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Kupffer NASH

The characteristic changes of Kupffer cells and hepatic stellate cells after
menopause increase the risk of NASH and liver cancer.
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Gender and menopause influence the severity and development of nonalcoholic
steatohepatitis (NASH). Male p62 and Nrf2 double-knockout (DKO) mice exhibit NASH caused by overload
of lipopolysaccharide (LPS) into the liver, and potentiation of the inflammatory response in
Kupffer cells. Phenotypic changes of NASH in DKO mice were compared in terms of gender differences.
Compared with DKO male mice, DKO female mice exhibited later onset of NASH with milder severity of
hepatic inflammation and fibrosis. Serum estradiol was higher in female than male mice, and
decreasing until 50 weeks of age. Fecal and serum LPS were lower in female mice than male mice, and
inflammatory signaling in the liver was attenuated in female. The composition of intestinal
microbiota in female mice was different from male mice. Gender differences were observed for the
development of NASH in DKO mice. Low-grade inflammatory hit in the liver under high estradiol may be
attributable to the milder NASH in female mice.
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