0S-066

EASL

The Home of Hepatology

Predictors of Undetectable Hepatitis Delta Virus
RNA at 48 Weeks After End of Treatment With
Bulevirtide Monotherapy in the MYR301 Study

Soo Aleman’, Maurizia Brunetto?3, Antje Blank*, Pietro Andreone®, Pavel Bogomolov®, Vladimir Chulanov’, Nina Mamonovag,
Natalia Geyvandova®, Viacheslav Morozov'?, Olga Sagalova'', Tatiana Stepanova'?, Amos Lichtman'3, Renee-Claude Mercier'3,

Dmitry Manuilov'3, Sarah Arterburn'3, Julian Schulze zur Wiesch'#, Markus Cornberg'®, Stefan Zeuzem'®, Pietro Lampertico”:18,
Heiner Wedemeyer'®

'Department of Infectious Diseases, Karolinska University Hospital/Karolinska Institutet, Stockholm, Sweden; ?Hepatology Unit, Reference Center of the Tuscany Region for Chronic
Liver Disease and Cancer, University Hospital of Pisa, Pisa, Italy; 3Department of Clinical and Experimental Medicine, University of Pisa, Pisa, Italy; “Department of Clinical
Pharmacology and Pharmacoepidemiology, Heidelberg University Medical Faculty, Heidelberg University Hospital, Heidelberg, Ger many; 5Division of Internal Medicine, University of
Modena and Reggio Emilia, Baggiovara Hospital, Modena, ltaly; 8M.F. Vladimirsky Moscow Regional Research and Clinical Institute, Moscow, Russian Federation; “Sechenov
University, Moscow, Russian Federation; 8FSBI National Research Medical Center for Phthisiopulmonology and Infectious Diseases of the Ministry of Health of the Russian Federation,
Moscow, Russian Federation; °Stavropol Regional Hospital, Stavropol, Russian Federation; '°LLC Medical Company Hepatolog, Samara, Russian Federation; "'South Ural State
Medical University, Chelyabinsk, Russian Federation; "2LLC Clinic of Modern Medicine, Moscow, Russian Federation; 13Gilead Sciences, Inc., Foster City, CA, USA; “Medical
Department, University Medical Center Hamburg-Eppendorf, Hamburg, Germany; '*Clinic for Gastroenterology, Hepatology, Infectious Diseases, and Endocrinology, Hannover Medical
School, Hannover, Germany; '®*Goethe University Hospital, Frankfurt, Germany; '"Division of Gastroenterology and Hepatology, Foundation IRCCS Ca’ Granda Ospedale Maggiore
Policlinico, Milan, ltaly; "CRC “A. M. and A. Migliavacca” Center for Liver Disease, Department of Pathophysiology and Transplantation, University of Milan, Milan, Italy

European Association for the Study of the Liver; 7-10 May 2025; Amsterdam, the Netherlands
USSR



SAleman reports speaking honoraria from AbbVie; Biogen; Gilead Sciences, Inc.; and Merck Sharp & Dohme; and research grants
from AbbVie and Gilead Sciences, Inc. MB reports consulting and serving on a speakers bureau for AbbVie; Eisai—-Merck Sharp &
Dohme; Gilead Sciences, Inc.; Janssen; and Roche. AB received research funding from MYR GmbH. PA has received honoraria for
lectures from Gilead Sciences, Inc., and Intercept Pharmaceuticals. PB, NM, NG, VM, OS, and TS report no conflicts of interest.
VC reports being a consultant and giving sponsored lectures for AbbVie; Astra Zeneca; Bristol Myers Squibb; Gilead Sciences, Inc.;
GSK; Hepatera; Merck Sharp & Dohme; Roche; and R-Pharm. AL, RCM, DM, and SArterburn are employees of Gilead Sciences,
Inc., and may own stock in Gilead Sciences, Inc. JSW reports consultation for and lecture fees from Gilead Sciences, Inc.

MC received honoraria from AbbVie; Falk; Gilead Sciences, Inc.; GSK; Janssen-Cilag; Merck Sharp & Dohme; Novartis; Roche;
Spring Bank Pharmaceuticals; and Swedish Orphan Biovitrum. SZ reports serving on a speakers bureau and/or consulting for
AbbVie; Allergan; BioMarin Pharmaceutical; Gilead Sciences, Inc.; Intercept Pharmaceuticals; Janssen; Merck Sharp & Dohme;
Novo Nordisk; Swedish Orphan Biovitrum; and Theratechnologies. PL reports speaking and teaching fees from and participation in
advisory committees or review panels for AbbVie; Aligos Therapeutics; Alnylam Pharmaceuticals; Antios Therapeutics; Arrowhead
Pharmaceuticals; Bristol Myers Squibb; Eiger Biopharmaceuticals; Gilead Sciences, Inc.; GSK; Janssen; Merck Sharp & Dohme;
MYR Pharmaceuticals; Roche; and Spring Bank Pharmaceuticals. HW reports honoraria for speaking or consulting from Bristol
Myers Squibb; Falk; Gilead Sciences, Inc.; GSK; Intercept Pharmaceuticals; Merck Sharp & Dohme; Mirum Pharma; Roche;
Takeda; and Vir Biotechnology.

e,



Background

e Hepatitis delta virus (HDV) represents the most severe form of chronic viral hepatitis and is
estimated to affect between 9 and 19 million people worldwide’

e Bulevirtide (BLV), an entry inhibitor of HDV, is approved in the European Union, Great Britain,
Switzerland, the Russian Federation, and Australia (2 mg/day dose) for the treatment of chronic
hepatitis delta in patients with compensated liver disease?3

e Monotherapy with BLV 2 mg/day or 10 mg/day has been demonstrated to be effective and safe over
144 weeks of treatment-6

1. Stockdale AJ, et al. J Hepatol. 2020;73:523-32. 2. Hepcludex. Summary of product characteristics. European Medicines Agency. Gilead Sciences, Inc.; 2023. 3. Hepcludex (bulevirtide acetate). Australian Register of Therapeutic Goods. Gilead Sciences, Inc.; 2024.
4. \Wedemeyer H, etal. N Engl J Med. 2023;389:22-32. 5. Wedemeyer H, et al. J Hepatol. 2024;81:621-9. 6. Lampertico P, et al. J Hepatol. 2024;80(Suppl):S92.




Objectives

e To evaluate predictors of undetectable HDV RNA after 96 or 144 weeks of BLV monotherapy

e To evaluate predictors for sustained HDV RNA undetectability throughout the patient’s follow-up
period (up to 48 weeks of posttreatment follow-up [FU48]) in those with undetectable HDV RNA
at the scheduled end of treatment (EOT)

BLV, bulevirtide; HDV, hepatitis delta virus. '



MYR301 Methods

Study Design

. . [ Current Analysis |
Primary Endpoint Vv

v EOT FU24 FU48 EOS
Week 0 48 96 144 168 192 240

W] BLV 2 mg sc qd
(EX BLV 10 mg sc qd
n=51Nngg BLV 10 mg sc qd

Key Inclusion Criteria

* CHD with detectable serum HDV RNA
» With or without cirrhosis; CTP score <7
e ALT >1 to <10 x ULN; platelets 260,000 cells/mm3

e MYR301 was a multicentre, open-label, randomised, Phase 3 study (NCT03852719) conducted in 4
countries (Germany, ltaly, Russian Federation, and Sweden)

e HDV RNA levels were determined by reverse transcription—quantitative polymerase chain reaction using the
RoboGene 2.0 (lower limit of quantitation, 50 [U/mL; lower limit of detection, 6 IU/mL)

ALT, alanine aminotransferase; BLV, bulevirtide; CHD, chronic hepatitis delta; CTP, Child-Turcotte-Pugh; DT, delayed treatment; EOS, end of study; EOT, end of treatment; FU24, follow-up at 24 weeks after EOT (week 168); FU48, follow-up at 48 weeks after EOT (week
192); HDV, hepatitis delta virus; qd, once daily; sc, subcutaneous; ULN, upper limit of normal.




Predictor Analysis Methods

Predictors of posttreatment undetectable HDV RNA HDV RNA

| * undetectable vs
HDV RNA relapse during FU
Undetectable at EOT :
Primary Endpoint v [ Current Analysis|
v EOT FU24 FU48 EOS
Week 0 48 96 144 168 192 240
I I
BLV treatment Posttreatment FU
HDV RNA
< Undetectable at
o BL EOT
> 0
Qg
Eg e . — P ades e Univariate logistic regression models (adjusted for the 3 treatment groups)
© . . . . .y
EE 5 were used to identify potential predictors of undetectability at the scheduled
S e EOT
>
P e For patients who had HDV RNA undetectable at the scheduled EOT with any

< ,’ HDV RNA follow-up data, logistic regression was used to select potential

(12 Sustained i i i ’
_E2 0 undetectable “Uas predictors of §usta|ned undetectable HDV RNA throughout the patient’s
SET S  analysis® follow-up period (up to FU48)
- o O ©
-g g 25 UHdD\t, RtNAbI Sustained
> 2 ndetectable Undetectable
D & 33 atEOT  ~ °  Through FU48

§ n =64 n=23

-

aSubset included patients with undetectable HDV RNA at EOT and who had any available follow-up data.
BL, baseline; BLV, bulevirtide; EOS, end of study; EOT, end of treatment; FU, follow-up; FU24, follow-up at 24 weeks after EOT (week 168); FU48, follow-up at 48 weeks after EOT (week 192); HDV, hepatitis delta virus.




Baseline and On-Treatment Characteristics Evaluated as Predictors

Predictors of posttreatment undetectable HDV RNA

Primary Endpoint
v

Week 0 48

HDV RNA
* undetectable vs
HDV RNA relapse during FU
_—
Undetectable at EOT
\4 | Current AnaIysisl
EOT FU24  FU48 EOS
144 168 192 240

96

BLV treatment

Posttreatment FU

Potential Predictors of Undetectable HDV RNA at EOT

Potential Predictors of Sustained Posttreatment Undetectable HDV RNA

in Patients Who Achieved Undetectability at EOT

Baseline2 Clinical Characteristics

* Treatment (BLV 2 mg vs 10 mg)
* Age, sex, race, weight, BMI

* Cirrhosis, liver stiffness (kPa)

* ALT, platelets

* HDV RNA (log,, IU/mL)

* Previous IFN therapy

* Concomitant HBV treatment, HBsAg, HBV DNA, HBV
genotype

* Total bile salt levels (umol/L)

4Baseline characteristics apart from cirrhosis at randomisation, sex, and race refer to baseline at the time of BLV initiation.
ALT, alanine aminotransferase; BLV, bulevirtide; BMI, body mass index; EOS; end of study; EOT, end of treatment; FU, follow-up; FU24, follow-up at 24 weeks after EOT (week 168); FU48, follow-up at 48 weeks after EOT (week 192); HBsAg, hepatitis B surface
antigen; HBV, hepatitis B virus; HDV, hepatitis delta virus; IFN, interferon.

Baseline2 Clinical Characteristics

Treatment-Related Characteristics
* Duration of HDV RNA continuously
undetectable at EOT

+ Undetectable HDV RNA at early study
timepoints

Treatment (BLV 2 mg vs 10 mg)
Age, sex, race, weight, BMI
Cirrhosis, liver stiffness (kPa)
ALT, platelets

HDV RNA (log,, IU/mL)
Previous IFN therapy

Concomitant HBV treatment, HBsAg, HBV
DNA, HBV genotype

Total bile salt levels (umol/L)




Baseline Demographics and Disease Characteristics

BLV 10 mg DT to BLV 10 mg
IR (n=50)2

Age, years, mean (SD) 44 (9) 41 (9) 42 (8)
Male sex, n (%) 30 (61) 30 (60) 26 (52)
Race,’ n (%)

White 41 (84) 43 (86) 39 (78)

Asian 8 (16) 6 (12) 11 (22)
Cirrhosis present, n (%) 23 (47) 24 (48) 24 (48)
Liver stiffness, kPa, mean (SD) 14.0 (8.2) 14.8 (9.3) 16.1 (11.8)
ALT, U/L, mean (SD) 108 (63) 123 (81) 82 (51)
HDV RNA, log4o IlU/mL, mean (SD) 5.10 (1.19) 4.96 (1.46) 5.03 (1.56)
Genotype HDV-1,°n (%) 49 (100) 48 (96) 50 (100)
HBsAg, logo IU/mL, mean (SD) 3.67 (0.52) 3.61 (0.59) 3.71 (0.63)
HBV DNA, log1o IlU/mL, mean (SD) 1.31 (1.28) 1.08 (1.26) 0.81 (1.01)
HBV genotype, n (%)

A 2(4) 2(4) 2(4)

D 47 (96) 44 (88) 44 (88)

Otherd/missing 0 4 (8) 4 (8)
Previous IFN therapy, n (%) 26 (53) 29 (58) 29 (58)
Concomitant HBV NA treatment,® n (%) 32 (65) 27 (54) 33 (66)

2At BL (randomisation), 51 patients were assigned to DT to BLV 10 mg. One patient subsequently withdrew from the DT to BLV 10 mg group before receiving BLV and is not included in subsequent reporting. °BLV 10 mg arm: Black, n = 1. °BLV 10 mg arm: HDV genotype 5,
n = 1; missing HDV genotype, n = 1. 9Other: BLV 10 mg arm: HBV genotype E, n = 1; no data, n =3; DT to BLV 10 mg arm: unclassified HBV genotype, n = 1; no data, n = 3. %All patients started NA therapy at or after BL, except 1, who started at BL or within 2 days of BL.
ALT, alanine aminofransferase; BL, baseline; BLV, bulevirtide; DT, delayed reatment; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; HDV, hepatitis delta virus; IFN, interferon; NA, nucleos(t)ide analogue.




Rates of HDV RNA Undetectability Among Patients Who Received BLV

Undetectable Sustained Undetectability
at EOT Through FU48

Treatment Arm

No posttreatment FU
s n=-1

BLV 2 mg
n=14 (29%)?

Relapse
n==6 (46%

N Undetectable
n=7 (54%

~

Relapse
BLV 10 mg BLV 10 mg n =15 (60%)
n=>50 n =25 (50%) - Undetectable

n =10 (40%

Relapse
DT to BLV 10 DT to BLV 10 - n=20(77%

mg mg
n=>50

I\

S~a Undetectable
n=06 (23%)

e Of 64 patients with available follow-up HDV RNA data, 62 had available data through FU48, while 2
discontinued the study after 24 weeks of posttreatment follow-up (FU24) without experiencing relapse

e Rates of undetectable HDV RNA at EOT were higher in the treatment groups who received BLV 10 mg
e Relapses were more common in patients who received only 2 years of BLV treatment (vs 3 years)

a0One patient in the BLV 2 mg group had no FU data available and was excluded from posttreatment calculations.
BLV, bulevirtide; DT, delayed treatment, EOT, end of treatment; FU, follow-up; FU48, follow-up at 48 weeks after EOT (week 192); HDV, hepatitis delta virus.




Baseline Predictors of Undetectable HDV RNA at EOT

Univariate Logistic Regression Analysis
Undetectable at EOT Undetectable at EOT

Baseline; n = 149 Test (%) Reference (%) Test
Treatment arm
BLV 10 mg (vs BLV 2 mg) 50.0% 28.6% 25(1.1,5.7) —e— P=.03
DT to BLV 10 mg (vs BLV 2 mg) 52.0% 28.6% 2.7(1.2,6.2) —e— P=.02
Cirrhosis at randomisation
Yes (vs no) 46.5% 41.0% 1.3(0.6, 2.4) F—ro—
Liver stiffness
215.2 kPa (vs <15.2 kPa) 44.7% 43.1% 1.0 (0.5, 2.1) F——
ALT
21.5 x ULN (vs <1.5 x ULN) 44.1% 42.1% 1.2 (0.6, 2.6) F—o—
Platelet count (1019/L)
21602 (vs <1602) 48.0% 39.2% 1.4 (0.7, 2.8) F—e—
HDV RNA (log,, IU/mL)
<5.2a (vs =5.23) 56.8% 30.7% 3.2(1.6,6.5) F—o—i P=.001
Previous IFN therapy
Yes (vs no) 48.8% 36.9% 1.6 (0.8, 3.1) H—e—
Concomitant HBV treatment
Yes (vs no) 46.7% 38.6% 1.5(0.7, 3.0) H—o—i
Total bile salts (umol/L)
<12.02 (vs 212.02) 46.6% 41.9% 1.1 (0.6, 2.2) ——
HBsAg (logqo IU/mL)
<3.82 (vs 23.82) 52.9% 35.1% 24 (1.2,4.8) F—o—i P=.02

0.1 1 10

Odds Ratio (95% CI)

e Treatment with BLV 10 mg and lower baseline HDV RNA were predictive of achieving undetectability at EOT

Bold P-values indicate significance.
@Represents the median.
ALT, alanine aminotransferase; BLV, bulevirtide; DT, delayed treatment; EOT, end of treatment; HBs Ag, hepatitis B surface antigen; HBV, hepatitis B virus; HDV, hepatitis delta virus; IFN, interferon; ULN, upper limit of normal.




Baseline Predictors of Sustained HDV RNA Undetectability After EOT (FU48)

Univariate Logistic Regression Analysis

Sustained Sustained
Baseline; n = 64 Undetectability Undetectability Test
Test (%) Reference (%)

Treatment arm

BLV 2 mg (vs BLV 10 mg) 53.8% 40.0% 1.8 (0.5, 6.8) - &—

BLV 2 mg (vs DT/BLV 10 mg) 53.8% 23.1% 3.9 (0.9, 16.1) ——

BLV 10 mg (vs DT/BLV 10 mg) 40.0% 23.1% 2.2 (0.7, 7.5) H——
Cirrhosis at randomisation

Yes (vs no) 40.6% 31.3% 1.4 (0.5, 4.0) —o—
HDV RNA (log4o 1U/mL)

<4.62 (vs 24.62) 56.3% 15.6% 8.2 (2.3, 29.5) —o— P=.001
Previous IFN therapy

Yes (vs no) 36.6% 34.8% 1.0 (0.3, 3.1) H—o—
HBsAg (per logqo IU/mL) — — 0.3 (0.1, 0.8) —o— P=.019

[ I 1

I
01 1 10 100 1000
Odds Ratio (95% CI)

e In patients with undetectable HDV RNA at EOT, lower baseline HDV RNA and lower baseline HBsAg were predictive of sustained
undetectability posttreatment

Bold P-values indicate significance.
@Represents the median.
BLV, bulevirtide; DT, delayed treatment, EOT, end of treatment; FU48, follow-up at 48 weeks after EOT (week 192); HBsAg, hepatitis B surface antigen; HDV, hepatitis delta virus; IFN, interferon.



On-Treatment Predictors of Sustained HDV RNA Undetectability After EOT (FU48)

Univariate Logistic Regression Analysis

Sustained Sustained
On-Treatment; n = 64 Undetectability = Undetectability Test
Test (%) Reference (%)

Continuously undetectable HDV RNA at EOT

296 weeks (vs <96 weeks) 90.0% 25.9% 26.6 (2.7, 262.4) | ¢ | P <.005

248 weeks (vs <48 weeks) 62.5% 9.4% 17.2 (4.0, 75.1) —&— P =.0001
Duration of continuous HDV RNA

undetectability at EOT (per 24 weeks) — — 29 (1.7,4.8) g P <.0001
W16 HDV RNA undetectable

Yes (vs no) 80.0% 32.2% 14.5 (1.3, 156.9) I L 4 I P=.03
W24 HDV RNA undetectable

Yes (vs no) 77.8% 29.1% 10.8 (1.8, 64.8) —&— P =.009
W48 HDV RNA undetectable

Yes (vs no) 70.8% 15.0% 33.1 (5.9, 186.9) —e— P <.0001
W72 HDV RNA undetectable

Yes (vs no) 57.1% 10.3% 20.3 (3.9, 107.0) —e&— P =.0004

[ I 1

I
0.1 1 10 100 1000
Odds Ratio (95% Cl)
e |n patients with undetectable HDV RNA at EOT, early and longer duration of on-treatment undetectability was predictive of
sustained undetectability posttreatment

Bold P-values indicate significance.
EOT, end of treatment; FU48, follow-up at 48 weeks after EOT (week 192); HDV, hepatitis delta virus; W, week.




Weeks of Continuous On-Treatment Undetectable HDV RNA at EOT and

Relapse Status by FU48

BLV 10 mg DT to BLV 10 mg

Bl Relapse

Bl Relapse
B Non-relapse

B Non-relapse

&
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0 24 48 72 9% 120 (éé'j}) 0 24 48 72 9 120 144 0 24 48 72 96
(EOT) (EOT)

Weeks with Continuous Undetectable HDV RNA at EOT Weeks with Continuous Undetectable HDV RNA at EOT Weeks with Continuous Undetectable HDV RNA at EOT

e Patients with longer duration of continuous undetectability at EOT were less likely to relapse
e Approximately 93% (38/41) of HDV RNA relapses occurred by the FU24 visit

aRepresents patients with <1 week of undetectable HDV RNA. PRepresents patients with HBsAg loss during the study.
BLV, bulevirtide; DT, delayed reatment; EOT, end of treatment; FU48, follow-up at 48 weeks after EOT (week 192); HBsAg, hepatitis B surface antigen; HDV, hepatitis delta virus.




Biochemical Responses in Patients With Sustained Undetectable HDV RNA

through FU48

n=23 Baseline EOT FU48
ALT normalisation, n (%) N/A2 16 (70%) 15 (65%)°
ALT,cU/L, median (Q1, Q3)| 93 (63, 136) 32 (23, 44) 3(()n(2=1éf)6 )

e Biochemical response was maintained in patients with sustained HDV RNA undetectability at FU48

Patients from all 3 treatment groups are shown combined. M = F analysis was used for ALT normalisation.
2ALT normalisation was not assessed at baseline, as ALT >ULN was an inclusion criterion. °Two patients without HDV RNA relapse discontinued prior to FU48 and are counted as failures *Median ALT was calculated for observed cases only.
ALT, alanine aminotransferase; EOT, end of treatment; FU48, follow-up at 48 weeks after EOT (week 192%-HDV, hepatitis delta virus; M = F, missing = failure; N/A, not applicable; Q, quartile; ULN, upper limit of normal.




Conclusions

e Rates of undetectable HDV RNA at EOT were higher in patients treated with BLV 10 mg vs 2 mg
monotherapy for 2 to 3 years

— In addition, rates of undetectable HDV RNA at EOT were associated with lower baseline viral load

e Among patients who had HDV RNA undetectable at the scheduled EOT, a subset of patients were able to
sustain undetectable HDV RNA throughout their follow-up period (through FU48)

— In these patients, biochemical responses were maintained during follow-up
e The majority of HDV RNA relapses (>90%) occurred by the FU24 visit

e The predictors for sustained HDV RNA undetectability through 48 weeks off-therapy were lower baseline
HDV RNA levels (<4.6 log4, IU/mL), lower baseline HBsAg levels, and most strongly, the duration of
continuous on-treatment HDV RNA undetectability at EOT

BLV, bulevirtide; EOT, end of treatment; FU24, follow-up at 24 weeks after EOT (week 168); FU48, follow-up at 48 weeks after EOT (week 192); HDV, hepatitis delta virus.
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