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Hepatitis B virus replication is strictly dependent upon capsid s222 é;;x e
assembly around pregenomic RNA (pgRNA). ;
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the nucleos(t)ide analogues currently available for clinical use. Fig 4. AB-423 Shows Potent In Vivo Antiviral Activity in a Mouse
Table 4. AB-423 is a selective inhibitor of HBV Model of HBV Infection. NOD.CB17-Prkdc=¢/ mice express HBV from a 1.3-
fold overlength copy of a genotype D genome that had been administered to the
liver via hydrodynamic injection (HDI) of plasmid pHBV1.3 (Guidotti 1995).

Interfering with HBV capsid assembly with small molecule
inhibitors has been shown to translate into antiviral activity in

vitro and in vivo. Family Genome Subsequently, the animals were given oral doses of vehicle or AB-423 twice a day
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V = Respiratory Syncytial Virus; IFA = Influenza A
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Cytomegalovirus; DENV = Dengue Virus; HRV = Human Rhinovirus Day
AB-423 was tested in a biochemical assay of capsid assembly as RESULTS
Fig 5. In Vivo D ration of Combination Treatment of AB-423

described previously (Zlotnick 2007). Table 5. No antagonism when AB-423 was combined with

. - o Table 1. AB-423 is a potent inhibitor of HBV replication in vitro Entecavir in vitro with a Nucleoside Analog. The HDI mouse model of HBV is described in
* Antiviral activity of AB-423 was determined in different cell Figure 4. Saline, vehicle and AB-423 were orally administered twice a day for 7
culture models of HBV using dot blot, branched DNA or Hotency ECso ECo CCso Endpoint Inhibitor A Inhi B Cell Culture Model Conclusion* days. The nucleoside analog Entecavir (ETV) was orally administered once a day
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combination with Entecavir was assessed in a hydrodynamic A2 0.089  Dosing performed in multiple species, mouse data indicates
injection HBV mouse model. B-1 0.039 significant liver concentrations achieved.
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