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IMPORTANT SAFETY INFORMATION

Direct Healthcare Professional Communication on the potential interaction of proton pump
inhibitors with clopidogrel-containing medicines (plavix~

Dear Healthcare Professional,

The infonnation provided in this letter has been reviewed and endorsed by the Committee for Medicinal
Products for Human Use (CHMP) of the European Medicines Agency (EMEA) and the Irish Medicines
Board.

Summary
Concomitant use of cIopidogrel-containing medicines and proton pump inhibitors (PPls) should be
avoided unless absolutely necessary. Clopidogrel may be less effective in patients receiving this
combination of medicines.

As Marketing Authorisation Holders of cIopidogrel-containing medicines, Sanofi-Phanna Bristol-Myers
Squibb SNC and Bristol-Myers Squibb Phanna EEIG wish to infonn you that the European Summary of
Product Characteristics (SPC) of cIopidogrel hydrogen sulfate marketed under the invented name of
Plavix@is being updated to include a precaution to avoid the concomitant use ofPPls unless absolutely
necessary.

This update is due to several recent clinical studies in the literature suggesting a potential interaction with
PPls which may reduce the efficacy of cIopidogrel-containingmedicines. A comprehensive clinical
program is currently underway by the Marketing Authorisation Holders to better understand a potential
interaction and provide further guidance to healthcare professionals.

Patients should continue to take Plavix@as directed.

PPI use should be avoided in patients treated with Plavix@unless absolutely necessary. There is no
evidence that other drugs that reduce stomach acid such as H2 blockers or antacids interfere with
antiplatelet activity of cIopidogrel.

Further information on the clinical concern
Clopidogrel is a pro-drug that is metabolized by the liver, partly by cytochrome P450 2C19 (CYP2C19),
before it can be biologically active in preventing atherothrombotic events.

PPls, drugs used to prevent and treat peptic ulcer and gastroesophageal reflux, may inhibit the activity of
CYP2C19.Although the evidence for CYP2C19 inhibition varies within this class of PPls, an interaction
is possibly related to all members ofthe PPI class.
Drugs that inhibit CYP2C19 include PPls (omeprazole, esomeprazole) and other drugs (fluvoxamine,
fluoxetine, moclobemide, voriconazole, fluconazole, ticlopidine, ciprofloxacin, cimetidine, carbamazepine,
oxcarbazepine and chloramphenicol).
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The updated section 4.4 "Special warnings and precautions for use" to the updated SPC for Plavix@now
includes advice that the concomitant use of PPls or drugs that inhibit CYP2C 19 should be avoided in
patients taking cIopidogrel unless absolutely necessary. This is also reflected in section 4.5 "Interaction
with other medicinal products and other forms of interaction" of the SPC for Plavix@.

In addition, the role of genetic variations of CYP2C19that may lead to diminished platelet inhibition has
been included in sections 4.2 "Posology and method of administration", 4.4 "Special warnings and
precautions for use", 5.1 "Pharmacodynamic properties" and 5.2 "Pharmacokinetic properties" of the SPC
for Plavix@.

The Marketing Authorisation Holders, Sanofi-Pharma Bristol-Myers Squibb SNC and Bristol-Myers
Squibb Pharma EEIG, are currently conducting studies to characterize the potential effects ofPPls and
CYP2C19 genetic factors on the activity of Plavix@.

Further information on recommendations to healthcare professionals until additional data are
available

Healthcare professionals should be aware of a potential interaction between cIopidogrel and PPls
or drugs that inhibit CYP2C19 leading to a potential reduction in clinical activity of cIopidogrel.
Patients should continue to take Plavix@as directed
PPls and drugs that inhibit CYP2C19 should be avoided in patients taking cIopidogrel containing-
medicines (Plavix@)unless absolutely necessary. When there is a need for a gastro-protective
agent, it should be noted that there is no evidence that other drugs that reduce stomach acid such
as H2 blockers or antacids interfere with antiplatelet activity of cIopidogrel.

Call for reporting
Healthcare professionals are reminded to continue to report suspected adverse reactions associated with
cIopidogrel to The Irish Medicines Board using the on-line reporting function on the 1MB website
(www.imb.ie) or alternatively by contacting the 1MB at 016764971.
In addition, this information may be reported to sanofi-aventis Ireland Ltd., please phone 01-4035600.

Communication information
If you have any further questions or require additional information, please also contact our Medical
Information Department 01-4035600 or email IEmedinfo@sanofi-aventis.com

Please find enclosed a copy of the complete updated SPC for Plavix 75 mg, with changes highlighted in
the text, for your information. These changes are identical in the SPC for Plavix 300 mg.

AT-'
Yours sincerely,
Dr Anil S. Jina, MBDCh
MedicalDirector, sanofi-aventisIreland Ltd.
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