ARC-520 RNAi therapeutic reduces HBV DNA, S and e antigen in a chimpanzee
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1. The two siRNA molecules in ARC-520 were selected from a panel of HBeAg levels declined by more than one log by Induction of hepatic transcripts of cytokines and chemokines following ARC-520 dosing. A rise in
140 HBV siRNAs using an in vitro system. Both sequences are highly day 4 and returned to baseline by day 43. ALT occurred on day 43 (shaded area), 4 weeks after the last dose of ARC-520 and after HBV DNA
conserved across HBV genotypes and together cover 99.6% of known had returne_d _to baseline. TI‘_le ALT remained r_nodestly elevated_ through day 85, the end of the
genome sequences. They target sequences that are common to all the @ 1000 150 study. The timing of the ALT rise suggested that it may be mechanistically related to the therapy and
HBV RNA transcripts.! - HBsAg that it may involve an immunological event. Observed increases in key chemokine/cytokine mRNAs
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3. Chimpanzee 4X0139 has been chronically infected with genotype B 50 ¢ from baseline on day 57 during the ALT flare. At the same time point CXCL10 was induced by 310%
HBYV for over 35 years, and is a large female chimpanzee (51 kg) with 200 from baseline, and CXCL9 was induced by 280% from the preceding biopsy. The values for the
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5. Activity was monitored using serum levels of HBV DNA, HBeAg and HBsAg levels declined gradually reaching a 1. ARC_—520 therapy der_nonstrated efficacy and_s_afety in t_he chimpanzee model of HBV infection.
HBsAg. Safety was monitored using CBC, blood chemistries, and 5.2-fold reduction on day 29 and did not return Routine safety labs did not show signs of toxicity following ARC-520 dosing. This represents the
serum levels of 39 cytokines and chemokines. Liver histology, viral to baseline until day 71. An increase in ALT first demonstration of efficient knockdown of HBV using systemic delivery of siRNAin a primate
antigens, and host transcripts were monitored in the liver. was observed near the HBsAg nadir. chronically infected with HBV.
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