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The abnormal metabolism of fatty acid increases a risk of liver cancer - the
study for protective mechanism agaiunst NASH using new animal models

Ariizumi, Shyunichi
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p62 and Nrf2 double knock-out (DKO) mice exhibit severe NASH and liver

cancers by a high fat feeding. To elucidate the mechanism of liver carcinogenesis associated with
organ cross talks, tissue specific conditional p62 rescue mice were generated and analyzed. The p62
gene rescue of hepatocytes suppressed the development of NASH and reduced the prevalence of liver
cancer from 39% to 14%. To explore the role of p62 in human NASH and liver cancer, clinical liver
specimens collected by surgery were analyzed by p62 immunohistochemistry. The intensity and
localization of p62 associated with hepatic inflammation and fibrosis in non-tumor (cirrhosis) area,
however, did not associate with differentiation and size of liver cancers.

p62 in hepatocytes was considered to play a protective role against the development of
steatohepatitis and liver cancer. Activation of p62 could be a promising target for the prevention
and treatment of NASH and liver cancer.
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