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Mutations in bone morphogenetic protein receptor type-2(BMPR2) are the main
genetic risk factor for developing pulmonary arterial hypertension (PAH). Recent studies have shown
that PAH patients with BMPR2 mutation present earlier with severe hemodynamic compromise and worse
transplant-free survival than those without mutations. The mechanisms underlying the difference in
clinical phenotype in BMPR2 mutation carriers remain unclear. We tested the hypothesis that rats
with a CRISPR/Cas9-mediated monoallelic BMPR2 mutation develop more severe pulmonary hypertension
(PH) leading to poor survival than those without the mutation. For the first time using CRISPR/Cas9,

this study demonstrates that rats with BMPR2 mutation develop MCT-PH similarly to wildtype until
day21 but had poor survival thereafter and warrants further studies into underlying mechanism
directing towards precision medicine in PAH targeted therapy for patients with BMPR2 mutations.
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