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Body: Introduction: Pulmonary artery hypertension (PAH) is progressive fatal disease characterized by
excessive proliferation of human pulmonary artery smooth muscle cells (hPASMCs) and obliteration of small
pulmonary arteries, leading to severe pulmonary hypertension and right ventricular failure. Objective:
Serotonin mediates hPASMCs proliferation through serotonin transporter (SERT). Recently micro RNAs
have been shown to be involved in pathogenesis of PAH. miR16 targets SERT and Cyclin D1.Our previous
results show that miR-16 was down regulated in hypoxic PAH mice. We hypothesize that over expression of
miR16 can alter PAH phenotype. In the present study, we investigated the phenotypic consequences of
overexpression of miR16 in hPASMCs in vitro. Methods: hPASMCs were commercially obtained and
cultured according to manufacturer instructions. Cells were transfected with plasmid containing miR16
expressing or control vector by electroporation. Post transfection, cells were treated with different
concentrations of serotonin and qPCR, immunoblot was performed to assess the effects of miR-16 on PAH
phenotypic markers. Results: hPASMCs transfected with miR16 decreased the expression levels of cyclin
D1, SERT when compared to controls. In addition, proliferation markers such as proliferating nuclear cell
antigen (PCNA), calponin a phenotypic marker was significantly suppressed in miR16 over expressed
hPASMCs. Conclusions: miR-16 over expression down regulates SERT and CyclinD1 levels. Most
importantly miR-16 modulates hPASMCs phenotype which is a major hallmark in PAH, implicating a
potential therapeutic role in PAH. This work was supported by RO1HL105932NIH, AHA09SDG2260957.
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