Continued Treatment of Early Nonresponders or Partial Virologic Responders With Bulevirtide Monotherapy LBP-020
in Patients With Chronic Hepatitis Delta Through Week 96 Leads to Improvement in Virologic and Biochemical Responses
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Introduction Results
Key F| N d N gs — Hepatitis delta virus (HDV) represents the most severe form of — BL demographics and characteristics are shown in Table 1 Figure 2. Progression of Suboptimal Responders (NR and
—_— chroqig viral hepgtiti? and is estimated to affect between 10 and — The virologic response progression for all virologic response groups at W24 (separated PR) at W24 Through W48 and W96
_ AtW24, suboptimal virologic response 20 million worldwide - | - by BLV dose) through W48 and W96 is shown in Table 2 { }
’ — Bulevirtide (BLV), a novel entry inhibitor of HDV, is conditionally . L Week 24 PR (N=22)
(NR or PR) occurred in approximately approved in the EU at 2 mg/day for the treatment of chronic ' Thf proportion of PR.and l_\lR decrelased over tm?e In both BLV dosage groups < > ALT WNL (N=12)
one-third of patients receiving BLV hepatitis delta (CHD) with compensated liver disease? « 38% (36 of 94) of patients included in the analysis were NR or PR at \W24 ! I !
— In clinical studies, on-treatment virologic response (VR) to HDV * At WO6, 17% (16 of 94) of patients were NR (N = 6) or PR (N = 10)

— Of those with PR at W24, 82% (18 of 22) therapy is defined as achieving undetectability or a 22 log,IlU/mL  _ The virologic response progression of NR and PR (separated by BLV dose) at W24 {Week 48} w { > { >

progressed to VR, and 77% (17 of 22) decline in HDV RNA from basgline (BL)? | | through W48 and W96 is shown in Figure 2

of W24 PR had biochemical response at — The extent of benetit from continued therapy for patients with — The mean levels and change from BL in HDV RNA and ALT by W96 among NR or PR

suboptimal early virologic response requires further investigation

W96 with continued BLV monotherapy

at W24 are shown in Table 3 »+ VR (N=1) »» VR (N=15)
— Of those with NR at W24, 43% (6 of 14) Objective Table 1. Demographics and Baseline Characteristics by BLV Dosage - -
md PR (N=0) md PR (N=3)

= VR (N=0)

) : : : Week md PR (N=0 gd PR (N=1 gd PR (N=0
progressed to VR at W96, and 29% (4 — This study aimed to evaluate whether continued therapy up BLV2mg(N=47) BLV10mg(N=47)  Total (N = 94) { =c 96} (N=0) (N=1) (N=0)
of 14) had biochemical response at W96 to W96 results in improvement in virologic and biochemical
_ _ . ny Male sex, n (%) 28 (60) 30 (64) 58 (62)
with continued BLV monotherapy responses among patients not achieving early VR at \W24 { >{ >{ { > { >
Race, n (%)
C lusi m e 20 O =)
onclusions — MYR 301 (NCT03852719) is an ongoing randomized study Asian 5 17) > (M) 13 (14) J:Z?.l 323} ALT WNL (N=2 < > ALT WNL (219 < >
evaluating 3 cohorts: BLV 2 mg (Arm B) and BLV 10 mg (Arm Black or African American 0 1(2) 1(1)
In CHD patients ShOWing ) C) tO W144 and 3 de|ayed treatment arm receiving no anti_H DV Cirrhosis present, n (%) 23 (49) 29 (47) 45 (48) ﬁcl)_;l'r,nzllal?r:]r;fsaminotransferase; NR, nonresponder; PR, partial responder; VR, virologic responder; W, week; WNL, within
- therapy to W48 follow BLV 10 mg (Arm A ” |
suboptimal early response to Daet:?r):)rrc: atiin?s ci)n Ae\:lmbsyB nd g WﬂO( remai21e 4 on stud HBeAg-positive, n (%) 4 (9) 7 (15) 11 (12) — 43% (6 of 14) of NR at W24 and 82% (18 of 22) of PR at W24 progressed
BLV at W24, the majority showed reatment ;t W96 are included in the present analysis Y Concomitant NA therapy, n (%) 32 (68) 25 (53) 57 (61) to VR at W96
. . . 0 0
progressive improvement with — No formal stopping rules were included for early nonresponse Prior IFN therapy, n (%) 25 (53) 27 (58) 52 (55) — 3\5/59/8 (5 of 14) of NR at W24 and 5% (1 of 22) of PR at W24 were NR at
treatment through W96, supportin -1, n (% .
_ J e PP J Figure 1. MYR301 Study Design Genotype HOV-1, n () 4r (199) #°(96) 92 (35) — 29% (4 of 14) of NR at W24 and 77% (17 of 22) of PR at W24 achieved
ongoing treatment with BLV HDV RNA, log,, IU/mL, mean (SD) 5.1 (1.2) 4.9 (1.5) 5.0 (1.3) ALT WNL at W96
BLV 10 mg
: : : MYR301 ALT, U/L, mean (SD 108 (64 128 (81 118 (73 .
E Partial virologic responders Phases T D) al Stk 79 Table 3. Change in Mean ALT and HDV RNA by W96 Among
: ALT, alani inotransf ; BLV, bulevirtide; HBeAg, hepatitis B tigen; HDV, hepatitis delta virus; IFN, interferon; NA, nucleos(t)id I .
at W24 were more I|ke|y than N = 150 v 10me alanine aminotrans efase ulevirtide; HBeAg e[f)aI.IS e antigen epatitis delta virus interferon nucleos(t)ide analogue NR or PR at W24
g " i olep! — Demographics and BL characteristics were well matched between the 2 BLV dosage
nonresponaers to achieve virologic '// _____ PO P - // ® // ® // ® groups Virologic Response Group at W24
response by W96 A Time Point PR (N =22
Week Week Week Week Week Week Week T bl 2 Ch . HDV RNA R Th h W96 b BLV D il el ( )
: " nterim ot Eos abie <. Lhanges In esponse 1hroug y 0s€ -5 |Baseline 4.4 (2.0) 5.3 (1.4)
analysis m@
BLV, bulevirtide; EOS, end of study; EOT, end of treatment. BLV:2mg (N = 47) BLV 10 mg (N = 47) Total (N = 94) i % W24 3.8 (1.8) 3.7(1.4)
References: 1. Stockdale AJ, et al. J Hepatol 2020;73:523-532. 2. Hepcludex. European Medicines — Virologic response groups were defined as follows: W24 W24 W24 Z 2 |w4as 3.6 (2.1) 2.6 (1.5)
Agency SmPC. 3. Yurdaydin C, et al. J Hepatol 2019;70:1008-1015. . _ . . g g
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Pharmaceuticals. HW reports honoraria for speaking or consulting from Abbott; AbbVie; Bristol Myers W24 Ij § W48 67 (42) 36 (14)
Squibb; Boehringer Ingelheim; Eiger; Gilead Sciences, Inc.; Janssen; Merck Sharp & Dohme; MYR , - . _ VR 1(10) | 11(92) | 23(92) | 1(25) 5(50) | 32(97) 2 (14) 16 (73) 55 (95) <
GmbH; Novartis; Novira; Roche; Roche Diagnostics; Siemens; and Transgene; and research support — Alanine aminotransferase (ALT) uppe.r Ilml_t of normal: =31 U/L for £ W36 89 (123) 35 (24)
frc_>t:1 é-?boét;s Bristol Mylers Sql;it;\bb;ba\?d 1gailead Slgiences{i tInc. rI:I_IRB s;difs ;;ancéal\ rBeIation:hips females and =41 U/L for males (Russian sites) and <34 U/L for - 4 (40) | 1(8) 0(0) | 1(25) | 0(0) 0 (0) 5 (36) 1(5) 0 (0) Change at W96 -24 (119) -64 (61)
with Gilead Sciences, Inc., an ie for speaking and teaching. PB, TS, SZ, an repo -
nothing to disclose. SC reports speaking for Euroimmune, consultant work for Novartis, and research females and <49 U/L for males (a” other SlteS) § PR 3 (30) 0 (0) 2 (8) 0 (0) 3 (30) 2 (6) 3 (21) 3 (14) 4 (7) ALT, alanine aminotransferase; HDV, hepatitis delta virus; NR, nonresponder; PR, partial responder; VR, virologic
support from Roche and MYR GmbH. DM, QA, AHL, BLD, JF, and RCM are employees of Gilead — —|DV RNA |eve|S determinec by RT—q PCR using RoboGene® responder; W, week.
Sciences, Inc., and may own stock In Gllead Sciences, Inc. MC received honoraria from Abb\ie: HDV RNA Quantification Kit 2.0 (lower limit of quantification 50 LB 3(30) | 11(92) | 23(92) | 3(75) | 7(70) | 31(94) | 6(43) | 18(82) | 54 (93) — HDV RNA and ALT declines were seen by W96 among NR or PR at W24
Falk; Gilead Sciences, Inc.; GSK; Janssen-Cilag; Merck Sharp & Dohme, Novartis, Roche, Spring o _ _ _ _ _ _
Bank Pharmaceuticals, and Swedish Orphan Biovitrum. MB recieved research support, speaker fees, U/mL, lower limit of detection 6 IU/mL) Values expressed as n (%). with numerlcally hlgher declines in the PR Compared to the NR subgroup
?Onrdleccc?urjf:slt:r?dfzzsu ::l:trig r,;tit;\\/lleer,]t(s:reoar: gﬁfggesséiénncc.é:nﬁ] ;J.ar;\sbsbe\?i.e Saehrii rser:;:;\;eg B(c))rr\:r);zrlznd — Biochemical response ( ALT within normal limits [WN L]) and BLV, bulevirtide; HDV, hepatitis delta virus; NR, nonresponder; PR, partial responder; VR, virologic responder; W, week. — ALT declined by >509% from BL in 5 of the 6 who remained a NR at W96, 1
Biogen and reports grants from Gilead Sciences, Inc. and AbbVie. change in ALT from BL were compared by response group — Overall, the proportion of PR and NR decreased over time in both BLV dosage groups ALT WNL (data not shown)

EASL Congress 2023, 21-24 June, Vienna, Austria



