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Development of innovative and ultimate strategies for the treatment of cerebral
vasospams with thrombin receptor as a therapeutic target
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Cerebral vasospasm is one of critical complications that develop after
subarachnoid hemorrhage and influence vital and neurologic prognosis of the patients. The present study
aims to develop innovative and ultimate strategies for the treatment of cerebral vasospasm with thrombin
receptor as a therapeutic target, based on the understanding of the central mechanism of pathogenesis of
vasospasm. As a result, the present research elucidated the mechanisms underlying (1) impairment of
desensitization of thrombin receptor PAR1, (2) thrombin-induced endothelial barrier disruption and (3)
thrombin-induced store-operated calcium influx. All these aspects play a critical role for the
development of cerebral vasospasm. The findings of the present study therefore consolidated the basis for
the development of a novel therapeutic strategy with PARL as a therapeutic target for the prevention and
treatment of cerebral vasospasm.
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