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Abstract

Chronic HCV infection is an important etiology of chronic hepatitis, liver cirrhosis, and
hepatocellular carcinoma worldwide. Interferon (IFN) a is the earliest drug for the
treatment of chronic hepatitis C. However, the treatment outcome is not satisfactory; the
sustained response rate is only 10 to 20 % by a regimen of 3 million thrice weekly for 6
months. It is very likely that HCV may have mechanisms to evade the antiviral actions of
IFN, like many other viruses. Katze et al. found that HCV resistance to interferon is
mediated through repression of the PKR protein kinase by the NS5A protein. Interferon
sensitivity determining region (ISDR) of the NS5A protein is required for the interaction
with PKR. However, many reports from countries other than Japan can not confirm that
mutation of ISDR favors IFN response. We hopothesize that multiple mechanisms may
enable HCV avoids the antiviral effects of IFN.

The primary goal of this proposal is to elucidate the molecular mechanisms of HCV
resistance to IFN a. The specific aims were study the interaction of HCV proteins with
PKR, 2°, 5’-oligoadenylate synthetase (2-5A), and HLA class I antigens, as well as the
JAK/STAT signaling pathways of interferon o. We found that, in hepatoma cell lines, the
stably expressed HCV NS5A did not affect the expressions of PKR, 2-5A and HLA class
antigens, and no complex fomation between NS5A and PKR. In addition, expressions of
STAT 1 and STAT 3 in the JAK/STAT signaling pathway were not influenced by HCV
NSSA.
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