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BACKGROUND RESULTS CONCLUSIONS

Hepatitis B virus (HBV) replication is strictly dependent upon capsid assembly - AB-506 is a next generation highly selective HBV capsid inhibitor
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The capsid assembly process thus represents a bona fide antiviral target, bound at the dlmerzghmer interface of core protein in X-ray
and constitutes a novel mechanism that is distinct from the nucleos(t)ide Compound A 007 | 028 | w7t | | crystallography studies
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Interfering with HBV capsid assembly with small molecule inhibitors has been Compound C 001 | 0.07 22 | o w0 accelerated rate of capsid assembly in a biochemical assay
shown to translate into antiviral activity in vitro and in vivo (Cole, 2016) AB-506 0.04___ 0.20 >25 . Temperature (°C) Temperature (°C) conferred increased thermal stability to core protein indicating

Figure 3: Increased thermal stabilization of HBV core protein by next improved target engagement compared to first generation
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Figure 1: HBV capsid assembly pathway and examples of capsid inhibitors.
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Compounds were tested in a biochemical assay of capsid assembly as
described previously (Zlotnick, 2007)

HCV = Hepatitis C Virus; WNV = West Nile Virus; RSV = Respiratory Syncytial Virus; IFA = Influenza A Virus; HIV = Human Immunodeficiency Virus;
HSV = Herpes Simplex Virus; hCMV =Human Cytomegalovirus; DENV = Dengue Virus; HRV = Human Rhinovirus

No significant inhibition of a panel of RNA & DNA viruses demonstrating
high selectivity for HBV.

The ability of compounds to bind and thermally stabilize core protein was
determined in thermal shift assays using differential scanning fluorimetry
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The in vivo antiviral activity was assessed in a hydrodynamic injection (HDI) ——————— 0.0-

HBV mouse model utilizing pHBV1.3 (Guidotti 1995). Test articles were ' ' ' ' 0T e AB-S06 10 me/ke  ETV 100 ne/ke
administered orally for 7 days starting on Day 0, AB-506 and vehicle twice Compotind Cone {log_uM) Figure 6: In vivo antiviral activity of AB-506. A) Reduction in serum HBV
daily and ETV once daily. HBV DNA was measured using gPCR. Reported liver Figure 2: A) AB-506 forms empty capsids devoid of pgRNA or rcDNA in DNA is dose responsive following AB-506 administration. B) AB-506

HBV DNA values are vector-subtracted HepAD38 cells; B) Next generation capsid inhibitors accelerate capsid surpassed ETV at inhibiting liver HBV DNA, at dosages where the serum HBV
assembly reaction in vitro. DNA inhibition was equivalent (data relative to vehicle at Day 7)




