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The substitution of isoleucine to leucine at amino acid 97 (197L) in the
hepatitis B core region has been reported as a key predictor among patients with stable hepatitis.
In this study, we attempted to identify the point at which 197L affects the HBV lifecycle and to
elucidate the underlying mechanisms governing the stabilization of hepatitis. The effects of I197L on
viral characteristics were evaluated by in vitro HBV production and infection systems with the HBV
reporter virus and cell culture-generated HBV. HBV-197L exhibited lower infectivity than HBV-197wt
in both infection systems with reporter HBV and cell culture-generated HBV. HBV-197L virions
exhibiting low infectivity primarily contained a single-stranded HBV genome. The lower efficiency of
cccDNA synthesis was demonstrated after infection of HBV-197L or transfection of the molecular
clone of HBV-197L.The 197L substitution reduces the level of cccDNA through the generation of
immature virions with single-stranded genomes.
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