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We found that the serotonin receptor 5-HT1A is strongly expressed in
microvascular endothelial cells and pericyte. Using a novel co-culture system of these cells, we
showed that serotonin/5-HT1A signaling regulates endothelial claudin-5 (CLDN5) expression. On the
other hand, protein kinase A (PKA) was activated in the microvascular and perivascular regions of
the schizophrenic prefrontal cortex (PFC), and the pPKA-positive microvascular endothelial cells
occasionally showed focal loss of CLDN5. These alterations were brain-region selective, and not
observed in normal brain. Thus, serotonin/5-HT1A/cAMP/PKA signaling contributes to
regulate endothelial CLDN5 expression and blood-brain barrier in brain-site specific manners.
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