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VIP and PACAP have pulmonary vasodilatory and positive inotropic. VIP is a
promising option for PH treatment; however, various physiological effects of VIP have limited its
clinical use. We investigated the effects of VPAC1 and VPAC2 selective agonists, VIP and PACAP to explore
treatment for PH. We examined hemodynamic changes in right ventricular systolic pressure (RVSP), systemic
blood pressure (SBP), total pulmonary resistance index (TPRI), total systemic resistance index, and
cardiac index (CI) in response to their agonists. In MCT-induced PH, decreased VIP and PACAP were
associated with upregulation of VPAC1, VPAC2, and PAC1 in lung tissues. Intravenous injection of
VPAC2-selective agonist BAY 55-9837 and VIP, but not [Alall,22,28]VIP, improved the CI. Activation of
VPAC2 receptor with BAY 55-9837 effectively improved RVSP, TPRI, and ClI in MCT-induced PH, suggesting a
VPAC2 agonist as a possible promising treatment for PH.
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