
J
ust a few months ago, we
reported that the Management
of Atherothrombosis with
Clopidogrel in High-risk pa-
tients (MATCH) trial failed to

support use of a combination of aspirin
and clopidogrel (Plavix) in the routine
management of ischemic stroke patients.
Although this regimen was considered a
rational choice in stroke therapy for years,
the study’s results showed a lack of
significant benefit coupled with a
substantial increased risk of hem-
orrhagic complications. 

Now, new data suggest an addi-
tional concern regarding the use of
clopidogrel monotherapy in
patients with aspirin intolerance.
These data suggest further limita-
tions on the use of this agent,
which is still highly recommended
by the established guidelines. In
this article, we’ll look at these new
data and what they mean in a clin-
ical setting as well as some ques-
tions about the study that could be
cleared up through future research.

Safety Concerns
In a randomized controlled study just
published in the New England Journal of
Medicine (2005; 352:238-244), 320 pa-
tients who presented with gastrointestinal
bleeding related to aspirin ingestion were
randomly assigned to 75mg clopidogrel
plus placebo versus 80mg aspirin plus
esomeprazole (Nexium). The one-year
recurrent bleeding event rate was 8.6 per-
cent in the clopidogrel group (95 percent
CI 4.1-13.1), compared with 0.7 percent
for the aspirin plus esomeprazole treated

group (95 percent CI 0-2; p=0.005 for
difference). All patients had received
endoscopic biopsy and were treated for
H. pylori infection if present. 

This study is significant for two rea-
sons. First, it suggests that the commonly
held belief that clopidogrel is “safer” in
patients with a history of gastrointestinal
bleeding may be incorrect. Secondly, it
appears that aspirin therapy can be admin-

istered even to aspirin-intolerant patients if
combined with an anti-ulcer medication
to prevent common adverse GI effects.
That eliminates the common concern of
stomach bleeding, bringing peace of mind
to patient and practitioner alike. 

From a practical standpoint, these
findings suggest that we probably should
not use clopidogrel in aspirin-intolerant
patients, in contrast to many current pre-
ventative treatment guidelines and com-
mon clinical practice. Rather, strong con-
sideration should be given to treating

such patients with a proton pump
inhibitor in conjunction with aspirin.
According to a statement from Byron
Cryer, MD, associate professor of internal
medicine at University of Texas South-
western, patients at a high risk for gas-
trointestinal complications may need the
next lower level of dose combined with
drugs to treat stomach ulcers, such as
rabeprazole sodium (Aciphex), esomepra-

zole magnesium (Nexium), lanso-
prazole (Prevacid), omeprazole
(Prilosec) or pantoprazole sodium
(Protonix).

Points to Ponder
However, there are a few caveats
one should heed when considering
how applicable this research is to
your patients. For one, the study
was performed in Hong Kong in a
Chinese population, and it is cer-
tainly possible that this ethnic
group has other unidentified fac-
tors ranging from genetic back-
ground to lifestyle and diet differ-
ences from non-Asian patients.
Future studies in a more diverse

patient pool may better clarify this issue. 
Moreover, as the authors note, the

study did not determine the risk of recur-
rent bleeding on aspirin alone, so we do
not know if the bleeding rate would have
been even higher with aspirin treatment
without the proton pump inhibitor. One
prior retrospective study suggested a
recurrent bleeding rate of 15 percent per
year (Gastroenterology 2000:35:464-9) in
a population of aspirin-treated patients, a
far higher rate than found in either group
in this study. 
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Another recent study reconsiders the efficacy and potential risks of this popular choice when
combined with aspirin for post-stroke treatment.

From a practical standpoint,

these findings suggest that we

probably should not use 

clopidogrel in aspirin-

intolerant patients, in contrast

to many current preventative

treatment guidelines and 

common clinical practice.

                              



In addition, the study does not inform
us about the relative safety of clopidogrel
plus a proton pump inhibitor therapy or,
for that matter, H-2 blocker therapy. It
also does not differentiate between the
efficacy of these different treatments,
leaving us with little idea of which would
be the best choice for our patients. Future
studies will be needed to answer these

questions and show what is the best
option in a variety of clinical situations. 

Also, it remains unclear exactly what
dose of proton pump inhibitor should be
used, since a fixed strength of 30mg
esomeprazole bid was used in the NEJM
study. Although this dose seems to be
quite effective without much in the way
of significant side effects, different

amounts may have different results. 
Finally, the study gives us no informa-

tion regarding the relative risk of aspirin
plus dipyridamole (Aggrenox), though it
is likely to be similar to that of low-dose
aspirin alone based upon data from prior
clinical trials. Again, more research is
needed in this area before we have
enough evidence to base our decisions on
when prescribing a therapeutic course. 

Second Thoughts for a First Choice
In any event, we should think twice
before routinely placing a patient with a
history of aspirin intolerance-related gas-
trointestinal bleeding on clopidogrel. The
findings also suggest that current recom-
mendations regarding the use of clopido-
grel in aspirin-intolerant patients should
be revised to reflect the latest research. 

Certainly, such monotherapy should
always be carefully considered and dis-
cussed with the patient prior to initiating
therapy so that he or she is aware of the
relative risks and benefits of treatment.
This is particularly true in ischemic cere-
brovascular disease patients, who clearly
have an increased risk of bleeding. Given
the results, neurologists may well need to
learn more about gastrointestinal preven-
tative therapy if we are to treat our
patients safely and effectively without
causing unacceptable adverse effects.

Finally, we may learn far more about
the relative effects of both clopidogrel
and dipyridamole plus aspirin when the
results of several ongoing trials of various
antiplatelet regimens in stroke preven-
tion become available. You may want to
encourage your patients to participate in
such trials, especially if the conventional
treatments may present risks for them.
Only in this way may we be able to bet-
ter answer questions regarding the opti-
mal antiplatelet therapy for stroke pre-
vention and have for faith in our abilities
to provide an effective and safe treat-
ment. PN
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Antiplatelet Resistance?

Like most medical treatments, clopidogrel and aspirin have a wide range of possible
patient responses, but recently a number of smaller studies using various criteria for
response and non-response have hinted that some patients may have a specific resist-
ance to these drugs. However, a recent post-hoc analysis of a large heterogeneous
group published in J Am Coll Cardiol (2005;45:246-251) suggests the response follows
a normal bell-shaped pattern, with the risk for adverse effects on either side being
roughly equal.

Victor L. Serebruany, MD, PhD of Heart Drug Research Laboratories in Towson, MD and
colleagues looked at platelet responsiveness to clopidogrel in 544 patients in studies
conducted between 1998 and 2004. Of the 94 healthy volunteers, 405 coronary stent
recipients, 25 heart failure patients and 20 stroke patients, they found that 4.2 percent
were hypo-responsive to clopidogrel while 4.8 percent were hyper-responsive—which is
a fairly consistent range of risks found in most drugs. Similar conclusions have been
reported regarding aspirin resistance.

Dr. Serebruany said in his paper that while the individual factors leading to a varied
response to the same drug are still unknown but potentially important, this study shows
treatment should not be changed due to rumors about antiplatelet drug resistance. At
this point, there is not enough proof that resistance actually occurs.

          


