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Development of New Therapeutic Drugs for Hereditary Pulmonary Arterial
Hypertension
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This study was initiated with the aim of elucidating the molecular pathology
of PERK-elF2 signaling in pulmonary vascular remodeling (PVR) associated with hereditary pulmonary
arterial hypertension (PAH) with BMPR2 mutations, and of developing novel inhibitors of PERK-elF2
signaling. In pulmonary artery smooth muscle cells (PASMCs) derived from a PAH model mouse, it was
confirmed that the expression of PDGFR( -positive PASMCs was enhanced via PERK-elF2 signaling.
Trazodone and its analogs were found to suppress the expression of PDGFRP -positive PASMCs,
resulting in an improvement in PVR, making them promising candidates for future drug development.
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