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Role of histone methylation modifications in the pathogenesis of nonalcoholic
fatty liver disease.
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Numerous epigenomic modifications have been established to contribute to the
development of hepatic steatosis. Our study employed mice harboring a liver-specific knock out (KO)
of the histone methyltransferase G9a, and our findings indicate a decrease in the formation of

fatty liver in G9a-KO hepatic tissues upon exposure to a high-fat diet (HFD). Furthermore, these
G9a-KO mice exhibited enhanced weight gain and improved insulin sensitivity. Through an
comprehensive gene expression analysis of mouse liver samples, we observed alterations in a subset
of genes regulated by transcription factors associated with lipid metabolism, PPAR, LXR, and RXR,

within the G9a-KO livers during HFD intake. Notably, the expression of Cd36, a pivotal mediator of

fatty acid uptake into hepatocytes, was found to be reduced in G9a-KO livers, thereby suggesting its
potential involvement in the amelioration of hepatic steatosis.
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LXR_22158963_ChIP-Seq_LIVER_Mouse 0.0000
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