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Summary. Clopidogrel (CLP) is a second-generation thienopyridine that prevents platelet aggregation 
by inhibiting the adenosine diphosphate receptor located on the platelet surface. The use of CLP in 
combination with aspirin has become standard treatment in patients with acute coronary syndromes 
and stent implantation. Current available data show that about 4% to 30% of the patients treated with 
conventional doses of clopidogrel do not display an adequate antiplatelet response. The mechanism 
underlying CLP resistance is multifactorial and includes genetic polymorphisms and non-genetic causes 
(such as drug-drug interactions, co-morbidities, age). The large interindividual variability in clopidogrel 
responsiveness is related to the genetic polymorphism of hepatic cytochrome P450 2C19 (CYP2C19*2), 
This non-responsiveness is associated with a threefold increase in adverse outcomes. The two-step 
hepatic cytochrome P450 (CYP)-dependant oxidative metabolism of the prodrug appears to be of 
particular importance. Rapid and accurate point-of-care genetic tests to identify these alleles are currently 
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in development. At present, genetic testing cannot be recommended in routine clinical practice due to 
insuf  cient prospective data. However, the signi  cant body of research published to date suggests a likely 
role when used in combination with platelet function analysis in patients with acute coronary syndrome 
undergoing stenting. 
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