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BACKGROUND RESULTS
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Characterize and report target site variants at baseline in subjects enrolled in across 5 subjects infected with HBV genotype B, C, or D
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. . . : : . o . Figure 3: Fitness of Target Site Variants e 73% of genotype B subjects had baseline HBsAg between 250-1,000
Test IDR and nucleos(t)ide analog (NA) activity against target site variants and IM-PROVE Il at frequencies of 23 and 24%, respectively , ,
IU/mL, whereas only 36.4% of genotype D subjects had HBsAg levels in

evaluate viral fitness using an in vitro cell model Prevalence of C1587T, A1593C/G, and T1590A/C variants were each observed A B this range
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Figure 6: Subjects with HBsAg < 1000 IU/mL at Baseline
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(1) (1) Overall genotype distribution in subjects with HBsAg

<1000 IU/mL at baseline. 46.2% (55 of 119) of all
subjects for whom genotype information was
available had baseline HBsAg <1000 IU/mL. Number
of subjects with Gt A-E are indicated in parentheses.
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MATERIALS AND METHODS Figure 2: Individual On-Treatment HBsAg Decline in Subjects Across
Genotypes A-E
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HBV RNA or total nucleic acid extracted from plasma of CHB subjects enrolled
in clinical studies AB-729-001 (Parts 2 and 3), IM-PROVE |, and IM-PROVE II
was subjected to HBV-specific PCR amplification followed by Illlumina MiSeq HHHHHHHH“H ¢ v y o HBV Genotype

HBV HBsAg Fitness
(% WT)
HBV rcDNA Fitness

o

next generation sequencing (NGS
5 k 5 ( ) T Variant fitness was calculated as a percentage of wildtype extracellular HBsAg (A) or intracellular

T A1593C rcDNA (B). Mean and standard deviation from N=3 independent experiments is shown.

T1590C _ _ e Most subjects with baseline HBsAg
T1590G e |DR target site variants C1587T, T1590A/G, and A1593C/G have <1000 1U/mL had genotype B or C

For genotype and variant identification, NGS data were compared reduced fitness relative to wildtype, whereas T1590C is similarly fit as

against genotype-specific references. Genbank accession numbers: X02763 determined by HBsAg expression

(GtA), AB219428 (GtB), GQ924620 (GtC), AF121240 (GtD), AB106564 (GtE), ' : e Viral replication of rcDNA in target site variants range from 77.6% to

AY090458 (GtF), AF160501 (GtG), FI356716 (GtH), and EU833891 (Gtl) 101% of wildtype CONCLUSIONS

Figure 1: HBV Genotype Workflow

Prevalence and frequency of Single Nucleotide Polymorphisms (SNPs) within
the HBV sequence targeted by IDR were determined from baseline sequences
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The IDR target site sequence is highly conserved (95.2%) across subjects
! Figure 4: HBV Genotype Distribution Across Subjects Enrolled in enrolled in AB-729-001, IM-PROVE |, and IM-PROVE I
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15t round PCR (2)(3) Nucleos(t)ide analogs maintain activity against IDR target site variants

Target site variants C1587T, T1590A/C/G, and A1593C/G were identified in
baseline sequences and remain sensitive to IDR treatment
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Template: cDNA +
total nucleic acid GtD HBV Genotype

l HHHHHHHHHHHU | Most subjects with baseline HBsAg <1000 IU/mL had genotype B or C
!

QlAcube IDR variants are similarly or less fit compared to wild type HBV in vitro

: : nd d Maximum log,, HBsAg decline from
Phylogenetic analysis NGS 2" round PCR baseline during IDR treatment period

to determine genotype Sequencing Template: 15t round PCR (baseline through week 12 for single

dose or baseline through week 24 for REFERENCES / ACKN OWLE DG EM ENTS

multiple dose) in subjects infected

| . T | , with HBV genotype (Gt) A, B, C, D, or . MF Yuen, et al., EASL 2024, Milan Italy. Poster WED-371
determined using a cell-based in vitro assay. Single nucleotide changes were E. Subjects with IDR target site  Agarwal, et al,, EASL 2024 Milan, Italy. Oral presentation 505

. . . . L jant hown.
introduced by site-directed-mutagenesis into a genotype D HBV replicating . VAT arE Shon . C. Espiritu, et al., AASLD 2023, Boston, USA. Poster #1459-C

plasmid and transfected into HepG2 cells. Extracellular HBsAg was measured Percent of subjects infected with HBV Genotype A-E. Number of subjects per genotype are . MF Yuen, et al, AASLD 2024, San Diego, USA. Poster #5036
by chemiluminescence immunoassay (CLIA) and intracellular rcDNA by IDR has similar activity across genotypes A-E with mean HBsAg log,,change indicated in parentheses. 166 baseline samples were submitted for genotype analysis by NGS: AB- . G. Wong et al, AASLD 2024, San Diego, USA. Poster #5025

. 729-001 (N=61, data pending for 2 subjects), IM-PROVE | (N=43), IM-PROVE Il (N=62). PCR
branched DNA (bDNA) 455dy from baseline of -1.75 (GtA)’ -1.78 (GtB)’ -1.55 (GtC), -1.25 (GtD)’ and -1.78 amplification failed for 47 subjects; genotype will be assessed by IMMUNIS HBV Genotype EIA
®* An update on the IM-PROVE I clinical study will be presented in Late Breaker (GtE) CONTACT

Poster 50364 IDR treatment is active against target site variants; HBsAg log,, decline ®* Majority of subjects enrolled across studies were infected with HBV
ranged from -0.79 to -1.87 genotypes B, C, or D
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® Variant fitness and sensitivity to IDR and nucleos(t)ide analogs were
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