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Amino Acid Polymorphism in HCHV Core Affects Infectious Virus Production and MHC
Class | Molecule Expression

Kato, Takanobu
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Amino acid polymorphisms in the HCV genotype 1lb core protein has been reported to
be a potent predictor for poor response to IFN-based therapy and a risk factor for hepatocarcinogenesis.
We investigated the effects of these polymorphisms with genotype 1b/2a chimeric viruses that contained
polymorphisms of R/Q at aa 70 and L/M at aa 91. We found that the polymorphism at aa 70 was associated
with efficiency of infectious virus production, and this deteriorated virus production in strains with
aa70Q resulted in the intracellular accumulation of HCV proteins and attenuation of MHC class | molecule
expression induced by IFN treatment through enhanced protein kinase R ﬁhosphorylation. These observations
may explain the strain-associated resistance to IFN-based therapy and hepatocarcinogenesis of HCV.
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