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Safety of Concomitant Use of Proton Pump
Inhibitors and Clopidogrel
To The Editor:
We read with interest the article by Ali et al,1 “Longterm Safety Concerns with Proton Pump Inhibitors.” The
article is a comprehensive review of potential safety concerns about proton pump inhibitors. However, the authors
did not discuss the potential effect of proton pump inhibitors
on concomitant use of clopidogrel, a medication that is
widely used in patients with coronary artery disease, stroke,
and other atherosclerotic diseases. Recently, there have
been multiple conflicting reports about potential increase in
cardiovascular events in patients taking these medications
concomitantly.2-5
A study by Ho et al2 of 8025 patients demonstrated increased death or rehospitalization for acute coronary syndrome
occurring in concomitant clopidogrel and proton pump inhibitors use (29.8% vs 20.8%, respectively). Simon et al3 demonstrated similar findings (13% adverse events on concomitant
clopidogrel and proton pump inhibitors vs 2.9% of patients on
clopidogrel alone). In contrast, O’Donoghue et al4 did not
show any significant difference in 6795 patients. Adverse cardiovascular events and deaths were seen in 11.29% on concomitant clopidogrel and proton pump inhibitors vs. 11.59% of
patients on clopidogrel alone. Recently, Bhatt et al5 demonstrated adverse cardiovascular events and death in 3.8% of
patients on concomitant clopidogrel and proton pump inhibitors, and in 3.67% of those on clopidogrel alone.
One of the proposed mechanisms of action has been the
inhibition of the enzyme CYP2C19 responsible for the metabolism of clopidogrel. Certain proton pump inhibitors not
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only serve as a substrate for this enzyme but also can inhibit
the enzyme CYP2C19.6,7 Proton pump inhibitors differ in
their effect on the inhibition of the enzyme, which is potentially something to be looked for when selecting a proton
pump inhibitor to be used in patients on clopidogrel.
We believe that a dedicated powered randomized clinical
trial is needed to answer this important clinical question.
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