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We identified that Glutachione peroxidase 8 (GPx8), a membrane-associated
peroxidase involved in disulfide bond formation in the endoplasmic reticulum, as a novel cellular
substrate of the HCV NS3-4A protease. The aim of this study was to analyze the association between
GPx8 and HCV life cycle, especially focused on HCV particle formation and assembly. The functional
studies of GPx8 on HCV life cycle, involvin? overexpression and RNA silencing, revealed that GPx8 is

a proviral factor involved in viral particle production but not in HCV entry or RNA replication.
GPx8 is a proviral host factor cleaved by the HCV NS3-4A protease. Studies investigating the
consequences of cleavage for GPx8 function are underway. The identification of novel cellular
substrates of the HCV NS3-4A protease should yield new insights into the HCV life cycle and the
pathogenesis of hepatitis C and may reveal novel angles for therapeutic intervention.
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