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Controls in studies 

of magnetism

The appropriateness of controls is of-
ten neglected in systematic reviews of
complementary therapies. In their sys-
tematic review and meta-analysis of
static magnets for reducing pain, Max
Pittler and colleagues correctly used the
appropriateness of a trial’s control as a
criterion for including the trial in their
analysis.1

However, for trials that used a weak
magnet as their control, Pittler and col-
leagues failed to specify the maximal
strength of the magnetic field that they
felt was appropriate for controls, and
they did not justify their choice with
references to the published literature.
They mentioned that it is assumed that
magnets must have a strength of 
30 mT or greater for therapeutic bene-
fit, but this value was cited from one of
the reviewers’ own articles and did not
appear to be specific to the present
study. Such information could be very
useful for future studies in this area,
especially given the authors’ conclu-
sion that “the ideal magnet strength
and treatment duration are unclear.”1

Assessing the trials the reviewers had
excluded on the basis of the relative
strengths of the placebo and test mag-
nets might have had an impact on the
outcomes reported. 
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[One of the authors responds:]

We welcome Peter McCarthy’s com-
ments. As we reported in our article,
the primary analysis in our study in-
cluded only trials that compared mag-
nets and a nonmagnetic placebo.1

There was no significant difference in
pain reduction between the magnet

and placebo groups as measured on a
100-mm visual analogue scale, which
was defined as the primary outcome.
The evidence does not support the use
of static magnets for pain relief.
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Combined antithrombotic

therapy

The study by Joseph Delaney and col-
leagues on the use of antithrombotic
medications raises many important
questions.1 In several randomized con-
trolled trials on coronary artery disease,
giving oral anticoagulants to patients
whose international normalized ratio
was maintained between 2 and 3 did
not significantly increase the risk of
major bleeding.2 When added to an-
tiplatelet therapy, oral anticoagulation
therapy leads to a marginal but statisti-
cally significant reduction of cardiovas-
cular risk. In patients who have atrial
fibrillation, deep vein thrombosis or
pulmonary embolism as well as coro-
nary artery disease, the addition of
acetylsalicylic acid to oral anticoagula-
tion therapy is important because an-
tiplatelet therapy has very little, if any,
effect on the recurrence of deep vein
thrombosis and pulmonary embolism
and on stroke prevention, and warfarin
has a minimal effect on the recurrence
of coronary events.

The combination of acetylsalicylic
acid and clopidogrel in the CURE trial
did not lead to excess major bleeding,
although there was some minor con-
founding with the use of glycoprotein
IIb-IIIa inhibitors.3 In support of the
authors’ findings, the long-term addi-
tion of clopidogrel to acetylsalicylic
acid in the CHARISMA trial was not

beneficial in the population as a whole
and did lead to some increase in bleed-
ing.4 In patients with acute coronary
syndrome and patients who have re-
ceived a stent, however, dual an-
tiplatelet therapy is crucial and the
length of therapy depends upon the
clinical setting and stent type. Trial
data suggest that clopidogrel therapy
should be limited to patients who
would most benefit from it. It does not
seem prudent to change this practice
on the basis of the authors’ findings. 

The paper by Delaney and colleagues
raises the very important question of the
combined use of acetylsalicylic acid
with nonsteroidal anti-inflammatory
drugs. There appears to limited benefit
to this drug combination and it should
probably be avoided. 

The authors imply that warfarin,
acetylsalicylic acid and clopidogrel
should not be used together because of
the risk of gastrointestinal bleeding.
Although their findings are certainly
interesting, until further work eluci-
dates the reasons for the increased
bleeding risk their data should be inter-
preted with caution.
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[The authors respond:]

We read with interest David Good’s
comments on our paper on drug–drug
interactions between antithrombotic
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medications and the risk of gastroin-
testinal bleeding.1 We agree that many
patients have an indication for therapy
with a combination of antithrombotic
drugs because of severe illness. In our
paper we gave the specific example of
co-prescribing warfarin and acetylsali-
cylic acid, which was associated with a
decrease in complications after my-
ocardial infarction.2

The goal of our paper was to eluci-
date and document the degree of in-
creased risk experienced by patients
who are prescribed these combinations
of antithrombotic medications in a pri-
mary care setting. Although some clini-
cal trials may not show an increased
risk of gastrointestinal bleeding among
patients whose international normal-
ized ratio is tightly controlled, it is un-
clear how well such results will carry
over into the primary care setting,
where the use of combination therapy
can reasonably be expected to be
broader than in a clinical trial setting.
Clinical trials tend to have restricted eli-
gibility (they may exclude patients at
very high risk for gastrointestinal bleed-
ing) and tighter surveillance of parame-
ters like the international normalized
ratio. The increased risk of bleeding we
saw in our study (which was conducted
using the United Kingdom General
Practice Research Database) was also
shown in a recent meta-analysis of ran-
domized controlled trials.3

Although one possible interpreta-
tion of our findings is that warfarin,
clopidogrel and acetylsalicylic acid
should not be prescribed in combina-
tion because of the risk of gastrointesti-
nal bleeding, this was not the intended
message of our paper. Our goal was to
increase physician awareness of the
magnitude of these drug–drug interac-

tions; this goal was acknowledged in
the thoughtful commentary that ac-
companied our article.4 We hope to
promote informed choice on the part of
both patients and physicians as they
consider the risks and benefits of com-
bining these therapies. 
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