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Novel identification and functional analysis of the causative genes in pulmonary
arterial hypertension
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We performed all exome sequencing including 140 Jaﬁanese PAH patients and
their healthy families, and found that 4 patients and 1 unaffected family had SOX17 mutations as a
novel causative gene mutation of pulmonary arterial hypertension (PAH). These patients were poorly
responsive to multidrug therapy of pulmonary vasodilators, and autopsy revealed severe PAH with
Heath-Edwards 5 degrees. In addition, the relationship with congenital heart disease and SOX17
mutation was also suggested. In addition, the RNF213 gene mutation, R4910K, was found in a high
frequency in about 10% of patients with idiopathic PAH, confirming that these patients are
consistent with a refractory and poor prognosis population. These results are evaluated as outcomes
leading to personalized medicine specialized in Japanese PAH patients.
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