2018 2021

Physiological significance of brain-derived bile acids as ischemic response
factors.
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In this study, we Ffirst found that bile acid levels were elevated in the

infarcted region using a middle cerebral artery occlusion model in mice. We considered the emergence
of bile acids as "brain-derived bile acids" and investigated the synthesis mechanism and
physiological function of bile acids in the infarcted region. We found that CYP7Al, the
rate-limiting enzyme for bile acid synthesis, is expressed in neurons and is upregulated in the
infarct region. We also found that HSD3B7, an enzyme related to bile acid synthesis, is also
upregulated, and that AUF1l, an RNA-binding protein, is involved in CYP7A1 mRNA stability control. In
addition, we generated Cyp7al knockout mice, which are deficient in bile acid synthesis, and

performed in vivo analyses.
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