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Identification of novel therapeutic target for genetic variant-associated
vascular disease

Hiraide, Takahiro
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Pulmonary arterial hypertension (PAH) is a poor prognostic disease. Despite
the recent advance of pulmonary vasodilators, the cure treatment has not been invented. Ring finger
protein 213 (RNF213) R4810K variant is a susceptive gene variant in development of PAH in East-Asia
population, and we reported this variant as the independent poor prognostic factor in Japanese
patients with PAH. We created the mice with this variant using CRISPR-Cas9 system, and we identified

that this variant carrier mice developed significant PAH in hypoxic environment. Microarray
analysis demonstrated the elevation of inflammatory chemokines in lung of mice with this variant,
and the addition of antagonist ameliorated the severity of PAH. Targeting the chemokine signaling
may be a novel therapeutic strategy in patients with RNF213 variant carriers.
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PAH in Japan, focusing on the pathogenetic gene variants in BMPR2 and RNF213 genes.
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Genetic Assessment for PAH: Challenging for Precision Medicine in Asia.
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