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p62 knock-out mice in whole body (p62-KO) mice exhibit severe NASH fed by a
high fat feeding compared with WT mice. To elucidate the mechanism of NASH from the view of organ
cross-talks, hepatocyte, adipocyte, or macrophage including Kupffer cells specific conditional p62
knock-in (rescued) mice were analyzed in NASH development. The hepatocyte specific p62 rescued mice
were suppressed the development of NASH with severe hepatic inflammation and fibrosis compared with

other mice despite their similar obese.

p62 in hepatocytes changed the expression of factors of autophagy/lipophagy, and deletion of p62 in
cultured hepatocytes led the apoptosis induced by oleic acid. These results indicates that p62 has
the role in process of fatty acid metabolism through autophagy/lipophagy -
p62 in hepatocytes was considered to play a protective role against the development of NASH. p62 of
hepatocytes could be a new and promising target for treatment of NASH.
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