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hronic hepatitis C virus (HCV) infection is one of the leading causes of chronic hepatitis, liver cirrhosis and hepatocellular

carcinoma (HCC). More than 130 million people are now infected with HCV worldwide. Since there is no available vaccine,
HCV infection remains a serious global health problem. Recently, the HCV nonstructural protein 5A (NS5A) has emerged as
a novel anti-HCV drug target and the roles of this enigmatic viral protein in HCV propagation have been largely uncovered.
Although without enzymatic activity, HCV NS5A plays multiple roles in HCV propagation and participates in almost every
stage of HCV life cycle, including HCV RNA replication and infectious virus production. Our recent studies have shown that
the cellular protein Y-box binding protein 1 (YB-1), a known HCV cellular cofactor, interacts with and protects NS5A from
rapid degradation by which YB-1 regulates the early stage of HCV RNA replication and infectious HCV virion production.
Our studies then revealed that the NS5A-stabilizing activity of YB-1 is tightly controlled by a single phosphorylation of YB-1
at serine 102 which is probably mediated by HCV-infection-induced PI3K/Akt signaling. Taken together, our results have not
only disclosed a probable regulatory mechanism for HCV to control the level of its own viral protein through cellular factor,
but also revealed a potential strategy for developing novel anti-HCV drugs.
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