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Establishment of novel prophylaxis/treatment for cerebral infarction using SIRT1
activator

Hattori, Yorito
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We hypothesized that SIRT1 counertacts cerebral ischemia/hypoperfusion.
We did the bilateral common carotid artery stenosis (BCAS) surgery to Sirtl transgenic (Sirtl-Tg) mice
and wild-type (WT) littermates, which induces chronic cerebral hypoperfusion. WT mice showed working
memory impairment and cerebral white matter ischemic injury, but Sirtl-Tg mice preserved memory function
and cerebral histologic integrity at 1 month after BCAS. For Sirtl-Tg mice showed continuously preserved
cerebral blood flow after BCAS even though CBF of WT mice decreased to 70-80% of baseline after the
surgery. The mechanism is that SIRT1 deacetylate endothelial nitric oxide synthase (eNOS) and activated
that so that cerebral arteries dilate.
We are going to try the clinical research using SIRT1 activator.
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