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Elucidation of HBV Survival Strategy by Inducing Host Immune Exhaustion Using
Innovative Animal Models

Kodama, Takahiro
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A new animal model of chronic hepatitis and immune abnormalities caused by
HBV was created to elucidate the molecular mechanisms of HBV survival strategies via the induction
of immune exhaustion. The combination of a hepatocyte replacement system using fumarylacetoacetate
hydrolase (FAH)-deficient mice, an SB transposon system for integration of arbitrary sequences into
the genome and an HBV transduction method using the HVTi method, resulted in mice with persistent
HBV infection and viraemia and associated chronic hepatitis was possible. We found that CD8+ T-cell
exhaustion may contribute to the persistence of HBV viremia and revealed a mechanism by which IFN
administration activates diverse intrahepatic immune cells with viral suppression.
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