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Here we describe ARB-1740, an improved second-generation RNA 1. Improved Drug Potency and Duration of Activity In Vivo 2. ARB-1740 Inhibits All HBV RNAs Including HBx Transcript 5. Pan-Genotypic Activity of ARB-1740
interference therapeutic for chronic Hepatitis B infection (CHB). ! ! ! »
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* In Vivo Model 1: Immunodeficient SCID mice produce HBV from genotype D Genotype D 5.98 2.62 5.96 >100
1.3x overlength plasmid copy that had been administered to the liver via ARB-1740 is up to 10-fold more potent compared to first generation ARB-1467, ARB-1740 is equally potent against genotypes A-D with sub-nM EC50s. Unlike ETV,
hydrodynamic injection (HDI) (Guidotti 1995, Yang 2002) with a slower rate of resolution at all dose levels tested (HDI mice, n=5 + SEM) it directly inhibits both HBV DNA and HBV surface antigen to equivalent degree.

* In Vivo Model 2: PXB uPA-SCID mice are chronically infected with genotype C
virus in humanized livers, with baseline serum HBV DNA ~2-3x10e8 copies/mL

and serum HBsAg ~3-4x10e3 IU/mL (PhoenixBio Co., Ltd.) 3. ARB-1740 Rapidly Suppresses Multiple Elements of Hepatitis B Throughout the Body Single dose in HDI mice (n=5 + SEM) on Day 0 6. HBsAg Removal Correlates with 4* Innate Immune Response
* RNASeq: Next generation sequencing was conducted on low-dose treated HDI A. ARB-1740 reduces viral RNAs in the liver B. ARB-1740 reduces HBV DNA in serum and the liver ® Liver IFN-a (qRT-PCR, each symbol = 1 animal)
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INEEIRNA the bloodstream C. ARB-1740 reduces HBsAg and HBeAg in serum and the liver D. ARB-1740 reduces HBV core antigen in the liver This innate immune response in engrafted human hepatocytes of PXB mice was
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TR waisa ¢ N@pAtocytes, the site ] 5 c
weere e of HBV replication. ] @
05 10) N\ 2 CONCLUSIONS
Drug products utilizing Arbutus LNP technology have advanced to S 5 110\ ® o Ctrl SLLNP 1 Serum o
Phase 3 trials. With >400 patients treated across multiple disease %" S E o ARB-1740 . HBsAg 5
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ARB-1740 interferes with HBV life cycle by destroying viral RNAs 4. ARB-1740 Complements Standard-of-Care NUC Treatment and Inhibits NUC-Resistant Virus Variants = Provided in vivo support for immune de-repression approach
The primary aim of ARB-1740 is to facilitate a functional cure for B (DNA (EC... ng/mL) HBSAg (EC... nMI) showing elevations in host immune response markers 2 weeks
chronic HBV infection by reducing the levels of HBsAg in the body HBV Variant = = after end of ARB-1740 dosing, and in combination with peglFN
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ARB-1740 is equally effective against NUC-resistant variants
as it is against wildtype virus. CO NTACT
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