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Novel treatment for pulmonary arterial hypertension targeting endothelial
mesenchymal transition.
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We aimed to evaluate the usefulness of nintedanib, the triple TKI against
PDGF, FGF and VEGF, as a novel treatment for pulmonary arterial hypertension (PAH) in vitro and in
vivo. We, first, assessed the inhibitory effect of nintedanib on both human pulmonary arterial
smooth muscle cell (HPASMC) proliferation induced by PDGF-BB and endothelial mesenchymal transition
(EndMT) in human pulmonary microvascular endothelial cell (HPMVEC). Next, we tested the therapeutic
effect of chronic treatment with nintedanib in PAH model rat.
Nintedanib reduced the HPASMC proliferation and expression of pERK/pAKT, and also inhibited the
augmented mesenchymal marker expression in EndMT induced HPMVEC. Chronic treatment with nintedanib
ameliorated the pulmonary hemodynamics and medial and intimal proliferated lesion of pulmonary
arteries were decreased in PAH model rat. As a conclusion. nintedanib may be a novel treatment of
PAH via inhibition of smooth muscle cell proliferation and EndMT.
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