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Therapy for acute coronary syndromes includes statins and anti-platelet agents. Statins limit infarct size (IS) in animal models by activation of phosphoinositide-3-kinase (PI3K) with subsequent activation of ecto- 5-nucleotidase (that generates adenosine) and Akt/endothelial nitric oxide synthase (eNOS) with downstream activation of inducible NOS (iNOS) and COX2.Inhibition of the PI3K, adenosine receptors, eNOS, iNOS and COX2 abrogates the IS-limiting effects of statins. 
Methods: Rats received 3-day oral atorvastatin (ATV) or vehicle with or without dipyridamole (DIP, 6mg/kg/d),cilostazol (CIL, 20mg/kg/d), or aspirin (ASA, 5, 10 or 20mg/kg at reperfusion). Rats underwent 30 min coronary artery occlusion and 4h reperfusion. 
Results: ATV (10mg/kg/d) limited IS. Intravenous ASA before reperfusion attenuated this effect. DIP alone and ATV (2mg/kg/d) alone had no effect on IS; however, IS was significantly reduced in the ATV+DIP combination. Myocardial adenosine levels were higher in the ATV+DIP group than in the ATV alone, DIP alone and the control group. The protective effect was abolished with theophylline, indicating that it is mediated by adenosine receptor activation. CIL alone, and especially when combined with ATV (2 mg/kg/d) limited IS. CIL increased myocardial levels of adenosine and Akt and eNOS phosphorylation. By increasing tissue cAMP levels, CIL activated proteinkinase-A that phosphorylates eNOS. CIL inhibited PTEN, thus leading toaugmentation of Akt and subsequently eNOS phosphorylation. 
In conclusions: Aspirin blocks the IS-limiting effects of statins, whereas both dipyridamoleand cilostazol have synergistic effects with statins. It might be that the anti-platelet regimens should be modified for patients receiving statins.

