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Development of novel antidepressants targetting lysophosphatidic-acid-signaling

Yamada, Misa
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Lysophosphatidic acid (LPA), a potent bioactive lipid mediator serves as an
extracellular signaling molecule through its specific receptors LPAR1-6. In the present study, to
determine whether inhibition of LPA signaling is a potential novel target for stress-related mental
disorder, we examined the behavioral effects of BrP-LPA, LPAR antagonist, and fasudil, an inhibitor
of ROCK that a key molecule of LPA signaling.

Microinjection of BrP-LPA into the mouse ventral hippocampus, a brain region associated with stress,

emotion, and affective behaviors significantly increased the percentage of time spent in the open
arms in the elevated plus-maze test. Using social defeat stress (SDS) model, administration of
fasudil during the stress exposure significantly decreased the immobility. Our results may suggest
that inhibition of LPA signaling would be a potential novel target for stress-related mental
disorders.
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