Viral response and safety following discontinuation of treatment with the core inhibitor vebicorvir and a nucleos(t)ide PO-482
reverse transcriptase inhibitor in patients with HBeAg positive or negative chronic hepatitis B virus infection
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Introduction Results
- Worldwide, an estimated 250 million people are chronically infected with hepatitis B virus (HBV), with Figure 4. Study 201 and Study 211 patient disposition Figure 5. HBV DNA in patients who stopped VBR+Ntl Table 4. Overall summary of AEs
approximately 887,000 deaths each year due to cirthosis and hepatocellular carcinoma associated with HBV [,
infection' Virologically Suppressed, HBeAg Negative® Virologically Suppressed, HBeAg Positive Off-treatment Lower Viral Load?, Off-treatment Higher Viral Load®, .
N=47 ) E X
- For most patients, nucleos(t)ide reverse transcriptase inhibitors (Nrtls) are effective in suppressing HBV DNA and HBV DNA <80,000 (4.9 logyg) IU/mL HBV DNA 280,000 (4.9 logyo) IU/mL Any AE 19 (46) 10 (34)
are well tolerated, but treatment duration is indefinite Grade 1 8(20) 3(10)
~ To explore potential predictors for safe discontinuation of Nrtl therapy, multiple studies have been conducted to Sty 201 a0 veR a0 VBRaNt
evaluate end-of-treatment (EOT) virologic response with post-treatment outcomes®7 sy =10 S =29 7" Giade 2 6 (15) £
~ New therapies are needed to deepen inhibition of viral replication to support potential finite and curative therapy oy — : 3 LN, s Grade 3 5(12) 0
— HBV core inhibitors interfere with multiple aspects of the HBV replication cycle and provide complementary Sty 211 VBReNt R vaRet VBReN weong & ge Grade 4 0 3(10)
antiviral activity to Nrtls (Figure 1) =10 \iBoAd § « 3. .
oscnines Osconies egattvs & g Serious AEs 2(5) 0
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= ALT flare® 0 3(10)
TR ] Deaths 0 0
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Figure 1. Core inhibitor mechanisms of action Assessment of Vet
Stopping Criteria
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| " {rcalment data and are not included i the anaiss § % 5 o u 8
; : HE. adrse vers: O, iscondined: HBoAg hepatis B angen: N, ruclos(id revers ranscrtas s, P50, lacebo, R, e 2 3 Patients, n (%)
. . " ® e
a i’&.‘;g:ﬂ::::ﬂ{‘ ° cccDNA amplification Table 1. Patients who discontinued VBR+Nrtl JBong g y N @zl 9(22) 10 (34)
HBeAg Negative (N=23) | HBeAg Positive (N=18) £ [
DM, oty e G e e A H H - 2 17 (41 8(28
BASELINE OF STUDY 201 = w5 2= . @ 8)
Vebicorvir Figure 2. Vebicorvi Age, mean (range) 485 (34-64) 427 (20-66) CiigeRaniad R R ETEEEY] Grade 3 2(9) 6(21)
+ Anovel inhibitor of the HBV core protein that disrupts HBV capsid Male, n (%) 15 (65) 14 (78) Grade 4 1(2) 4(14)
formation by allosteric binding and interference with core protein (Figure 2) 9 Asian, n (%) 17 (74) 15 (83) e Mg regetie ard poste saterc
+ Broad I vitro antiviral activity NH HBV genotype, n (%) T gmen Hasho,hapats B ¢ anigen: Nrt, e reverse tanscrptase o
~ Inhibits virion and pregenomic (pg)RNA particle production 0 A 6(26) 2(11) o restared Nt
(EC4=0.17-0.31 jM:; CC4s220 pM) e 1ok e g 15 e s 5 (L. ek sration et s o e i S0 s
~ Inhibits de novo formation of covalently closed circular DNA and ey HN B 16 5(8) o Safety
downstream hepatitis B “¢” antigen (HBeAg) and hepatitis B surface antigen Vs c 2(9) 4(22) + Most reported AEs off-treatment and post-Nrtl restart were Grade 1 or 2
(HBsAg) production (EC5;=2-7 uM) ’/\ca D 1(4) 0 (Table 4)
~ Pangenotypic and fully active against Nrtl-resistant HBV G 0 1(6) § - » ) - - The most frequent AEs reported by >10% patients in the off-treatment or
- Orally administered as 300 mg once daily without regard to food e T 13(57) 6(33) Figure 6. Univariate logistic regression analysis: post-Nrtl restart periods were increased ALT and headache
- No drug interaction with Nrtis and a favorable clinical safety profile® Nrtl, n (%) Predictors of off-treatment HBV DNA viral load ~ Increased ALT was reported for 11/41 (27%) patients in the off-
* Vebicorvir (VBR)*Nrtl resulted in deeper on-treatment viral suppression in a majority TDF 10 (43) 9.(50) HBeAg Negative HBeAg Positive treatment period, 3 of which were Grade 3, and 6/29 (21%) patients in
of virologically-suppressed patients as assessed by high-sensitivity assays®® T 8 (35) 6(33) Nrtl HBorAg at EOT Age the post-Nrtl restart period, 3 of which were Grade 4
Objective of this analysis = 5123) 37) - :;?:ache was reported for 4/41 (10%) of patients in the off-treatment
- To determine the off-treaiment safety and virologic response following application of prospective treatment Years on current Nrtl mean (range 47 (0.1-14.6 3.9 (0.4-117, -
stopping criteria in patients with chronic hepatitis B virus (cHBV) infection who were virologically suppressed on END OF VBRNrtl TRE ATMEN(T 0°) ( ) ( ) H = No patient had hepatic decompensation or total bilirubin elevation
the VBR+Nrrtl combination regimen i greater than Grade 1
HBV DNA TND (Assembly), n (%) 23(100) 18 (100) H ~ There were 2 unrelated serious AEs reported in the off-treatment
HBV pgRNA <LLOQ (Assembly), n (%) 23 (100) 18 (100) H period, post-procedural hemorrhage and seizure
Methods HBeAg mean (range), Logy, IU/mL NA ~0.2(-1.0t00.6) i + Most laboratory abnormalities were Grade 1 or 2, and all Grade 4
) ) . . - HBcrAg mean (range), Log,, kU/mL. 0.4 (0.0-1.7 22(12-30 - . abnormalities were increases in ALT (Table 5)
* Virologically-suppressed patients with cHBV received VBR#Nrtl or placebo+Nrtl in Study 201*-"2; patients A9 (range). Logye ( ) ( ) eV TAF or TOF <USKUML  215KUMML <45 years 245 years — Three patients met ALT flare criteria; flares reached maximum levels
completing treatment in Study 201 received open-label VBR+Nrtl in Study 211 (Figure 3) HBsAg mean (range), Log;, IU/mL 3.1(1.9-4.1) 35(2.9-4.6) 5 w18 =12 et oy oy post-Nril restart and were not associated with significant changes in
+ Treatment was subsequently discontinued in patients who met stopping criteria: HBV Total Nucleic Acids (TNA; T atecu By il 8 core angon: Koo et s anon: HEsAp b 8 suoceaner . bpats 8 veus:LLOG,owr o curicaon: N antigens
ggn(\Fp.asi[e Igl)\]A+pgRNA‘]) <20 1U/mL AND HBeAg negative OR <5 IU/mL for 26 months prior to treatment Week N e o e, B . sesenoms TR et St ToF eon oo oner TG, o 1 e I oot Lover v ons [ Ofetmert Highr il Lood
igure A PR .
* Patient estaied Nl accoring to protocol reia o nestigatorpatet prference Tablo 2. Virologio outcomes afer VBR#Nit discontinuaton DI gt e v o e o COTICIUSTONS
+ Primary endpoint was sustained virologic response (SVR), defined as HBV DNA <20 IU/mL by COBAS TagMan HBeAg Negative (N=23) _HBeAg Positive (N=18) lment o e e B DA S0 9 g L e M bl s S et °
and o reamnt T enocays, HBcrAg, bepais 8 core angen, HBehg.hoatts " angen HBV.hopats B i Nl mceos(do reverse ) ’ ) )
V2.0, 24 weeks off-treatment SVR 0 0 e o T o St TOF o S o - SVR was not achieved in any patient who met stopping criteria
- Exploratory endpoints included changes in viral parameters off-treatment and post-Nrtl restart and assessment of Relapse at post-treatment Week 4 16 (70) 17 (94) ; '
resistance, The following assays were used: e e 5015) e + Univariate predictors of off-treatment lower viral load were ETV
~ HBV TNA (Assembly, lower limit of quannﬂcation [LLOQ] =20 IU/mL"%); HBV DNA (Assembly hrmt of detection Relapse at post-treatment Week 16 4(17) 0 use and EOT HBcrAg <1.5 kU/mL for HBeAg negative patients
[LODJ=5 IU/mL™3); pgRNA (Assembly, L| imL); HBeAg (Abbott Architect, LLOQ=0.11 IU/mL); HBsAg pse at p and age <45 years for HBeAg positive patients
(Abbott Architect, LLOQ 0.05 IU/mL); hepatitis B ccre antigen (HBcrAg) (FujiRebio Lumlpulse G, Maximum HBV DNA <2,000 (3.3 log,) IU/mL 6(26) 1(6) Efficacy Consistent with . is®, dat { HBrAg level
LOD=1kU/mL); viral sequencing was performed and is described separately in PO-1286 and ALT <2x ULN 5(22) 1(6) - No patient achieved SVR, and all had HBV DNA >20 [U/mL by post-treatment Week 16 - ons:)s ent with previous reports' . af a suggest HBerAg level
+ Following discontinuation of VBR+Ntl, a post hoc analysis was performed in which patients were categorized as Maximum HBV DNA <80,000 (4.9 logy,) IU/mL p— — (Table 2) may be an important component for future stopping criteria
either having “lower viral load” (maximum HBV DNA <80,000 [4.9 log,o] 1U/mL for 28 weeks off-treatment) or TS . : R ) R —— e e
“higher viral load” (maximum HBV DNA 280,000 [4.9 log,o] IU/mL or restarted Nrtl before 8 weeks off-treatment); a and ALT <2x ULN 8l(35) () No patient experienced HBsAg loss; 1 HBeAg negative patient had a significant Dlsconunuahoq of VBR+Nrtl was well tolerated with limited AEs
univariate logistic regression analysis evaluated factors predictive of off-treatment viral load L reduction in HBsAg following ALT elevation and ALT elevations post-Nrtl restart
+ Safety was assessed by adverse events (AEs) and laboratory abnormalities AL o ot s et 8 i Y repatis 8 s ) s e s i R st oo v+ TWO HBeAg negative patients without hepatits B *e” antigen antibody had a >1.5 logyy - Additional studies with VBR#Nrt! in multidrug combinations will
— Alanine aminotransferase (ALT) flare was defined as confirmed ALT >2x baseline OR on-treatment nadir AND it CORAS el 2, 28 wecks ffesety UL gy of o o orks 6, 32 UL el A5G oty VAR vbicons increase in HBeAg oft-reatment; 4 HBeAg positive patients experienced HBeAg loss evaluate potential finite treatment regimens and refined stopping
210x upper limit of normal Table 3. Restarting Nrtl after VBR+Nrtl discontinuation and seroconversion during off-treatment period rules
HBeAg Negative (N=23) | HBeAg Positive (N=18) + 45% (13 of 29) patients who restarted Nrtl met restart laboratory criteria (Table 3), and
Figure 3. Overview of Study 201 and Study 211 Patients who restarted Nrtl, n (%) 15 (65) 14 (78) all patients who restarted Nrtl had a subsequent decline in HBV DNA (Figure 5)
o [ 2 pernavel o e BT T N e 15 (6-28 18 (1028 - Inapost hoc analysis, 10 HBeAg negative and 7 HBeAg positive patients were Reterences
Treatment Weeks | } i Pai (' Wﬂ ) P i e s(( a0) ) 7((50) ) categorized as having off-treatment lower viral load, and 13 HBeAg negative and 11 )Lamperot . Hepatol. 2017, 6737068, 2) o Heslth Crganzaton Gl Hleoan‘u; Report 2017.3)
STUDY 201 STUDY 211 EIENBUD EH el REe] SR G E, D () HBeAg positive patients were categorized as having off-treatment higher viral load Tt et rvppeyiins s G5(20)31682.1 &) Van Bommel F o1 ol
Stopping Criteria AP0 i ’ (Figure 4) resenion aTos Dt Iamatons s Comirocs At 2720, 2070 8 Fo ’s“;”sf’ét:e‘?.l;eé.; on
V"°'°féii!YN§:f‘:’v'fs>°“ HBV TNA (composite DNA ALT >3x ULN with HBV DNA>10C|(,000 'U/’;"- 5(33) 6(43) ~ Aunivariate logistic regression model was constructed to evaluate patient at The Digtal International Liver Congress, August 27-39, 2020. 9) Jacabson IM et al. Presented at American
g +pGRNA) <20 1U/mL ALT >ULN with HBV DNA >2,000 (3.3 log;, 7 By ics predictive of off-treatment viral loac. assessed were age, 0)Thell November 13-16
AND 1U/mLe Y sex, race, Nrtl, duration of Nrtl and VBR administration at EOT, HBcrAg level, and e B e e s 2 e,
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BoAg Positive — Patients who remain off treatment at end of 8(35) 422) in Figure 6 Foang Q et Poseresentalon i the Dgtel niematonal Lver Conference August27-26, 2030
it (n=29) it (n=27) For 26 months prior to Wk 76 study, n (%) o HBeAg negative: entecavir (ETV) use and HBcrAg <1.5 kU/mL at EOT ——
oA, bt 8" anigo; HBY. hoatis B ius: N, udas(1do revrsa anscrase ks roganomi: TNA, ol nclc acids; VBR, vebon: Wk, waek Mean (range) time of follow up, weeks 34 (26-39) 30 (16-39) - All5 patients on ETV had off-treatment lower viral load and had HBcrAg <1.5 o xpross our gratud 1 all e patints, nvestigators, and st st o prcpatedn sy
*Data are shown as proporon ofthose wh restaried el % consecuiv visits 21 month apar. Invesigator andlr patent reference, KU/mL at EOT * Witngandedorl LLC, and
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