Contribution of prostanoid signaling to the evolution of spreading depolarization
and the associated cerebral blood flow response.
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Recurrent spreading depolarization (SD) is a slowly propagating wave of massive cellular depolarization in the cerebral gray matter that occurs
spontaneously in the ischemic brain. 5D is occasionally associated with atypical hemodynamic response, which is thought to contribute to the expansion
of the ischemic core by decreasing cerebral blood flow (CBF) and increasing the energy demand of the cells, The significance of prostanoid signaling in
neurovascular coupling during somatosensory stimulation is increasingly more appreciated, yet its involvement in mediating the CBF response to SD has
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SIGNIFICANCE OF THE RESULTS

The restriction of SD evolution in neurclogical intensive care patients has become a central
abjective. So far, the inhibition of NMDA receptors by ketamine administration has been
the only strategy of promise to decrease the likelihood of SD occurrence. Our data suggest,
that activation of EP4 receptors initiates vasodilation in response to 5D in the intact brain.
In addition, COX-1 derived prostanoids — together with the activation of EP4 receptors—
shortens 5D duration in the acute phase of ischemia, These observations may initiate a
new line of investigation to dissect specific components of prostanoid signaling that may
play a defining role in sustaining or aborting SD in the ischemic narvous tissue.
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