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INFLUENCE OF GPIIb/IIIa RECEPTOR BLOCKADE ON POST-ISCHEMIC MYOCARDIAL BLOOD FLOW AND TISSUE NECROSIS IN DOGS
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Platelet activation within an infarct-related artery could exacerbate post-ischemic myocyte injury. Blockade of platelet glycoprotein IIb/IIIa receptors may mitigate tissue injury by improving ventricular distribution of blood flow. We tested this hypothesis in dogs subjected to either 1- 3h coronary occlusion (CO) and 3h reperfusion (RP) (single occlusion protocol; n=10/group) or 2- 2h CO + 1h RP + 1h CO + 2h RP (re-occlusion protocol; n=7/group). Dogs were randomly allocated to the control (saline, IV) or Tirofiban (300 micrograms/Kg IV over 3 min followed by 10 micrograms/Kg/min) treatment groups; treatments were blinded and initiated 10 min prior to RP. Myocyte necrosis (tetrazolium staining) was normalized to area at risk and regional blood flow distribution was measured using radiolabeled microspheres. Systemic hemodynamics and rate-pressure product were comparable for all experimental groups; in addition, risk zone size was about 40 percent of LV area and coronary collateral blood flow within this region was less than 0.1 mL/min/g. Infarct size in the single occlusion protocol was 33±3 and 27±5 percent (p=NS; ANOVA) in saline and Tirofiban-treated dogs, respectively. In the re-occlusion protocol, infarct size was 36±2 and 30±3 percent (p=0.08; ANOVA). Ischemic blood flow in the endocardial layer during the first 30 min of RP was higher than baseline values in all Tirofiban-treated dogs (i.e., both protocols) relative to baseline levels. In conclusion, treatment with Tirofiban tended to result in smaller infarcts possibly due to preserved coronary blood flow within the infarct-related artery and improved blood flow at the level of the microvasculature.
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