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We have previously shown that the protein inhibitor of activated STAT (PIAS)
1 promotes TGFb-induced activation of SMC gene expression at least in part by promoting sumoylaton.

Here, we tested the hypothesis that PIAS1 and sumoylation promote pulmonary artery hypertension
(PAH). An siRNA specific for PIAS1 and ubc9, an E2-ligase for sumoylation, inhibited TGFb- and
Notchl-induced expression of SMC specific genes in cultured pulmonary artery smooth muscle cells
(PASMC) as determined by real-time RT-PCR. Expression of osteoprotegerine (OPG) was also inhibited
by siRNA specific for PIAS1 and ubc9. Moreover, overexpression of PIAS family and SRF increased OPG
promoter activity. Immunohistochemistry of model mice for pulmonary hypertension revealed
colocalized expression of TGFbRII, Notchl and SMC markers in pulmonary artery, whereas SUMO1, OPG
and ubc9 were expressed in tracheal epithelial cells. These results could indicate that sumoylation
participated in PAH through OPG gene expression.
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