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To analyze the mechanisms of HCV drug resistance by using chimeric HCV cell culture
system

Suda, Goki
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The mechanism of HCV resistance to IFN has not been wellunderstood. We conducted
homologous recombination between HCV-2b and JFH1 and ensured that the chimeric virus could be
long-cultured. Then we long-cultured HCV-2b/JFH1 chimeric virus (C3) with or without IFN and compared
virus kinetics between the two groups, and tried to extract IFN resistant clone. Supernatant HCV of C3
decreased immediately. However, 6 weeks after IFN treatment, replication of one C3 clone increased .
Comparison of amino acid sequences revealed two sequence differences in structure region. Next we
constructed these two sequence differences substituted C3 clone (IFNrC3) and compared IFN sensitivity
between IFNrC3 and C3 by transfection into cells and subsequently IFN treatment. The newly constructed
IFNrC3 showed resistance to IFN.

Additionally, we investigated prevalence of resistant HCV against DAA in japan by using NGS. The
existence of resistant virus did not affect treatment outcome in TPV based therapy.
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