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Development of novel astrocyte-targeted drugs against brain edema and neuronal
injury
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For the purpose to generate novel neuroprotective drugs, we made basic
researches in animal models of traumatic brain injury (TBI) and the following findings were
obtained. 1) Endothelin (ET) antagonists bosentan and ambrisentan reduced TBI-induced brain edema
accompanied by disruption of the blood-brain barrier (BBB). (2) Administrations of ET antagonists to

a mouse TBI model decreased productions of astroglia-derived brain edema-inducing factors, while
these ET antagonists increased productions of factors that protect BBB. (3) Stimulation of ETB
receptors in cultured astroglia decreased expressions of ephrin, which interferes with neurite
outgrowth. These results suggest that the ETB receptor of astroglia may be a new target molecule for

drugs that improve nerve damage caused by TBI.
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