Fact @ Fiction

Can combining triptans with SSRIs or SNRIs
cause serotonin syndrome?
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n 2006, the FDA issued a warning of the

risk of potentially fatal serotonin syn-

drome when 5-hydroxytryptamine re-
ceptor agonist antimigraine medications
(triptans) and selective serotonin reuptake
inhibitors (SSRIs) or serotonin-norepineph-
rine reuptake inhibitors (SNRI) are copre-
scribed.! As a result, most drug interaction
programs trigger a serotonin syndrome
warning when triptans are prescribed with
an SSRI or SNRI.2 However, many patients
with depression or anxiety also suffer from
migraines and require treatment with both
triptans and an SSRI or SNRIL*# Kalaydjian
et al* found the incidence of major depres-
sion and generalized anxiety disorder were
approximately 3 times greater in patients
with migraines than in those without mi-
graines. Should we avoid coprescribing
triptans and SSRIs or SNRIs?

What is serotonin syndrome?

Serotonin syndrome is an adverse drug re-
action that results from excessive serotonin
stimulation. There are 2 sets of validated
diagnostic criteria: the Sternbach Criteria
and the Hunter Serotonin Toxicity Criteria;
the latter is considered more stringent.>>”
Symptoms of serotonin syndrome include
mental status changes, autonomic hyperac-
tivity, and neuromuscular changes such as
muscle rigidity.>” Typical manifestations of
serotonin syndrome on physical exam in-
clude spontaneous and/or inducible clonus,
agitation, diaphoresis, tremor, hyperreflexia,
hypertonia, and temperature >38°C.° In se-
vere cases, serotonin syndrome can lead to
seizures, coma, and death. Management in-
cludes supportive treatment, discontinuing
the offending agents, controlling agitation

with medications such as benzodiazepines,
and possibly administering cyproheptadine,
a SHT2A antagonist® Most cases resolve
within 24 hours of discontinuing the offend-
ing agents or appropriate treatment.’

What did the FDA say?

The 2006 FDA warning initially was based on
27 reports of serotonin syndrome in patients
receiving triptans and SSRIs or SNRIs; this
was later expanded to include 29 patients."”
No patients died but 13 required hospitaliza-
tion and 2 had life-threatening symptoms.
However, most cases lacked data necessary
to diagnose serotonin syndrome.’ Further,
reviews of the available clinical information
have suggested that in some cases, clinicians
did not rule out other disorders as required
by diagnostic criteria, while others were viral
in nature or resolved despite ongoing treat-
ment with the presumed offending agents.”"

Some clinicians met the FDA’s assess-
ment with skepticism. Only 10 of the 29
cases met the Sternbach criteria of serotonin
syndrome and none met the more rigorous
Hunter criteria. Additionally, the theoretical
basis has been questioned.”* Available evi-
dence indicates that serotonin syndrome re-
quires activation of SHT2A receptors and a
possible limited role of SHT1A *> However,
triptans are agonists at the SHT1B/1D/1F
receptor subtypes, with weak affinity for
SHT1A receptors and no activity at the
5HT2 receptors.* Additionally, triptan
medications are used as needed, not as
standing treatments, with parameters lim-
iting the maximum dose, dosing interval,
and frequency of use. In clinical practice, it
appears that these dosing guidelines are be-
ing followed: Tepper et al*® found the typical
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Drug Brand Name

Cyproheptadine - Perinctin

female patient experiences 1 to 2 migraines
per month; on average, patients use 1.2 to
1.8 triptan tablets per month.

Our opinion
We believe it is reasonable to coprescribe
SSRIs or SNRIs with triptans because:

¢ data indicate that many patients are
treated with a combination of triptans and
SSRIs or SNRIs but the number of reported
cases of serotonin syndrome is extremely
limited

e the nature of serotonin syndrome cas-
es reported in the literature is questionable

¢ the biologically
implausible

interaction is

¢ triptans remain in the body for a lim-
ited time

e triptans are used infrequently.>"

This view is supported by the most re-
cent American Headache Society position
paper,"t which states that inadequate data
are available to assess the risk but current
evidence does not support limiting use of
triptans with SSRIs and SNRIs.

How we deal with the warning in clinical
practice. In practice we are alerted to this
interaction by notification in our e-prescrib-
ing systems, by pharmacists calling with
concerns about dispensing an SSRI or SNRI
for a patient already receiving a triptan, and
during patient visits that involve prescrib-
ing an SSRI or SNRL

Although it is relatively easy to override a
drug interaction warning in our e-prescribing
system, we discuss the issue with pharma-
cists and patients. We provide information
about the signs and symptoms of serotonin
syndrome and its potential dangerousness.
We note that serotonin syndrome is a theo-

retical concern, but highly unlikely with this
combination of medications because of their
pharmacologic properties. We explain the
parameters of triptan use, recommend that
our patients use triptans for migraines when
needed, and reassure patients we are avail-
able to answer questions. When a patient
uses triptans more than twice monthly, we
consider discussing this usage with the pa-
tient and the treating physician.
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What is your experience? Do you agree with
the authors? Send comments to letters@

currentpsychiatry.com or share your thoughts on
www.facebook.com/CurrentPsychiatry.




