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Role of IPAS/HIF-3alpha-mediated signals in the pathophysiology of pulmonary
hypertension associated with connective tissue disease
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Pulmonary arterial hypertension (PAH) is a poor prognostic complication of
connective tissue disease (CTD). Increased expression of endothelin-1 (ET-1) is of particular
interest for its pathogenic role in PAH. We previously identified non-synonymous single nucleotide
polymorphisms (SNPs) of HIF3A gene in the patients with systemic sclerosis (SSc) associated with PAH

and demonstrated that ET-1 mRNA is induced by overexpression of HIF-3a carrying the SNPs (SNP-HIF3
o ) even under normoxic condition. In this study, we aim to further investigate the
pathophysiological roles of SNP-HIF3a in ET-1 regulation with respect to PAH. We found SSc-PAH
related SNP-HIF3a is a potent transcriptional activator of ET-1 gene. Upregulated ET-1 by SNP-HIF3
o caused enhancement of proliferation and migration of pulmonary artery smooth muscle cells. In
conclusion, SNP-HIF3a might paly a role in dysregulation of pulmonary arterial remodeling and
contribute to pathogenesis of PAH in SSc.
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