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Hepatitis C virus (HCV) is a major cause of hepatocellular carcinoma. Anti-HCV drugs
developed have still some problems such as side effects and drug-resistant mutant viruses.
In this study, we investigated a new strategy of humane anti-HCV therapy based on
human—-made anti—-HCV response. We examined which proteins were differentially produced
in liver tissues containing different HCV loads by 1000 folds. When we compared them,
we obtained liver tissue samples separately from liver parenchyma and stroma by laser
microdissection. Ninety and 27 were differential proteins between the two groups of high
and low viral loads, from the liver parenchyma and stroma, respectively. Both pro-viral
and anti-viral proteins were up—regulated in the high HCV groups. Proteins which function
was unknown in the viral infection were examined by the in vitro HCV infection system
using cultured cells. We found two proteins up—regulated in the high HCV groups: a serine
protease involved in the entry step of HCV infection and a golgi protein related to the
secretion of HCV.
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