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Objective: Ischemic preconditioning is well known for its potent cardioprotective effects, resulting in a smaller infarct size, a reduced risk of ischemia-reperfusion arrhythmias, and an improved recovery of ventricular function. Recently, endogenous cannabinoids have been suggested to protect the myocardium against ischemia/reperfusion injury. The aim of this study is to examine their contribution to ischemia preconditioning. Methods: Anesthetized, open chest, male Wistar rats were assigned to 1 of 6 groups. All animals were subjected to 30-min of occlusion and 2-h of reperfusion. Ischemic preconditioning was elicited by three 5-minute occlusion periods interspersed with 5 minutes of reperfusion. To test for a role of endogenous cannabinoid, CB1 antagonist (AM251, 1 mg/kg i.v.) or CB2 antagonist (AM630, 1 mg/kg i.v.), were given 30 minutes before ischemic preconditioning. Infarct size as a percent of the area at risk was measured by triphenyltetrazolium stain. Results: Myocardial ischemia resulted in a sudden drop of mean arterial pressure, which persists during reperfusion. Ischemic preconditioning exerted potent cardioprotection, manifested as significant reduction in proportion of infarct size to area at risk (19+/-3% vs. 57+/-5%, P<.05) as well as incidence and duration of arrhythmias. CB1 antagonist pretreatment prevented ischemia-induced hypotension, in both sham-operated and ischemic preconditioned groups, but had no significant effect on infarct size or arrhythmias. CB2 antagonist pretreatment abolished the protective effect of preconditioning (45+/-4%, p>0.05), without any significant effect on ischemia-induced hypotension. Conclusions: These results indicate that CB2 receptors play an important role in the cardioprotective effect of ischemic preconditioning in the rat heart.

