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Development of natural products based on regulation of biological clock system
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Recent studies indicated that circadian disruptions are associated with
metabolic disorders. In this study, we aimed to identify natural products that modulate the
transcriptional regulatory network of clock genes using crude herbal drugs frequently used for the
preparation of Kampo prescriptions. First, we attempted to search for small molecules acting on ROR
or Rev-erb based on the expression pattern of the BMAL1 promoter-driven luciferase gene. As a
result, we found several crude drug extracts that decrease BMAL1 mRNA expression. In addition,
analysis of the main active constituents of the extracts suggested that it may be involved in the
regulation of cell differentiation in adipose progenitor. Furthermore, this study indicated that
clock genes were involved in the expression of FGF21. Thus, these results may lead to the
development of novel therapeutic agents based on chronopharmacology.
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