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Type B Human Natriuretic Peptide Receptor with a novel gain-of-function mutation pro
vides therapeutic potential in the treatment of pulmonary arterial hypertension.

Kogaki, Shigetoyo
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Recently, we have reported a novel missense mutation in the NPR-B gene (2647G>A; V
al 883 Met) in a family case showing overgrowth and bone anomalies.We have found that overexpression of th
e mutated protein in human pulmonary artery smooth muscle cells (PASMCs) induced significant increase in c
GMP levels compared to WT-NPR-B or GFP control in a ligand-independent manner. Overexpression of Mut-NPR-B

suppressed proliferation in PASMCs. In vivo, rats treated with the combination of SU5416 and hypoxia deve
loped pulmonary hypertension, right ventricular hypertrophy and pulmonary vascular obstructive lesions. In
tratracheal administration of adenoviral vectors carr¥ing Mut-NPR-B resulted in tendency toward an improve
ment in vascular remodeling as measured by medial wall thickness of pulmonary vessels compared to WT-NPR-B
or GFP control

(GFP, 52+-13%; WT-NPR-B, 50+-4%; Mut-NPR-B, 44+-2 %, n=4).
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Mut-NPR-B inhibits proliferation in PASMCs.
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