
Do Herbal Supplements 
Pose a Risk to Your Patients?

By Charles Argoff, MD
PAINMANAGEMENT

Because herbal remedies are marketed as “natural dietary supplements,”
patients often assume they are both harmless and effective. Neither may be true.
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I
ncreasingly, patients who come to
see us are taking not only over-the-
counter pain relief agents (in addi-
tion to prescription medications)
but also various types of “supple-

ments.” Patients must be asked about all
of the medications they are taking if we
are to develop proper and safe treatment
strategies. Two examples of the impor-
tance of such will be considered below.

Feverfew Fears
A 42-year-old female with migraine
headache without aura is referred to you
for further evaluation and management.
She is being treated for a right lower
extremity deep venous thrombosis with
coumadin. She is experiencing eight mi-
graine headaches each month and has
more severe headaches during her men-
strual period. 

She notes that her headaches have
worsened in intensity since the DVT
occurred several months ago. After seeing
her, you confirm that she is experiencing
migraine headaches without aura; when
discussing with her various evaluation
and treatment options, she informs you
that based upon an article that she read
on a “headache foundation” web site, she
has started to use feverfew on a daily
basis. You are the first medical person
who she has told. Do you: continue with
your discussion of potential treatments in
addition to the feverfew, ask her what
feverfew is if you do not know, tell her to
stop it because it is ineffective, or make
some other suggestion?

Feverfew is a medicinal herb, which is
found in a variety of old gardens and can
be grown for ornamental purposes. The

Na t i o n a l
Center for Complementary and
Alternative Medicine of the National
Institutes of Health notes that feverfew
has been used for years for the treatment
of fever, headaches and a variety of other
painful ailments including rheumatoid
arthritis and psoriasis. 

At least a few studies of feverfew in the
prevention of migraine headache have
been published in peer-reviewed journals,
including a study published in 1985 in
which 17 patients took the supplement
on a daily basis for prophylactic purposes
in a double-blind, placebo-controlled
study. Although a small study, the group
receiving feverfew had fewer migraine
attacks.1

In a second, more recently published
study, 170 patients were entered into a
randomized, double blind, multicenter,
placebo-controlled study to evaluate the
efficacy and safety of 6.25mg po TID of
feverfew extract in migraine prevention.
After a four-week baseline period, the
patients were treated for 16 weeks. Those
who received feverfew had a greater
reduction in headache frequency com-
pared to those receiving placebo.2

So would there be any concerns with

this patient’s use of feverfew? Absolutely!
Feverfew is believed to have a mechanism
of action that is akin to acting as a natu-

ral salicylate. Therefore, for this
patient who is using coumadin con-

currently with feverfew, there could
be obvious dangers that would

need to be avoided if at all
possible. Although there
may be no other con-

traindication for this patient to use
feverfew once she is off coumadin and
providing that she is taking no addition-
al medications that could have adverse
interactions with feverfew, it would be
safest for the patient to avoid using the
combination of coumadin and feverfew,
so the patient should be advised of such.
More than likely, the feverfew would be
discontinued and the coumadin contin-
ued as her need for deep venous throm-
bosis treatment would be the more acute
priority.

Worrisome Wort
Consider another patient who is referred
to you. This is a 65-year-old female with
a history of depression, diet-controlled
diabetes mellitus as well as painful diabet-
ic neuropathy. She has been under the
care of her primary care physician as well
as an endocrinologist and has had good
diabetic control. She is experiencing
numbness and tingling in both lower
extremities, has difficulty with balance,
especially at night, and has tactile allody-
nia and burning in both distal lower
extremities. 

Your electrophysiological studies con-
firm the presence of an axonal polyneu-
ropathy and your examination is consis-
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tent with such as well. Your evaluation
results in determining that there are no
other obvious explanations for her neu-
ropathy. She is being treated for both her
depression and neuropathic pain with
duloxetine, with successful resolution of
most of her pain. She is taking 60mg of
duloxetine po twice daily. 

She is referred to you for further guid-
ance regarding management of her neu-
ropathic symptoms. Her pain level is
5/10 and was 8/10 before she started to
use duloxetine several months before.
There is no other explanation for her
lower extremity pain and except for mild
hypertension (controlled with enalpril)
she denies any other current medical con-
dition that she is being treated for. She is
not seeing a psychiatrist despite her con-
tinued depression. Her primary care
physician has recommended that she do
so, but she has declined.

During your visit with her, you ask
which prescription medications she is
currently taking; she mentions only  du-
loxetine and enalpril. She is comfortable
with her current regimen for her neuro-
pathic pain and you advise her to return
only as needed and to continue to see her
primary care physician on a regular basis.
Several weeks later, you are asked to see
her in the emergency room—she has
developed a serotonin-type syndrome.

You are asked if it is likely related to her
use of duloxetine alone. After speaking
with the patient, she tells you that after
she became more depressed, she began to
use St. John’s wort, an herbal remedy for
depression. She had not told any of her
physicians because she thought that since
it was herbal it was “not a medication”
and therefore was safe. This is the only
change in her regimen. Does this explain
why she is in the emergency room?

St. John’s wort is an herbal extract,
which has been studied and used exten-
sively as an antidepressant.3 It can raise
the serotonin levels in the central nervous
system much like a SSRI antidepressant
agent. Not only can it cause multiple
drug interactions through its induction
of the cytochrome p450 enzyme CYP3A
and CYP2C9, it may be associated with a
serotonin syndrome when used in combi-
nation with other medications that also
increase serotonin levels in the central
nervous system, including MAO
inhibitors, SNRI agents such as duloxe-
tine and venlafaxine, tricyclic antidepres-
sants and SSRIs. 

After speaking at several grand round
lectures recently and asking the attendees
if they were aware of “what” these two
agents are, remarkably few attendees were
familiar with the respective mechanisms
of action of feverfew and St. John’s wort.

These are but two examples of the impor-
tance of recognizing that herbal remedies
are in fact medications with the potential
to adversely interact with prescribed
medications. 

This underscores the need to obtain a
full history of medication use that in-
cludes prescribed medications and all
non-prescribed medications before mak-
ing treatment recommendations. As
more and more patients “take matters in
their own hands” and use various herbal
remedies, this will become even more
important. Despite the hectic pace of
modern practice and the pressures to
increase patient volume by shortening
exams, spending a few minutes dis-
cussing dietary supplements is time well
spent. PN
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