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Two Forms of HBV DNA Can Enter the Nucleus Upon Infection
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Two Forms of HBV DNA Can Enter the Nucleus Upon Infection
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Two Forms of HBV DNA Can Enter the Nucleus Upon Infection
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Experiment to Evaluate Impact of ABI-4334 on DL-DNA Capsids
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ABI-4334 Disrupts DL-DNA—-Containing Capsids
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ABI-4334 Disrupts DL-DNA—-Containing Capsids

Does ABI-4334 impact HBV DNA integration?




Experimental Design to Evaluate Impact of ABI-4334 on
Integration via Inverse PCR (invPCR)
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InvPCR Shows That ABI-4334 Can Inhibit HBV DNA Integration

# PCR

Uninfected
4 nt1806, nt1825, .
Al >4 (chr6. 814, and 16) nt1785, nt1624-nt1700 10
200 nM Myrcludex B~ 2 0 ND ND
» 2.4 M ABI-4334 28 0 ND ND

aBased on 500 ng total DNA screened (~50,000 cells).

Q ND, not detected.



Experimental Design to Evaluate Impact of ABI-4334 on
Integration via HBV Enrichment and NGS

1P,
: ',_I" 3 t:.
e :,w_'_‘.._;.: co-treat with
"i.;“if‘\.h‘ compounds ETV treatment
HBV 4 days (to ig;}ﬂ 3 days isolation
cee
HepG2-NTCP background)

NGS sequencing on HBV-enriched DNA
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Reproduced from Ramirez R, et al. J Virol. 2021;95(19):e0029921.
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ABIl-4334 Prevents HBYV Integration in a Dose-Proportional Manner

Impact on cccDNA formation Total HBV DNA Integrated HBV DNA
1257 35 35 U s : | Uninfected
- 4 ns ® Untreated
o 100+ 30 g 30 1 _ e 0.1uM Entecavir
< 9 95 O :525_ ® 1uM Vebicorvir
0 ® JRgs £ % o 0.1uM ABI-4334
T 75 L3 2904 - S 0 20- ® 1uM ABI-4334
k5 . > 1 %2 +
% 50 T 15 | 23815 9
o o ;
) 1 ©
3 101 || =10 -
25- T
SR 111111 I 11
0 . 0 0 0 - =

Statistics: unpaired t-test. *p-value<0.05; ***p-value<0.001.

ns, not significant.
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HBYV Integration Breakpoints Mapped Throughout the Human Genome

Uninfected Untreated 0.1 uM Entecavir

=3
Ll &

I HBV

1 M Vebicorvir 0.1 uM ABI-4334 1 uM ABI-4334

" ! 2 w 2 " an
B4 & 25

2



Summary

« HBV integration is a driving mechanism of oncogenesis

* ABI-4334, a highly potent, next-generation capsid assembly modulator, disrupts RC- and DL-DNA-
containing capsids

* ABI-4334 inhibits HBV DNA integration as shown by invPCR and NGS analyses
« Plasma levels of ABI-4334 required to inhibit integration are achievable based on Phase 1a PK data’

« ABI-4334 has potential to lower long-term risk of developing HCC by preventing HBV integration

: 1) Gane EJ et al. Poster presented at EASL 2023 in Vienna, Austria. SAT-186.
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