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Irregular circadian rhythm modulated diurnal variation of the clock gene
RORA expression which closely related to lipid metabolism. The expression of the lipid synthesis
gene that should be suppressed during the dormant period was promoted, lead to induce fatty liver
and abnormal lipid metabolism in animal models. It was also confirmed the expression of lipid
metabolism-related genes during dormancy was suppressed by suppressing RORA expression using SiRNA.
I regret to find that the melatonin/orexin agonists and PPAR agonists, which were thought to be
related to the regulation of RORA expression, could not have the effect of regulating RORA
expression or improving fatty liver. The elucidation of the new mechanism could reveal the new
therapeutic strategy for NAFLD caused by circadian rhythm disorder.
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