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The aim of the present study was to investigate the roles of the prostaglandin E2
receptor EP4 in the ischemic brain injury. Cerebral ischemia was induced by permanent
occlusion of the middle cerebral artery using mice lacking the EP4 (EP47"). The brain
edema in EP4”" mice was significantly reduced when compared to that in wild—type (WT)
mice. Expression of the vascular endothelial growth factor (VEGF), which is shown to
promote disruption of blood-brain barrier causing edema in ischemic brain, was
up—regulated by an EP4 agonist in WT microglia. The up-regulation was diminished in the
presence of an EP4 antagonist or absent in EP4” microglia. These results suggest that
the EP4 enhances edema progression in stroke, partly by regulating VEGF expression in
microglia.
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