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Analysis of downstream effectors of PDGF signaling to identify novel therapeutic
targets in pulmonary hypertension
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We studied the role of the transcription factor distal-less homeobox 1
(DLX1) in the proliferation of pulmonary arterial smooth muscle cells (PASMCs) isolated from
patients with pulmonary arterial hypertension or chronic thromboembolic pulmonary hypertension.
Knockdown of DLX1 expression resulted in a marked reduction of PASMC proliferation at baseline as
well as in the presence of platelet-derived growth factor (PDGF) ligands. Microarray analyses
implicated reduced expression of integrin subunits as a mechanism underlying reduced PASMC
proliferation upon DLX1 knockdown. Indeed, knockdown of the integrin subunit resulted in a reduced
PASMC proliferation at baseline and in the presence of PDGF ligands. Furthermore, the respective
Ii?and of the integrin subunit was elevated in the sera of PH patients compared to healthy controls.
Altogether, our results suggest that DLX1, downstream of PDGF signaling, modulates integrin
expression to promote PASMC proliferation in the pathogenesis of PH.
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