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n October 2003, this column discussed the potential interaction
between clopidogrel (Plavix) and
atorvastatin. At that time, it was concluded that this interaction was unlikely to cause a risk to patients. Multiple
studies in the past few years have confirmed that view.
Clopidogrel represents a rather
unique risk for drug interactions, however. It is a prodrug that requires metabolic conversion to a thiol metabolite
that binds to the platelet adenosine
diphosphate receptor and reduces the
ability of platelets to aggregate. The
antiplatelet effect is useful to prevent
blood clots in the arterial system and in
patients with coronary artery stents.
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ically determined, with 10% to 30% of
patients having reduced CYP2C19
activity. Patients who are genetically
poor metabolizers (PMs) for CYP2C19
may not have an adequate response to
clopidogrel treatment. Patients of
Asian descent are more commonly
found to be PMs for CYP2C19.
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It is believed that cytochrome P
(CYP) enzymes CYP3A4 and CYP2C19
are involved in the conversion of clopidogrel to its active metabolite. Previously, CYP3A4 inhibitors such as erythromycin and ketoconazole (Nizoral)
have been demonstrated to reduce
clopidogrel antiplatelet activity. All
drugs that possess at least modest
CYP3A4 inhibitory activity should be
considered to interact with clopidogrel
and may reduce its therapeutic effectiveness.
Thus, it is very important for pharmacists to review the drug therapy of
patients prescribed clopidogrel. One
should look for any concomitant drug
known to be an inhibitor of CYP3A4.

Other common CYP3A4 inhibitors include clarithromycin (Biaxin), fluconazole (Diflucan), itraconazole (Sporanox),
posaconazole (Noxafil), voriconazole
(Vfend), diltiazem (Cardizem), verapamil (Calan), and the chronic consumption of grapefruit juice.
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