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Pathophysiological mechanism for the high incidence of overeating-induced
obesity, NASH and hepatic carcinogenesis in post-menoposal women
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DKO mice represent a phenotype similar to human NASH. This study
investigated sex differences in the phenotypes in the mice. Both male and female mice at 8 weeks
showed normal liver histology. At 30 weeks, while the livers of male mice became fatty and fibrotic,

those of female mice showed only minimal changes of steatosis and no fibrosis. Even for the female
mice at 50 weeks, while the large lipid droplets were found, only minimal changes of fatty and
fibrotic changes were observed in the livers. The magnitude of NASH histological changes was found
to be weaker in female than in male mice. The results importantly suggest that female hormones may
attenuate NASH pathophysiology by inhibiting overeating obesity and LPS-induced inflammatory
responses.
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