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BACKGROUND RESULTS

Functional cure of chronic hepatitis B (CHB) requires suppression of HBV 1. HBV Genotypes in IM-PROVE | All Patients 5. HBV Genotypes and Clinical Outcomes
replication, antigens and induction of anti-HBV immune responses. Imdusiran is 2%

an N-Acetylgalactosamine—conjugated, pan-genotypic small interfering RNA that OVERALL STUDY NA Discontinuation Did Not NA Discontinue
HBV Genotypes % (n) (N=12) (N =13) (N = 8) (N =10) (N=43)
A 0 0

blocks all HBV RNA, resulting in suppression of viral replication and all antigens. =0T} 20% (2) 9% (4)

IM-PROVE | is a Phase 2a study assessing combination treatment of imdusiran 33% (4) 38% (5) SURRLEIE ARSI, SRV 19% 9.5%
with pegylated interferon alfa-2a (IFN) in HBeAg-negative nucleots(t)ide analo Ul e ) 20% (4 20% (5 a9 |
pegy g-neg 8 17% (2) 8% (1) 12.5% (1) 10% (1) 12% (5)

(NA) treated CHB subijects. 0 8% (1) 0 0 2% (1)
HBV genotypes are known to influence response to IFN, with the greatest HBsAg

declines in genotype A and the lowest response for genotype C in HBeAg- BASELINE HBsAg Total=43
. . .. . i Cohort Al Cohort A2 Cohort B1 Cohort B2 Total
. . . . - . . HBV G pes % .
treatment with imdusiran dosing and end-of-study clinical outcomes for subjects o Snonpes 0 — 0 0 = Baseline HBsAg <1000 1U/mL

in IM-PROVE | is presented. 33% (2) 43% (3) 50% (3) 50% (2) 43% (10) , , , , , o
33% (2) 14% (1) 33% (2) 50% (2) 30% (7) 4% 4% ® Patients who met or did not meet NA discontinuation criteria spanned

Table 1: Subjects Achieving Functional Cure in IM-PROVE | 332 (2) 12;:3 17%(1) 3 147’((1‘;) 17% multiple HBV genotypes

Cohort Al: Cohort A2: Cohort B1: Cohort B2:

Imdusiran x 6 doses | Imdusiran x 4 doses | Imdusiran x 5 doses | Imdusiran x 4 doses _ _ _
NA Discontinuation = Stayed Off NA

+ NA + IFN x 24W + NA + IFN x 24W + NA + IFN x 12W + NA + IFN x 12W . . . . . Functional Cure ntin ° St A Diccontinuation & NA Rectart
77% of patients enrolled in IM-PROVE | were HBV genotype B or C, as expected given predominantly Asian (No Functional Cure)
B B

3/12 (25%) 2/13 (15%) 1/10 (10%) enrollment =B
3/6 (50%) 2/7 (29%) 0/4

Total=21 Total=22

Functional Cure

All Subjects

Those with HBsAg <1000 IU/mL
at Baseline

Similarly, 73% of patients with baseline HBsAg <1000 IU/mL were HBV genotypes B and C Total=23

Functional cure defined as sustained HBsAg loss and HBV DNA less than lower limit of quantification (LLOQ) 40% 40% 60% 40%

24 weeks off-treatment, with or without hepatitis B surface antibodies?.

OBJECTIVES Total=s

2. HBsAg Response During IFN Is Associated with Functional Cure NA Discontinuation = Stayed Off NA

treatment with imdusiran dosing e HBsAg response was defined as 0.5 log,, reduction from the 100-
®* Determine association of HBV genotypes with clinical outcomes for IM-PROVE value observed after 4 initial doses of imdusiran (pre- 80
| study patients randomization; Week 28) through to end of IFN treatment.
Notably, during IFN treatment, HBsAg response has been
associated with sustained virological response/HBsAg loss in

MATERIALS AND METHODS CHB patients undergoing IFN therapy® 20"

0- ) Patients who were HBV genotype C made up the majority of those who had

IM-PROVE | (AB-729-201) Study Design Of the patients who achieved functional cure in IM-PROVE |, Yes  No Yes  No Yes  No to restart NA therapy; this was also the most predominant genotype in the
83% (5/6) were HBsAg responders during IFN treatment HBsAg Responder During IFN HBsAg Responder During IFN HBsAg Responder During IFN overall study

Patients who achieved functional cure were distributed across HBV
80% genotypes A, B, and C (2/6 each)
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Patients who met NA discontinuation criteria and remained off NA therapy
through to end of study (no functional cure) were comprised of HBV
genotypes B, Cand D
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A1l: Imdusiran x2 doses
+ PEG-IFNa x24 weeks

(=12 Off Therapy 60% of patients (6/10) who met NA discontinuation criteria and

Follow-up
, e 2448 weels remained off NA therapy (no functional cure) through to end of
Imdusiran 4 doses CO N CLU SIO NS

60 mg Q8w study were also HBsAg responders during IFN treatment

(n=43) HBeAg- B1: Imdusiran x1 dose

PR aveds Off Therapy Conversely, 80% (4/5) of the patients who eventually restarted HBsAg response during IFN treatment was associated with favorable clinical

Follow-up

B2: PEG-1FNocx12 weeks 24-48 weeks NA therapy had not shown a HBsAg response during the IFN outcomes such as achieving functional cure or remaining off NA therapy in
i treatment period HBsAg Responder During IFN IM-PROVE |

Randomize

NA therapy

| — | | — 3. Majority of HBsAg Responders During IFN Were Treated with 24 Weeks IFN + 6 Doses Imdusiran

1
Weeks 1 24 28 40 52 64 76
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54% Patients who were HBsAg responders during IFN treatment spanned HBV
genotypes Ato D

S
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IM-PROVE | enrolled 43 non-cirrhotic, HBeAg-negative, virally suppressed CHB
subjects on stable NA therapy for at least 12 months prior to Day 1

Patients who achieved functional cure were evenly distributed across HBV

The majority of patients who were HBsAg responders during IFN were from Cohort Al (24 weeks
genotypes A, Band C

IFN + 6 doses imdusiran, in total)

% Patients
HBsAg Responder During IFN

All subjects received 24 weeks (4 doses) of imdusiran 60 mg every 8 weeks . . .
(Q8W) and were randomized at Week 24 into one of 4 groups (stratified b o o . . _ . The achievement of HBsAg responsiveness and favorable clinical outcomes
group Y After randomization, additional doses of imdusiran were associated with greater numbers of across a range of HBV genotypes after IFN treatment suggests that imdusiran

HBsAg level <100 or >100 IU/mL at Week 24) ' oV ' . . .
. | . - | | | patients achieving HBsAg response during IFN treatment (Cohort Al vs A2, Cohort B1 vs B2) | & | & may enhance responsiveness to IFN in HBV genotypes that were previously
Patients in Cohort Al received 2 additional doses of imdusiran and those in S S described as poor responders to this immunomodulatory treatment

Cohort B1 received 1 additional dose of imdusiran after randomization 4. HBsAg Responders Spanned HBV Genotypes A to D
After completion of the IFN treatment period, patients were followed for an

additional 24 weeks on NA therapy alone, then assessed for NA HBsAg Responder During IFN Treatment Period

discontinuation via protocol-defined criteria: batients wh HBEA 9 4 HBY X AtoD _
0 o atients whno were S Fresponders spanne eno es (0)
» ALT <2x ULN and undetectable HBV DNA and HBsAg <100 IU/mL at 2 consecutive visits o 7-7% & esp P 5 ypP . MG Ghany, et al., Hepatology, 2023. 78(5), 1654-1673
MF Yuen, et al., EASL Congress, Journal of Hepatology, 2024. 80, S809-5810

at least 24 weeks after completion of IFN treatment 0 - :
P 54% of HBsAg responders during IFN treatment were HBV genotype B " MF Yuen, et al. The Liver Meeting, November 15-19, 2024

inol o . . . ith thi . | .Y Liu, et al., Journal of Medical Virology, 2020. 92, 3420-3425
Interestingly, 31% were HBV genotype C: HBeAg-negative patients with this genotype were previously . R Moucari, et al., Hepatology, 2009. 49(4):1151-1157

described as having the lowest response to IFN therapy?

REFERENCES / ACKNOWLEDGEMENTS

M Brunetto, et al., Journal of Hepatology, 2013. 59(6):1153-1159

Mean (SD) age across patients was 45.3 (6.4) and 28% were female. Baseline
characteristics were presented previously34

Baseline samples were collected from 43 subjects and HBV genotype was
determined by deep sequencing®> and alighment to HBV genotype reference CONTACT

sequences
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