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[Abstract] Objective To investigate the effect of application of R0O2610612,a dual receptor antagonist of en-
dothelin {ET), on expetimental acute pulmonary embolism (APE),and to study the relation between endothelin and
APE, Methods Twelve dogs were randomly assigned to a control group(n==56)and a RO2610612 group{n="=6)and
anesthetized with pentobarbital sodium. For each animal, a thermodilution balloon-tipped pulmonary artery catheter
was inserted into the left external jugular vein and connected to a physiological monitor. A polyethylene cannula was
intubated into the trachea and connected to a pneumotachograph. After measuring the parameters before emolization,
the autologous blood clot was injected to the right jugular vein of each dog to establish the aminal model. For experi-
mentzal group, RO2610612 was injected ivgtt with the dose of 0, 2mg/ (kg » h) 1 h after APE, while {or control group
the same amount of saline was given, Pulmonary and systemic hemodynamic parameters, respiratory physiological pa-
rameters, arterial blood, ET-1 concentration and arterial blood gas analysis were determined before embolization and
1,2,4,6 h after embolization.  Results Plasma ET-1 levels , mean pulmonary arterial pressure( MPAP}, pulmo-
nary vascular resistance (PVR) ,respiratory rate(RR), pulmonary airway resistance (Ry ) and arterial carbon dioxide
pressure(PaCQ; ) increased( P<0. 05) ,while the cardiac output(C()), the arterial blood oxygen pressure(Pa();) and
the dynamic compliance of the respiratory system(Cyyn ) decreased significantly after embolization in both groups com-
pared with the data before embolization( P<0. 05). In RO2610612 group, MPAP, PVR, RR, R; were signilicantly

lower compared with the control group (P<C0, 85),ET-1 levels ,CO and C,, were significantly higher compared with
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the control group(P<C0.05) 2 h aler embolization. Conclusion Endothelin partially contributes to the hemodynamic

derangement and the branchoconstriction of APE. A dual receptor antagonist of endothelin can attenvate the increase

in the pulmonary vascular resistance and pulmonary airway resistance and might serve as a useful therapeutic drug for

APE.
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