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Analysis of carcinogenesis in hepatocellular carcinoma using Nrf2-p62 double
knock out mouse

YANAGAWA, Toru
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We generated Nrf2-p62 double knock out mouse. Nrf2 is a transcription factor

against oxidative stress . p62 is a substrate of selective autophagy. The liver of this mouse
showed at first NAFLD and NASH, then finally turn into hepatocellular carcinoma. We found p62
deficient MEF showed resistance to apoptosis. Nrf2-p62 DKO cell showed reduction of phagocytic
capacity of hepatic Kupffer cell (macrophage). By using clinical samples, immunohistochemical
analysis of p62 LC3-A B expression in normal tissue with carcinoma was performed. The p62 LC3-A

B expression group showed significantly poor prognosis analyzed by Kaplan mere curve and log rank
test. The LC3-A B expression group showed significantly poor prognosis analyzed by Cox"s
proportional hazard regression model. From above results we discussed the cause of carcinogenesis of
hepatocellular carcinoma by p62 deficiency and oxidative stress accumulation.
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