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A mechanism underlying the inhibition of steatohepatitis via Fox03
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Hepatocyte-specific Foxo3-deficient (LKO) mice progress to fatty liver but
not to non-alcoholic steatohepatitis (NASH). In this study, we attempted to induce NASH in
double-conditional deficient (dcKO) mice, a cross between macrophage-specific Foxo3-deficient and
LKO mice. Fibrosis progressed in the group fed a high-fat diet (HFD), and the development of liver
cancer was also observed in dckKO mice. In another experiment, a GAN diet was fed to induce NASH, and

progressive fibrosis and a significant increase in plasma fibrosis markers were observed in LKO
mice. Foxo3 deficiency in macrophages and liver was inferred to be a contributing factor in
promoting NASH progression and exacerbating fibrosis.
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