ABI-4334, a novel inhibitor of hepatitis B virus core protein, promotes formation of ks

empty capsids and prevents cccDNA formation by disruption of incoming capsids

Nuruddin Unchwaniwala, Willlam Delaney, Kathryn M Kitrinos

Assembly Biosciences, Inc., South San Francisco, CA, USA

Background Results
o o
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suppression of HBV DNA is achieved in most patients, low-level viremia remains, and treatment
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» ABI-4334 retained activity against 14/16 core inhibitor binding pocket variants (<3-fold DMSO, dimethy! sulfoxide; ETV, entecavir; HBY, hepatitis B virus; pgRNA, pregenomic RNA.

change from wild-type [WT]) and only exhibited reduced sensitivity to T33N and T33Q
(fold changes=15.8 and 5.5, respectively)

* ABI-4334 is a novel, next-generation core inhibitor with single-digit nM potency against pgRNA
encapsidation and cccDNA formationi4

. . _ _ « HBV core inhibitors are broadly classified into Class | and Class Il based on their MOA®
Figure 1. HBV core inhibitor mechanisms of action
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