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Background: AHB-137 is an investigational
unconjugated antisense oligonucleotide (ASO) targeting
all HBV RNAs for the treatment of chronic hepatitis B
(CHB). AB-10-8004 (NCT07146100) is a long-term follow-
up Study evaluating the durability of off-treatment
responses and long-term safety among participants who
achieved a complete response (CR) or partial response
(PR) at the end-of-study (EOS) visit of the AHB-137 Phase
2 parent Studies, AB-10-8002 (NCT06115993) and AB-
10-8003 (NCT06550128). Methods: NA-treated partici-
pants from Studies AB-10-8002 and AB-10-8003 who
achieved CR (HBsAg <0.05 IU/mL and HBV DNA
<LLOQ [<10 IU/mL]) or PR (HBsAg 0.05 to <10 IU/mL
and HBV DNA <LLOQ) at the end of the parent Studies
were enrolled in AB-10-8004. Functional cure (FC) was
defined as maintenance of CR for ≥24 weeks after
cessation of all HBV treatment. Participants were followed
for long-term durability of FC or PR, and characterization
of the long-term safety profile. Participants who remained
on NA therapy at entry were assessed for subsequent NA

discontinuation. Results: A total of 34 participants from
Studies AB-10-8002 and AB-10-8003 (9 and 25 partici-
pants, respectively; with 21 CR and 13 PR) were enrolled
in the AB-10-8004 Study. Of the 21 with CR, 18 had
already discontinued NA therapy in parent Studies.
Among those FC cases with available data, 16/17
(94.1%) maintained FC at 6 months and 9/9 (100%) at
9 months in Study AB-10-8004 (12 and 15 months post
NA cessation, respectively). Of the 3 participants who
remained on NA therapy at entry into AB-10-8004, all
discontinued NA by Month 3. Among them, one had
reached Month 9 and achieved FC, while the other 2 had
not yet reachedMonth 9 at the data cutoff date. Among the
13 participants with PR, 6 had discontinued NA therapy in
parent Studies: 2 converted to CR by Month 6 (1
maintained CR through Month 9, and 1 has not yet
reached Month 9), 2 maintained PR through Month 9, and
2 experienced virological rebound by Month 6. Of the
remaining 7 participants with PR who stayed on NA
therapy at entry of AB-10-8004, 1 maintained PR at Month
6. No participants required NA re-initiation during AB-10-
8004. Overall, the long-term safety profile remained
favorable, without clinical relapse, severe hepatic flares,
hepatic decompensation, or new safety findings. Conclu-
sion: Functional cure achieved with AHB-137 treatment is
durable during long-term follow-up after treatment cessa-
tion with no severe ALT flares, HBV virologic rebound
requiring NA re-initiation, or new safety signals reported.
Some participants with PR subsequently converted to CR
during follow-up, suggesting that response may continue
to deepen after treatment cessation.
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Background: The root cause of chronic hepatitis B
(CHB) infection is covalently closed circular DNA
(cccDNA). cccDNA is the sole source of pregenomic
RNA (pgRNA), the precursor molecule to infectious
particles, HBV DNA. The persistence of cccDNA and
pgRNA upstream of HBV DNA suppression by nucle-
oside analogue (NA) therapy drives ongoing risk of
disease progression and hepatocellular carcinoma.
Therefore, cccDNA elimination is key for chronic
hepatitis B viral cure. PBGENE-HBV, an LNP contain-
ing ARCUS nuclease mRNA, is designed to eliminate
cccDNA. ELIMINATE-B is a Phase 1b study evaluating
the safety and antiviral activity of PBGENE-HBV in
HBeAg-negative patients and now expanded to include
HBeAg-positive patients — an important population
with logarithmically higher levels of cccDNA and
pgRNA. Methods: Multiple ascending doses of
PBGENE-HBV were tested in NA-treated, CHB
patients, with repeat infusions dosed at ≥4-week
intervals. The primary endpoint was safety, defined by
the frequency and severity of dose limiting toxicities
(DLTs). Other endpoints included assessment of
antiviral activity from blood and liver biopsy. Results:
After PBGENE-HBV treatment, elimination and

inactivation of cccDNA was confirmed in liver biopsies,
and durable loss of pgRNA was demonstrated in serial
blood samples (repeat measurements below the lower
limit of detection, 5 copies/mL). In the first HBeAg-
positive patient, treated at 0.4 mg/kg, pgRNA
decreased from 5,750 copies/mL at baseline to
undetectable. To date, of 11 HBeAg-negative patients
with detectable pgRNA at baseline, 10 currently have
undetectable pgRNA after PBGENE-HBV treatment,
with 5-month average durability and ongoing follow-up.
The first 6 participants with pgRNA loss have now
surpassed the important 6-month durability milestone
since their initial undetectable measurement. Loss of
pgRNA occurred after one or two administrations at
dose levels ranging from 0.4 to 0.8 mg/kg. Tran-
scriptomic analysis from liver biopsies showed a 10-fold
(1-log) reduction in cccDNA derived transcripts after 2
administrations at 0.4 mg/kg in one patient, with
additional biopsy data pending.PBGENE-HBV was
well-tolerated with no DLTs across 58 doses in 24
subjects, from 0.2-0.8 mg/kg. Infusion-related reactions
were transient and manageable supporting a wide
therapeutic window. Conclusion: Elimination and
inactivation of cccDNA by PBGENE-HBV was
confirmed by liver biopsies as well as durable loss of
pgRNA in the blood. In an HBeAg positive patient, loss
of pgRNA after treatment with PBGENE-HBV at 0.4
mg/kg shows elimination of cccDNA is not limited to
patients with lower cccDNA burden. Safety and efficacy
data support ongoing development of PBGENE-HBV
as a potentially curative regimen for chronic hepatitis B.
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Background: MASH is a major public health issue, with
high prevalence among patients with obesity. Here, we
report the 48-week results of the DD01-DN-02 study of
zabopegdutide (DD01), a liver-targeted dual GLP-1/
glucagon receptor agonist, in patients with MASLD/
MASH (NCT06410924). Methods: In this 48-week
double-blind, multi-center, randomized, placebo-con-
trolled phase 2 study, patients with MASLD/MASH were
randomized 1:1 to receive weekly subcutaneous zabo-
pegdutide (40 mg following dose escalation) or placebo.
Major inclusion criteria included ≥10% liver fat content
by MRI-PDFF and either liver biopsy with NAS ≥4 (≥1
point per component) and F1-F3 fibrosis within 6 months
of enrollment (78% of participants) or 2 metabolic risk
factors. Results: Sixty-seven participants were random-
ized to the zabopegdutide (n=33) and placebo (n=34)
groups. The study met the key 48-week histology
endpoint of fibrosis improvement (≥1 stage) without
worsening of MASH. In the zabopegdutide group, 8/16
(50.0%) participants met the endpoint, vs 3/19 (15.8%) in
the placebo group (p=0.03). MASH resolution without
worsening of fibrosis occurred in 62.5% participants in
the zabopegdutide group 5.3% participant in the placebo

group (p <0.001). In total, 37.5% of participants in the
zabopegdutide group vs 5.3% of participants in the
placebo group achieved both fibrosis improvement and
MASH resolution (p=0.02). Concordantly, the HistoIn-
dex qFibrosis score, an AI histological analysis tool for
quantifying liver fibrosis, was significantly reduced in the
zabopegdutide arm vs placebo (p=0.007). Additional
endpoints are presented in Table 1. TEAEs occurred in
28 (84.8%) participants receiving zabopegdutide (pla-
cebo, 79.4%) and were generally gastrointestinal
(n = 26) and mild or moderate in nature (n=25) and
transient. There were two participants with serious
TEAEs related to the study drug in the zabopegdutide
arm (one with acute cholecystitis; one with abdominal
pain), and no deaths were reported. Conclusion: At 48
weeks, zabopegdutide met both key histologic end-
points, demonstrating significant MASH resolution with-
out worsening of fibrosis and ≥1-stage fibrosis improve-
ment without worsening of MASH. These histologic
improvements were corroborated by favorable changes
across multiple noninvasive tests, including MRI-PDFF,
MRE, PRO-C3, and liver enzymes, supporting a
consistent treatment effect across histologic and non-
invasive measures of disease activity and fibrosis.
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Background: Prospective human studies have shown
that statins reduce portal hypertension and reduce
death in patients with decompensated cirrhosis after
variceal hemorrhage. The objective of this phase III,
prospective, multi-center, double-blind, randomized
clinical trial was to evaluate whether or not simvas-
tatin reduces incident hepatic decompensation events
or hepatocellular carcinoma (HCC) among patients
with compensated cirrhosis at high risk for hepatic
decompensation. Methods: This prospective
randomized, double-blind, placebo-controlled trial
was conducted at 11 VA medical centers.Simvastatin
40mg (SIMV) or matching placebo (PLAC) was
administered for up to 2 years in patients 1) with
compensated cirrhosis; 2) non-invasively assessed as
highly likely to have clinically significant portal

hypertension (CSPH); 3) without independent indica-
tions for statin therapy; and 4) stratified by baseline
non-selective beta-blocker (NSBB) use. The primary
endpoint was a composite of incident hepatic
decompensation (variceal hemorrhage, ascites, ence-
phalopathy), or hepatocellular carcinoma. Results:
We enrolled n = 142 patients with a median age of
61 years [P25-75: 54-68], 132 men and 10 women,
105 (73.9%) White, 27 (19.0%) Black, 24 (16.9%)
Hispanic, median Child-Pugh score 5 [5-6], 55
(38.7%) with cured HCV infection, 86 (60.6%) with
alcohol-related liver disease, 35 (24.7%) with MASH,
49 (34.5%) on NSBB. Seventy-eight patients were
randomly assigned to SIMV and 64 to PLAC. There
were no statistically significant differences in baseline
covariates (age, sex, race, ethnicity, etiology, NSBB
use, CTP score, and MELD score) by treatment
assignment. Median follow-up time was 1.96 [1.29-
2.00] and 1.90 [0.87-1.99] years in the SIMV and
PLAC groups, respectively. The primary endpoint
occurred in 7 SIMV patients during 127.58 patient-
years (PY) and 12 PLAC patients during 93.41 PY of
follow-up (5.49 vs. 12.85 events per 100 PY; p =
0.083). After confirming the proportional hazards
assumptions, the hazard ratio for the primary endpoint
was HR=0.41 (95% CI 0.16-1.05; p = 0.064) based
on an intention-to-treat stratified Cox model. The 2-
year Restricted Mean Survival Time for the primary
endpoint was 1.92 ± 0.03 years for SIMV vs. 1.78 ±
0.06 years for PLAC, p = 0.043. Safety and
tolerability of SIMV in this population has previously
been reported and was excellent. Patient-reported
outcomes will be reported separately. Conclusion: In
this phase III randomized trial, the primary endpoint of
hepatic decompensation or HCC did not differ
significantly between treatment groups, although the
point estimate favored simvastatin, with a 59% lower
estimated hazard. These data, in the context of prior
retrospective and other prospective evaluations of
statin use in patients with cirrhosis, suggest a
significant therapeutic benefit.

ABSTRACTS | 5

© 2026 American Association for the Study of Liver Diseases. Published by Wolters Kluwer Health, LLC. Unauthorized reproduction of this article prohibited.



Disclosures: David Kaplan:AstraZeneca Inc: Research
Support, Gyorgy Baffy/Research Support, Roche Gen-
entech: Independent Contractor, Exact Sciences: Grant/
Research Support, Glycotest: Grant/Research Support,
Exelixis: Advisor, AstraZeneca: Advisor, Gilead: Grant/
Research Support, Bausch Healthcare: Grant/Research
Support, Mirumn: Grant/Research Support, Bausch:
Grant/Research Support, Exact Sciences: Grant/
Research Support, AstraZeneca: Grant/Research Sup-
port, Mirum: Grant/Research Support, Gyorgy Baffy:
Nothing to Disclose, Nothing to Disclose, Ayse Ayta-
man:, Daniel DiLeo: Nothing to Disclose, Jasmohan
Bajaj: Bausch: Grant/Research Support, Sequana:
Grant/Research Support, Grifols: Grant/Research Sup-
port, Bausch: Grant/Research Support, Sequana: Grant/
Research Support, Grifols: Grant/Research Support,
Genfit: Grant/Research Support, Enterobiotix: Advisor,
Boehringer Ingelheim: Advisor, Merz: Consultant, Ruben
Hernaez:Nothing to Disclose, Kristel Hunt: Nothing to
Disclose, Tae Hoon Lee: Merck & Co., Inc.: Chapter
Authorship of Merck Manual, Salix Pharmaceuticals, Inc.
an affiliate of Bausch Health US: Grant/Research
Support, George Ioannou: GlaxoSmithKline(GSK):
Grant/Research Support, Kay Johnson:Nothing to Dis-
close, Alexander Monto:, James Ryan:, Craig McClain:
Nothing to Disclose, Nothing to Disclose, Nothing to
Disclose, Nothing to Disclose, Nothing to Disclose,
Nothing to Disclose, Nothing to Disclose, Nothing to
Disclose, Nothing to Disclose, Nothing to Disclose,
Nothing to Disclose, Nothing to Disclose, Nothing to
Disclose, Prashant Pandya: Perspectum: I, Douglas
Schaubel: Nothing to Disclose, Tamar Taddei:Nothing to
Disclose.

5005 | PRIMARY ENDPOINT
RESULTS OF ECLIPSE 1: A
RANDOMIZED OPEN-LABEL PHASE
3 STUDY EVALUATING EFFICACY
AND SAFETY OF ELEBSIRAN AND
TOBEVIBART FOR CHRONIC
HEPATITIS DELTA

Nancy Reau1 Sophia Chow2 Alina Jucov3 Saeed
Hamid4 Zaigham Abbas5 Marta Dobryanska6 Elena
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Background: Chronic hepatitis D virus (HDV) infec-
tion represents the most severe form of chronic viral
hepatitis with limited treatment options. In the Phase 2
SOLSTICE study, participants receiving elebsiran and
tobevibart (E+T) showed robust virologic suppression,
including undetectable HDV RNA (66% at Week 48
and 88% at Week 96), reduction in hepatitis B surface
antigen (HBsAg) (−3.56 log10 IU/mL at Week 48 and
−3.87 log10 IU/mL at Week 96), and normalization of
alanine aminotransferase (ALT) (~50% at Weeks 48
and 96). SOLSTICE demonstrated that a monthly
combination regimen can achieve durable viral con-
trol, even in participants with compensated cirrhosis.
The ECLIPSE registrational program comprises 3
global trials evaluating the efficacy and safety of E
+T in treatment-experienced and treatment-naïve
populations and the regimen was granted FDA
Breakthrough Therapy Designation. ECLIPSE 1
(NCT06903338) is the first pivotal trial to report
results. Methods: Eligible participants were non-
cirrhotic or compensated cirrhotic (CPT score < 7)
adults with HDV RNA ≥ 500 IU/mL and elevated ALT
( < 5 × ULN) on NA therapy. Key exclusion criteria
included treatment with HDV antivirals (e.g., bulevir-
tide or interferon-α) within 24 weeks before the first
dose of E+T. Participants were randomized 2:1 to
either receive treatment upon randomization with
elebsiran 200 mg + tobevibart 300 mg administered
subcutaneously every 4 weeks (Arm 1) or delay
treatment, with initiation of E+T at Week 12 (Arm 2).
The primary efficacy endpoint was the proportion of
participants achieving undetectable HDV RNA defined
as < lower limit of quantification (LLOQ), target not
detected (TND), with ALT normalization at Week 48
for Arm 1 vs at Week 12 for Arm 2. Key secondary and
exploratory endpoints included achievement of HDV
RNA < LLOQ, TND, as well as changes in HBsAg.
Safety and tolerability of E+T were also evaluated.
Results: A total of 124 participants (39 sites, 10
countries) were randomized with ~55% having com-
pensated cirrhosis; the mean baseline HDV RNA was
5.5 log10 IU/mL and the mean ALT was 100.1 U/L
across both arms. Key baseline characteristics are
summarized in the table. All Arm 1 participants
completed 48 weeks of E+T; one Arm 2 participant
withdrew from the study during the delayed treatment
period. Complete primary efficacy and safety data will
be available and analyzed prior to TLM 2026.
Conclusion: Combination therapy with E+T repre-
sents a promising approach for the treatment of
chronic HDV infection and has the potential to achieve
virologic control across diverse patient populations
with a once-monthly dosing regimen. The results of
the ECLIPSE 1 study are anticipated to further
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characterize the efficacy and safety of elebsiran and
tobevibart in a larger, geographically diverse popula-
tion and evaluate the consistency of findings from
earlier studies.
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PHASE 2A, RANDOMIZED TRIAL
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Background: Metabolic dysfunction-associated stea-
tohepatitis (MASH) represents an urgent global thera-
peutic need with limited approved treatment options.
This study evaluated Thybetador (CS060380), an oral,
liver-targeted thyroid hormone receptor beta (THR-β)
agonist with high potency and greater than 100-fold
selectivity for THR-β over THR-α relative to tri-
iodothyronine (T3). Methods: This phase 2a, random-
ized, double-blind, placebo-controlled study enrolled
120 adults with MASH (biopsy-confirmed or MRI-PDFF
≥ 10%). Participants received daily oral doses of
Thybetador (0.25 mg, 0.5 mg, 1 mg, or 2 mg) or pooled
placebo for 84 days. The primary endpoint was the
percentage change in liver fat (MRI-PDFF) to Day 84;
secondary endpoints included SHBG, lipid parameters,
and safety through Day 98. Results: Thybetador
demonstrated robust target engagement, as evidenced
by dose-dependent increases in serum SHBG that
peaked at a mean change of 505.2% in the 2 mg cohort
(P < 0.0001). For the primary endpoint, Thybetador
produced substantial reductions in hepatic fat; in the full
analysis set (FAS), the 2 mg dose achieved a 72.6%
reduction in liver fat, while in the per-protocol set (PPS),
the peak reduction was 75.5% versus 4.6% with
placebo (P < 0.0001). Furthermore, 83% to 100% of
treated participants achieved the ≥ 30% MRI-PDFF
responder threshold in the PPS. Beyond hepatic fat

reduction, Thybetador 2 mg improved systemic cardi-
ometbolic risk markers by Day 84, reducing serum LDL-
C by 32.3%, ApoB by 38.2%, the ApoB/ApoA ratio by
32.3%, lipoprotein(a) by 46.4% and triglycerides by
64.4% (placebo-adjusted). At the Day 98 follow-up,
circulating lipid levels trended back toward baseline,
consistent with a reversible pharmacological effect.
Furthermore, a higher proportion of participants
achieved a ≥ 17 U/L reduction in ALT at Day 84 with
Thybetador 0.25 mg and 0.5 mg compared with
placebo. No serious adverse events, deaths, or cases
meeting Hy's Law criteria for drug-induced liver injury
were reported, and no treatment-emergent adverse
events led to drug discontinuation. Transient elevations
in ALT and AST peaked around Day 14, consistent with
on-target metabolic activity; these resolved toward
baseline by Day 84 and fell slightly below baseline by
Day 98. No clinical thyroid axis toxicity was observed.
The incidence of gastrointestinal adverse events,
including diarrhea and nausea, was low and compara-
ble between the Thybetador and placebo groups.
Conclusion: Over 12 weeks of treatment, Thybetador
achieved profound, rapid, and exceptional reductions in
liver fat and significantly improved systemic athero-
genic and metabolic lipid markers. Coupled with a
favorable safety and tolerability profile, including a low
incidence of gastrointestinal adverse events, these
findings support the continued clinical development of
Thybetador as a leading metabolic therapy.
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Background: Alkaline phosphatase (ALP) is a key
biomarker in primary biliary cholangitis (PBC). Histor-
ically, ALP level > 1.67× the upper limit of normal (ULN)
has been a threshold for escalation to second-line
therapy, and patients (pts) with values above this
threshold have been evaluated in registrational studies.
However, it is increasingly appreciated that any ALP
elevation may increase risk of disease progression.
Seladelpar (SEL) is a first-in-class delpar (selective
peroxisome proliferator-activator receptor delta ago-
nist) approved for second-line treatment of PBC. For
the first time, we report the results from the IDEAL trial
(NCT06060665), which evaluated the effect of SEL in
pts with ALP between 1–1.67× ULN. Methods: In this
phase III, double-blind trial, pts receiving ursodeox-
ycholic acid (UDCA) or intolerant to UDCA with ALP >1
and <1.67× ULN were randomized 2:1 to receive once-
daily SEL 10 mg or placebo (PBO) for 12 months. The
primary endpoint was ALP normalization defined as a
composite of ALP ≤ULN and a ≥ 15% decrease from
baseline (BL) at Month (M) 12. Secondary endpoints
included the ALP normalization composite endpoint,
ALP ≤ULN, and ALP changes from BL at each
timepoint. Exploratory endpoints included changes in
other markers of cholestasis and liver injury. Safety was
also assessed. Results: Overall, 96 pts were random-
ized (SEL: 65, PBO: 31). At BL, 93.8% were female,
with a mean age of 61 years, mean (SD) ALP of 153
(22.7) U/L, and mean (SD) total bilirubin (TB) of 0.62
(0.20) mg/dL. At M12, ALP normalization based on the
composite endpoint was achieved in 75.4% of pts
receiving SEL versus 16.1% receiving PBO, with a
stratum-adjusted treatment difference of 61.3%
(P<0.0001); higher response rates were seen with
SEL versus PBO at all timepoints (Figure). Greater
decreases in ALP were observed with SEL versus PBO
as early as M1 and over the treatment period, with M12
least squares (LS) mean percent changes from BL of
−33.8% and −5.4% (P<0.0001), respectively (Figure).
TB was reduced with SEL at M6 but was similar to PBO
at M12. At M12, the LS mean change from BL in
alanine aminotransferase was −22.5% and −5.6%
(P<0.01) in the SEL and PBO groups, respectively.
The LS mean change from BL in gamma-glutamyl
transferase was −29.9% and −4.4% (P=0.0001),
respectively. Adverse event incidence was generally
similar between SEL and PBO groups; serious adverse

events occurred in 3.1% and 12.9% of pts, respectively,
and none were deemed related to trial drug. Conclu-
sion: In pts with PBC and ALP between 1–1.67× ULN,
SEL led to a significantly higher proportion of pts
achieving ALP normalization, with rapid and sustained
ALP reductions and no new safety concerns. These
results help inform treatment decisions for an under-
studied population and demonstrate biochemical nor-
malization as a feasible goal.
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Zhao5 Guoxin Hu6 Hong Peng7 Cunli Nong8 Liang
Hong9 Fang Yang10 Xudong Hu11 Jiawei Geng12 Zheng
Wang13 Ding Yu14 Miaoxia Liu14 Jianing Wang14, 1The
First Affiliated Hospital of Chongqing Medical
University, 2West China Hospital of Sichuan University,
3The First Affiliated Hospital of Xinjiang Medical
University, 4The First Affiliated Hospital of Xi'an
Jiaotong University, 5Pu'er People's Hospital, 6Peking
University Shenzhen Hospital, 7Guizhou Provincial
People's Hospital, 8Liuzhou Workers' Hospital, 9Ruian
People's Hospital, 10The Sixth People's Hospital of
Shenyang, 11Wuhan Jinyintan Hospital, 12The First
People's Hospital of Yunnan Province, 13Wuxi Fifth
People's Hospital, 14Chia Tai Tianqing Pharmaceutical
Group Co., Ltd.

Background: Chronic HBV infection remains a major
global health challenge. Current therapies (interferons
and NAs) have limited efficacy in reducing/clearing
HBsAg. TQ-A3334, a TLR7 agonist, activates innate
and adaptive immunity. This study evaluated TQ-A3334
combined with NAs in reducing HBsAg in NAs-treated
chronic HBV subjects. Methods: NAs-treated CHB
subjects (18–65 years, HBsAg 100–5000 IU/mL,
HBeAg-negative/positive) were enrolled. Subjects were
sequentially assigned to low-dose (0.2 mg QD, n =16),
medium-dose (0.5 mg QOD, n= 32), and high-dose (0.5
mg QD, n = 33) groups. Within each group, subjects
were randomized 3:1 to TQ-A3334 or placebo. All
received TQ-A3334/placebo + NAs for 48 weeks, then
NAs alone for 24 weeks. After 48 weeks, eligible
subjects discontinued NAs and were followed for 48
more weeks. Results: Mean age of 81 enrolled
subjects: 43.9 years; 61.73% male. Low-dose,
medium-dose, high-dose, and placebo groups had 12,
24, 24, and 21 subjects. Baseline mean HBsAg (log10
IU/mL): 3.01, 2.95, 2.78, 2.88. HBeAg positivity:
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16.67%, 25.00%, 16.67%, 4.76%. At week 24, mean
HBsAg change (log10 IU/mL): low-dose −0.0352,
medium-dose −0.2069, high-dose −1.3244, placebo
−0.0534. High-dose vs. placebo: p < 0.0001. At week
48, mean HBsAg change (log10 IU/mL):low-dose
−0.3041, medium-dose −0.3372, high-dose −1.7786,
placebo −0.0880; High-dose vs. placebo: p <0.0001;
High-dose achieved HBsAg seroclearance in 20.83%
(5/24) subjects and seroconversion in 16.67% (4/24)
subjects; no other groups reached these. HBeAg
seroclearance: medium-dose 16.67% (1/6), high-dose
25% (1/4). In subjects with baseline HBsAg <1000 IU/
mL, high-dose reduced HBsAg by 2.079 log10 IU/mL,
with HBsAg loss in 26.32% (5/19) and seroconversion
in 21.05% (4/19). In those with baseline HBsAg <500
IU/mL, high-dose reduced HBsAg by 2.31 log10 IU/mL,
with HBsAg loss in 40% (4/10) and seroconversion in
30% (3/10). TQ-A3334 was well tolerated. Most AEs
were Grade 1/2. Grade 3 TEAEs were neutrophil count
decreased, WBC decreased, lymphocyte counts
decreased, ALT increased, and hypertriglyceridemia.
No grade 4/5 AEs. All AEs were reversible/manage-
able. Conclusion: In NAs-treated subjects with chronic
HBV infection, TQ-A3334 0.5mg QD combined with
NAs substantially reduced HBsAg levels and even
achieved HBsAg seroclearance or seroconversion in
some subjects, with greater efficacy observed in those
with lower baseline HBsAg levels.

Disclosures: Peng Hu:Nothing to Disclose, Hong
Tang:, Xiaobo Lu:, Yingli He:, Bing Zhao:, Guoxin
Hu:, Hong Peng:, Cunli Nong:, Liang Hong:, Fang
Yang:, Xudong Hu:, Jiawei Geng:, Zheng Wang:, Ding
Yu:, Miaoxia Liu:, Jianing Wang:Chia Tai Tianqing
Pharmaceutical Group Co., Ltd.: Employee.

5009 | EFFICACY AND SAFETY OF
SEQUENTIAL BRII-179, ELEBSIRAN,
AND PEGYLATED INTERFERON
ALFA THERAPY IN CHRONIC
HEPATITIS B VIRUS INFECTION:
END-OF-TREATMENT AND FOLLOW-
UP RESULTS FROM THE PHASE 2
ENRICH STUDY

Jinlin Hou1 Jianmei Lin2 Qing Xie3 Jianping Li4 Xuejiao
Liao5 Qianguo Mao6 Li Zhu7 Fangfang Lv8 Jiming

Zhang9 Xinyue Chen10 Wen Xie11 Honglian Bai12 Xie-
Er Liang1 Chong Zhu13 Alex Tian13 Qing Zhu14 Haifeng
Cao13 David Margolis14, 1Nanfang Hospital, Southern
Medical University, 2Sichuan Academy of Medical
Sciences & Sichuan Provincial People's Hospital,
3Ruijin Hospital, 4Guangzhou Eighth People's Hospital,
Guangzhou Medical University, 5Shenzhen Third
People's Hospital, 6Xiamen Hospital of Traditional
Chinese Medicine, 7Public Health Clinical Medical
Center of Chengdu, 8Sir Run Run Shaw Hospital,
Zhejiang University School of Medicine, 9Huashan
Hospital Affiliated to Fudan University, 10Beijing YouAn
Hospital, Capital Medical University, 11Beijing Ditan
Hospital, Capital Medical University, 12The First
People's Hospital of Foshan, 13Brii Biosciences
(Beijing) Co. Limited, 14Brii Biosciences, Inc.

Background: Previous ENSURE Cohort 4
(NCT05970289) demonstrated that BRII-179-experi-
enced participants achieved higher functional cure
rates after receiving elebsiran and pegylated interferon
alfa (PEG-IFNα), especially among anti-HBs respond-
ers, suggesting that BRII-179 may play an important
role in achieving durable immunological control of HBV.
A Phase 2b ENRICH Study (NCT06491563) aims to
validate the priming effect of BRII-179 followed by
elebsiran + PEG-IFNα. End-of-treatment (EOT) and 24
weeks post EOT results are summarized. Methods:
Virologically suppressed non-cirrhotic participants with
chronic HBV infection on nucleos(t)ide analogues, with
screening HBsAg > 100 and ≤ 3,000 IU/mL and anti-
HBs < LLOQ (2 IU/L), were eligible. All participants
received a 12-week BRII-179 prime treatment: 40 mcg
BRII-179 for 5 doses administered once every 3 weeks
(Q3W) or for 7 doses once every 2 weeks (Q2W).
Starting from Week 16, all participants received 48-
week combination treatment of elebsiran and PEG-
IFNα and were followed for another 24 weeks post
EOT. Results: A total of 148 participants were enrolled
and completed BRII-179 prime treatment (Q3W: n=98,
Q2W: n=50). At EOT, 41.9% (62/148) of the partici-
pants achieved HBsAg loss, with similar HBsAg loss
rates across different BRII-179 dosing schedules (5
doses Q3W: 42.9% [42/98]; 7 doses Q2W: 40.0% [20/
50]). Subgroup analyses showed that participants with
higher baseline HBsAg levels (1,000-3,000 IU/mL)
achieved clinically meaningful HBsAg loss rates at
EOT: 33.0% (13/39) and 28.6% (4/14) with BRII-179
Q3W and Q2W regimens, respectively. Durable HBsAg
loss up to 24 weeks post EOT was achieved in 32.4%
(48/148) among the overall population, and 38.9% (37/
95) and 20.8% (11/53) among participants with
baseline HBsAg 100-1,000 and 1,000-3,000 IU/mL,
respectively. BRII-179 followed by elebsiran and PEG-
IFNα were generally safety and tolerated. The majority
of treatment-related adverse events were consistent
with the known side effects of PEG-IFNα and had
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recovered or resolved within 24 weeks after treatment
completion. Conclusion: BRII-179 followed by eleb-
siran and PEG-IFNα achieved clinically meaningful
rates of HBsAg loss at EOT (41.9%) and through 24
weeks post EOT (32.4%), in particular among sub-
groups with higher baseline HBsAg levels. HBsAg loss
durability was maintained in a meaningful proportion of
participants through 24 weeks post EOT. These results
were consistent with the HBsAg loss rate observed in
ENSURE Cohort 4, 41.9% at EOT and 29.0% through
24 weeks post EOT (Wong et al., AASLD 2025),
supporting BRII-179 priming as a potential strategy to
enhance functional cure responses in chronic HBV
infection.

Disclosures: Jinlin Hou:Aligos Therapeutics Inc: Con-
sultant, Gilead Sciences Inc: Consultant, F. Hoffmann-La
Roche: Consultant, GlaxoSmithKline: Consultant, F.
Hoffmann-La Roche: Grant/Research Support, Grand
Pharmaceutical Group Limited: Consultant, Ausper Bio-
pharma Co., Ltd.: Consultant, Jiangsu Hengrui Pharma-
ceuticals Co., Ltd.: Consultant, Suzhou Hepa Thera Bio.
Co., Ltd.: Consultant, Huahui Health: Consultant, Jianmei
Lin:, Qing Xie:, Jianping Li:, Xuejiao Liao:, Qianguo Mao:,
Li Zhu:, Fangfang Lv:, Jiming Zhang:, Xinyue Chen:,
WEN XIE:, Honglian Bai:, Xie-Er Liang:Nothing to
Disclose, Chong Zhu:Brii Biosciences: Employee, Alex
Tian:Nothing to Disclose, Qing Zhu:, Haifeng Cao:, David
Margolis:BRII Biosciences: Stock Holder.

5010 | DURABILITY OF
FUNCTIONAL CURE TO AHB-137
MONOTHERAPY IN TREATMENT-
NAC/VE PARTICIPANTS WITH
CHRONIC HEPATITIS B: LONG-TERM
FOLLOW-UP RESULTS OF THE AB-
10-8004 STUDY

Yunqing Qiu1 Zhihong Liu2 Dazhi Zhang3 Haibin Gao4

Yujuan Guan5 Guohong Ge6 Youwen Tan7 Qian Zhou1

Shan Zhong3 Lvfeng Yao4 Ying Zhu5 Chunyan Ye6

Xingbei Zhou7 Cuiting Jiang8 Kaili Zhang8 Mingyue
Chen8 Yeming Pan8 Hanze Zhang8 Chen Yang8 Miao
Wang8 Hao Wang8 Chengyong Yang8 Chengyong
Yang9 Guofeng Cheng8 Guofeng Cheng9 Jinlin Hou2

Junqi Niu10, 1The First Affiliated Hospital, Zhejiang
University School of Medicine, Hangzhou, Zhejiang,
China, 2Nanfang Hospital, Southern Medical University,
Guangzhou, Guangdong, China, 3The Second
Affiliated Hospital of Chongqing Medical University,
Chongqing, China, 4Mengchao Hepatobiliary Hospital
of Fujian Medical University, Fuzhou, Fujian, China,
5Guangzhou Eighth People's Hospital, Guangzhou
Medical University, Guangzhou, Guangdong, China,
6The Third People's Hospital of Changzhou,
Changzhou, Jiangsu, China, 7The Third People's
Hospital of Zhenjiang, Zhenjiang, Jiangsu, China,
8Ausper Biopharma Co. Ltd., Hangzhou, China,
9Ausperbio Therapeutics Inc., Foster City, CA, United
States, 10The First Hospital of Jilin University,
Changchun, Jilin, China

Background: AHB-137 is an investigational unconju-
gated antisense oligonucleotide (ASO) targeting all HBV
RNAs for the treatment of chronic hepatitis B (CHB). The
long-term follow-up Study AB-10-8004 (NCT07146100)
evaluated the durability of off-treatment responses and
long-term safety in treatment-naïve participants who
achieved a complete response (CR) or partial response
(PR) after 16 weeks of AHB-137 monotherapy and a 24-
weeks follow-up without HBV treatment in the Phase 2
parent Study AB-10-8008 (Part A, NCT06829329).
Methods: Treatment-naïve participants from AB-10-
8008 Part A who achieved CR (HBsAg <0.05 IU/mL
and HBV DNA <LLOQ [<10 IU/mL]) or PR (HBsAg 0.05
to <10 IU/mL and HBV DNA <LLOQ) at the end of the
parent study were enrolled in AB-10-8004. Participants
were treated with AHB-137 monotherapy without NA
treatment; thus functional cure (FC) was defined as
maintenance of CR for ≥24 weeks after cessation of
AHB-137, without initiation of other HBV treatment.
Participants were followed for long-term durability of
HBsAg and HBV DNA suppression and characterization
of the long-term safety profile of AHB-137. Results: A
total of 11 participants from Study AB-10-8008 (including
7 CR and 4 PR) were enrolled in AB-10-8004 Study.
Among the 7 CR participants, 6/7 (85.7%) remained in FC
at Month 3 of AB-10-8004 (9 months after AHB-137
cessation). All 6 participants remaining under follow-up
maintained FC through Month 9, (15 months after AHB-
137 cessation). One CR participant experienced HBsAg
and HBVDNA rebound byMonth 3 and withdrew from the
Study. Among the 4 PR participants, 1 maintained PR at
Month 3; no participant maintained PR at Months 6. One
participant experienced virologic relapses and initiated
NA therapy, no ALT elevation was observed. Overall, the
long-term safety profile remained favorable. No clinical
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relapse was observed. No severe hepatic flares, hepatic
decompensation, or treatment-related late-onset adverse
events were reported during follow-up. Conclusion:
Complete responses following 16 weeks of AHB-137
monotherapy showed durable off-treatment maintenance
after AHB-137 cessation, whereas partial responses were
less durable. The long-term safety profile remained
favorable, with no clinical relapse, severe hepatic flares,
or hepatic decompensation observed. This data further
supports the development of AHB-137 in treatment-naïve
CHB patients.

Disclosures: Yunqing Qiu:, Zhihong Liu:, Dazhi
Zhang:, Haibin Gao:, Yujuan Guan:Nothing to Disclose,
Guohong Ge:, Youwen Tan:, Qian Zhou:, Shan Zhong:,
Lvfeng Yao:, Ying Zhu:, Chunyan Ye:, Xingbei Zhou:,
Cuiting Jiang:, Kaili Zhang:, Mingyue Chen:Nothing to
Disclose, Yeming Pan:, Hanze Zhang:, Chen Yang:,
Miao Wang:, Hao Wang:, Chengyong Yang:, Chen-
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tics Inc: Consultant, Gilead Sciences Inc: Consultant, F.
Hoffmann-La Roche: Consultant, GlaxoSmithKline:
Consultant, F. Hoffmann-La Roche: Grant/Research
Support, Grand Pharmaceutical Group Limited: Con-
sultant, Ausper Biopharma Co., Ltd.: Consultant,
Jiangsu Hengrui Pharmaceuticals Co., Ltd.: Consultant,
Suzhou Hepa Thera Bio. Co., Ltd.: Consultant, Huahui
Health: Consultant, Junqi Niu:Nothing to Disclose.

5011 | SAROGLITAZAR
MAGNESIUM ACHIEVES
RESOLUTION OF STEATOHEPATITIS
WITHOUT WORSENING FIBROSIS IN
PATIENTS WITH MASH: RESULTS OF
A RANDOMIZED, PLACEBO-
CONTROLLED PHASE 2B TRIAL
(EVIDENCES X)

Naga Chalasani1 Don Lazas2 Paola Casciato3 Nomita
Kim4 Beatriz Ameigeiras5 Marcela De Sousa Coelho6

Oscar Cummings7 Nehal Parikh8 Nihal Shaikh9 Deven
Parmar9 Arun Sanyal10, 1Indiana University Medical
Center, 2Digestive Health Research, 3Hospital Italiano
de Buenos Aires, 4IMA Clinical Research, 5Hospital
Ramos Mejía-CABA, 6Hospital General de Agudos Dr.

José María Ramos Mejía, 7Indiana University School of
Medicine, 8Zydus Lifesciences Ltd, 9Zydus
Therapeutics Inc, 10Virginia Commonwealth University

Background: Saroglitazar is a predominantly PPAR-α
agonist with moderate PPAR-γ activity that improves
metabolic and hepatic abnormalities associated with
metabolic dysfunction-associated steatohepatitis
(MASH). We evaluated the efficacy and safety of
saroglitazar in adults with MASH in a randomized
Phase 2b trial. Methods: In this multicenter, double-
blind, placebo-controlled trial (NCT05011305), adults
with MASH were randomized to saroglitazar magne-
sium 4 mg (n= 64), saroglitazar magnesium 2 mg
(n= 63), or placebo (n = 62) once daily for 52 weeks.
The primary histologic endpoint was resolution of
steatohepatitis without worsening of liver fibrosis at
end of treatment. A secondary histologic endpoint was
≥1-stage improvement in fibrosis without worsening of
NAFLD Activity Score (NAS). Analyses used the
intention-to-treat population with missing-at-random
methodology and were stratified by baseline diabetes
status. Results: Among 189 randomized participants,
mean age was 56 years, approximately 61% were
women, and mean BMI was approximately 35 kg/m²;
59% had type 2 diabetes. Baseline demographic and
clinical characteristics were balanced across groups.
Steatohepatitis resolution without worsening fibrosis
occurred in 39.1% with saroglitazar magnesium 4 mg,
32.4% with 2 mg, and 13.7% with placebo. Treatment
differences versus placebo were 24.9% (95% CI
9.5–40.3; P= 0.002) for 4 mg and 16.5% (95% CI
1.3–31.6; P= 0.033) for 2 mg. Fibrosis improvement
without worsening NAS occurred in 34.8%, 22.8%, and
24.6%, respectively; differences versus placebo were
10.2% (95% CI −6.3–26.6; P = 0.230) and −0.9% (95%
CI −16.7–14.9; P= 0.209). However, compared with
placebo, saroglitazar magnesium 4 mg demonstrated
favorable improvements in non-invasive assessments
of liver fibrosis, with a treatment difference of −9.50 ng/
mL (95% CI: −15.3, −3.7) for Pro-C3, −0.35 (95% CI:
−0.5, −0.2) for APRI, −0.30 (95% CI: −0.5, −0.1) for
FIB-4, and −0.53(95% CI: −1.0,−0.1) for ADAPT.
Saroglitazar magnesium 4 mg also produced clinically
meaningful improvements in liver enzymes, lipid and
glycemic parameters, and insulin resistance. Treat-
ment was well tolerated, without significant weight gain
or a drug-induced liver injury signal. Conclusion: In
this randomized Phase 2b trial, saroglitazar achieved
the primary histologic endpoint of MASH resolution
without worsening fibrosis, with the greatest effect
observed with 4 mg. It did not meet the secondary end
point of histological improvement in liver fibrosis but the
positive effects of saroglitazar 4 mg on non-invasive
fibrosis markers are encouraging.
Disclosures: Naga Chalasani:Madrigal, Eccogene,
Insitro, Boston Pharma, Chugai: Consultant, Zydus,
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5012 | PHASE 2, RANDOMIZED,
DOUBLE-BLIND, PLACEBO-
CONTROLLED STUDY EVALUATING
THE SAFETY, TOLERABILITY,
PHARMACOKINETICS, AND
PHARMACODYNAMICS OF
ORZILOBEN (NST-6179) IN ADULTS
WITH INTESTINAL FAILURE-
ASSOCIATED LIVER DISEASE
(IFALD)

David Fraser1 Manpreet Mundi2, 1Northsea
Therapeutics, 2Mayo Clinic, Rochester MN,
United States

Background: IFALD is a rare and serious liver disease in
patients with chronic intestinal failure, with no approved
treatments. Orziloben is an investigational, oral, fully
synthetic medium-chain fatty acid analogue targeting
cholestasis, inflammation, and fibrosis. Methods: This
Phase 2 trial (NCT05919680) randomized 33 adults with
IFALD receiving parenteral nutrition across international
academic centers. Eligible patients had persistent (≥
6 months) elevation of ≥ 1 predefined IFALD criteria:
ALP, GGT, ALT, or AST ≥ 1.5 x ULN, or total bilirubin >
ULN. Key exclusion criteria included severe hepatic injury
(total bilirubin > 2.5mg/dL, ALP ≥ 10 x ULN, ALT or AST
≥ 5 x ULN). Patients were randomized 2:1 to receive
orziloben 800 mg QD or placebo for 4 weeks in Part A, or
orziloben 1200 mg QD or placebo for 12 weeks in Part B.
Safety, tolerability, and changes from baseline to end-of-
treatment in non-invasive biomarkers of cholestasis and
liver injury were evaluated.Results: In Part B, 24 patients
were randomized (58% female; mean age 46 yrs), of
which 18 (orziloben n=12; placebo n=6) completed the
12-week treatment period without any major protocol
deviations. At baseline, patients presented with a predom-
inantly cholestatic phenotype; 92% had baseline levels ≥
1.5 x ULN for ALP and/or GGT, compared to 46% for ALT
and 33% for AST. Orziloben led to pronounced, sustained
reductions in cholestatic biomarkers at weeks 4 and 12.
For ALP, median (IQR) percent change from baseline for
orziloben (n=12) vs. placebo (n=6) was −38.5% (−48.3,
−10.8) vs. −10.9% (−17.3, 1.2) at week 4 and −38.2%

(−53.0, −17.6) vs. −6.4% (−26.3, 7.7) at week 12 (LS
mean differences vs. placebo: −21.5% [90% CI: −38.6,
−4.5] at week 4 and −21.0% [90% CI: −44.4, 2.4] at week
12), with reversal toward baseline following discontin-
uation of orziloben (week 14) (see Figure). GGT changes
were −31.0% (−57.6, −5.7) vs. −15.8% (−22.1, −10.5) at
week 4 and −39.1% (−53.9, −15.8) vs. 0.7% (−11.2, 22.9)
at week 12; total bilirubin changes were −36.3% (−50.0,
−29.7) vs. −13.1% (−29.2, −6.7) at week 4 and −27.8%
(−50.0, −4.9) vs. −7.1% (−29.2, 8.3) at week 12. At
baseline, elevated bilirubin (≥ 1 × ULN) was present in
three patients in the orziloben group and two in the
placebo group, with median reductions of −50 % and
−14.6 % at Week 12, respectively. In patients with
baseline ALP ≥ 1.5 x ULN, 82% (9/11) of orziloben
treated patients achieved a composite ALP response (≥
30% reduction with no bilirubin worsening) at week 12
versus 20% (1/5) for placebo. No notable difference in
safety or tolerability parameters were observed between
the treatment and placebo arms. Conclusion: Orziloben
demonstrated rapid and sustained improvements in
cholestatic liver injury, highlighted by marked reductions
in ALP, GGT, and bilirubin. These findings support the
further development of orziloben as a promising oral
therapy for the treatment of IFALD.

Disclosures: David Fraser: Nothing to Disclose, Man-
preet Mundi: Northsea: Grant/Research Support, Nestle:
Grant/Research Support, VectivBio: Grant/Research
Support, Fresenius Kabi: Advisor, NovoNordisk: Advisor,
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PEMVIDUTIDE IN THE TREATMENT
OF ADULTS WITH ALCOHOL USE
DISORDER: RESULTS FROM
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PLACEBO-CONTROLLED TRIAL

Henry Kranzler1 Shaheen Tomah2 W. Kyle Simmons3

Stephanie O'Malley4 Joseph Schacht5 Xiaoxi Li2
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Perelman School of Medicine, 2Altimmune, Inc.,
3Oklahoma State University - Center for Health
Sciences, 4Yale University, School of Medicine,
5University of Colorado Anschutz School of Medicine,
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Background: Chronic excessive alcohol use is asso-
ciated with significant morbidity and mortality and can
lead to alcohol-associated liver disease (ALD), a
leading indication for liver transplantation. There is a
pressing unmet need for novel pharmacotherapies that
simultaneously reduce chronic alcohol consumption
and ameliorate alcohol-related liver injury. Pemvidutide
is an investigational balanced 1:1 glucagon/glucagon-
like peptide-1 (GLP-1) dual receptor agonist under
development for the treatment of metabolic dys-
function-associated steato-hepatitis, ALD, and alcohol
use disorder (AUD). While GLP-1 activity promotes
satiety and weight loss, glucagon activity confers direct
hepatic benefits, lowering liver fat, inflammation, and
fibrosis. GLP-1 receptor agonists may also down-
regulate central pathways implicated in AUD. This
study assessed the safety and efficacy of pemvidutide
in reducing heavy drinking among adult patients with
AUD. Methods: RECLAIM (NCT06987513) was a
Phase 2, multi-center, randomized, double-blind, pla-
cebo-controlled trial in treatment-seeking patients with
moderate-to-severe AUD as per DSM-5, and BMI ≥25
kg/m². Patients were randomized 1:1 to receive
pemvidutide 2.4 mg or placebo (PBO) once weekly
for 24 weeks. The primary endpoint was change from
baseline in heavy drinking days (HDDs)/week meas-
ured using the timeline follow-back (TLFB). Key
secondary endpoints included two FDA-qualified self-
reported measures of alcohol use (proportion of
patients with a ≥2-level reduction in World Health
Organization Risk Drinking Level [WHO-RDL] or zero
HDDs), and serum phosphatidylethanol (PEth) levels,
an alcohol biomarker. Adverse events (AEs) and
discontinuation rates were reported. Results: At week
24, patients treated with pemvidutide (n = 50) achieved
statistically significant improvements in primary and key
secondary endpoints compared with PBO (n =50).
Treatment with pemvidutide led to significantly greater
reductions in HDDs/week (-4.20 vs. -2.75; p = 0.0014)
and PEth levels (p < 0.0001) and higher response rates
of a 2-level reduction in WHO-RDL (p = 0.0049) and
zero HDDs (p = 0.0066) than PBO. AEs were primarily
mild-to-moderate gastrointestinal events, and treatment
discontinuation rates were similar between pemvidutide
and PBO (20% vs 22%). Conclusion: RECLAIM met
its primary endpoint, with pemvidutide demonstrating
significantly greater reduction in HDDs/week than
placebo among patients with moderate-to-severe
AUD. Patients treated with pemvidutide showed con-
sistent significant improvements across key secondary

endpoints, including self-reported and objective mea-
sures of alcohol use. Together with its generally
favorable safety profile, these findings support further
evaluation of pemvidutide as a potential novel treat-
ment for AUD in a pivotal phase 3 trial of both heavy
alcohol consumption and the early or advanced liver
disease associated with it.
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Li4 Yueyong Zhu5 Xiqing Guo6 Ming-Hua Zheng7 Jinjun
Chen8 Jie Li9 Hua Ye10 Jiansheng Zhu11 Xujing Liang12

Junmin Jiang13 Zijian Luan14 Ge Li14 Kaile Zhou14

Junfang Xu15 Yulong Gan1 Yanshan Huang1, 1Zhejiang
Doer Biologics Co., Ltd., 2The Chinese University of
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11Taizhou Hospital of Zhejiang Province, 12The First
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Background: DR10624 is a first-in-class long-acting
triple agonist targeting FGF21 receptor, glucagon recep-
tor, and GLP-1 receptor, being investigated for the
treatment of metabolic dysfunction-associated steatotic
liver disease (MASLD) and metabolic dysfunction-asso-
ciated steatohepatitis (MASH). The DR10624-201 study
is a Phase 2, multicenter, randomized, placebo-con-
trolled, double-blind study in patients with MASLD/MASH
(NCT07024212). Here, we present the efficacy and safety
results of the Phase 2 study.Methods: Adult participants
with BMI 25-40 kg/m², liver fat content (LFC) ≥10%
assessed by MRI-PDFF, and liver stiffness (LSM) 8-14.9
kPa assessed by FibroScan®, were randomized in a 4:1
ratio to receive subcutaneous injections of DR10624 (12.5
mg, 25 mg, 50 mg, and 75 mg) or placebo weekly for 12
weeks. The primary endpoint was relative percent change
(%) of LFC from baseline to week 12. Secondary
endpoints included changes in liver enzymes, fibrosis
markers, lipid profiles, and safety. Results: A total of 110
subjects were enrolled in the study (mean age 39.5 years,
BMI 31.7 kg/m², LFC 19.0%, LSM 9.9 kPa). Significant
reductions from baseline in least squares (LS) mean LFC
were observed across all DR10624 dose groups,
compared with placebo at Week 12: Placebo (n=19):
−18.0%; 12.5 mg (n=19): −58.8% (p<0.001); 25 mg
(n=18): −72.7% (p<0.001); 50 mg (n=18): −80.3%
(p<0.001); 75 mg (n=18): −78.4% (p<0.001).
Responder analysis showed that 60.8%, 88.9%, 94.1%,
94.3%, and 5.3% of subjects in 12.5mg, 25mg, 50mg, 75
mg, and placebo groups, respectively, achieved ≥50%
reduction in LFC; and 33.4%, 55.6%, 87.7%, 70.1%, and
0.0% of subjects in 12.5 mg, 25 mg, 50 mg, 75 mg, and
placebo groups, respectively, achieved ≥70% reduction
in LFC after 12-week treatment of DR10624. In addition,
LFC normalization ( <5%) was achieved by 23.9% in 12.5
mg, 66.7% in 25 mg, 81.8% in 50 mg, and 69.8% in 75
mg, and 0.0% in placebo. Moreover, a ≥ 30% reduction
in LSM was observed in 38.1%, 70.4%, 56.2%, 59.8%,
and 27.3% of subjects in the 12.5 mg, 25 mg, 50 mg, 75
mg, and placebo groups, respectively. Compared with
placebo, 12-week treatment with DR10624 led to
reduction in ALT, AST, and fibrosis markers (FIB-4 and
FAST), and improvement in lipid profiles (reduced TG,
TC, non-HDL-C, LDL-C, VLDL-C, and ApoB, and
increased HDL-C), and metabolic parameters (increased
adiponectin and reduced body weight and uric acid).

DR10624 was well tolerated. The most common adverse
effects were gastrointestinal events and injection site
reactions. Conclusion: Treatment with DR10624
resulted in a rapid and significant reduction in liver fat,
along with improvements in liver stiffness, liver enzymes,
fibrosis markers, lipid profiles, and metabolic parameters
in patients with MASLD/MASH. These robust Phase 2
data support further development of DR10624 as an
innovative and promising therapeutic option for MASH.
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5015 | A PHASE 2B RANDOMIZED
PLACEBO-CONTROLLED STUDY TO
EVALUATE THE EFFICACY AND
SAFETY OF EFINOPEGDUTIDE IN
ADULTS WITH METABOLIC
DYSFUNCTION-ASSOCIATED
STEATOHEPATITIS AND STAGE 2-3
FIBROSIS

Jörn Schattenberg1 Eric Lawitz2 R. Ravi Shankar3

Vincent Wong4 Sven Francque5 Keyur Patel6 Luca
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Miele7 Manal Abdelmalek8 Radha Krishnan3 Zhouran
Zhang3 Raymond Lam3 Gregory Golm3 Jan Marquard3

Ben Da3 Samuel Engel3, 1Saarland University Medical
Center, Homburg, Germany; PharmaScience Hub,
Saarbrücken, Germany, 2Texas Liver Institute,
University of Texas Health San Antonio, San Antonio,
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Background: Efinopegdutide is a once-weekly GLP-1/
glucagon receptor co-agonist (~2:1 relative receptor
potency balance) under development for metabolic
dysfunction-associated steatohepatitis (MASH). Meth-
ods: This phase 2b study enrolled adults with biopsy-
proven MASH and F2/F3 fibrosis, randomized 1:1:1:1:1
to receive once-weekly subcutaneous efinopegdutide
(4, 7 or 10 mg), placebo, or open-label semaglutide 2.4
mg. The baseline biopsy was assessed centrally on two
occasions (Read 1 & Read 2). Read 1 was performed
by a single pathologist to assess eligibility during
screening and Read 2 was performed by a 3-
pathologist panel at the time of the end-of-treatment
(EOT) biopsy read to assess response. The primary
endpoint (MASH resolution without worsening of
fibrosis at week 52) was assessed in the mITT1
population (restricted to participants with baseline
NAS ≥ 3 and >0 in each component on Read 2).
The key secondary endpoint (fibrosis improvement ≥ 1-
stage without worsening of steatohepatitis at week 52)
was assessed in the mITT2 population (restricted to
participants with baseline F1-F4 on Read 2). Missing
EOT biopsies were considered non-responses.
Results: 381 participants were randomized and
received ≥ 1 dose. Baseline characteristics were
similar across groups; 239 [63%] had F2 and 142
[37%] had F3. At week 52, MASH resolution without
worsening of fibrosis occurred in 31 [56%] (4 mg), 31
[63%] (7 mg), and 35 [61%] (10 mg) participants
receiving efinopegdutide vs 7 [13%] receiving placebo
(difference vs placebo: 43.0 percentage-points [95% CI
25.7–57.8; p < 0.001] for 4 mg, 49.5 percentage-points
[95% CI 31.4–64.2; p <0.001] for 7 mg, and 47.8
percentage points [95% CI 30.7–62.0; p < 0.001] for 10
mg]); 26 [53%] receiving semaglutide achieved this.
Fibrosis improvement ≥ 1-stage without worsening of
steatohepatitis occurred in 32 [43%] (4 mg), 39 [52%] (7
mg), and 26 [34%] (10 mg) participants receiving
efinopegdutide vs 16 [21%] receiving placebo (differ-
ence vs placebo: 21.7 percentage-points [95% CI
7.1–35.7; p = 0.004] for 4 mg, 30.4 percentage-points
[95% CI 15.4–44.3; p <0.001] for 7 mg, and 13.0
percentage-points [95% CI −1.2–26.8; p = 0.072] for

10 mg); 16 [25%] receiving semaglutide achieved this.
Gastrointestinal adverse events (AEs) were the most
frequently reported with the highest rates seen with 10
mg. AE-related discontinuations occurred more fre-
quently among participants receiving efinopegdutide 10
mg (9 [11%]) compared to the other efinopegdutide
groups (range: 3% to 4%) or placebo (1 [1%]); 1 [1%]
receiving semaglutide discontinued study intervention
due to an AE. Conclusion: Efinopegdutide signifi-
cantly increased MASH resolution without worsening of
fibrosis compared with placebo. The 7 mg dose
demonstrated the most favorable benefit-risk profile,
improving fibrosis by ≥ 1-stage without worsening
steatohepatitis in ~50% of participants at 1 year.
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5016 | A SINGLE VRON-0200
DOSE ALONE PRODUCED DURABLE
AND/OR CONTINUING HBSAG
DECLINES, WITHOUT REBOUND,
FOR MORE THAN TWO YEARS:
COMPLETE LONG-TERM FOLLOW-
UP RESULTS

Grace Lai-Hung Wong1 Tien Huey Lim2 Sue Currie3

Andrew Luber4 Adam Gehring5 Paula MacDonald4

Edward Gane6, 1The Chinese University of Hong Kong,
Hong Kong, Hong Kong, 2NZ Liver Transplant Unit,
Auckland, NZ, 3Virion Therapeutics LLC, 4Virion
Therapeutics, LLC, 5University Health Network,
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Background: New HBV functional cure(FC) treat-
ments have been limited by rapid off treatment HBsAg
rebound and responses predominantly in patients with
low BL HBsAg levels. Immune modulators/therapeutic
vaccines are considered important to improving FC
responses. VRON-0200 is a checkpoint modifier-
containing therapeutic vaccine targeting HBV core
and pol(but not S) antigens that has shown a
favorable safety profile, immunogenicity, and sus-
tained HBsAg declines following a single i.m. dose
(Gane and Wong, Lancet Microbe,2026). Here we
report the complete HBsAg long-term follow up(LTFU)
results out to 2+ years, and viral biomarkers, for all
VRON-0200 alone treated patients. Methods: CHB
pts, NUC-suppressed with HBsAg < 500IU/mL were
randomized to receive i.m. VRON-0200 prime on D1,
w/wo VRON-0200 boost on D91(Groups 1 and 2;
Combination Group 3 not included in this analysis). An
elective LTFU was implemented to collect additional
HBsAg data after end of study(EOS; D360). HBsAg
(ELISA; LLOD <0.05 IU/mL), HBV DNA(LLOD <40
cps/mL), pgRNA(LLOD<10 cps/mL), HBcrAg(LLOD
<1000 U/mL), and HBsAb(ELISA; detectable at > 10
IU/mL) were measured. HBsAg results post EOS,
during LTFU, and viral biomarkers through D360 are
reported. Results: 27 pts were enrolled: 22(81%)
male, 24(89%)Asian, median age, 46yrs, 26(96%)
HBeAg neg, and median BL HBsAg, 177IU/mL
(range:10–623). HBsAg levels during LTFU were
available for 26 pts, with a median of 720 days
(range:524-909) post VRON-0200 prime dosing. At
LTFU, no pt had HBsAg rebound;25(96%) pts had
continued HBsAg declines(12 pts > 100 IU/mL at BL
declined to < 100IU/mL), 8 pts declined to < 10IU/mL
and 2 pts experienced HBsAg loss. 14(54%) pts had
> 0.5log10 decline from BL, including 6 pts with a >
1.4 log10 decline(Figure). A boost dose did not
improve HBsAg declines. HBV DNA remained ND in
all pts throughout the study; at BL and D360: pgRNA
TND in 23(85%) and 25(93%), HBsAb negative in 27
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(100%) and 27(100%), and HBcrAg LLOD in 13(48%)
and 15(56%) respectively. Conclusion: LTFU in
NUC-suppressed pts who received a prime dose of
VRON-0200 were observed to have durable and/or
continued HBsAg declines out to 2+ years, without
HBsAg rebound. More than half of pts had a >0.5log10
decline from BL, and 2 patients experienced HBsAg
loss. In addition, 19/26(73%) pts had HBsAg levels at
LTFU that would qualify for NUC discontinuation
( < 100IU/mL). As a result, a single VRON-0200 dose
alone may be sufficient for some pts and might improve
FC responses by preventing HBsAg rebound when used
in combination treatments, and/or immunologically low-
ering HBsAg levels prior to ARV dosing(e.g., > 1000IU/
mL to <1000IU/mL) where higher FC rates have been
demonstrated. A Phase 2B SPARK-B trial is in
development and will assess FC, with NUC discontin-
uation, and higher BL HBsAg levels, when VRON-0200
is used alone, and in combination treatments.
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5017 | ELEBSIRAN PLUS BRII-179
AND PEGINTERFERON ALFA
ACHIEVE GREATER HBSAG LOSS
AND ENHANCED IMMUNE
RESPONSES COMPARED WITH
PEGINTERFERON ALFA ALONE IN
VIROLOGICALLY SUPPRESSED
CHRONIC HEPATITIS B: RESULTS
FROM THE PHASE 2 ENHANCE PART
A-1
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Background: Achieving hepatitis B virus (HBV) func-
tional cure remains challenging, particularly in patients
with high HBsAg levels. Previous Phase 2 studies
demonstrated that either siRNA elebsiran or therapeu-
tic vaccine BRII-179, when combined with peginter-
feron alfa (PEG-IFNα), improved functional cure rate
compared with PEG-IFNα monotherapy. ENHANCE
Part A-1 was designed to evaluate whether concurrent
viral antigen suppression and immune restoration
through a triple regimen of elebsiran, BRII-179, and
PEG-IFNα could further enhance antiviral outcomes.
Methods: In this randomized, double-blind, active-
controlled Phase 2 study (NCT06650852), virologically
suppressed, non-cirrhotic participants who had chronic
HBV infection, with HBsAg levels > 100, ≤ 3000 IU/
mL and anti-HBs <10 IU/L were randomized 2:1 to
receive 13 monthly doses of elebsiran plus 48 weeks of
PEG-IFNα with 10 monthly doses of BRII-179 add-on
(triple therapy group) or PEG-IFNα monotherapy for 48
weeks. Participants were stratified by HBsAg levels at
screening. The primary endpoint was HBsAg loss
( < LLOQ) at Week 48 (EOT). Follow-up continued
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through 24 weeks post-EOT. Results: A total of 147
participants were randomized (triple, n = 98; PEG-IFNα,
n = 49). At EOT, a significantly greater proportion of
participants achieved HBsAg loss in the triple therapy
group than in the PEG-IFNα monotherapy group
(25.5% [25/98] vs 10.2% [5/49], p = 0.0301). Higher
HBsAg loss rates with triple therapy were observed in
participants with baseline HBsAg >1000 IU/mL (24.2%
[8/33] vs 0% [0/18], p = 0.0389). Triple therapy was also
associated with enhanced anti-HBs responses. At EOT,
40.8% (40/98) of participants receiving triple therapy
achieved anti-HBs levels ≥ 100 IU/L, compared with
minimal anti-HBs responses in the PEG-IFNα mono-
therapy group. Among participants in the triple therapy
group who achieved anti-HBs levels ≥ 100 IU/L, 50%
also achieved HBsAg loss at EOT. At 24 weeks post-
EOT, HBsAg loss was maintained in 17.3% (17/98) of
all participants receiving triple therapy and in 18.2% (6/
33) of those with baseline HBsAg >1000 IU/mL
(Figure), maintenance of HBsAg loss through Week
72 was more frequent in those with anti-HBs levels
≥ 100 IU/L than in those with anti-HBs <100 IU/L at
EOT (80% vs 20%). The safety profile of the triple
regimen was generally comparable with the PEG-IFNα
monotherapy, with no new safety signals identified.
Conclusion: Elebsiran, BRII-179, and PEG-IFNα triple
therapy was generally safe and demonstrated greater
HBsAg loss rate than PEG-IFNα monotherapy. The
benefit of triple therapy over PEG-IFNα monotherapy
observed among participants with baseline HBsAg
levels > 1000 IU/mL, together with robust anti-HBs
induction and durable post-treatment response in a
subset of participants, providing further support for the
therapeutic potential of combining viral antigen sup-
pression with immune modulation as a strategy to
improve HBV functional cure.
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Background: Severe alpha-1 antitrypsin deficiency
(AATD) is most commonly caused by homozygous
SERPINA1 Pi*ZZ variants. It results in hepatocellular
accumulation of misfolded Z-AAT polymers predispos-
ing to progressive liver disease, and inadequate
circulating AAT increasing the risk of lung damage
from unopposed neutrophil elastase. Current augmen-
tation therapy increases plasma AAT but does not
correct hepatic Z-AAT production and accumulation nor
associated liver disease. WVE-006 is the prototypical
GalNAc-conjugated RNA editing oligonucleotide that
converts Z-AAT to functional wild-type M-AAT. Here we
present the most recent first-in-human data showing its
ability to increase lung-protective M-AAT while reducing
the pathogenic hepatic Z-AAT burden. Methods:
RestorAATion-2 (NCT06405633) is an ongoing phase
1/2a study of single- and multiple-ascending sub-
cutaneous doses of WVE-006 (200, 400, 600 mg;
n = 8/cohort) in Pi*ZZ participants. Following a single
dose and 12-week follow-up, participants received
biweekly (200 mg) or monthly (400, 600 mg) dosing
for 12 weeks followed by 12 weeks of observation.
Serum M-AAT, Z-AAT, and total (M + Z) AAT were
quantified by LC-MS to assess RNA editing, restoration
of functional AAT production, and reduction of mutant
Z-AAT. Results: WVE-006 was generally well toler-
ated; all adverse events were mild to moderate, with no
serious adverse events. Single doses of 200, 400, and
600 mg produced M-AAT levels representing 44%,
48%, and 52% of total AAT, and reductions of 47%,
50% and 59% in Z-AAT, respectively, consistent with
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target engagement and hepatocyte RNA editing. In the
200 and 400 mg multiple-dose cohorts, serum M-AAT
reached 64%, and 59% of total serum AAT, accompa-
nied by Z-AAT reductions of 71% and 68%, respec-
tively. Following a single 200 mg dose, total endoge-
nous AAT rose to > 20 µM during an acute phase
response, with two additional acute phase responses in
the 400 mg multiple-dose cohort resulting in rises of
total endogenous AAT by 58% and 60%. Conclusion:
These interim data provide first-in-human proof of
mechanism for therapeutic RNA editing, demonstrating
production of functional M-AAT, substantial reduction of
mutant Z-AAT, and endogenous upregulation of total
AAT during stress in Pi*ZZ individuals. By directly
editing hepatocyte SERPINA1 mRNA, WVE-006 may
address both AATD-associated lung and liver disease
and paves the way for targeted correction of single
nucleotide-based mutations.
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ELSPIRE TRIAL
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Background: Inadequate treatment response in pri-
mary biliary cholangitis (PBC) is commonly defined as
ALP ≥ 1.67× upper limit of normal (ULN). As such,
registrational clinical trials have included patients (pts)

with screening ALP ≥1.67× ULN, excluding pts with
ALP >1–<1.67× ULN. As ALP >ULN is associated
with active disease, ALP normalization, associated with
better complication-free survival, is an increasingly
favored treatment target. Pts with ALP >ULN, even if
< 1.67× ULN, may therefore benefit from ALP reduction.
Elafibranor (ELA), a peroxisome proliferator-activated
receptor (PPAR)-α/δ agonist approved for PBC second-
line treatment, has shown significant biochemical
efficacy in pts with ALP ≥ 1.67× ULN. ELA has not
been investigated in pts with ALP >1–<1.67× ULN.
Here, we report results from the phase III randomized,
placebo-controlled ELSPIRE trial (NCT06383403),
evaluating the effect of ELA in pts with PBC, ALP
>1–<1.67× ULN, and incomplete response/intolerance
to ursodeoxycholic acid (UDCA). Methods: Pts with
PBC and ALP >1–<1.67× ULN were randomized 2:1
to ELA 80 mg or placebo (PBO). The primary endpoint
was ALP ≤ULN at Week (Wk) 52 (multiple imputation;
missing at random assumption; 2-sided p<0.05 signif-
icance). Secondary endpoints (with descriptive p-val-
ues) included least squares (LS) mean % change from
baseline (CfB) in ALP to Wk 52, complete biochemical
response (normal total bilirubin, ALP, AST, ALT,
albumin, and INR) at Wk 52, and ELA safety over the
study period. Results: Of 92 randomized pts (ELA: 62;
PBO: 30), 85 (92.4%) completed Wk 52 (ELA: 57; PBO:
28). Mean (SD) age was 60.2 (10.0) years; 92.4% were
female. At randomization, 69 (75.0%) had ALP
>1–≤1.33× ULN, 23 (25.0%) had ALP >1.33–<1.67×
ULN, and 89 (96.7%) had concurrent UDCA treatment. At
Wk 52, significantly more pts had ALP ≤ULN with ELA
(85.3%) vs PBO (23.3%); difference: 62.0% (95% CI:
44.3, 79.7; p<0.0001). Similar differences were seen in
pts with randomization ALP >1–≤1.33× ULN (ELA:
80.4%, PBO: 26.1%; p<0.0001) and ALP >1.33–<1.67×
ULN (ELA: 87.5%, PBO: 14.3%; p=0.0017; Figure).
Significantly greater LS mean%CfB in ALP at Wk 52 was
seen with ELA (–36.5%) vs PBO (–4.2%; p<0.0001). At
Wk 52, 64.3% of pts with ELA vs 16.7% with PBO
achieved complete biochemical response (p<0.0001;
Figure). Treatment-emergent adverse events (AEs) were
observed in 79.0% of pts with ELA vs 70.0% with PBO,
mostly mild/moderate. Serious AEs were observed in 3
(4.8%) pts with ELA (none treatment-related; no deaths)
and 4 (13.3%) with PBO, with no DILI. There were no new
safety signals. Conclusion: In ELSPIRE, the primary
endpoint of ALP normalization was achieved in a
significantly higher proportion of pts with PBC and ALP
>1–<1.67× ULN with 1 year of ELA vs PBO, with rapid
and sustained reductions in ALP and no new safety
signals. These results support the potential of second-line
ELA treatment alongside UDCA to achieve ALP normal-
ization in these pts.
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WITH MASLD AND OBESITYB
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Background: Pediatric metabolic dysfunction-associ-
ated steatotic liver disease (MASLD ) is themost common
chronic liver disease in youth, affecting nearly 40% of
those with obesity. Hepatic steatosis is the hallmark of
MASLD, with risk of progression to steatohepatitis and
extrahepatic complications. However, treatment for pedi-
atric MASLD is limited to lifestyle changes. Our group
previously demonstrated that essential amino acid supple-
mentation (EAA) decreases hepatic fat (HF) in elderly
adults and improves hepatic function in adults with
alcoholic liver disease. We sought to determine if EAA
reduces HF in adolescents with MASLD and obesity.
Methods: Adolescents with MASLD and obesity (age 13-
18 years, HF ≥ 5% by MRI-PDFF, BMI ≥ 85th percentile
for age and sex) were included from two clinical cohorts.
Participants in a recently completed phase 3, double-
blind, randomized placebo-controlled trial
(NCT05935826, IND169103) received 8 weeks of twice-
daily EAA (AMS2392, Amino Co., Lewes, DE) or placebo.
Participants from a prior phase 3, double-blind, random-
ized placebo-controlled cross-over trial with 4-week twice-
daily EAA intervention with the same formulation in
adolescents with obesity and polyendocrine metabolic
ovarian syndrome (NCT03717935) were included if HF
was ≥ 5%. Baseline and post-intervention assessments
for both studies were 8 weeks apart and included hepatic
MRI, DXA, fasting blood collection, and anthropometric
measurements. The primary outcome for both trials and
this analysis was change in HF. Secondary outcomes
included ALT, AST, metabolic biomarkers, and body
composition. Between group HF change differences were
evaluated with an intent-to-treat linear mixed-effects
model (LMM) adjusted for study, age, sex, and BMI. A
power variance structure was used to account for
increasing residual variability with higher fitted HF.
Absolute and relative changes in secondary outcomes
were compared usingWelch’s t-tests. Data are presented
as mean ± SD; p<0.05 was considered significant.
Results: Thirty-one adolescents (EAA n=19 [8 male, 11
female], BMI 36.0 ± 6.3 kg/m2, age 15.3 ± 1.5 years;
placebo n=12 [7 male, 5 female], BMI 36.5 ± 4.1 kg/m2,
age 16.0 ± 1.9 years) were included. EAA had an
absolute HF reduction of -1.5 ± 3.6%, compared with an
increase of 0.99 ± 3.1% in placebo (LMM between-group
difference in change = −1.90%; 95% CI = −3.64
to −0.16; Group x Timepoint p=0.033). Relative ALT
decreased with EAA and increased with placebo
(−22.1 ± 22.2% vs 4.6 ± 21.3%, respectively,
p=0.003). No between-group differences were observed
in changes in AST, fasting insulin, glucose, TG, and BMI
or body fat. Conclusion: Following 4 or 8 weeks of twice-
daily EAA supplementation, adolescents withMASLD and
obesity had reductions in hepatic fat and ALT compared
with placebo, consistent with improvement in hepato-
cellular injury. Evaluation of liver stiffness is needed to
determine if EAA improves additional hepatic outcomes.
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Background: HT-101 is a GalNAc-conjugated small
interfering RNA targeting the HBV S region that
demonstrated durable HBsAg reductions in phase I.
HT-102 is a human monoclonal antibody targeting the
HBsAg antigenic loop that produced rapid declines in
serum HBsAg in phase I. We report Week 60 (36 weeks
post-treatment) results from a phase Ib/IIa study in China
(NCT07183306/CTR20244730) evaluating HT-101 plus
HT-102 combination therapy and monotherapy in
patients with chronic hepatitis B (CHB). Methods: This
multicenter, open-label, partially dose-escalating study
enrolled HBeAg-negative patients with CHB receiving
stable nucleos(t)ide analogue (NA) therapy and screen-
ing HBsAg levels of 100–3,000 IU/mL. Study treatments
were administered subcutaneously every 4 weeks.
Group A received HT-101 400 mg for 24 weeks, with
treatment extended through Week 48 for participants
without HBsAg loss at Week 24. Group B received HT-
102 300 mg for 24 weeks followed by HT-101 400 mg for
24 weeks. Groups C–E received HT-102 300 mg plus
HT-101 100 mg, 200 mg, or 400 mg, respectively, for 24
weeks. Eligible patients discontinued NAs at Week36.

The primary endpoint was the incidence of treatment-
emergent adverse events (TEAEs). Results: All partic-
ipants completed the Week 60 visit (Figure 1). Among
participants in the combination groups (C–E; n=28), 22/
28 (79%) achieved HBsAg loss at end of treatment
(EOT;Week 24), and 8/28 (29%)maintained HBsAg loss
through Week 60. Sustained HBsAg loss was observed
in 5/14 (36%) participants with baseline HBsAg <1,000
IU/mL and 3/14 (21%) with baseline HBsAg ≥1,000 IU/
m. In Group E, 4/10 (40%) participants maintained
HBsAg loss through Week 60, including 2/6 (33%)
participants with baseline HBsAg ≥1,000 IU/mL. In
Group A, 4/20 (20%) participants achieved HBsAg loss
at Week 24, and 3/20 (15%) maintained HBsAg loss
through Week 60. HT-101 treatment was extended to 48
weeks in the remaining 16/20 cases in Group A and 2/16
(13%) achieved HBsAg loss by Week 60. In Group B, no
participant achieved HBsAg loss at Week 24 following
HT-102 monotherapy, whereas 4/8 (50%) achieved
HBsAg loss at Week 48 after subsequent HT-101
treatment; at Week 60, HBsAg had rebounded in all
participants but remained <1 IU/mL. Most TEAEs were
Grade 1–2; one Grade 3 treatment-related injection-site
reaction was reported. No drug-related serious adverse
events or ALT flares occurred. Conclusion: Combina-
tion of HT-101 plus HT-102 induced high rates of on-
treatment HBsAg loss and sustained off-treatment
HBsAg loss through Week 60 in HBeAg-negative, NA-
suppressed CHB. HT-101 monotherapy also achieved
sustained off-treatment HBsAg loss in some cases, with
additional HBsAg loss observed following treatment
extension. The highest sustained HBsAg loss rate was
observed with HT-101 400 mg plus HT-102 300 mg
(40%). These findings support further evaluation of HT-
101 plus HT-102 as a finite-treatment combination
regimen toward functional cure in CHB.
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Background: Up to 80% of hepatocellular carcinoma
(HCC) is caused by chronic hepatitis B (CHB) in China.
Although nucleos(t)ide analogues (NAs) therapy reduces
the risk of HCC in CHB patients, the residual risk of HCC
remains high, particularly in high-risk individuals. This
study aimed to investigate whether peginterferon alfa-2b
(PegIFNα-2b) add-on to NAs can further reduce the risk of
HCC compared with NA monotherapy in NA-treated CHB
patients with intermediate-to-high risk of HCC. Methods:
In this multi-center randomized controlled trial "PARADISE
study" (NCT05671315), CHB patients with intermediate to
high risk of HCC, who had undetectable HBV DNA after
more than 24-week NAs pretreatment, were recruited,
randomized to NAs group or PegIFNα+NAs group at a
ratio of 1:2, and followed up for 240 weeks. NAs group
continued NAs monotherapy, while PegIFNα+NAs group
received PegIFNα-2b add-on NAs therapy for 48 weeks,
then switched to NAs monotherapy. Changes in HBV
serological markers and the cumulative incidence of HCC
at week 240 were compared between the groups.
Results: A total of 196 CHB patients were included in
this analysis, comprising 68 in the NAs group and 128 in

the PegIFNα+NAs group. Among them, 55 and 103
patients, respectively, completed the 240-week follow-up.
Baseline characteristics were comparable between the
two groups. Over 240 weeks of follow-up, the cumulative
incidence of HCC was markedly lower in PegIFNα+NAs
group than NAs group (1.0% vs. 8.9%, HR = 5.62, P =
0.013; Fig.1A). Notably, among CHB patients character-
ized by male sex, age > 40 years, or a family history of
HCC, PegIFNα add-on therapy still demonstrated signif-
icant advantages in reducing HCC (all P < 0.05).
Comparedwith NAs group, PegIFNα+NAs group exhibited
numerically lower HBsAg levels at week 240 (1.89 ± 1.54
vs. 2.32 ± 1.00 log10 IU/mL) and a relatively greater
decline of HBsAg from baseline (1.07 ± 1.13 vs. 0.66 ±
0.73 log10 IU/mL). The rates of HBsAg loss at week 240
were significantly higher in PegIFNα+NAs group than NAs
group (25.2% vs. 3.6%, P = 0.001; Fig.1B). None of the
patients who achieved HBsAg loss prior to week 96
experienced HBsAg relapse throughout the follow-up.
Multivariate analysis demonstrated that NAs therapy (vs.
PegIFNα add-on therapy, HR = 5.19, P = 0.019) and
older age (HR = 1.11, P = 0.046) were independently
associated with an increased risk of HCC. Conclusion:
PegIFNα-2b add-on NAs therapy is superior to NAs
monotherapy in reducing HCC risk and facilitating
sustained HBsAg loss among NA-treated, virologically
suppressed CHB patients with intermediate-to-high risk
of HCC.
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Background: EMERALD-3 met its primary endpoint.
Favorable OS trends were seen for STRIDE ± L + TACE
vs TACE in eeHCC. Preserved liver function in HCC
treatment is associated with better outcomes and allows
subsequent treatment (Tx) post progression. We report
post-hoc exploratory analyses of liver function trajectory,
post-progression outcomes, and safety by baseline (BL)
liver function in EMERALD-3.Methods: Pts (≥18 y) with
eeHCCwere randomized 1:1:1 to STRIDE (T 300 mg + D
1500 mg on Day 1 then D 1500 mg every 4 weeks) + L (8
or 12 mg once daily) + TACE; STRIDE + TACE; or TACE
until reaching 175 pts/arm, then 1:1 until STRIDE + L +
TACE and TACE reached ~275 pts/arm. Pts were
stratified by region, prior palliative embolization, and BL
tumor burden. The primary endpoint was PFS for STRIDE
+ L + TACE vs TACE. Key secondary endpoints were
OS for STRIDE + L + TACE vs TACE; PFS and OS
for STRIDE + TACE vs TACE. PFS2 for STRIDE ± L +

TACE vs TACE was a secondary endpoint. Adverse
events (AEs) were recorded throughout the study, with
causality determined by the investigator. All hepatic and
hemorrhagic Standardised MedDRA Queries (SMQs)
were presented as other significant AEs. This post-hoc
exploratory analysis assessed outcomes by BL albumin-
bilirubin (ALBI) grade (1 vs 2/3). Results: As of Feb 23,
2026, mean ALBI and Child-Pugh scores remained
stable over the Tx period across arms, in the safety
analysis set (SAS). In the full analysis set (FAS), median
OS (95% CI) was 44.6 months (39.5–not calculable
[NC]) for STRIDE + L + TACE vs 39.2 months (34.7–NC)
for TACE in pts with ALBI Grade (Gr) 1 (HR 0.86 [95% CI
0.60–1.22]); and 28.5 months (20.7–34.3) vs
22.1 months (17.4–33.3), respectively, in pts with ALBI
Gr 2/3 (HR 0.88 [0.60–1.28]). Median OS was NC (37.8–
NC) for STRIDE + TACE vs 39.2 months (28.0–NC) for
TACE in pts with ALBI Gr 1 (HR 0.57 [95% CI
0.36–0.90]); and 27.9 months (17.8–NC) vs 20.4 months
(16.6–30.1), respectively, in pts with ALBI Gr 2/3 (HR
0.81 [0.52–1.26]). STRIDE ± L + TACE numerically
improved median time to next treatment and PFS2 vs
TACE across BL ALBI grades (Table). In the FAS,
subsequent Tx use was 43% (ALBI Gr 1) and 46% (ALBI
Gr 2/3) for STRIDE + L + TACE; 50% and 53% for
STRIDE + TACE; and 72% and 68% for TACE.Within Tx
arms, rates of max. Gr 3/4 Tx-related AEs were similar
across BL ALBI grade. Any-grade AEs of hepatic
disorders per SMQ were more common with STRIDE-
based regimens + TACE vs TACE alone, irrespective of
BL ALBI grade. The most common hepatic disorder
SMQ category was liver-related investigations, signs,
and symptoms. Conclusion: STRIDE ± L + TACE
showed clinically relevant improvements in post-pro-
gression and survival outcomes vs TACE, with stable
liver function over the Tx period and comparable safety
across BL ALBI grades within each arm. No new hepatic
safety signal was identified in addition to the previously
known safety profile of the STRIDE regimen. These
findings support a STRIDE-based regimen + TACE as a
potential new Tx option for eeHCC.
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Background: The B-Well Phase 3 trials showed that a
24-week course of bepirovirsen (BPV), an antisense
oligonucleotide, resulted in 19–20% functional cure
(FC) rate in nucleos(t)ide analog (NA)-treated partici-
pants with chronic hepatitis B virus (HBV) infection and
baseline hepatitis B surface antigen (HBsAg) levels
100–3000 IU/mL.1 FC rates increased to 25–28%
among those with HBsAg levels ≤ 1000 IU/mL. As
healthcare providers and patients with baseline HBsAg
<100 IU/mL may consider treatment with BPV, charac-
terizing the FC rate achievable within this population is
therefore of clinical importance. Here, we used model-
based extrapolation to predict FC in participants with
baseline HBsAg <100 IU/mL based on available
clinical data from the B-Well studies and the real-world
Everest study (pegylated interferon).2 Methods: The
ability of several predictive models to capture the
inverse relationship between baseline HBsAg and FC
observed in the B-Well studies (n = 1194) was eval-
uated. Unlike the B-Well studies, the real-world Everest
study reported data in the baseline HBsAg <100 IU/mL
range (n = 2067) and showed a similar inverse

relationship between baseline HBsAg and the FC-
related clinical endpoint of HBsAg loss rate at end of
treatment; Everest was therefore used as an external
benchmark for the ability of models to predict FC in this
range. Models were also fitted to the ≥ 100 IU/mL
subgroup of Everest and predictions were compared
against observed <100 IU/mL data, allowing best
predictive models to be selected. A final model was
selected based on ability to capture B-Well data and
ability to predict held-out Everest data in the baseline
HBsAg <100 IU/mL range, and model parsimony.
Results: FC rate in the B-Well studies increased
monotonically as baseline HBsAg decreased. In the
NA-treated population with baseline HBsAg <100 IU/
mL, the final model predicted mean FC rates of
approximately 46–53% with 24 weeks of BPV treatment,
reflecting variation in assumed baseline HBsAg levels
within this range. These predictions are consistent with
the monotonic trend observed in B-Well, exceeding the
40% FC rate seen in the 100–200 IU/mL subgroup. The
lower bound of the model’s 95% confidence interval
suggests FC of at least 34% in the baseline HBsAg
<100 IU/mL population. Conclusion: Model-based
extrapolation supports clinically meaningful FC benefit
of at least 34% (with an estimated mean of 46–53%) in
response to 24 weeks of BPV treatment in a NA-treated
population with baseline HBsAg levels < 100 IU/mL.
References: 1 Hou J et al. N Engl J Med 2026;394
(24):2395–2406 2 Xie C et al. Clin Gastroenterol
Hepatol 2026:S1542-3565(26)00057-1 Funding: GSK
(202009/NCT05630807; 219288/NCT05630820)[for the
B-Well Study Group].
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Background: Previous studies have shown that a
≥30% relative reduction from baseline in liver fat,
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measured by magnetic resonance imaging-proton den-
sity fat fraction (MRI-PDFF), is associated with resolution
of metabolic dysfunction-associated steatohepatitis
(MASH) and is commonly referred to as an MRI-PDFF
response. Data evaluating whether a ≥50% reduction in
liver fat content, as measured by MRI-PDFF, is
associated with fibrosis improvement in MASH remain
limited. Efimosfermin alfa, a once-monthly (Q4W)
FGF21 analog, led to improvements in fibrosis versus
placebo at 24 weeks in participants (pts) with MASH with
stage 2/3 fibrosis (F2/3) in a Phase 2 study
(NCT04880031). In this post-hoc analysis, we evaluated
the associations of ≥30% and ≥50% relative MRI-
PDFF reductions (≥50%, super-response), normaliza-
tion of liver fat content (absolute MRI-PDFF ≤5%), and
fibrosis response among pts with F2/3 MASH treated
with efimosfermin 300mg versus placebo.Methods: Pts
willing/able to undergo liver biopsy with bodymass index
≥25 kg/m2 and MRI-PDFF ≥8% were included in this
analysis. In total, 37 pts had F2 fibrosis (placebo: n =20;
300 mg: n=17) and 28 had F3 fibrosis (placebo: n =14;
300 mg: n=14) at baseline. Changes in MRI-PDFF from
baseline toWeek 28 were assessed. The main histologic
outcome was ≥1-stage improvement in fibrosis without
worsening of MASH. Results: Efimosfermin 300 mg
demonstrated significantly greater reductions in MRI-
PDFF compared with placebo, with an absolute reduc-
tion (placebo-adjusted) of −8.1% (95% CI, −11.0 to −5.1;
p <0.001) and a relative reduction of −34% (95% CI, −47
to −20; p <0.001) at Week 28. Based on pooled analysis
of 300 mg and placebo, relative MRI-PDFF declines of
30% and 50%, respectively, were associated with
fibrosis responses of 32% (95% CI, 21 to 45) and
36% (95% CI, 23 to 51). Fibrosis response in those
who achieved < 30% decline in MRI-PDFF versus
those who achieved a ≥ 30% decline in MRI-PDFF
relative to baseline was 23% versus 42%, respectively
(OR= 2.3; 95% CI, 0.7 to 8.5). The rate of fibrosis
response in those who achieved < 50% decline in
MRI-PDFF versus those who achieved a ≥ 50%
decline in MRI-PDFF (MRI-PDFF super-responders)
relative to baseline was 30% versus 39%, respectively
(OR= 1.5; 95% CI, 0.4 to 5.3). The rate of fibrosis
response in those who did not achieve normalization
of liver fat versus those who did (MRI-PDFF ≤ 5% at
the end of treatment) was 30% versus 45%, respec-
tively (OR=1.9; 95% CI, 0.4 to 8.9). For all MRI-PDFF
responder definitions, the proportion of MRI-PDFF
responders who were also fibrosis responders was
higher with efimosfermin 300 mg than with placebo
(Figure 1). Conclusion: Reductions in MRI-PDFF of
≥ 30% and ≥ 50% were associated with fibrosis
improvement. Most pts treated with efimosfermin
achieved an MRI-PDFF reduction ≥ 30%, with some
achieving liver fat normalization. The results support
evaluation of efimosfermin in F2/F3 MASH in longer-
duration Phase 3 trials.
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Background: Undetectable HBV DNA may not indi-
cate histological quiescence in inactive HBsAg carri-
ers (IHCs). We evaluated the histological burden and
week-48 HBsAg clearance with peginterferon alfa-2b
(PEG-IFNα-2b) in this population. Methods: STARHB
is an ongoing, multicenter, real-world cohort study of
IHCs. In a histopathological substudy, 231 treatment-
naïve patients underwent liver biopsy. Evident hepatic
injury (EHI) was defined as necroinflammation grade
≥ 2 and/or fibrosis stage ≥ 2. The treatment-effective-
ness analysis included participants who, as of
September 7, 2026, had reached week 48 according
to their enrollment date and had either completed
week-48 follow-up or achieved HBsAg clearance
before week 48. Patients with undetectable baseline
HBV DNA ( < 20 IU/mL) were grouped as PEG-IFNα-
2b monotherapy, PEG-IFNα-2b plus a nucleos(t)ide
analogue (NUC), NUC monotherapy, or no treatment.
HBsAg clearance was defined as HBsAg < 0.05 IU/
mL. Results: A total of 5,573 participants were eligible
for the week-48 analysis, of whom 3,580 (64.2%) had
undetectable baseline HBV DNA ( < 20 IU/mL) and
1,993 had detectable baseline HBV DNA (≥ 20 IU/
mL). Among participants with undetectable baseline
HBV DNA, 1,657 received PEG-IFNα-2b monother-
apy, 1,736 received PEG-IFNα-2b plus a nucleos(t)ide
analogue (NUC), 146 received NUC monotherapy.
Among participants with undetectable baseline HBV
DNA, 43.9% (1,491/3,393) of those receiving PEG-
IFNα-2b-based therapy achieved HBsAg clearance by
week 48, compared with 8.2% of those receiving NUC
monotherapy (P < 0.001). Among participants with
detectable baseline HBV DNA, 45.0% (846/1,882) of
those receiving PEG-IFNα-2b-based therapy achieved
HBsAg clearance by week 48. HBsAg clearance rates
with PEG-IFNα-2b-based therapy were comparable
between participants with undetectable and detect-
able baseline HBV DNA (43.9% vs 45.0%; P = 0.32).
Among the 231 patients who underwent liver biopsy,

35.9% had EHI. EHI was more frequent in HBV DNA-
negative than HBV DNA-positive patients (44.6% vs
31.1%; P = 0.04), predominantly because of a higher
prevalence of fibrosis stage ≥ 2 (42.2% vs 21.6%;
P < 0.001). Conclusion: HBV DNA negativity did not
exclude clinically relevant histological injury, particu-
larly significant fibrosis, in IHCs. Meanwhile, PEG-
IFNα-2b-based therapy was associated with a high
week-48 HBsAg clearance rate. These findings
support risk stratification and further evaluation of
PEG-IFNα-2b therapy in appropriately selected HBV
DNA-negative IHCs.
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Background: Acute-on-chronic liver failure (ACLF)
carries a high short-term mortality. Mesenchymal stem
cell (MSC) therapy has shown promise in improving
outcomes, but no commercial MSC product is yet
available for routine use. CG-BM1 is an allogeneic
human bone marrow-derived MSC product. This trial
assessed its safety, tolerability, and preliminary efficacy
in ACLF patients. Methods: The study comprised two
phases. Phase I was an open-label, dose-escalation "3
+3" design evaluating single intravenous doses of 1 x
10^6, 2 x 10^6, and 4 x 10^6 cells/kg. Phase II was a
multicenter, randomized, double-blind, placebo-con-
trolled trial in which 90 patients were allocated 1:1:1 to
receive four weekly infusions of CG-BM1 at 1 x 10^6
(Group A) or 2 x 10^6 cells/kg (Group B), or placebo
(Group C), plus conventional therapy. Co-primary
endpoints were dose-limiting toxicity (Phase I) and 90-
day transplant-free survival (Phase II). (NCT06740149)
Results: In Phase I, 10 patients completed infusion
without dose-limiting toxicity; the 180-day survival rate
was 70%, with only mild rash and fever. In Phase II, 46
serious adverse events occurred in 33 patients; three
were treatment-related (two in Group B: fever and rash;
one in placebo: rash). In the full analysis set, 90-/180-day
transplant-free survival rates for Groups A, B, and C
were 79.4%/68.0%, 81.0%/77.0%, and 75.1%/67.6% (all
P>0.05). Treatment groups showed a trend toward faster
HBV-ACLF grade improvement; by Day 28, grade
reduction rates were 50%, 53%, and 30%, respectively.
In patients receiving artificial liver support, correspond-
ing 90-day rates were 83.0%, 83.9%, and 68.6%, and
180-day rates 69.1%, 78.3%, and 62.9% (all P > 0.05).
Per-protocol analyses yielded similar findings. Conclu-
sion: CG-BM1 was safe and well-tolerated across all
tested doses. Although the medium dose (2 x 10^6 cells/
kg) showed a numerically better survival trend, no
comparisons reached statistical significance. These
results warrant confirmation in a larger Phase III trial.
Disclosures: Jun-feng Chen:Nothing to Disclose,
Xuezhong Lei, Xiaowei Xu, Yingli He, Hui Wang,
Sunxing Yan, Yongyu Mei, Liping Zeng, Ziying Lei,
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Background: Pemafibrate and tofogliflozin are
expected to attenuate inflammation and fibrosis
associated with MASH, and may work synergistically.
Pemafibrate, a selective PPAR α modulator, reduces
de novo triglyceride synthesis and increases β-
oxidation, potentially attenuating MASH progression;
however, this effect may be partially offset by
compensatory de novo lipogenesis driven by excess
glucose, which tofogliflozin, SGLT2 inhibitor, may
reduce by increasing urinary glucose excretion.
K-001, a combination of extended-release pemafi-
brate 0.4 mg and tofogliflozin 20 mg, has the potential
to attenuate disease progression and prevent worsen-
ing of fibrosis in MASH. We evaluated safety and
efficacy of K-001 in an international, randomized,
placebo-controlled, double-blind, Phase 2b study in
patients with noncirrhotic MASH with liver fibrosis;
NCT05327127. Methods: Patients with NAFLD activ-
ity score (NAS) ≥ 4 (at least 1 in each component),
NASH CRN fibrosis stage F1-F3, and type 2 diabetes
or fasting plasma glucose ≥ 90 mg/dL were assigned
3:1:1:3 to receive placebo, tofogliflozin 20 mg,
pemafibrate 0.4 mg, or K-001, orally, once daily for
48 weeks. Primary endpoint was a ≥ 2-point
improvement in NAS without worsening of fibrosis at
Week 48. Results: 228 eligible patients were ran-
domly assigned to receive placebo (n = 88), tofogli-
flozin (n = 25), pemafibrate (n = 25), and K-001 (n = 90)
for 48 weeks. Mean baseline liver stiffness measure-
ment was 10.9 kPa, controlled attenuation parameter
was 337.9 dB/m, AST was 44.6 U/L, and ALT was
59.4 U/L. Mean NAS was 4.8, and 36% and 49% of
patients had F2 and F3, respectively. The primary
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endpoint was achieved by 17% of patients in the
placebo, 16% in tofogliflozin, 36% in pemafibrate, and
40% in K-001 groups (p = 0.949, 0.040, and 0.001 vs.
placebo, respectively). Key secondary endpoints of ≥
1-point improvement in fibrosis stage without worsen-
ing of steatohepatitis at Week 48 was statistically and
significantly better with K-001 versus placebo and
numerically higher compared to mono-therapy [with
8%, 20%, 20% and 30% of patients in the placebo,
tofogliflozin, pemafibrate, and K-001 groups, respec-
tively (p = 0.098, p = 0.094, and p < 0.01 vs. placebo)],
similarly histological resolution of steatohepatitis
without worsening of fibrosis at Week 48 was both
statistically and clinically significant between K-001
versus placebo [achieved by 13%, 24%, 24%, and
29%, respectively (p = 0.007 for K-001 vs. placebo)].
Therefore, K-001 met all three histologic endpoints
versus placebo. No major safety concerns or new
safety signals were identified. Conclusion: K-001 (a
combination of pemafibrate 0.4 mg and tofogliflozin 20
mg) was well tolerated over 48 weeks and demon-
strated significant improvements in both fibrosis and
MASH resolution compared with placebo. The
observed trends towards synergistic action of the
two components support further development of
K-001 in Phase 3 trials.
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Background: In the completed Phase 2 ENSURE
study, participants previously treated with siRNA
elebsiran and therapeutic vaccine BRII-179 achieved
substantially higher functional cure rates following
subsequent elebsiran plus pegylated interferon alfa
(PEG-IFNα), compared with BRII-179/elebsiran-naïve
participants. Notably, on-treatment HBsAg loss at
Week 24 in the primed individuals exceeded the
Week 48 end-of-treatment (EOT) response observed
in naïve participants, suggesting that priming with
BRII-179/elebsiran may potentiate responsiveness to
PEG-IFNα and potentially allow for a shorter PEG-
IFNα treatment duration. ENHANCE Part A2 was
designed to evaluate this hypothesis. Methods: The
phase 2 ENHANCE study (NCT06650852) includes a
randomized, double-blind, active-controlled A-1 part
that assessing concurrent elebsiran/BRII-179/PEG-
IFNα triple combination and an open-label A2 assess-
ing sequential combination of 24-week BRII-179/
elebsiran priming followed by 24-week of elebsiran/
PEG-IFNα treatment. In Part A2, virologically sup-
pressed, non-cirrhotic participants with chronic HBV
infection who had HBsAg levels > 100 and ≤ 3000
IU/mL and anti-HBs < 2 IU/L at baseline were
enrolled. The primary endpoint was HBsAg loss ( <
LLOQ) at Week 48 (EOT). This analysis includes data
available through Week 56 (8 weeks post EOT).
Results: Eighty participants were enrolled in Part A2.
At EOT, 36.3% of participants achieved HBsAg < 1
IU/mL, including 22.5% who achieved HBsAg loss.
Higher HBsAg loss rates were observed among
individuals with baseline HBsAg ≤ 1000 IU/mL
(34.4% vs 14.6%). At the end of the 24-week priming
phase, anti-HBs levels reached ≥ 10 IU/L and ≥ 100
IU/L in 45.0% and 21.3% participants, respectively.
Anti-HBs responder (≥ 10 IU/L) demonstrated mark-
edly higher HBsAg loss rates at EOT than non-
responders (30.6% vs 15.9%). Importantly, at 8 weeks
post-EOT, HBsAg loss rate went up further to 25.0%
in the overall population or 33.3% among anti-HBs
responders. Compared with the triple therapy group in
Part A1, in which PEG-IFNα was administered for 48
weeks (EOT HBsAg loss rate 25.5%), interferon-
associated adverse events (AEs), including platelet
count decreased, red blood cell count decreased,
pyrexia, weight decreased, and alopecia, were
observed less frequently and consistent with the
shorter course of PEG-IFNα therapy. Conclusion: A
24-week BRII-179/elebsiran priming strategy enabled
a 50% reduction in PEG-IFNα exposure and less
frequent AEs associated with PEG-IFNα while main-
taining HBsAg loss rates comparable to those treated
with 48 weeks of BRII-179/elebsiran/PEG-IFNα triple
combination. Participants who developed anti-HBs
responses following priming experienced substantially
higher HBsAg loss rates, supporting anti-HBs induc-
tion as a marker of immune restoration and a potential

predictor of responsiveness to subsequent PEG-IFNα-
based combination therapy for HBV functional cure.
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DAYS OF CORTICOSTEROIDS FOR
SEVERE ALCOHOL-ASSOCIATED
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Background: We have previously reported that rapid
tapering of corticosteroids over four weeks reduces
infections in patients with severe alcohol-associated
hepatitis (AAH). In this study, we aimed to assess
whether a shorter duration of therapy is associated
with a reduced infection rate without compromising
efficacy. Methods: In this double-blind randomized
study, patients with AAH (NIAAA criteria) were
randomized to receive seven-day prednisolone
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(40mg/day) followed by placebo for next 7 days or
14-day prednisolone (40mg/day) based on the Lille
score across five centers in India. The primary
objective was the infection rate at day 90. The
secondary objectives were mortality at day 90, the
proportion of patients achieving MELD < 17 at day
90, and adverse events including acute kidney injury
(AKI) at day 90. Results: 151 patients with severe
AAH (age: 41 years; men: 99.3%; MELD: 25.2; mDF:
80.61; biopsy-proven AAH: 51%) were randomized:
76 to the 14-day arm and 75 to the 7-day arm. The
cumulative dose of prednisolone was 458.4 mg in the
14-day arm compared with 271.1 mg in the 7-day arm
(P < 0.001). Seventy-seven percent in 14 days and
80.6% in 7 days responded to corticosteroids (Lille <
0.45). In the Kaplan-Meier analysis, the incidence of
infection was 28.9% (22/76; 95% CI, 19.1-40.5) in the
14-day group compared with 24% (18/75; 95% CI,
14.9-35.2; P = 0.5) in the 7-day group. (Figure A)
Similarly, the mortality was 19.7% (15/76; 95% CI,
11.5-30.4) in the 14-day group compared with 26.6%
(20/75; 95% CI, 17.1-38.1; P = 0.3) in the 7-day group
(Figure B). A similar proportion of patients achieved
MELD < 17 at 90 days in both groups. Eighty-three
percent in the 14-day group and 84% in the 7-day
group developed adverse events (P = 1). The inci-
dence of AKI was 15.8% (12/76) in the 14-day group
compared to 25.3% (19/75) in the 7-day group
(P = 0.16). Conclusion: Seven-day and fourteen-
day corticosteroid therapy had similar infection and
mortality rates and was equally effective in patients
with severe AAH. (NCT06919458)
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Background: Metabolic dysfunction associated stea-
tohepatitis (MASH) is estimated to affect 5% of US
adults, with rates expected to climb over the coming
decades. Recently approved therapies for MASH are
indicated for non-cirrhotic patients with stage F2 or F3
fibrosis. Liver biopsy remains the gold standard for
diagnosing F2 or F3 fibrosis, but accurate blood-
based non-invasive tests will be needed for effective
population-scale identification and treatment of
MASH. We evaluated whether a serum/plasma prote-
omic score could improve identification of at-risk
MASH and prediction of liver-related outcomes.
Methods: We performed the Olink Explore HT assay
to measure serum levels of 5,416 proteins in over 63k
participants from the Geisinger Health System (GHS)
DiscovEHR cohort. We trained a penalized regression
model to predict 10-year incident liver fibrosis or
cirrhosis and evaluated the model in three indepen-
dent settings: (1) in UK Biobank (n = 52,320 patients
with electronic health records and n = 11,179 patients
with liver assessments through MRI imaging), (2) 294
GHS bariatric surgery patients, and (3) in the NASH
Clinical Research Network (NASH CRN, 2,384 adult
samples with baseline biopsy). Performance was
benchmarked against FIB-4, ELF, and other published
blood-based NITs to assess ability to identify MASH
cases with stage ≥F2 fibrosis and to predict MASH-
related outcomes (cirrhosis, hepatocellular carcinoma,
decompensation, transplant). Results: The proteomic
model predicted 10-year risk of incident liver fibrosis
or cirrhosis more accurately than any clinical bio-
marker-based score derived in the same held-out
GHS population (AUROC=0.82, AUPRC=0.20). Per-
formance replicated in the UK Biobank (AUROC=
0.91, AUPRC=0.20; 0.2% event rate), where the
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score also tracked with liver fat and fibro-inflammation
on MRI performed an average of 12 years after blood
sampling. The score correlated with fibrosis stage and
with histologic features of MASH in both GHS and
NASH-CRN. When tests were calibrated to identify
90% of MASH cases, the proteomic score had a false
positive rate of 11%, far exceeding the performance of
FIB-4, ELF, NIS4, and FibroMeter. The proteomic
score was comparable to biopsy-based staging at
predicting the rates of future cirrhosis and additional
downstream complications such as hepatocellular
carcinoma, ascites, esophageal varices, and hepatic
encephalopathy. For example, the rate of developing
cirrhosis within 6 years was 9.3% in the 259 patients
at risk through F2/F3 stage biopsies and 10.6% in the
226 patients with the highest proteomic risk scores.
Conclusion: A plasma proteomic score identifies at-
risk MASH more accurately than currently available
NITs and predicts liver-related outcomes with prog-
nostic ability comparable to liver biopsy. These results
support development of a blood-based test for risk
stratification and treatment-eligibility assessment in
MASH.
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Background: Intrahepatic accumulation of bile acids
(BA) is a key driver of cholestatic liver disease, with
limited disease-modifying options. Sodium taurocholate
cotransporting polypeptide (NTCP; SLC10A1) media-
ting most hepatic conjugated-BA uptake, is a novel
therapeutic target. AX-0810 is a first-in-class GalNAc-
conjugated Axiomer RNA editing oligonucleotide that
selectively reduces NTCP-mediated BA uptake via site-
specific editing of SLC10A1 mRNA while preserving
other NTCP functions. By lowering intrahepatic BA
toxicity, AX-0810 leverages a mechanism supported by
human NTCP loss-of-function, causing hypercholane-
mia without pruritus or liver dysfunction. Methods: In
this randomized, double-blind, placebo-controlled, mul-
tiple-ascending-dose Phase 1, healthy participants
received subcutaneous AX-0810 at 3 or 6 mg/kg (4
doses over 4 weeks; 12-week follow-up). Objectives
were safety, tolerability, pharmacokinetics, and phar-
macodynamic assessed via plasma total and conju-
gated BA and an oral tauro-ursodeoxycholic acid
(TUDCA) challenge. Thyroid hormones were monitored
to assess non-BA NTCP-mediated transport. Results:
The analysis included 22 healthy participants (mean
age of 40.6 [26-55] yo, 21M/1F; placebo, n = 6; AX-
0810 3 mg/kg, n = 8; 6 mg/kg, n = 8). AX-0810 was well
tolerated, with no serious or severe adverse events
(AEs), discontinuations, or clinically meaningful
changes in liver function, bilirubin, thyroid hormones,
vitamin D, or pruritus. Treatment-related AEs were
limited to mild injection-site reactions. Pharmaco-
kinetics indicated an estimated hepatic half-life of 8
weeks. At week 5, AX-0810 produced concordant,
dose-dependent changes across BA biomarkers, con-
sistent with NTCP target engagement. Following
challenge, plasma TUDCA (Cmax, μmol/L) increased
by 34% and 61% from baseline at 3 and 6 mg/kg,
respectively. Plasma conjugated BA exposure (AUC0-
12h, μmol/L·h) increased by 95% and 136%, and total
BA (Cmax, μmol/L) increased by 5- and 8-fold at 3 and
6 mg/kg, respectively. Urinary conjugated BA excretion
(AUC0-24h, nmol/L·h) increased by 87% and 138%,
respectively, versus placebo, indicating enhanced renal
BA elimination. AX-0810 was also associated with dose
dependent higher plasma level of GCDCA (post-hoc
Pearson correlation, r = 0.56, p = 0.007) and TCDCA
(r = 0.48, p = 0.024) associated with lower sulfated (r =
-0.42, p = 0.052) and secondary BAs (r = -0.37, p =
0.086). Conclusion: In this first-in-person study of
Axiomer in vivo RNA editing, AX-0810 showed favor-
able safety, pharmacokinetic and dose-dependent
pharmacodynamic evidence of NTCP target engage-
ment. Changes in circulating and urinary conjugated
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BAs were consistent with reduced NTCP-mediated
hepatic BA uptake. Our data represents the first
reported clinical proof-of-concept for RNA editing-
mediated NTCP modulation and supports development
of Axiomer RNA editing as a novel treatment for
cholestatic liver disease.
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Background: Elafibranor (ELA) is a dual peroxisome
proliferator-activated receptor α/δ agonist approved as a
second-line (2L) treatment for primary biliary cholangitis
(PBC). Here, we present Month (M)6 data from the
ongoing, prospective, global, non-interventional phase
IV ELFINITY study (NCT06447168) assessing the real-
world effectiveness and safety of ELA. Methods:
ELFINITY will recruit ~424 patients (pts) receiving ELA
80 mg/day in real-world settings, prospectively followed
for up to 5 years. The primary endpoint is the rate of
biochemical response (ALP <1.67× upper limit of
normal [ULN] with ≥15% reduction from baseline [BL],
and TB ≤ULN) at M6. ALP normalization, ALP category
(≤1, > 1–<1.67, ≥1.67–<3, ≥3× ULN) shifts, and
ALP change from BL (CfB) are reported. Symptoms
were assessed using pt-reported outcome (PRO)
instruments (completion optional). Moderate-to-severe
(mod–sev) fatigue was defined as PBC-40 Fatigue ≥29
or PROMIS Fatigue Short Form 13a (PFSF-13a) ≥60,
and mod–sev pruritus as Worst-Itch Numeric Rating
Scale (WI NRS) ≥4, PBC-40 Itch ≥9, or 5-D Itch ≥12.
Pts with BL mod–sev symptoms achieving minimum
clinically important differences (MCID; PBC-40 Fatigue
≥5, PFSF-13a ≥3, WI NRS ≥3, PBC-40 Itch ≥1.5, 5-D
Itch ≥4.5) are reported at M6.Pts receiving ≥1 dose
were assessed. For biochemical response/ALP normal-
ization, predefined estimand strategies addressed inter-
current events and missing M6 assessments; all other
data are observed. Results: As of May 2026, 259 pts
were enrolled and 253 received ≥1 ELA dose. Of pts
with BL data, mean (SD) age was 60.1 (10.6) years,
89.3% were female, and 60.2% (112/186) had ALP
≥1.67× ULN. At M6, 65/113 (57.5%; 95% CI: 48.4–66.6)
pts had biochemical response to ELA. Response rates
were 51.6% (32/62) in pts with BL ALP ≥1.67× ULN,
44.4% (12/27) in pts with BL advanced disease (LSM
>10 kPa/Nakanuma score ≥2), and 61.8% (34/55) in
pts switching within 3 months from other 2L therapies.
ALP normalization rates were 36.8% (39/106) in pts with
BL ALP >ULN, and 56.8% (25/44) in pts with BL ALP
>1–<1.67× ULN (Figure). By M6, among pts with BL
and M6 data (n =77), 49 (63.6%) improved by ≥1 ALP
category, 26 (33.8%)maintained the same category, and
2 (2.6%) worsened by one ALP category. Mean (SD)
ALP CfB to M6 was –0.8 (0.7)× ULN. In pts with mod–
sev fatigue at BL and non-missing M6 data, 11/26
(42.3%) and 5/13 (38.5%) had improvements ≥MCID in
PBC-40 Fatigue and PFSF-13a at M6, respectively. In
pts with mod–sev pruritus at BL and non-missing M6
data, 6/8 (75.0%), 6/8 (75.0%), and 5/19 (26.3%) had

≥MCID in WI NRS, PBC-40 Itch, and 5-D Itch at M6,
respectively. By data cut-off, 78/253 (30.8%) pts had
TEAEs, and 12 (4.7%) had serious TEAEs of which one
led to discontinuation. No single TEAE preferred term
occurred in ≥5% of pts.Conclusion: TheseM6 findings
suggest that ELA is associated with rapid improvements
in biochemical markers and symptom burden and has
generally been well tolerated in routine clinical practice
for PBC.
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MACROPHAGE THERAPY (RMT) IN
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Background: Treatment of patients with decompen-
sated cirrhosis is limited to management of complica-
tions or liver transplantation. The MATCH trial demon-
strated the safety and potential efficacy of autologous
monocyte-derived regenerative macrophages in com-
pensated cirrhosis, with outcomes followed for 4 years
(Brennan et al. Cell Stem Cell 2026). The EMERALD
phase 1/2 trial aims to extend these findings by
evaluating phenotypically similar macrophages further
engineered with mRNA encoding IL-10 and MMP-9 to
enhance anti-inflammatory and anti-fibrotic effects,
respectively (RTX001), in patients with more advanced
cirrhosis. Methods: Two single-arm trials were con-
ducted: OPAL (observational study, serving as an
external control) and EMERALD (interventional study),
using primarily the same study sites (UK/Spain) and
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inclusion/exclusion criteria. Patients with steatotic liver
disease (MASLD, Met-ALD, ALD) were recruited based
on a recent hepatic decompensation event requiring
hospitalization or recent-onset refractory ascites. Once
clinically stable, EMERALD patients received filgrastim
(G-CSF) mobilization and underwent apheresis to collect
monocytes, which were cultured to differentiate into
regenerative macrophages and then electroporated with
single-stranded mRNA encoding human IL-10 and
MMP-9. Patients received up to four doses of 108

RTX001 cells via peripheral IV infusion. OPAL external-
control patients received standard of care and were
followed for a similar duration. This report describes the
first 6 months following the first RTX001 dose in
EMERALD (n=9/15 enrolled), with a corresponding
follow-up period in OPAL (n=21). Results: The two
groups were balanced for gender (67% male), age
(mean OPAL 60 years, EMERALD 58 years), and
MASLD status (OPAL 29%, EMERALD 33%). No
infusion-related serious adverse events (SAEs) or
reactions, severe treatment-emergent AEs, macrophage
activation syndrome, immune effector cell-associated
neurotoxicity syndrome, or cytokine release syndrome
occurred . Non-hepatic SAE rates were similar between
treated patients (33%) and external controls (38%) in the
first 6 months following the first dose (or equivalent
period in controls). The relative risk of experiencing a
major clinical event (death/liver transplantation/protocol-
defined hepatic decompensation) was 42% lower in
RTX001-treated patients (2/9 (22%)) than patients in the
control arm (8/21 (38%). Preliminary longitudinal phar-
macodynamic plasma biomarker analyses suggest a
rapid anti-fibrotic effect in RTX001-treated patients.
Conclusion: These initial data confirm that RMT is safe
and shows an early signal of efficacy at 6 months
following RTX001 treatment, similar to the 4-year data
from the MATCH trial of non-engineered RMT, but in a
higher-risk population. Both studies are fully accrued and
progressing towards the final 2-year post-treatment
evaluation.
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5035 | HEPATOCYTE THBS2
COUPLES METABOLIC STRESS TO
IMMUNE-STROMAL REMODELING
THROUGH ITGA5 IN MASH

Qiuyu Wang1, 1Zhongshan Hospital, Fudan University

Background: Metabolic dysfunction-associated stea-
tohepatitis (MASH) is characterized by persistent
immune activation and stromal remodeling, yet how
hepatocyte stress is translated into remodeling of the
hepatic microenvironment remains unclear. We sought
to identify disease-relevant extracellular signals linking
hepatocyte metabolic stress to immune and stromal
reprogramming. Methods: Human and murine tran-
scriptomic and secretome datasets were integrated
with protein-level validation and cell type-specific
genetic models. Hepatocyte- and hepatic stellate cell-
specific Thbs2 genetic models, single-nucleus RNA
sequencing, biochemical interaction studies, and com-
plementary loss-of-function approaches were used to
define the cellular source and downstream signaling of
THBS2. Myeloid-specific Itga5 deletion was used to
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determine the in vivo requirement for ITGA5 in THBS2-
driven liver injury and fibrosis. Hepatocyte-targeted
GalNAc-conjugated siRNA was used to evaluate the
therapeutic effects of Thbs2 silencing during MASH
progression and regression. Results: We identified
thrombospondin-2 (THBS2) as a stress-responsive
matricellular signal associated with MASH progression.
Although Thbs2 transcripts were enriched in non-
parenchymal cells, protein-level analyses and cell
type-specific genetic models identified stressed hepa-
tocytes as a major disease-relevant source of THBS2
protein in vivo. Lipotoxic stress induced hepatocyte
THBS2, with AP-1 signaling involving JUN and JUND
contributing to this response.Secreted THBS2 engaged
integrin α5 (ITGA5) on macrophages and hepatic
stellate cells to promote inflammatory and fibrogenic
programs. Single-nucleus transcriptomics showed that
loss of hepatocyte-derived THBS2 suppressed dis-
ease-associated macrophage states and shifted stel-
late cells toward quiescence. Biochemical studies
demonstrated direct THBS2–ITGA5 interaction, which
was impaired by disruption of the THBS2 RGD motif.
ITGA5 blockade or silencing attenuated THBS2-
induced inflammatory and fibrogenic responses in
macrophages and hepatic stellate cells. Importantly,
myeloid-specific deletion of Itga5 markedly attenuated
THBS2-driven inflammation, liver injury, and fibrosis
despite sustained hepatocyte THBS2 overexpression,
establishing an in vivo requirement for myeloid ITGA5
in this signaling axis.Finally, hepatocyte-targeted Gal-
NAc-siRNA silencing of Thbs2 attenuated disease
progression and enhanced regression of established
inflammatory and fibrotic pathology. Conclusion:
Together, these findings define a hepatocyte-derived
THBS2–ITGA5 signaling circuit through which meta-
bolic stress is translated into immune–stromal remod-
eling and identify THBS2 as a therapeutically tractable
target in MASH.
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Background: Sodium-glucose co-transporter-2
(SGLT2) inhibitors are increasingly prescribed off-label
for managing diabetes in liver transplant recipients.
However, their impact on ectopic fat partitioning and
body composition in liver transplant recipients remain
poorly characterized. We aimed to evaluate the 52-
week effects of dapagliflozin versus sitagliptin on
ectopic fat accumulation and body composition in liver
transplant recipients with diabetes. Methods: In this
RCT, 100 adult liver transplant recipients with diabetes
were randomly assigned (1:1) to receive either dapagli-
flozin (10 mg/day) or sitagliptin (100 mg/day) under
glycaemic equipoise. The primary outcome was the
baseline-adjusted difference in 52-week liver fat frac-
tion (LFF). Secondary outcomes included changes in
pancreatic fat fraction (PFF), and body composition
metrics (total body mass, total fat mass, body fat
percentage, lean mass, bone mineral content [BMC]),
and handgrip strength. LFF and PFF were quantified
using MRI proton density fat fraction (MRI-PDFF), body
composition was assessed via dual-energy X-ray
absorptiometry (DEXA), and handgrip strength using
a Jamar dynamometer. Log-transformed analysis of
covariance (ANCOVA) was used to estimate geometric
mean ratios (GMRs) for fat factions (LFF and PFF),
while linear ANCOVA was used for absolute changes in
fat fractions and body composition matrics. Results: In
the primary intention-to-treat log-ANCOVA analysis,
dapagliflozin achieved a 35.7% relative reduction in 52-
week LFF compared with sitagliptin (GMR 0.643 [95%
CI 0.527 to 0.785], p < 0.0001; absolute difference:
-2.00 percentage points [95% CI -3.08 to -0.92], p =
0.0003). For secondary outcomes, dapagliflozin dem-
onstrated a 33.5% relative reduction in 52-week PFF
compared with sitagliptin (GMR 0.665 [95% CI 0.538 to
0.821], p = 0.0002; absolute difference -2.78 percent-
age points [95% CI -4.65 to -0.90], p = 0.0037).
Compared with sitagliptin, dapagliflozin significantly
reduced total body mass (adjusted difference: -3.38
kg [95% CI -5.54, -1.22], p = 0.003), total fat mass
(-1.98 kg [95% CI -3.84, -0.13], p = 0.037), and body
fat percentage (-2.52% [95% CI -4.07, -0.97], p =
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0.002). Total lean mass, BMC, and handgrip strength
were preserved without significant between-group
differences. Safety evaluations noted uncomplicated
genital and urinary tract infections in four patients
receiving dapagliflozin (leading to two drug discontin-
uations) and one patient receiving sitagliptin. Two
deaths occurred in the sitagliptin arm, both judged
unrelated to study medication. Conclusion: In liver
transplant recipients with diabetes, dapagliflozin treat-
ment superiorly optimized ectopic fat partitioning
by reducing graft hepatic and pancreatic steatosis
compared with sitagliptin. Dapagliflozin selectively
reduced total body mass and body fat while preserving
lean mass, muscle strength, and bone mineral content.
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Background: HP515 is a highly selective and potent
thyroid hormone receptor beta (THR-N2) agonist

designed to improve hepatic lipid metabolism. This
phase 2a study was aimed to evaluate the efficacy
and safety of HP515 in Asian patients with metabolic
dysfunction associated steatotic liver disease
(MASLD). Methods: This was a randomized, dou-
ble-blind, placebo-controlled phase 2a study con-
ducted at 30 Chinese centers. Patients with liver fat
content (LFC) b %10% by MRI-PDFF and elevated
LDL-C were randomized based on body weight at
baseline ( < 80 kg at a ratio of 2:2:1 to receive HP515
40 mg, 50 mg, or placebo, or b %80 kg at a ratio of 2:1
to receive HP515 60 mg or placebo, respectively) to
receive oral study drugs once daily for 12 weeks. The
primary endpoint was relative percentage change
from baseline in LFC by MRI-PDFF at week 12.
Secondary endpoints included proportions of patients
achieving b %30 or b %50% LFC reduction, lipid and
pharmacodynamic parameters, and safety. Results:
In total, 99 patients were randomly assigned to HP515
40 mg (n = 20), 50 mg (n = 21), 60 mg (n = 32) or
placebo (n = 26) groups. Baseline characteristics
except bodyweight were generally comparable across
treatment groups. Specifically baseline LFC by MRI-
PDFF was 18.6%, 17.9%, 18.2%, and 18.1%, respec-
tively. At week 12, ANCOVA-adjusted LS mean
percentage changes in LFC were -52.4%, -43.9%,
and -61.5% with HP515 40, 50, and 60 mg, respec-
tively, versus -5.0% with placebo. Placebo-adjusted
LS mean differences were -47.3% (95% CI -67.7 to
-26.9), -38.9% (-60.1 to -17.6), and -56.5% (-74.2 to
-38.8) for HP515 40, 50 and 60 mg, respectively (all
P < 0.001). b %50% LFC reduction was achieved by
65.0%, 66.7%, and 68.8% of patients receiving HP515
40, 50, and 60 mg, respectively, versus 3.8% with
placebo (all p < 0.001 vs placebo). Furthermore,
HP515 treatment also produced highly significant
(P < 0.001 vs respective placebo) decreases in LDL-
C, sd-LDL-C, ApoB, triglyceride, and total cholesterol
levels. SHBG level was however markedly increased,
indicating hepatic THR-N2 receptor target engage-
ment. AE occurred in 90%, 67%, 81% or 73% of
patients in HP515 40, 50, and 60 mg or placebo
groups, respectively. No SAE, treatment-related grade
b %3 AE, or AE leading to permanent discontinuation
occurred. Diarrhea was the most frequent treatment-
related AE, which was transient (mainly in weeks 2-4)
and mild (most cases grades 1-2) with no need for
treatment. No clinically relevant changes in liver and
thyroid function, heart rate, QTc, or bone-turnover
markers were observed during the study. Conclu-
sion: A 12-week oral treatment of HP515 significantly
reduced liver fat level with 60% patients achieving a b
%50% reduction. Additionally, HP515 treatment mark-
edly improved atherogenic lipid profiles and was
generally well tolerated, supporting further clinical
studies to develop HP515 as a better option for the
treatment of MASLD
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Background: VIATORR CX 6-10 mm stent-grafts have
recently become available for TIPS. Until now, it was
common to underdilate ( < 8 mm) the 8-10 mm
VIATORR CX. We report the 12-month analysis of
VTR 21-09 that characterizes the performance of
underdilated vs standard diameter devices. Methods:
VTR 21-09 is a prospective, multicenter, single-arm
registry of the GORE® VIATORR® TIPS Endopros-
thesis with Controlled Expansion (8-10 mm) at seven
European centers. The primary endpoint, 12-month
primary patency (freedom from reintervention for
thrombotic occlusion or significant stenosis), was
estimated by Kaplan-Meier analysis. Secondary end-
points included technical success, immediate post-
TIPS portosystemic gradient (PSG) reduction and
shunt-related reintervention. Outcomes were compared
by final dilation diameter (small-diameter 5-7 mm vs
standard 8-10 mm). Device-related serious adverse
events are pending site adjudication. Results: A total of
195 patients underwent attempted TIPS-procedure
(variceal bleeding 92, ascites 80, other 23). Technical
success was 97.9% (191/195), while all failures were
due to inability to access the portal vein. Mean age was
61.1 ± 11.4 years, 73.2% were male, MELD 12±4,
Child-Pugh B 53.6%. Mean PSG decreased from
19.0 ± 5.9 to 9.8 ± 4.1 mmHg. Within 12 months, 41
patients discontinued follow up, including 19 deaths
and 8 transplants; 133/150 (88.7%) completed the 12-
month visit.Patients were stratified by the final dilation

diameter, which was 5-7 mm (small-TIPS) in 95
patients (5 mm [10.5%], 6 mm [67.4%], 7 mm
[22.1%]), and 8-10 mm (standard-TIPS) in 94 (8 mm
[86.2%], 9 mm [1.1%], 10 mm [12.8%]). Indications
were similarly distributed between groups (VB 50.5% vs
45.7%, ascites 41.1% vs 38.3%, other 8.4% vs 16.0%),
as were median MELD (11 vs 12; range 6-25) and prior
overt HE (14.0% vs 14.1%). Post-TIPS PSG was higher
with small than with standard-TIPS (11.6 ± 3.9 vs
8.0 ± 3.6 mmHg; p < 0.001). PSG <12 mmHg was
achieved in 48.4% in smaller diameter group versus
85.1% (p< 0.001).Total freedom from shunt-related
intervention was 84.0% (95% CI 77.7-88.7%) (among
patients with final balloon diameter: planned expansion
n=15 (5 vs 10), reduction n = 3 (2 vs 1), planned
revision n = 9 (6 vs 3); intentional shunt occlusion due to
shunt-related complications: 5 (4 vs 1)). Patency was
restored in 12 patients. Overall Kaplan-Meier primary
patency at 12 months was 91.6% (95% CI 86.4-94.8%).
Small and standard subgroups had similar primary
patency (90.0% vs 93.1%; 9 vs 6 events; log-rank
p= 0.45; Figure 1). 12-month patency at 6 mm (n=64)
was 90.2% (95% CI 79.3-95.5%). No device-related
deaths occurred. Conclusion: The VIATORR CX
endoprosthesis achieved high technical success, sub-
stantial PSG reduction and high 12-month primary
patency. Small-diameter was associated with higher
immediate post-TIPS PSG but no significant difference
in patency. These prospective data provide a benchmark
for the recently introduced VIATORR CX 6-10 mm.
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RISK OF DEMENTIA AND
PARKINSON'S DISEASE: A
NATIONWIDE FRENCH COHORT
STUDY
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Background: The association between chronic hepati-
tis B virus (HBV) infection and neurodegenerative
diseases remains poorly understood. Several studies
have suggested an association between HBV infection
and Parkinson's disease, although effect sizes have
varied across populations, while evidence for dementia
remains scarce and inconclusive. Whether antiviral
treatment modifies this risk in chronic HBV infection
specifically remains unclear. We aimed to assess the
association between chronic HBV infection, stratified by
antiviral treatment status, and the incidence of dementia
and Parkinson's disease in a nationwide French popu-
lation-based cohort, accounting for established risk
factors.Methods:We conducted two parallel nationwide
cohort analyses using the French national health data
system (SNDS), covering approximately 98% of the
French population (~64 million individuals in 2015). For
each outcome, a population at risk was identified in
2015, excluding individuals with a prior history of the
outcome, and followed from 2016 to 2025 for incident
events. An a priori set of risk factors was defined for each
outcome using a directed acyclic graph (DAG). HBV-
infected patients were classified as treated or untreated
based on antiviral therapy (tenofovir disoproxil or
entecavir) received at baseline (2010–2015). A 1:10
age- and sex-matched cohort (HBV vs. general popula-
tion) was used to fit cause-specific Cox models, adjusted
for the DAG-derived covariate sets, with a three-level
exposure variable (general population as reference,
untreated HBV, treated HBV) and deaths from other
causes treated as censored competing events. Robust-
ness was assessed using inverse probability of treat-
ment weighting (IPTW). Results: For dementia,
untreated HBV patients had a modestly increased

hazard compared with the general population (HR
1.09, 95% CI 1.00–1.19; p=0.041), while no significant
association was observed among treated patients (HR
0.86, 95% CI 0.74–1.01; p =0.056). For Parkinson's
disease, untreated HBV patients showed a significantly
increased hazard (HR 1.19, 95% CI 1.08–1.31;
p <0.001), whereas treated patients showed no associ-
ation with disease risk (HR 0.99, 95% CI 0.84–1.16;
p =0.854). IPTW analyses were consistent, with the
treatment-associated reduction in dementia risk reach-
ing significance (HR 0.82, 95% CI 0.69–0.98; p =0.026).
Conclusion: Untreated chronic HBV infection was
associated with an increased hazard of neuro-
degenerative disease, notably Parkinson's disease
and, to a lesser extent, dementia, whereas no excess
risk was observed among treated patients, with a
possible protective signal for dementia. These findings
suggest untreated chronic HBV infection increases the
hazard of neurodegenerative disease relative to the
general population, an excess attenuated by antiviral
therapy.
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Nzinga:, Paul Moulaire:Nothing to Disclose, Marc
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FATIGUE IMPROVEMENT WITH
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Background: Fatigue is a common symptom of
primary biliary cholangitis (PBC), impairing quality of
life. Pivotal phase 3 studies for approved second-line
treatments seladelpar (SEL) and elafibranor
(RESPONSE and ELATIVE, respectively) were not
specifically designed to assess this multifactorial
symptom. SEL significantly improved pruritus in
RESPONSE, while fatigue measures suggested
improvement at Months (M) 6 and 12. However, long-

44 | HEPATOLOGY

© 2026 American Association for the Study of Liver Diseases. Published by Wolters Kluwer Health, LLC. Unauthorized reproduction of this article prohibited.



term data remain limited. Here we explore effects of
SEL on fatigue from the open-label ASSURE study
(NCT03301506) with data up to 4 years. Methods:
ASSURE is an ongoing, open-label study of SEL 10
mg. Patients were enrolled from RESPONSE or prior
SEL legacy trials. All patients in ASSURE were pooled
with baseline (BL) defined as SEL initiation in
RESPONSE or ASSURE. Three groups were defined
at BL: moderate-to-severe fatigue (PBC-40 fatigue
≥ 29), moderate-to-severe pruritus (Numerical Rating
Scale [NRS] ≥4), and moderate-to-severe pruritus and
fatigue (PBC-40 fatigue ≥29 and NRS ≥4). Changes
in fatigue score over time and rates of clinically
meaningful fatigue improvement (PBC-40 fatigue score
improvement ≥ 5) were assessed among evaluable
patients up to M48 in this interim analysis. For PBC-40
fatigue score, sleep disturbance (PBC-40 item “itching
disturbed my sleep”), and pruritus NRS, associations at
BL and for change from BL at M48 were determined in
the overall population using Spearman correlation.
Data cutoff date: Jan 31, 2026. Results: Among 337
patients enrolled, 147 (44%) had moderate-to-severe
fatigue, 108 (32%) had moderate-to-severe pruritus,
and 67 (20%) had moderate-to-severe pruritus and
fatigue. Mean PBC-40 fatigue score at BL reflected
high symptom burden in these groups (36.9, 31.2, and
37.2, respectively). The moderate-to-severe fatigue
group experienced sustained decline in PBC-40 fatigue
score with similar findings in the other two groups
(Figure). Clinically meaningful fatigue improvement was
achieved in 35-46% of patients across groups at M48,
with the highest rates observed in the group with both
moderate-to-severe fatigue and pruritus at BL. Corre-
lations were weak or moderate between fatigue and
pruritus scores (r = 0.38 and r = 0.35 at BL and for
change at M48, respectively; both p < 0.05) and fatigue
and sleep scores (r = 0.42 and r = 0.24; both p < 0.05);
strong correlations were observed between pruritus
and sleep scores (r = 0.82 and r = 0.62; both p < 0.05).
Conclusion: Sustained fatigue improvement was
observed in symptomatic patients with PBC receiving
open-label SEL with clinically meaningful improve-
ments observed in more than one third of patients at
4 years of treatment, including those with moderate-to-
severe fatigue, pruritus, or both. Correlations across
fatigue, pruritus, and sleep disturbance highlight the
interrelated nature of these symptoms and support the
multifactorial nature of fatigue in PBC, including
contributions from pruritus-related burden.

Disclosures: Alan Bonder:GSK: Grant/Research
Support, Mirium: Grant/Research Support, Gilead:
Grant/Research Support, Ipsen: Grant/Research Sup-
port, Cymabay: Grant/Research Support, Intercept:
Grant/Research Support, Intercept: Consultant, GSK:
Consultant, Ipsen: Consultant, Chemobab: Grant/
Research Support, Alnylam: Consultant, Thirammune:
Consultant, Andreas Kremer:Abbvie: Consultant,
Advanz: Consultant, Alentis: Advisor, AlphaSigma:
Consultant, AlphaSigma: Speaking and Teaching,
AstraZeneca: Advisor, Avior: Advisor, Bayer: Advisor,
CymaBay: Advisor, Escient: Advisor, Falk: Consultant,
Falk: Speaker, Gilead: Consultant, Gilead: Speaking
and Teaching, Gilead: Grant/Research Support, GSK:
Consultant, GSK: Speaking and Teaching, GSK:
Advisor, Intercept: Consultant, Intercept: Grant/
Research Support, Intercept: Speaking and Teaching,
Ipsen: Consultant, Ipsen: Speaking and Teaching,
Mirum: Consultant, Mirum: Advisor, Mirum: Speaking
and Teaching, MSD: Consultant, MSD: Speaking and
Teaching, MSD: Advisor, Roche: Consultant, Roche:
Grant/Research Support, Roche: Speaking and
Teaching, Takeda: Consultant, Takeda: Advisor,
Viofor: Advisor, Viofor: Speaking and Teaching,
Astellas: Consultant, BMS: Consultant, Boehringer
Ingelheim Consultant, Curatis: Consultant, Novo
Nordisk: Consultant, Rectify Pharma: Consultant,
Advanz: Speaking and Teaching, AOP Orphan,
Speaking and Teaching, Johnson & Johnson, Speak-
ing and Teaching, Abbvie: Advisor, Advanz Pharma:
Advisor, Alentis Therapeutics: Advisor, Alfasigma:
Advisor, Astellas: Advisor, AstraZeneca: Advisor,
Attovia Therapeutics: Advisor, Avior Bio: Advisor,
Bayer: Advisor, Bristol Mysers Squibb: Advisor,
Boehringer Ingelheim Advisor, Curatis: Advisor, Cym-
aBay: Advisor, Dr. Falk Pharma: Advisor, Gilead
Sciences: Advisor, GSK: Advisor, Ipsen: Advisor,
Mirum Pharmaceuticals: Advisor, Merck Sharp &
Dohme: Advisor, Novo Nordisk: Advisor, Roche:
Advisor, Takeda: Advisor, Abbvie: Speaking and
Teaching, Advanz Pharma: Speaking and Teaching,
Bayer: Speaking and Teaching, Bristol Myers Squibb:
Speaking and Teaching, CymaBay Therapeutics:
Speaking and Teaching, Falk Foundation: Speaking
and Teaching, Gilead Sciences: Speaking and Teach-
ing, GSK: Speaking and Teaching, Ipsen: Speaking
and Teaching, Johnson & Johnson: Speaking and
Teaching, Medscape: Speaking and Teaching, Mirum
Pharmaceuticals: Speaking and Teaching, Merck
Sharp & Dohme: Speaking and Teaching, Novartis:
Speaking and Teaching, Roche: Speaking and Teach-
ing, Viofor: Speaking and Teaching, Gilead Sciences:
Grant/Research Support, Intercept Pharmaceuticals:
Grant/Research Support, Roche: Grant/Research
Support, Marlyn Mayo:CymaBay: Grant/Research
Support, CymaBay: Consultant, GSK: Grant/Research
Support, GSK: Consultant, Intercept: Grant/Research

ABSTRACTS | 45

© 2026 American Association for the Study of Liver Diseases. Published by Wolters Kluwer Health, LLC. Unauthorized reproduction of this article prohibited.



Support, IntraSana: Consultant, Ipsen: Grant/
Research Support, Ipsen: Consultant, Mirum: Grant/
Research Support, Gilead: Consultant, Gilead: Grant/
Research Support, Intercept: Consultant, Mirum:
Consultant, Ironwood: Consultant, Kezar: Consultant,
Zydus: Consultant, K. Gautham Reddy:, David E.J.
Jones:, Kyung min Kwon:, Peyvand Amini:, Caroline
Burk:Gilead: Consultant, Jie Liu:Gilead: Employee,
Daria Crittenden:Gilead Sciences, Inc: Employee,
CymaBay Therapeutics, Inc.: Employee, Gideon
Hirschfield:Intercept: Consultant, GSK: Consultant,
CymaBay: Consultant, Ipsen: Consultant, Falk: Con-
sultant, Pliant: Consultant, Mirum: Consultant,
Advanz: Consultant, Chemomab: Consultant, Gilead:
Consultant, Kowa: Consultant.
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FIBER FORMATION IN
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FIBROSIS BY BLOCKING ADAMTS-
LIKE PROTEIN 2
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Yaqoob1 Sheng Cao1 Vijay Shah1, 1Mayo Clinic
Rochester

Background: Hepatic stellate cells (HSCs) are the pri-
mary source of extracellular matrix (ECM) in liver
fibrosis. Although liver fibrosis can regress at early
stages, it may progress to an irreversible state. The
ECM components that contribute to this irreversibility
remain poorly defined. ADAMTS-like protein 2 (ATL2)
is an ECM component that, in the liver, is secreted
almost exclusively by HSCs and is highly expressed
during fibrosis. However, its role in ECM accumulation
and the irreversibility of liver fibrosis remains
unknown. In this study, we analyze the role of ATL2
in the establishment of irreversible liver fibrosis.
Methods: Expression levels of ATL2 and ECM
components Fibrillin-1 (FBN1) and Elastin (TE) were
analyzed in vitro using human primary HSCs treated
with TGFβ, with or without ATL2 silencing, and in vivo,
using carbon tetrachloride (CCl4)-induced fibrosis
model. In silico analysis with AlphaFold3 was used
to predict 3D models of interactions between ATL2,
FBN1, and TE. Molecular dynamics (MD) simulations
in GROMACS were used to assess conformational
stability and structural integrity. Protein-protein dock-
ing simulations were then performed in HADDOCK3 to
characterize the binding interfaces and energetic
affinities of the complex. The ZINC20 database was
screened for compounds targeting the predicted
interface, and the strongest candidate was selected
to be evaluated in HSC cultures in vitro. Results:
Gene expression analysis and IF revealed increased

ATL2, FBN1, and TE expression in CCl2/4-treated
mice and in TGFβ-treated human HSCs, which was
reversed with ATL2 silencing. The predicted models
for ATL2, FBN1 and TE binding exhibited confidence
scores > 90%. ATL2 interacted strongly with specific
FBN1 domains but showed no direct interaction with
TE. MD simulations indicated that ATL2 reduced
FBN1 conformational entropy. Docking suggested
that this stabilization favors TE deposition and the
assembly of stable elastic fibers. Ensemble visualiza-
tion of the ATL2-FBN1-TE complex revealed the
ATL2-FBN1 interface as the most suitable target for
halting the progression of liver fibrosis. Docking 1600+
FDA-approved drugs from the ZINC20 database with
ATL2 revealed Elbasvir as a potential ATL2-FBN1
binding inhibitor. Conclusion: Our findings identify
ATL2 as a key regulator for ECM stabilization in liver
fibrosis. ATL2 binding to FBN1 reduces conforma-
tional flexibility and may facilitate the formation of
highly stable elastic fibers, contributing to fibrosis
irreversibility. The FDA-approved drug Elbasvir was
identified as a potential agent to disrupt the ATL2–
FBN1 interaction, thereby positioning this protein
complex as a therapeutic target for fibrosis regression.
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Background: Chronic Hepatitis D (CHD) is the most
aggressive form of viral hepatitis, and current thera-
peutic options are limited. Brelovitug (BJT-778) is an
investigational fully human monoclonal antibody that
targets Hepatitis B surface antigen (HBsAg). Brelovi-
tug is being evaluated in AZURE-1 (NCT06907290), a
global, randomized, Phase 2b/3 study compared to
delayed treatment (DT) in adults with CHD. Here we
present the primary efficacy and safety results from
the AZURE-1 phase 3 study. Methods: Participants
across 29 sites in 11 countries were randomized 2:2:1
to brelovitug 300 mg subcutaneous (SC) once weekly
(QW) self-administered at home, 900 mg SC every 4
weeks (Q4W) administered in clinic, or DT for 24
weeks followed by 300mg QW. Key eligibility criteria
included HDV RNA >500 IU/mL, ALT > upper limit of
normal (ULN), and Child–Turcotte–Pugh (CTP) Score
< 7; Participants with HIV co-infection or compensated
cirrhosis including those with clinically significant
portal hypertension (CSPH) were eligible. No eligibility
restrictions were imposed for liver stiffness, bilirubin,
albumin, INR or upper ALT threshold. The primary
endpoint was a combined response defined as a
virologic response (HDV RNA ≥ 2 log10 IU/mL
reduction or Results: A total of 153 participants
were randomized; 59 to 300 mg QW, 65 to 900 mg

Q4W, and 29 to DT. Mean (SD) age overall was 46
(12.1) years, 89 (58%) were White, 49 (32%) were
Asian, 103 (67%) were male, and 63 (41%) had
cirrhosis. Mean (SD) baseline HDV RNA was 5.7
(1.06) log10 IU/mL and ALT was 125 (97.4) U/L,
including 28 (18%) with ALT ≥ 5X ULN. 31 (20%) had
at least probable CSPH and 12/63 (19%) with
cirrhosis had a pre-treatment CTP score ≥ 6.The
primary endpoint was achieved in 56% (33/59)
p < 0.0001, 45% (29/65) p < 0.0001, and 0% (0/29)
for the 300mg, 900mg, and DT groups, respectively.
See virologic and ALT responses listed in Table 1.
The mean change (SD) from baseline in HDV RNA
level at Week 24 was -3.4 (1.18) and -3.4 (1.26) in the
300 mg and 900 mg groups, respectively. The most
common adverse event reported was injection site
reaction. Injection site reactions were mild to moder-
ate in severity and reported in 6 (10%) and 12 (18%)
in the 300 mg and 900 mg groups, respectively. Flu-
like illness was reported in 3 (5%) of participants in the
300 mg and 7 (11%) in the 900 mg group. There were
no treatment-related SAEs, Grade ≥ 3 AEs, or AEs
leading to study discontinuation. Conclusion: In this
phase 3 trial of individuals with CHD, brelovitug met
the primary endpoint, demonstrating significant
improvements in HDV RNA and ALT at Week 24
and was safe and well-tolerated. Evaluation of long-
term efficacy and safety through Week 96 is ongoing.
Additional phase 3 studies for brelovitug in CHD are in
progress.
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