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Elucidation of the relationship of novel apoptosis-inducing substances to the
pathophysiology of pulmonary arterial hypertension
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Oxidative stress-Responsive Apoptosis Inducing Protein (ORAIP) is a
substance identified as a secretory protein that induces apoptosis. In this study, we aimed to
elucidate the involvement of ORAIP in the pathophysiology of pulmonary arterial hypertension (PAH).
The PAH cases had higher blood ORAIP levels than the control cases. Increased expression of ORAIP
in lung tissue was observed in Monocrotaline (MCT) -PAH model rats, and anti-ORAIP neutralizing
antibody therapy improve pulmonary hypertension. Furthermore, we created SUGEN hypoxia-PAH model
rats, which are clinically similar models, and examined the effect of anti-ORAIP neutralizing
antibody on improving pulmonary hypertension, but no effect was observed. In addition, a SUGEN
hypoxia-PAH model was created using ORAIP receptor knockout rats and the degree of PAH was
evaluated, but there was no difference in the degree of PAH between wild-type rats and knockout
rats.
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