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The role of protein kinase R_(PKR) for hepatocarcinogenesis_and progression of
hepatocellular carcinoma during inflammation due to hepatitis C virus infection.
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Protein kinase R (PKR) is recognized as a key executor of anti-hepatitis C
virus (HCV). Moreover, over-expressed PKR up-regulates the mitogen-activated protein kinase (MAPK)
signaling pathway, and it promotes hepatocarcinogenesis and progression of hepatocellular carcinoma
(HCC) in vitro models. In this study, we investigate the total potential of PKR against the role for

HCC by using in vivo models, including human specimens after HCC resection and HCC transplanted
nude mice model. In also human specimens, over-expressed PKR enhanced MAPK signaling, and in mice
model, PKR inhibitor inhibited progression of HCC. Additionally, PKR has epigenetic roles to
regulate DNMTs in HCV infected cells. Moreover, there is not obvious interaction between PKR and
PERK, and PKR would regulate the activity of elF2-alpha cooperated with PERK, which is a key
molecule for ER stress and cell inflammation. From those data, PKR could be one of the therapeutic
targets to regulate HCC in patients with HCV.
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