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3. Proposed site of action of Inarigivir

Results

1. Antiviral effect of Inarigivir (SB 9200) to HBV variants with known nucleos(t)ide
analogue resistance

Introduction

The DAA effect of Inarigivir has been shown to involve inhibition of HBV replication
at the level of reverse transcription and/or blocking priming or subsequent primer
translocation within the viral nucleocapsid (Colledge et al, 2018) (see Figure 4).
Inarigivir is active against both classes of drug resistant mutants; Figure 4
highlights no reduction in antiviral efficacy of Inarigivir due to these variants.

* |narigivir (SB 9200) is a synthetic dinucleotide antiviral drug that has been shown
to act as an RIG-| agonist to activate cellular innate immune responses (Figure 1).

* Clinical trials in HCV patients have confirmed the innate activation by Inarigivir
for antiviral activity and in HBV patients have demonstrated significant reduction
in HBV DNA and RNA.

Fig 2A shows Southern blots of WT and drug resistant HBVs in the presence of SB 9200, BAY 41-
4109 and LMV compared to the untreated control (OuM). Estimate of DNA replication levels were
derived from densitometric readings and normalised to 100% against the untreated controls
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Conclusions

These studies indicate that Inarigivir (SB 9200) is active against HBV variants
carrying resistance markers against all the nucleos(t)ide analogues approved for
treating chronic hepatitis B

Furthermore, this study extended these results to include the recently identified
CpAM inhibitor resistant variants and HBVs with the precore stop codon G1896A
which were all sensitive to Inarigivir.

Collectively, this data indicates that Inarigivir treatment could be suitable rescue

* The antiviral affect of Inarigivir against HBV was investigated in Huh7 cells
transiently transfected with replication competent clones known to be resistant
to (Zoulim and Locarnini, 2009):

o Lamivudine (LMV): rtL180M/rtM204V and rtM204l
o Adefovir (ADV): rtA181V/rtN236T
o Entecavir (ETV): rtL180M/rtT184G/rtS2021/rtM204V (Quad)

2. Antiviral effect of Inarigivir (SB 9200) to HBV variants with core mutations shown

to have a reduced sensitivity to HBV core inhibitors

Figure 3A shows Southern blots of WT and HBV replication yields with a range of core mutations
in the presence of SB 9200, BAY 41-4109 and LMV compared to the untreated control (OuM) as
shown in Figure 3A. Estimate of DNA replication levels were derived from densitometric readings
and normalised to 100% against the untreated controls (Figure 3B). All variants were replication
competent although cT33l variant is only weakly replicative. Southern blot analysis shows that
Inarigivir has activity against all of the core variants tested. Even though The cY132A construct
was able to produce and secrete HBsAg and HBeAg it was replication incompetent (results not
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