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Development of a treatment for pulmonary arterial hypertension focusing on
inflammatory endothelial dysfunction

Inagaki, Tadakatsu

3,100,000
PAH PAH
PAH SuHx
SuHx
CRISPR/Cas9 IL-6 KO SuHx PAH

PAH

IL-6

In this study, we used the severe PAH model (SuHx) to test the hypothesis
that the onset of PAH and right heart failure involve inflammatory endothelial dysfunction in the
lung and coronary blood vessels. In SuHx rats, Endothelium-dependent vasodilator responses were
significantly attenuated in the middle and small arteries in the right coronary artery of SuHx rats.

Endothelin receptor antagonist treatment recovered the endothelium-dependent vasodilator responses,

improved the inflammatory state of the right ventricle and restored cardiac function. We also
created IL-6 knockout (KO) rats using CRISPR/Cas9 genome editing. IL-6KO rats showed significant
resistance to PAH. These results suggests that endothelial dysfunction of coronary arteries is
involved in the onset of right heart failure, and that inhibition of inflammatory signals may be a
promising new treatment for refractory PAH.
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