LLOQ) maintained for 24 wks without additional antiviral medication after planned BPV end of treatment (EOT). Safety was assessed via adverse event (AE) monitoring. Results: Intent-to-treat population included 227 pts (73% male, 52% Asian, 69% HBeAg negative, 72% HBsAg >3log10 IU/mL). Primary outcome was achieved in 6 (9%), 6 (9%), 2 (3%) and 0 pts in Arms 1-4, respectively; data at specific study visits are shown in Figure. A greater proportion of pts with low (â‰¤3log10 IU/mL) vs high (>3log10 IU/mL) baseline HBsAg levels achieved the primary outcome (Arm 1: 16% vs 6%). Primary outcome was achieved in a similar proportion of HBeAg negative and positive pts (Arm 1: 10% vs 6%). Serious AEs (SAEs) were reported in 6 (3%) pts and treatment-related SAEs in 1 (<1%) pt. Treatment was discontinued in 13 pts (6%); 8 (4%) pts had an AE that led to discontinuation. Most common AEs were injection site reactions (64%), pyrexia (14%) and ALT increase (11%). There were no clinically meaningful differences in AEs across treatment arms. Conclusion: BPV 300 mg x24 wks (Arm 1) and BPV 300 mg x12 wks + 150 mg x12 wks (Arm 2) were the most efficacious treatment regimens. Pts with low vs high (Arm 1: 16% vs 6%) baseline HBsAg were more likely to achieve HBsAg and HBV DNA loss for 24 weeks after BPV EOT. There were no safety signals to preclude further development. Funding: GSK [209668/NCT04449029] [on behalf of the B-Clear Study Group]
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