
This year, 1 in 5 Americans will have
PHN pain after shingles1

FOR RELIEF OF PAIN ASSOCIATED WITH PHN

A Custom Fit
for Their Body

Important Safety Information
LIDODERM® (lidocaine patch 5%) is indicated for relief of pain associated with post-herpetic neuralgia (PHN). Apply only to intact skin.
LIDODERM is contraindicated in patients with a history of sensitivity to local anesthetics (amide type) or any product component.
Even a used LIDODERM patch contains a large amount of lidocaine (at least 665 mg).The potential exists for a small child or a pet to suffer serious adverse effects from
chewing or ingesting a new or used LIDODERM patch, although the risk with this formulation has not been evaluated. It is important to store and dispose of
LIDODERM out of the reach of children, pets, and others.
Excessive dosing, such as applying LIDODERM to larger areas or for longer than the recommended wearing time, could result in increased absorption of lidocaine and
high blood concentrations leading to serious adverse effects.
Avoid contact of LIDODERM with the eye. If contact occurs, immediately wash the eye with water or saline and protect it until sensation returns.
Patients with severe hepatic disease are at greater risk of developing toxic blood concentrations of lidocaine, because of their inability to metabolize lidocaine normally.
LIDODERM should be used with caution in patients receiving Class I antiarrhythmic drugs (such as tocainide and mexiletine) since the toxic effects are additive and
potentially synergistic. LIDODERM should also be used with caution in pregnant (including labor and delivery) or nursing mothers.
Allergic reactions, although rare, can occur.
During or immediately after LIDODERM treatment, the skin at the site of application may develop blisters, bruising, burning sensation, depigmentation, dermatitis,
discoloration, edema, erythema, exfoliation, irritation, papules, petechia, pruritus, vesicles, or may be the locus of abnormal sensation. These reactions are generally
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Impact of PPIs on Clopidogrel Activity Uncertain
B Y  M I T C H E L  L . Z O L E R

N E W O R L E A N S —  A possible inter-
action between proton pump inhibitors
and the antiplatelet drug clopidogrel re-
mains a potential concern and became a
muddled issue when findings from two
independent studies produced diametri-
cally opposed results.

A review of more than 16,000 patients
who were prescribed clopidogrel (Plav-
ix) after they had undergone a percuta-
neous coronary intervention (PCI) found
that the patients who were also taking a
proton pump inhibitor (PPI) had a sig-
nificantly higher risk of having a major
adverse cardiovascular event, compared

with patients not on a PPI, according to
a study from Medco Health Solutions
Inc. reported at the annual scientific ses-
sions of the American Heart Association.

In contrast, a second report at the
same session of a post hoc analysis of
data collected in a trial of clopidogrel in
more than 2,000 patients undergoing
PCI found no indication of any interac-
tion between clopidogrel and concurrent
PPI use, according to Steven P. Dunn,
Pharm.D., a researcher at the University
of Kentucky, Lexington.

Given these two conflicting findings,
“at this time there is nothing to warrant
changing clinical practice, or hesitating
to administer a PPI and clopidogrel to pa-
tients when clinically indicated,” com-
mented Dr. Deepak L. Bhatt, chief of
cardiology for the VA Boston Healthcare
System, who chaired the session where
the two reports were presented.

A similar call for not changing current
practice on the basis of the two reports
came in a joint statement issued by the
American Heart Association, American
College of Cardiology, and American
College of Gastroenterology. “Neither of
the studies presented today provides suf-
ficient evidence to change clinical prac-
tice,” said the statement. “Patients cur-
rently taking these medications should
not change their medication regimen
unless advised by their health care
provider.”

The idea that treatment with a PPI
could blunt the action of clopidogrel
originated with French researchers, who
realized that PPIs such as omeprazole ex-
ert competitive metabolic effects on one
of the main liver enzymes that converts
clopidogrel, a prodrug, into its active
form. Hence, concurrent treatment with
both drugs could result in reduced clopi-
dogrel activity and enhanced platelet ac-
tivity despite clopidogrel treatment. The
ability of omeprazole to decrease clopi-
dogrel’s effect on platelets was shown in

studies done at Brest (France) Universi-
ty Hospital (J. Am Coll. Cardiol. 2008;
51:256-60), but those studies did not ex-
amine the impact of the PPI on clinical
outcomes in patients on clopidogrel.

To answer the clinical question,
Ronald E. Aubert, Ph.D., and his associ-
ates at Medco retrospectively studied pa-
tients who had undergone a PCI and
were using prescribed drugs provided
through Medco. The group included

9,862 patients treated with clopidogrel
only and 6,828 patients taking both clopi-
dogrel and a PPI. Concurrent PPI ther-
apy was defined as any PPI prescription
record that overlapped with the clopi-
dogrel prescription record during the 12
months following the index PCI. The
study was funded entirely by Medco.

During this follow-up, the relative risk
for a major cardiovascular event, such as
MI, stroke, or hospitalization for angina,

was 50% higher among patients on both
a PPI and clopidogrel, compared with
those on clopidogrel alone, in an analy-
sis that adjusted for baseline differences
among the patients in the two groups,
Dr. Aubert reported. 

Medco plans to assess the feedback it
is receiving based on its report at the
meeting, prepare a final manuscript of
its findings for publication, and then
alert physicians about the study findings

‘There is nothing
to warrant
changing clinical
practice, or
hesitating to
administer a PPI.’

DR. BHATT
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A first-line therapy, alone or
with oral analgesics 2,3

■ The first and only lidocaine-based topical medication for the treatment of PHN pain. Apply only to intact skin
—More than a decade of use

■ Customized application for your patients with PHN pain
—Patches can be cut to custom fit the areas of pain
—Patients can wear up to 3 patches simultaneously for 12 hours, followed by 12 hours off4

mild and transient, resolving spontaneously within a few minutes to hours. Other reactions may include
dizziness, headache, and nausea.
When LIDODERM is used concomitantly with local anesthetic products, the amount absorbed from all
formulations must be considered.
Immediately discard used patches or remaining unused portions of cut patches in household trash in a
manner that prevents accidental application or ingestion by children, pets, or others.

Before prescribing LIDODERM, please refer to the accompanying brief summary of
full Prescribing Information.
References: 1. Cluff RS, Rowbotham MC. Pain caused by herpes zoster infection. Neurol Clin. 1998;16(4):
813-832. 2. Dworkin RH, O’Connor AB, Backonja M, et al. Pharmacologic management of neuropathic pain:
evidence-based recommendations. Pain. 2007;132(3):237-251. 3. Dubinsky RM, Kabbani H, El-Chami Z,
Boutwell C, Ali H. Practice parameter: treatment of postherpetic neuralgia. An evidence-based report of the
Quality Standards Subcommittee of the American Academy of Neurology. Neurology. 2004;63(6):959-965.
4. Lidoderm Prescribing Information. Chadds Ford, PA: Endo Pharmaceuticals Inc; 2008.

and their implications, a company
spokesperson said.

The second study reported at the
meeting used data collected in the Clopi-
dogrel for the Reduction of Events Dur-
ing Observation (CREDO) trial, which
compared clopidogrel with placebo for
reducing the risk of adverse ischemic
events in patients the first year after PCI.
The primary finding showed that clopi-
dogrel treatment cut the combined is-
chemic event rate by an absolute 3% (rel-
ative risk reduction was 27%), compared
with placebo (JAMA 2002;288:2411-20).

The new post hoc analysis compared

the 374 patients in the study who were
prescribed a PPI at the time they entered
the study with 1,742 patients without a
PPI prescription. This analysis showed
that during both 28-day and 1-year fol-
low-up, patients who received PPI treat-
ment had no statistically significant dif-
ference in their relative rate of ischemic
events in both the clopidogrel and the
placebo arms of the study, compared
with patients not on a PPI. Patients on a
PPI had higher rates of ischemic events,
but this increase was seen in both the
clopidogrel and the placebo arms, sug-
gesting that while the patients on a PPI

were more susceptible to ischemic events
overall, there was no link between PPI
use and a blunting of clopidogrel’s effi-
cacy, Dr. Dunn said. 

This new analysis received no com-
mercial funding, and Dr. Dunn said that
he had no financial disclosures to report.

“The event rates were higher in the pa-
tients on PPIs, but there is no indication
that it was because of the PPIs. It may
be because they are sicker patients,” Dr.
Bhatt commented.

“I do not think there is enough evi-
dence yet to change practice. Patients
who have a clinical indication to be on

clopidogrel should certainly remain on
it. Likewise, patients who have a good
reason to be on a PPI should stay on it,”
Dr. Bhatt said in an interview.

He added that a study now in progress
should be able to more definitely address
this issue because it is prospectively ran-
domizing and comparing post-PCI pa-
tients treated with aspirin and clopidogrel
alone and those treated with these two
drugs plus omeprazole. The Clopidogrel
and Optimization of Gastrointestinal
Events (COGENT-1) trial has enrolled
about 5,000 patients, and is planned to be
complete by the end of 2009. ■


