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Role of X Gene Variant in Childhood Pulmonary Arterial Hypertension
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In order to find novel disease-causing variants in patients with pulmonary
arterial hypertension, we performed direct sequencing and multiplex ligation-dependent probe
amplification to analyze 18 families with multiple affected family members with PAH. In one of the
18 families with PAH, there were no disease-causing variants already-known. Whole-exome
next-generation sequencing was performed in the family, and we identified a novel variant in X gene
in the family. The variant, R554L-X, revealed gain-of-function and induced decreasing nucleus p53
and p21, lower phosphorylation of nucleus p53, decreasing apoptotic hPASMCs, and increasing hPASMCs
proliferation and cell viability compared to wild-type X. This study can contribute to elucidate
mechanism of PAH pathogenesis.
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