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Objectives: We sought to investigate whether the factors associated with arterial and/or venous thrombosis influence response variability of acetylsalicylic acid and clopidogrel loading doses in patients presenting with acute coronary syndrome (ACS) and those undergoing percutaneous coronary intervention (PCI).
Methods: We analyzed the data of 166 patients presenting with ACS and those undergoing PCI. Clinical data included assessments of genetic polymorphisms (angiotensin converting enzyme-ACE I/D, Prothrombin G20210A, Factor V R506Q and methylenetetrahydrofolate reductase-MTHFR C677T) and haematological factors (thrombin activatable fibrinolysis inhibitor-TAFI activity, von Willebrand Factor antigen-vWF:Ag, Factor VIII, protein S, protein C activity and antithrombin 3-AT 3 activity). Results: In multivariate regression analysis, ACE D/D polymorphism (OR 2.369, p=0.043), TAFI levels (OR 1.017, p<0.001) and vWF:Ag levels (OR 1.014, p=0.003) were found as independent variables, which had statistically significant effects on clopidogrel resistance, and these effects were marked in STEMI patients. In ROC curve analysis of STEMI patients, TAFI level ≥136 iu/dL measured had a 78% sensitivity and 95% specificity, vWF:Ag level ≥122.5 iu/dL measured had a 65% sensitivity and 95% specificity in predicting clopidogrel resistance. 
Conclusions: ACE D/D polymorphism and higher plasma levels of vWF:Ag and TAFI were associated with clopidogrel resistance in ACS patients undergoing PCI, thereby adding evidences for possible relationships. Therefore ACE D/D polymorphism, TAFI and vWF:Ag levels may be useful markers in predicting loading dose of clopidogrel resistance after PCI in ACS, particularly in STEMI patients. These findings could draw attentions to aspects of explaining antiplatelet resistance other than drug metabolism, especially in era of newer antiplatelet agents.
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