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Fig 1 Effect of ONO-1078 on ESV-induced increase of intrapulmonary
pressure (IPP) in atropine-pretreated guinea pigs. z+s, n=5~11, *P<
0.05, **P<{0.01, ***P<0. 001 »s baseline level.
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Fig 2 Effect of ONO-1078 on ESV-induced increase of Evans blue extravasation in tfachea (A),
main bronchi(B), peripheral(C) and distal intrapulmonary airways(D) of atropine-pretreated guinea
pigs. z+s, n=5~11, "P<C0. 05, **P<C0. 01, *** P<0. 001 »s solvent control; *P<C0. 05,
T+ p<0. 01, T+ P<C0. 001 »s related group.
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EFFECT OF A LEUKOTRIENE ANTAGONIST, ONO-1078, ON ELEC-
TRIC STIMULATION OF VAGUS (ESV )- INDUCED BRONCHO-
CONSTRICTION AND MICROVASCULAR LEAKAGE IN GUINEA PIGS

EQ Wei, YC Wang, LP Chen, FD Tang and RL Bian
(Department of Pharmacology, Zhejiang Medical University , Hangzhou 310006)

ABSTRACT In atropine-pretreated guinea pigs, electric stimulation of vagus (ESV, 10 Hz, 5
ms, 2 Vor 10 V, for 90 s) incteased intrapulmonary pressure (IPP), and Evans blue extravasation
in trachea, main bronchi, peripheral and distal intrapulmonary airways in a voltage- dependent
mannet. ONO-1078, a noval leukotriene antagonist, (0. 03 and 0. 1 mg « kg™ ', iv) showed no
remarkable inhibiting effect on ESV- induced increase of IPP. However, the agent significantly
inhibited ESV-induced increase of Evans blue extravasation in the airways, especially in lower potency
of stimulation (2 V). The results suggest that leukottienes may be involved in airway microvascular
leakage in response to neurogenic inflammation.

Key words  4-Oxo-8-[ p- (4-phenylbutyloxy) benzoylamino J- 2-  tetrazol- 5- y1 )- 4H- 1- benzo-
pytan hemihydrate (ONO- 1078 ); Leukotriene; Electric stimulation of vagus; Microvascular

permeability





