©
2021 2023

NASH

NASH induced-liver fibrosis was mediated by the disruption of circadian clock

system
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In this study, we examined the development of NASH and exacerbation of
fibrosis by using hepatocyte-specific deletion of the clock gene BMAL1 (HKO) mice. The diurnal
variation in liver injury, inflammation, and fibrosis were higher during light hours and lower
during dark hours in Control mice fed a NASH-inducing diet. However, those diurnal variation were
not observed in HKO mice. Moreover, the diurnal variation in NASH fibrosis was implicated in TGF( 1

protein expression. Furthermore, HKO mice showed exacerbated progression to NASH-induced

hepatocarcinoma. These results indicate molecular clock system mediated by BMAL1 is associated with
the development of NASH and exacerbation of fibrosis.
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