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Pituitary adenylate cyclase-activating polypeptide (PACAP) is a highly
conserved pleiotropic neuropeptide, implicated in emotional stress responses and anxiety-related
disorders. We recently developed novel small-molecule non-peptide antagonists of the PACAP receptor
(PAC1) using docking-based in silico screening. In the present study, we aimed to examine the
effects of the PAC1l antagonists on acute emotional stress-induced anxiety-like behaviors or repeated

social defeat stress (RSDS)-induced depression-like behaviors.

The antagonists significantly improved anxiety-like behaviors in mice subjected to acute restraint
stress. A single dose of the antagonist significantly ameliorated depression-like behaviors in RSDS
mice, and this effect lasted 8 weeks. The antagonist also attenuated anxiety-like behaviors and
cognitive deficits in RSDS mice. These results suggest that our novel PAC1 antagonist would be a new

class of antidepressant with strong efficacy and high safety profile.
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