Efficacy and Safety of Bulevirtide Monotherapy for Chronic Hepatitis Delta in Patients With and Without Cirrhosis:
Results From the Week 144 Interim Analysis of a Phase 3 Randomized Study
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* MYR301 is a multicenter, open-label, randomized, Phase 3 study (NCT03852719) conducted in 16 sites across 4 countries (Germany, Efficacy Endpoints by Cirrhosis Status at Week 144 Univariate Analysis of Efficacy Responses at Week 144 by Cirrhosis Status at BL
Italy, Russian Federation, and Sweden)
H HO . Combined Response Virologic Response Biochemical Response Undetectable HDV RNA DT/BLV 10 mg? BLV 2 mg? BLV 10 mqg?
» Treatment with bulevirtide (BLV) MYR301 Study Design n=46 ned2 nedl
. . Current Analysis 100- 100 100+ _
Primary Endpoint _ 100
monotherapy th roug h 144 weeks v v 92 OR (95% CI) P-Value OR (95% CI) P-Value OR (95% ClI) P-Value
1 1 I I \ 4 EOS 83
resulted in continued virologic and Week 0 48 o 144 Follow-Up 240 < 80- 2 80- < g0l < g0l
: . : " @ é & Cirrhosis: yes vs no
biochemical improvements regardless : £ £ . £
of presence of cirrhosis n =51 Delayed treatment BLV10mgscdaily 0 g 5 607 50 5 607 5 607 %% 54 2§ 607 °8 Combined response 0.73 (0.23, 2.37) 60 1.10 (0.32, 3.86) 88 1.44 (0.39, 5.27) 59
Y Y— Y o Y
o o 3] o °
n =49 BLV2mgscdaily 0 AR A & p c c %;:E c 42 Virologi
q 0 S N S _ | w N gic response 0.10 (0.01, 2.27) 15 3.00 (0.53, 17.02) 21 17.19 (0.84, 353.57) .07
« Combined response rates were similar g 40 g 40 2 40 g 40 e
. . . n =50 BLV10mgscdaily . T E RO R AR TR > 3 S 8_ 3 %:g 8_ Biochemical 0.89 (0.27 2.89 84 139 (0.39. 5.01 61 0.73 (0.18. 2.92 66
between patients with and without g . s | EEE . lochemical response 89(0.27,2.89) - 39(0:39,5.01) - 73(0.18,2.92) -
. . . BLV, bulevirtide; EOS, end of study; sc, subcutaneously. - - _5.5:.5:5:_._ -
cirrhosis treated with BLV 2 mg s e o e HDV RNA undetectable 0.59 (0.18, 1.90) 38 1.31 (0.34, 5.01) 70 1.65 (0.48, 5.69) 43
1 + Key inclusion criteria 0 16/26 g2z 0 26/26 PPz 17/26 jie)Pk 16/26 0 16/26 jleiP2! 0 11/24 6/26 [Pk 11/26
[ I I ! [ I ! . . . . . . .
and O mg — CHD without or with compensated cirrhosis and Child-Turcotte-Pugh score <7 No Yes No Yes No Yes No Yes No Yes No Yes No Yes No Yes No Yes No Yes Nlo Yes Nlo Yes ;EeHDDT\fE;L,ff A122’2§ ﬁjj’n‘i‘i received 96 weeks of BLV; the BL was reset at week 48 for this study group when deriving the efficacy responses and when excluding the patients with
. — Positive serum HDV RNA Cirrhosis Cirrhosis Cirrhosis Cirrhosis aWeek 144 completers with BL HDV RNA =250 1U/mL.
i i L. BL, baseline; BLV, bulevirtide; DT, delayed treatment; HDV, hepatitis delta virus; OR, odds ratio.
« BLV was safe and well tolerated in — Alanine aminotransferase (ALT) >1 x to <10 x upper limit of normal@ ms DT/BLV10mg (n=50) ™8 BLV2mg (n = 49) == BLV 10 mg (n = 50)
0 0 - 0 . L >60 x 109 . L . . . . : . .
patlents Wlth and WIthOUt CI rrh OSIS; Platelets 260 10_ Ce”_S/L Missing values were considered as nonresponders. The DT/BLV 10 mg group received 96 weeks of BLV therapy; the baseline was reset at week 48 for this group. In a univariate IOgIStIC regression analySIS’ cirrhosis status was not a predlctor of efflcacy responses
G ra de 3 an d 4 a dve rse even tS were — Controlled HIV coinfection was allowed BLV, bulevirtide; DT, delayed treatment; HDV, hepatitis delta virus. Safetv S t Week 144 bv Cirrhosis Stat
. . . . . ‘g . ; _ . _ _ o ) _ ) ) ] ] are umma a ee Irrnosis atus
_ _ 150 patients with CHD were stratified based on the presence or absence of cirrhosis (investigator determined) at BL « Virologic and biochemical responses were observed in similar proportions among patients with and without cirrhosis y ry y
more freq uent among paﬂents with + Efficacy and safety endpoints were assessed in patients with and without cirrhosis
cirrhosis — Combined response: undetectable HDV RNAP or decrease by 22 log,, IU/mL from BL and ALT normalization? Changes From Baseline in HDV RNA Levels, ALT Levels, HBsAg Levels, and Liver Stiffness at Week 144 DT/BLV ;fbmg BLV 10 mg
— Virologic response: undetectable HDV RNAP or decrease by 22 log,, IU/mL from BL Lol =ty
— Biochemical response: ALT normalization? HDV RNA Levels ALT Levels HBsAg Levels Liver Stiffness Cirrhosis
Plain Lan uaae Summa — Change in liver stifiness (LS) o 0o MEN=2  n=28n=2  n=20=2 g n=23n=22 = o4 NEBNE2 n=20=20 n=21n=20 g NEHNE2 n=Bn=2 n=2n=22
g g ry — Adverse events (AEs) and levels of bile acids - o - S ; ] : ' g T No(n=26) | Yes(n=24) | No(n=26) | Yes(n=23) | No(n=26) | Yes(n=24)
* HDV RNA levels were determined by RT-qPCR using the RoboGene HDV RNA Quantification Kit 2.0 (lower limit of quantification [LLOQ], £ . o5 g 0.2- E; .
s . = [ = :
. . 50 IU/mL; limit of detection [LOD], 6 IU/mL) & = £ . ) 2 q 8 0 Any AE 23 (88) 23 (96) 25 (96) 23 (100) 25 (96) 23 (96)
» Regardless of the level of scarring in RO ] B 83 501 : 25 £
g V I g I aALT upper limit of normal/normalization: defined at Russian sites as <31 U/L for females and <41 U/L for males and at all other sites as <34 U/L for females and <49 U/L for males. ®"Undetectable HDV RNA was £ ‘c’ .......... § q E a1] g ° 5‘
. . . . . defined as <LLOQ (target not detected); LLOQ: 50 1U/mL, LOD: 6 1U/mL. oG pa peiehelen € < Lo | Any Grade 23 AE 14 4 (17 6 (23 6 (26 2(8 8 (33
their liver, patients with chronic £ £Q 751 s s 5e ° y ) (7 (23) (26) 6) (53)
(] — %] c
e . « g o -4 e L oS c 2
hepatitis delta who received bulevirtide _ = 5 53 17 g4 S 10 fry AR relred oY - e e een e e
o . o £ D c s S E » 8-107
o = (1 T £ = 7] o
for 144 weeks achieved reductions in 2 s 2 5 125 - 53 g%
” . Baseline Demographics and Disease Characteristics by Cirrhosis Status 2861 ,, 38 36 °5 2 £ Any SAE 2(8) 1) 1) 29) 3(12) 3(13)
> ' -150 - ° ) R
hepatitis delta virus RNA levels and 2 & 0.32 & 1
. . . . = T~ 087 ' 5 Any SAE related to BLV 0 0 0 0 0 0
maintained improvements in other Sl s BLV 10 mg . 475 . = 8.1
. . n = 50% n= - T T T T T T T T T T T T -1. T T T T T T - T T T T T T . .
markers Of ||Ver health and funCt|On No Yes No Yes No Yes No Yes No Yes No Yes No Yes No Yes No Yes No Yes No Yes No Yes Any AE leading to withdrawal of BLV 0 0 0 0 0 0
Cirrhosis Cirrhosis Cirrhosis Cirrhosis Cirrhosis
q a_nc Deathe 0 1(4) 0 0 0 0
[ J
Treatment with bulevirtide 2 or No (n = 26) Yes (n = 24) No (n = 26) Yes (n = 23) No (n = 26) Yes (n = 24) W& DT/BLV 10 mg W= BLV2mg B BLV10mg . S
1 O m /d Was Safe a nd effl CaC|OUS ﬁ\ll AE? wer:e treatment-emergent AEs (TEAEs). TEAEs began on or after the first dose of BLV up to 30 days after permanent discontinuation of the study drug or led to premature study drug
The DT/BLV 10 mg group received 96 weeks of BLV therapy; the baseline was reset at week 48 for this group. iscontinuation.
g Age’ years, mean (SD) 41 (7) 43 (8) 42 (9) 45 (10) 41 (8) 42 (9) ALT, alanine aminotransferase; BLV, bulevirtide; DT, delayed treatment; HBsAg, hepatitis B surface antigen; HDV, hepatitis delta virus; Q1, quartile 1; Q3, quartile 3. a0ne patient discontinued prior to receiving any study drug.
i i i i i i bTEAE rted for the DT/BLV 10 b fter the first d f BLV at week 48; the BLV treatment durati 96 weeks.
in patients with and without cirrhosis Male sex, n (%) 14 (54) 12 (50) 13 (50) 17 (74) 15 (58) 15 (63) . . . N N “One death due o plasma cell myeloma ot related o BLV, o o o ek b The B reament duraton was 5 weets
. « Both BLV 2 mg and 10 mg were associated with decreases from BL to week 144 in HDV RNA, ALT, and liver stiffness regardless of cirrhosis status AE, adverse event: BLV, bulevirtide; DT, delayed treatment: SAE, serious adverse event.
treated over a penod of u p to Race.® n (% White 18 (69) 21 (88) 21 (81) 20 (87) 23 (88) 20 (83) ’ Y Y T
ace,°n . . . . . . .
(%) : HDV RNA, ALT, and Total Serum Bile Acid Levels Over 144 Weeks of Treatment by Cirrhosis Status * No AEs led to discontinuation of the study drug
144 WeekS Asian 8 (31) 3(13) 5(19) 3(13) 3(12) 3(13) ’ ’
BMI, kg/m2, mean (SD) 26.4 (3.5) 24.9 (4.0) 24.5(3.4) 24.3 (2.7) 25.0 (3.1) 25.2 (4.2) . . . . * No SAEs were atiributed to BLV ) ) ) ) ) ) )
HDV RNA Levels Over 144 Weeks ALT Levels Over 144 Weeks Total Serum Bile Acid Levels, BLV 2 mg Total Serum Bile Acid Levels, BLV 10 mg * The number of Grade 3 and 4 AEs was numerically higher in patients with cirrhosis
Platelet count, 10° cells/L, mean (SD) 181 (43) 127 (48) 172 (48) 130 (49) 184 (43) 134 (52) . . . . . .
+ BLV was safe and well tolerated in patients with or without cirrhosis
| t d : Liver stiffness, kPa, mean (SD) 11.0 (7.2) 21.6 (13.4) 9.1(3.0) 19.5 (8.7) 10.2 (3.9) 19.9 (10.7) a 7 200 B 180 1 B 180 -
<) . = =
ntro UCtlon ) 5 - 19 (79) - 16 (70) - 17 (71) c 6 g 180 g 1601 g References: 1. Stockdale AJ, et al. J Hepatol. 2020;73:523-32. 2. Lampertico P, et al. J Hepatol. 2022;77(5):1422-30. 3. Hepcludex. European Medicines
Child-Turcotte-Pugh score, n (%) 5 5 20) 7 30) 7 2) é b, - 160 1 = 1401 s Agency SmPC. Gilead Sciences, Inc.; 2023. 4 Hepcludex (bulevirtide acetate). Australian Register of Therapeutic Goods. Gilead Sciences, Inc.; 2024.
- Hepatitis delta virus (HDV) causes the most severe form of chronic viral = 54 :‘ <} 1401 % = 1201 %“ 5. We_demeyer H etal. N Engl J Med. 2023;389:22-32. 6. Wedemeyer H, et al. J Hepatol. 2024;81:621-9. 7. Lampertico P, et al. J Hepatol.
. . . . T . " 2 R, i -~
» Bulevirtide (BLV) is a first-in-class entry inhibitor for chronic hepatitis delta HDV RNA, log,, IU/mL, mean (SD) 5.2 (1.4) 4.8 (1.7) 5.5(0.8) 4.6 (1.4) 5.2 (1.4) 4.8 (1.5) = 3 N .| é 100 e § ) Acknowledgments: This study was funded by Gilead Sciences, Inc. Medical writing and editorial support were provided by Megan Rudolph, PhD, of
i i i i i S <J TR ! ) ) Red Nucl fi il i Inc.
(CHD) that is approved in the European Union, United Kingdom, _ HBsAg, log,, IU/mL, mean (SD) 3.8 (0.5) 3.6 (0.7) 3.6 (0.6) 3.7 (0.4) 3.6 (0.7) 3.6 (0.5) g .. e | 1 o 28 <= < N / \\ AA |4 ed Nudleus, and funded by Gilead Sciences, Inc
3 - < - - il O S =) b = = T A< INL . . . . . . . .

SW|.tzerIan.d, the Russian Fe,deratl,on’ ang4AUStralla for treatment of CHD in HBV DNA, log,, IU/mL, mean (SD) 1.1(1.2) 0.6 (0.7) 1.5 (1.5) 1.1 (1.0) 1.2 (1.6) 0.9 (0.7) ‘z’: 2 - | ¢ - | m m \",u T L4 ¥ 1 3 D!sclosw?es: SA reports grant/research support from AbbVie and.Gllead Sciences, Inc.; and spealflng a!nd teaching fegs from Aben_a; Biogen; _
patients with compensated liver disease . b S P 3 40 o S S » I |4 41 . ® Gilead Sciences, Inc.; and Merck Sharp & Dohme. HW reports being a consultant for Abbott; AbbVie; Aligos Therapeutics; Arbutus Biopharma; Boehringer
 Previous results from the ongoing Phase 3 study MYR301 HBeAg positive, n (%) 2(8) 2(8) 0 4(17) 4 (15) 3 (13) z 20 o o ~o-==T" ""ULN 2 Ingelheim; Bristol Myers Squibb; Dicerna; Gilead Sciences, Inc.; Johnson & Johnson/Janssen-Cilag; Merck/Schering-Plough; MYR Pharmaceuticals; Novartis;

NCT 2719)257 demonstrated that monother with BLV 2 m r - T o4 : . : . 04 : : : : : : , 0+ i - ~ . Roche; Siemens; Transgene; ViiV Healthcare; and Vir Biotechnology; and reports speaking honoraria from Abbott; AbbVie; Boehringer Ingelheim;
(NCT0385 9) . demonstrated that monotherapy gido Previous IFN therapy, n (%) 16 (62) 13 (54) 16 (62) 10 (43) 14 (54) 15 (63) BL 16 32 48 72 96 120 144 BL 16 3 48 72 96 120 144 Bristol Myers Squibb; Gilead Sciences, Inc.; Johnson & Johnson/Janssen-Cilag; Merck/Schering-Plough; MYR Pharmaceuticals; Novartis; Roche; Siemens;
10 mg/d was effective and safe over 144 weeks BL 16 32 48 2 9% 120 144 16 32 48 2 9%

g Concomitant NA treatment, n (%) 14 (54) 18 (75) 13 (50) 19 (83) 12 (46) 15 (63) Study Week Study Week Study Week Study Week Transgene; and ViiV Healthcare. 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 and speaking fees from Gilead Sciences, Inc., and MYR GmbH. PA has received honoraria for lectures
- - a0ne patient discontinued from the DT arm before week 48 and was not included in the efficacy and safety analysis beyond week 48. PThe baseline values were reset at the week 48 visit for age, BMI, platelet _ . . _ . . . _ . . _ . . . ; ; ; ; ; [ et ; . .
Objectlves count, iver stiffness, ALT, HDV RNA, HBsAg, and HBY DNA. <One patient in the BLV 10 mg group with cirthosis was Black. -e- BLV 2mg (n =26) No Cirrhosis - BLV 2 mg (n = 23) With Cirrhosis - BLV 10 mg (n = 26) No Cirrhosis -e- BLV 10 mg (n = 24) With Cirrhosis ];\;Iom Sgehad SgleDnCheS, |.n,\Cl-, anﬂ In;t?rﬁ(.apt Z"Sr;?]aceu’fl\(;g'& PB has recellved grgnts and Spc??klng fefes fr?m Azg\él\;? l-?’zyer’ZG"ead _Sglt_?ncﬁ/,l |nC-,§69§L§ra,
ALT, alanine aminotransferase; BLV, bulevirtide; BMI, body mass index; DT, delayed treatment; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; HDV, hepatitis delta . . . . . _erc grp ohme; Novo Nordisk; an -Fharm. reports consultant an sponsore ecture fees from ie; Astra em?ca’ r|§to yers squibb;
virus: IFN. interferon: NA, nucleos(t)ide analogue; Q1. quartile 1: Q3, quartile 3, Xll_e_?n ?nq median vtalue? are ba;ﬁdt?n trlwg nutha\izrt?flpaﬁrltggts ngr:/dﬁta a;{fjlladblclet at .each(\)/;SIt- Or;:}lf 21args10 m%ﬁ\fﬂ;SSrLeNshown hl,eﬂ?t- ' | Gilead Sciences, Inc.; GSK; Hepatera; Merck Sharp & Dohme; Roche; and R-Pharm. NM, NG, VM, OS, TS, and SZ report nothing to disclose.
. i ) . ] ] ] , alanine aminotransferase; BL, baseline; , bulevirtide; , hepatitis delta virus; Q1, quartile 1; Q3, quartile 3; , upper limit of normal. GMC, DM, ML, AHL, AO, and ST are employees of Gilead Sciences, Inc., and may own stock. JSW serves as a consultant for Gilead Sciences, Inc.
. . ° (o] . 0, 0, _ _ ) ’ ) ) ) ’ ’ )
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