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recently published epidemio-

logic study assessed the risk of

intracranial hemorrhage in indi-
viduals receiving antidepressants with
and without concurrent nonsteroidal anti-
inflammatory drug (NSAID) therapy.' It
was a huge study involving more than 4
million individuals, and the authors cor-
rected for potentially confounding factors
such as age, gender, comorbidities, and
other medications. The

went from 1 in 1000 cases to 2 in 1000
cases. Even if an individual takes Drug
A and Drug B together, the risk of cata-
racts is still only 0.2%. Therefore, if both
drugs are truly necessary for a patient,
it may well be worth administering the
combination given the very small abso-
lute risk. If, however, either of the drugs
is of marginal value to the patient or if
there is a suitable alternative to either
drug that does not interact, one might
consider stopping one of the drugs or
using an alternative. This would all have
to be assessed on a case-by-case basis,
considering all of the benefits and risks.

Now let us go back to the recent study
results that show antidepressants and
NSAIDs increase the risk of intracra-
nial hemorrhage. Although the hemor-
rhage rate (adjusted for confounding
factors) was 60% higher in individuals

results suggested there is
a modest increase in the
risk of intracranial hem-

Study results

who received antidepres-
sants plus NSAIDs than
in those who received
antidepressants alone, the

orrthage when NSAIDs Suggest there absolute risk was still a
are combined with antide- ; fraction of 1%. Given the
pressants compared with I54a mOdeSt potential life-threatening
antidepressants alone. increase in the severity of an intracranial

This raises the issue hemorrhage, one cannot
of whether a study such risk of intra- ignore these results. It is,
as this should result in . however, also important
action on the part of phar- cranial hemor- to keep the absolute val-
macists. One of the first ues in mind when decid-
questions to ask in assess- rhage when ing whether the risk is

ing the clinical impor-
tance of such findings is
“What is the magnitude
of the increased risk?"—
but that can get tricky.
Hypothetically, suppose

NSAIDs are
combined with
antidepressants.

worth the potential ben-
efit of using both drugs.
Sometimes it helps to
look at a subgroup analy-
sis of the data to make
a decision for a specific

a credible epidemiologic
study finds that combining Drug A and
Drug B doubles the risk of, say, cata-
racts of the eye, but neither drug alone
seems to increase cataracts over the
normal background rate. This sounds bad
because the relative risk of cataracts is
increased by 100%.

Then suppose you look at the absolute
risk, and you see that the risk of cataracts

patient. In this study,
the risk was not statistically different
when comparing individuals older than
45 years with those younger than 45
years, but men had a significantly larger
increase in risk of hemorrhage with the
combination of drugs than did women.
Accordingly, one might be more likely
to act on this interaction if the patient is
a man.
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Another factor to consider is whether
there is a plausible biological expla-
nation for an interaction. Although
selective serotonin reuptake inhibitors
(SSRIs) may impair platelet function due
to reduced platelet uptake of serotonin,
this study found no difference in the
increased risk of bleeding when NSAIDs
were combined with SSRIs versus tricy-
clic antidepressants, most of which have
much less effect on serotonin uptake than
SSRIs. Theoretically, one would have
expected a difference.

One would also look at any other stud-
ies that addressed the same drug interac-
tion. In this case, a previous study look-
ing at SSRIs and intracranial hemorrhage
found only a “trend” (not statistically
significant) suggesting that the combined
use of SSRIs and NSAIDs increased the
risk.> Considering the 2 studies together,
it is clear that more data are needed to
establish the degree of risk.

Summary

Epidemiologic studies suggest there may
be a small increase in the risk of intra-
cranial hemorrhage when combining
antidepressants and NSAIDs—more so
in men than in women. The current data,
however, suggest an absolute risk of
substantially less than 1%. Both the low
absolute risk and the limited amount of
data available on the interaction should
be considered before deciding to take
action in any given patient. It is also
hoped that these factors would be con-
sidered before this interaction is added
to computerized drug interaction alerting
systems.

Do you take this drug
interaction seriously?
Tweet about it
@Pharmacy_Times
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