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Role of selective estrogen receptor modulators on cerebrovascular diseases
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Severe ischemic stroke and subarachnoid hemorrhage due to rupture of
cerebral aneurysms are catastrophic and poor prognosis. Hormonal replacement therapy does not
necessarily result in the good outcome. Elsewhere we demonstrated the beneficial role of estrogen
receptors (ERs) against brain vascular diseases. In this study, we focused on the role of ERs. Since

the affinity of estrogen to ERa 1is 1000 times higher than ERB , ERa acts mainly under its
presence. ERB is thought to compensate when ERa Is downregulated. We treated with a selective ER
modulator (SERM% approved for osteoporosis in the cerebral aneurysm model rats. SERM was protective
against cerebral aneurysm rupture; the inhibition of a cytokine, IL-1B and a vascular degradation
molecule, MMP-9 by SERM was attributable to the efficacy. We are planning to identify the risk
factors associated with the expression of cytokine and vascular degradation molecules and to clarify
the role of SERM against cerebral ischemia.
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