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Abstract

Altered hypoxic pulmonary vasoconstriction in perfused lung from mono-
crotaline-treated rats

Yuji Akiba, Hitoshi Nakano, Hiroyuki Matsumoto, Shinobu
Osanai, Katsuyuki Tobise and Sokichi Onodera

First Department of Internal Medicine, Asahikawa Medical College,
Asahikawa 078, Japan

It is well known that monocrotaline(MCT)induces pulmonary vascular endothelial injury
prior to the establishment of pulmonary hypertension. We examined the roles of endothelium
-derived relaxing factor (EDRF)and endothelium-derived hyperpolarizing factor (EDHF) on
hypoxic pulmonary vasoconstriction (HPV)in the rats treated by a single injection of MCT
(40 mg/kg). The rats were divided into four groups-control, 4 days(4 D), 7 days(7 D)and 14
days (14 D) after MCT treatment. Pulmonary vasoreactivity to hypoxia(2 % O, )was inves-
tigated in isolated perfused rat lungs. HPV was significantly attenuated in the 4 D and the 7
D groups. After treatment of N® -monomethyl-L-arginine (as an EDRF inhibitor), HPV was
more strongly enhanced in the 4 D group than in the control. After treatment of tetraethylam-
monium (as an EDHF inhibitor), HPV was significantly enhanced in the 4D group but
unchanged in the control. Thus, we concluded that both EDRF and EDHF played an impor-
tant role in the attenuation of HPV in the 4 D group, which may be associated with early
endothelial damage induced by MCT.
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