Evaluation of the vebicorvir, Nrtl and AB-729 combination in virologically suppressed patients with 064
HBeAg negative chronic hepatitis B virus infection: Interim analysis from an open label Phase 2 study
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BACKGROUND

« Chronic hepatitis B virus (cHBV) infection is a global public health
problem

RESULTS

Table 1. Demographics and Baseline

Figure 2. Changes in Virologic Parameters Table 2. Patients Meeting Stopping Criteria at Week 48 Table 5. Treatment-Emergent Laboratory Abnormalities Observed In

| . . . Characteristics On-Treatment >30% of any Treatment Group (On-Treatment
— Worldwide, an estimated 296 million people have cHBV, with ( ) _ | VBR+Nrtl AB-729+Nrtl VBR+AB-729+Nrtl Y P T T
~820,000 deaths each year due to liver cirrhosis and AB- | VBR+AB- A HBsAg Change from Baseline Patients , n (%) (n=1) (n=2) (n=4) . o n=16) AB-729+Nrtl (n=17) (n=32)
hepatocellul : 1-4 Study 204 VBR+Nrtl | 729+Nrtl | 729+Nrtl ~ 1 . . Maximum postbaseline toxicity grade, n (%)
epa oceliular carcinoma . - _ - — -®- VBR+Nrtl - AB-729+Nrtl = VBR+AB-729+Nrtl Patients meeting Creatine kinase (increased), any Grade 7 (43.8) 2 (11.8) 19 (59.4)
_ _ _ _ S Baseline (n=16) (n=17) (n=32) c £ . S
 Vebicorvir (VBR), a first-generation inhibitor of the HBV core | = stopimg G CY 0 2 (100) 3 (75) Grade 1 6 (37.5) 2 (11.8) 11 (34.4)
protein, demonstrated deeper reductions in HBV DNA and RNA and fngeﬁlgr?"z‘rﬁn 42 43 41 ® & Week 48 Grade 2 1(6.3) 0 7 (21.9)
more rapld normallz_atlon of alanine ammOtra_nSf_er_ase (AI—T) when max) ’ (23, 49) (29, 51) (22, 51) T = aStopping criteria are ALT <2x ULN + HBV DNA <LLOQ + HBsAg <100 IU/mL. Data represent patients completing Week clEte s _ ) J 1(3.1)
added to nucleos(t)lde reverse transcriptase Inhibitors (Nrtl)5’6 o 48 with available data to adjudicate the stopping criteria. Glucose (increased), any Grade 9 (56.3) 5(29.4) 10 (31.3)
. . . . . . _ a4 ALT, alanine aminotransferase; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; LLOQ, lower limit of Grade 1 7(43.8) 2(11.8) 6 (18.8)
AB-729, a smgle-@rlgger GalNAc-sma!I mterferlng RNA, targeting all Sex, Male; n (%) 13 (81.3) 10 (58.8) 20 (62.5) a f) quantification; Nrtl, nucleos(t)ide reverse transcriptase inhibitor; ULN, upper limit of normal; VBR, vebicorvir. Grade 2 2 (12.5) 3 (17.6) 4 (12.5)
HBV RNA transcripts reduced hepatitis B surface antigen (HBsAQ) Race, Asian: 5 £ _ | ALT (increased), any Grade 1 (6.3) 8 (47.1) 14 (43.8)
in both HBV DNA positive and in virologically-suppressed (VS) (%) 10(62.5) 10(58.8)  17(53.1) % H— Figure 3. Mean Changes in ALT (On-Treatment) Grade 1 1 (6.3) 6 (35.3) 8 (25.0)
patients’-° m 024 8 12 16 20 24 28 32 36 40 44 48 o VBRANMI e ABT0N = VBRAABT20SNI Grade 2 0 0 5 (15.6)
: .. : Week o - )
« While Nrtls suppress HBV DNA below the lower limit of HBVY Genotype; i o 150 — Grade3 0 2(11.8) 1(3.1)

g - - - n (%) n= 161516 14 15 13 15 14 11 10 / N 3 2 O Triglycerides (increased), any Grade 7 (43.8) 5(29.4) 11 (34.4)
guantification (LLOQ) in most patients; durable off-treatment n= 171715 17 17 17 16 13 10 9 6 5 3 2 = N / ' ' |
virologic responses are rare A 0 2 (11.8) 4 (12.5) I 0 graﬂe ; 51(?615)) 2 Eﬂg i 2:22,81')1 )

© raage . . .
L : : _ o m 100
— Novel combination regimens with agents of complementary B 4(250) 3(17.6)  6(18.8) B Categorical HBsAg Response by Study Visita £ _ . B Grade 3 0 0 1(3.2)
mechanisms may be required to further suppress viral replication, 23 N : Grade 4 1(6.3) 0 0
reduce HBsAg levels, reconstitute host HBV-specific immunity, C 2(12.5)  4(23.5) 5 (15.6) VBR+Nrtl AB-729+Nrtl [ VBR+AB-729+Nrtl 53 g | T _ -~ Cholesterol (increased), any Grade 8 (50.0) 1(5.9) 12 (37.5)
and improve clinical outcomes after finite duration therapy Patients, n/N, (%) (n=16) (n=17) (n=32) g 1 Grade 1 6(37.5) 1(5.9) 12 (37.5)
_ _ _ C/B 1(6.3) 2 (11.8) 4 (12.5) Baseline 5 - A Grade 2 1(6.3) 0 0
— Here we report interim data from an open-label study evaluating @) N / ey - — . ¥ Grade 3 1(6.3) 0 0
. . D 4 (25 O) 4 (23 5) 6 (18 8) <1OO lU/mI— 0/16 0/17 0/32 (0))] 0 - T @ ___ 1 -+ . .
the combinations of VBR+Nrtl, AB-729+Nrtl and VBR+AB- | | - <10 1U/mL 0/16 0/17 0/32 - Ve 2e P L SR b SR SR S S ®------- ®------- & Lipase (increased), any Grade 8 (50.0) 5 (29.4) 7 (21.9)
729+Nrtl Other 0 0 5 (15.6) Week 24 g | 1 Grade 1 5 (31.3) 1(5.9) 4 (12.5)
<100 IU/mL 0/14 9/13 (69.2) 14/24 (58.3) - AC;??_GZ 0 — 285233 74(2213-25)) 3854)1)
Unable to ) ! ! ! ! ! ! ! ! ! ! ! ! ! Increaseaq), any Grade : : :
O B J ECTIVE genotype 5(313) 2(11.8) 2 (6.3) W:i?( '4%/ il Vs Uils iz (222 0 2 4 8 12 16 20 24 28 32 36 40 44 48 Grade 1 2 (12.5) 5 (29.4) 7 (21.9)
o . . .
. . . . . Week Grade 2 0 2 (11.8) 2 (6.3)
° - . <
This open-label study Is evaluating the safety and antiviral activity Nrtl; n (%) <18C:L|JL/J/TL gg ig %800) i;j %203 n= 16 15 16 14 13 14 14 15 13 11 11 8 7 3 Amylase (increased), any Grade 5 (31.3) 3 (17.6) 5 (15.6)
of 48 weeks of treatment with VBR+NTrtl, AB-729+Nrtl, and m . (50.0) (25.0) n= 17 17 15 17 17 17 17 16 10 11 9 7 5 3 Grade 1 4 (25.0) 3 (17.6) 4 (12.5)
VBR+AB-729+Nrtl in VS patients with hepatitis B e antigen TAF 3(18.8) 2 (11.8) 6 (18.8) F‘l'fc‘)’\glllslwfekdf o 2 (100 p— n= 32 32 30 29 29 29 27 28 25 24 18 16 10 6 Grade 2 1 (6.3) 0 1(3.1)
HBeAg) negative cHBV - | - - -
( € g) egative C TDF 8 (50.0) 13 (76.5) 18 (56.3) <10 IU/mL 0/2 1/3 (33.3) 1/5 (20.0) All increases in ALT were mild (Grade 1) or moderate (Grade 2). ALT, alanine aminotransferase; Nrtl, nucleos(t)ide L();mzholcytes (decreased), any Grade g (i: g) i %198) 170 2193)
reverse transcriptase inhibitor; SD, standard deviation; VBR, vebicorvir. rade (18.8) (5-9) L)
METH ODS =TV 5 (31.3) 2 (11.8) 8(25.0) C HBV RNA Changes by Study Visit crade 2 +(09) ] ’
o emre o e VRRANHL s ARToBNL = VBRe ARG » During treatment, ALT was relatively unchanged in VBR+Nrtl recipients crades _ s .
* 65 VS patients with HBeAg negative cHBV were randomized to current Nrti: 4.3 5.4 6.6 Vlean (SD)CF8 Mean (SD)CFB  Mean (SD)CFE  Mean (SD)CFB  Mean (SD) CFE (Figure 3). Increases in ALT that may be temporally associated with AB-729 ALT, alanine aminotransferase; AST, aspartate aminotransferase; Nrtl, nucleos(t)ide reverse transcriptase inhibitor;
VBR+NTrtl (n=16), AB-729+Nrtl (n=17), or VBR+AB-729+Nrtl dian (mi 1.8,10.1) (1.5,135) (1.2, 14.8 NA 0.0 (0.46) 0.1(0.44) ~0.1(0.20) 203 (012) - : : - - VBR, vebicorvir. .
’ ’ median (min, — (1.8,10.1) (15, 135) (1.2,14.8) NA 06068 07063 08 (0.64 07 (0.49 administration were observed in some patients receiving AB-729+Nrtl or » Overall, treatments were generally well tolerated. On treatment, the proportion

(n:32) for 48 weeks (Figure 1) max) NA 0.6 (0.89) ~0.5(0.82) 0.6 (0.92) ~0.4(0.71)

VBR+AB-729+Nrtl of patients with treatment-emergent adverse events (TEAES) was 75.0%,

- VBR 380 mg was given orally, on%e dailix(/, aEd_AB-72|\5|9 ?S a 60 HBVRNA 00 1006 1408 1308 S 100 7 — 70.6%, and 81.3% for the VBR+NTrtl, AB-729+Nrtl, and VBR+AB-729+Nrtl
{pgaf#]e%‘:t@ggoclgsn{mﬁggon every o weeks. Existing Nrt UmL; mean (sp) 12 (©-0) 1408 1.3(08) 20 a0 Table 3. Overall Safety Summary (On-Treatment) arms, respectively. Most TEAEs reported were Grade 1 or 2, and none were
2 9 i
« Based on Week 48 lab results, patients meeting the following criteria HBsAg, log,, §¢ ng | VBR+Nrtl AB-729+Nrtl VBR+AB-729+Nrtl . _Crsrr]ade 4 gable 3)tl ted TEAES during treat ¢ COVID-19 and
were to discontinue all treatments and enter the follow-up period: IU/mL; mean 3.3(06) 33(06)  3.4(0.6) °< 5. Patients, n (%) (n=16) (n=17) (n=32) € mostirequent’y reporte > during treatment were 2 an
— ALT <2x upper limit of normal (ULN) + HBV DNA <lower limit of (D) 5’\0«“; 40 1 Any TEAE 12 (75.0) 12 (70.6) 26 (81.3) h_eadache (Table 4) . . . .
quantification (LLOQ) + HBsAg <100 IU/mL HBSA 5@ 30 - * Five patients had TEAES leading to study drug discontinuation; 1 on
g >1000 =T 5 - Grade 1 9 (56.3) 9 (52.9) 15 (46.9)
— All other patients continued Nrtl alone during the follow-up period IU/imL; n (%) HEsE e = 2 w0l : | | | VBR+Nrtl, 1 on AB-729+Nrtl and 3 on VBR+AB-729+Nrtl (Table 3)
. Viral t 4 as follows: e I Grade 2 2 (12.5) 3 (17.6) 10 (31.3) » A serious AE of COVID-19 pneumonia (unrelated to study drugs) was
Ira parame ers were .asse.sse as .O OWS._ U/rr?[' géggl(%[)) 38(09) 3.4(0.5)  3.7(0.7) 0 12 24 36 48 S 1 (6.3)2 . 1 (3.1)° reported in a VBR+AB-729+Nrtl patient
— HBsAg: Abbott Architect i2000SR; LLOQ=0.05 1U/mL | L . Weelk4 . . » Overall, most lab abnormalities were Grade 1 or 2. 1 (6.3%) VBR+Nrtl, 3
— HBV DNA: Roche COBAS TagMan; LLOQ=20 IU/mL, lower oy e 27(28)  28(173) 29199 L - > . . TEAEs related to VER > (31.3) NA 10(31.3) (17.6%) AB-729+Nrtl, and 6 (18.8%) VBR+AB-729+Nrtl recipients
limit of detection=10 [U/mL n= 32 26 25 17 5 TEAES related to AB-729 NA 6 (35.3) 11 (34.4) experienced a Grade 3 treatment-emergent laboratory abnormality (increases
— HBV RNA: Abbott RUO assay v2.0; LLOQ=0.49 log,, U/mL ALT, alanine aminotransferase; ETV, entecavir; HBcrAg, hepatitis HBcrAg Changes by Study Visit TE SAE 0 0 1 (3.1) In creatine kinase, glucose, ALT, triglycerides, and cholesterol). 1 (6.3%)
— Hepatitis B core antigen (HBcrAg): Fujirebio Lumipulse G 5 Cfore antigen; HHBBeégr; hepf"‘_tm; B_eanlt_iﬁgg'_:BSAgl’. h?piﬂtis 5 100 . VBRENM - AB-7294Nrtl = VBR+AB-729+Nrt | VBR+Nrtl and 2 (6.3%) VBR+AB-729+Nrtl recipients experienced a Grade 4
—_ suriace antlgen; , epatltls VIrus, , lower IImit o T . _ " l I I I
LLOQ=3 |Og10 IU/mL quantification; max, maximum; min, minimum; Nrtl, nucleos(t)ide -~ Mean (SD) CFB Mean (SD) CFB Mean (SD) CFB Mean (SD) CFB gﬁgg&;e;g::%gngajggﬁ 1 (6.3)° 1(5.9)¢ 3(9.4) 9 tr.eatment emergent Iaborato.ry abnorma}llty (mcreases in creatine kinase and
— For analyses HBsAg, HBV RNA, and HBcrAg values below reverse transcriptase inhibitor; SD, standard deviation; TAF " s o s triglycerides and decreases in neutrophils). Transient Grade 3 laboratory
LLOQ were imputed as —-1.40 log,, IU/mL, 0.48 log,, U/mL, and tenofovir alafenamide; TDF, tenofovir disoproxil fumarate; VBR, A —0-3(0:31) —0.3(0:34) —0.5(042) aRash. PALT increased. <COVID-19 pneumonia considered not related to VBR or AB-729. 9Rash and gastrointestinal abnormalities (Increases in ALT) were observed in 2 (11.8%) and 1 (3.1%)

vebicorvir.

patients who received AB-729+Nrtl and VBR+AB-729+Nrtl, respectively
(Table 5)

2.9 log,, U/mL, respectively
« Adverse events (AEs) and lab safety parameters were assessed

events. ¢Grade 2 ALT elevation meeting protocol defined stopping criteria, considered related to AB-729. fAllergic
reaction and pancytopenia considered related to VBR. 9Rash and pancytopenia considered related to VBR. "Grade 3
ALT elevation meeting protocol defined stopping criteria, considered related to VBR and AB-729.
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 Baseline characteristics were similar between 30 1 ALT, alanine aminotransferase; NA, not applicable; Nrtl, nucleos(t)ide reverse transcriptase inhibitor; SAE, serious CO N C L U S I O N S
_ _ treatment groups (Table 1) 20 1 adverse event; TE, treatment-emergent; TEAE, treatment-emergent adverse event; VBR, vebicorvir. o
Figure 1. Study 204 (NCT04820686) Overview e | | o
St tremtmont ooriog » As expected, in VS HBeAg negative patients, 0 P o » Table 4. Treatment-Emergent Adverse Events in 210% of any * All regimens tested in this study were generally well tolerated
-treatment perio : : - .
| . | Baseline HBV parameters were low: . T - - . Treatment Group (On-treatment) - The interim data indicate that the addition of VBR to AB-729+Nrtl does
. Week 48 <+— Assessment of  \Week 96 _ ' - ' ' '
Baseline Week 12 Week 24 | stopping criteria | — HBV DNA was <LLOQ in all patients n= 17 15 13 6 VBR+Nrt! AB-729+Nril T ———— _not re_sult INn greater on treatment improvements in markers of active HBV
| | | - 27 A L Preferred term, n (%) (n=16) (n=17) (n=32) infection compared with AB-729+Nrtl
! HBV RNA >LLOQ : I tients: aData represent patients completing the respective visit with available data for the ’ . i
VBR+Nrtl (n=16) - Patient meets stopping o was = In all patients, assessment. PIncludes patients off all treatment and those receiving Nrtl alone. COVID-19 5 (31.3) 4 (23.5) 6 (18.8) * No patients had loss of HBsSAQ or underwent HBsSAQ seroconversion
i Imputation methods for viral parameters <LLOQ, where applicable, are described in the ' _ _ "
Ercl)tf?—rtlféatment — however, mean values ranged from [ptation metne Headache 7 (43.8) 1 (5.9) 6 (18.8) during the 48 weel_< on-treatment period | | |
Study AB-729+Nrtl (n=17) e 1.2-1.4 |Oglo |U/mL CFB, Change From Baseline; HBcrAg, hepatitis B core antigen; HBsAg, hepatitis B _ * Future analyses will report off-treatment responses In patlents meetlng
204 stopping criteria: _ surface antigen; LLOQ, lower limit of quantification; NA, Not Applicable; Nrtl, ALT increased 1(6.3) 3(17.6) 2 (6.3) criteria to stop all treatment. Patients who meet criteria for treatment
VBR+AB-729+Nirtl (n=32) _continue Nrtl a.lone — HBCI‘Ag was <LLOQ In 31.3%, 17.6% and nucleos(t)ide reverse transcriptase inhibitor; SD, standard deviation; VBR, vebicorvir, Nausea 5 (31.3) 0 131 P :
N . il (= | o : _ _ : . . : . : .
28.1% of patients receiving VBR+Nrtl, AB-  * HBsAg, HBV RNA, and HBcrAg were relatively o e . o |r_1te|rrupt|ontW|II continue to be followed to establish their clinical and
- A ruritus : : :
Key eligibility criteria: Treatments: Treatment-stopping criteria: 729+Nrtl and VBR+AB-729+Nrtl u_nc.hanged In \(BR+|.\|I"[| reClple.n.tS and decreased to WIReleIR)IE oo
» Male or female, aged - VBR 300 mg PO, once daily » ALT <2x ULN + HBV DNA respectively similar extents in patients receiving AB-729+Nrtl and Dizziness 3 (18.8) 1(5.9) 1(3.1)
18-50 years « AB-729 60 mg SC every 8 <LLOQ + HBsAg <100 VBR+AB-729+NrtI Fl ure 2 _ REFERENCES
* VS on Nrtl >6 months weeks (last dose at Week 44) IU/mL — Overall, 56/65 (86.2%) of patients had _ ( _ J ) _ SElgLE L o5 2 L) 2(6.9) 1) European Association for the Study of the Liver. J Hepatol. 2017;67:370-98. 2) World Health Organization. Global
« HBeAg negative « Standard of care Nrtl ’ ' e The proportion of patients who achieved HBsSAQ levels Injection-site pain 0 2 (11.8) 3(9.4) Hepatitis Report 2017. Geneva: World Health Organization; 2017. 3) World Health Organization. Key Facts. 2021.
- HBsAg 2100 IU/mL _ . normal ALT at StUdy entry — https://www.who.int/news-room/fact-sheets/detail/hepatitis-b. Accessed March 7, 2022. 4) El-Serag HB, et al.
Patients stratified by: <100 IU/mL and <10 IU/mL was similar between AB- Dy 2 (12.5) 1 (5.9) 13.1) Gastroenterology. 2012;142:1264—73. 5) Yuen MF, et al. J Hepatol. 2022:77:642-52. 6) Sulkowski MS, et al. J Hepatol.
« HBsAg <1000 IU/mL vs >1000 IU/mL _ O : ' ' ' 2022;50168-8278(22)00348-8. 7) Yuen MF, et al. Oral presentation at AASLD 2020, #83. 8) Gane E, et al. Poster
729+Nrtl and VBR+AB-729+Nrtl recipients (Figure 2B) Rash 3 (18.8) 0 1 (3.1) presentation at EASL: 2021. #P02879. 9) Yuen MF, et al. Poster presentation at EASL 2022, #SAT448
ALT, alanine aminotransferase; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; : : : ' '
LLOQ, lower limit of quantification; Nrtgf, nugleos(t)ide revgrse transcgr’iptalsoe inhibitor; PO, by n?outh; * No patlents experlenced HBSAg loss or seroconversion . _ _ ACKNOWLEDGEMENTS
SC, subcutaneous; ULN, upper limit of normal; VBR, vebicorvir; VS, virologically-suppressed. Vaccination site pain 2 (12.5) 0 0 « We express our gratitude to all the patients, investigators, and site staff who participated in the study

« At Week 48, all patients with available data had HBV
DNA <LLOQ (n=12)
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