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Drug therapies may exacerbate migraines. Here’s how 
to know what to look for and what to do about it. 
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W
hen patients present with
migraines that have re-
cently increased in fre-
quency or become unre-
sponsive to standard in-

terventions, the neurologist looks to the
recent social or medical history for clues.
Often, the underlying problem is pharma-
cologic. Whether it is a drug the patient is
taking for an unrelated condition or, in
some cases, a therapy originally prescribed
to manage pain, certain drugs the patient
takes may contribute to or exacerbate
headaches. Here are two cases that illus-
trate this point. Test yourself in assessing
each patient.

Patient with Episodic Headache
A 28-year-old right-handed female with a
history of episodic migraine presents to
you complaining of six weeks of a daily
headache syndrome. She awakened one
morning approximately six weeks prior
with severe right parietal throbbing and
associated right eye pain, phonophobia,
and right paracervical, persiscapular and
shoulder discomfort. There was no histo-
ry of trauma or any other injury to her
neck. 

She is a special education teacher for
autistic children and in the course of her
daily work she is significantly bothered by
the children’s noise and activities. She
denies any other past medical history
except for acne. The only medication that
she is taking is Ortho-Tricyclen for acne.
She has been using this medication for
over one year and has never noted an asso-
ciation between the use of this medication
and headaches. 

Prior to the onset of this daily head-

ache syndrome, she had experienced one
migraine every four to six weeks. She
denies tobacco, alcohol and recreational
drug use. Her examination is normal. In
particular there are no meningeal signs,
fever or focal neurological findings. There
is no papilledema. She is thin. She denies
the use of antibiotics or steroids but has
used Retin-A (tretinoin) in the past.

Question: Let us assume that you meet
her on an emergent basis. Her new daily
headache has intensified, and you see her
urgently. What diagnostic studies would
you order/complete?

A. Routine laboratory tests, CT scan of
the brain.

B. None.
C. Routine laboratory tests, MRI of

the brain.
D. EEG, MRI of the brain.
E. Lumbar puncture.
Answer: I actually saw this patient in

my practice. She initially presented to the
ER of a tertiary care center and the neu-
rologist on call evaluated her. He ordered
laboratory tests and a CT scan of the
brain, which were normal. She was
advised ultimately to undergo an MRI of
the brain, MRA of the neck and Circle of
Willis, and an MRV of the brain—all of
which were normal. She then was advised
to undergo a CTA of the brain, which was
normal as well. 

She was first given a butalbital-con-
taining analgesic, but she discontinued it
because her pain intensified. She was
started on topiramate 25mg daily by
mouth but could not tolerate this medica-
tion due to cognitive dysfunction. She
was not advised to discontinue the Ortho-
Tricylcen.

Question: So now what would you do?
A. Lumbar puncture
B. Treat symptomatically.
C. Refer to a psychiatrist.
D. Discontinue the Ortho-Tricyclen.
Answer: Although absence of papill-

edema, an otherwise normal neurological
examination and a negative imaging eval-
uation are all reassuring, in light of the
patient’s use of oral contraceptives and the
potential for benign intracranial hyper-
tension, I advised her to discontinue the
Ortho-Tricyclen. From a symptomatic
point of view, I suggested the use of a
longer-acting triptan daily for six days to
hopefully abort this exacerbation/syn-
drome. I will re-evaluate her after six days
and suggest further treatment as indicated
at that time.  

I further advised her to undergo a lum-
bar puncture to check her opening pres-
sure as well as for any evidence of a cryp-
togenic subarachnoid hemorrhage among
other entities, but she refused.  

Headache Frequency Increasing,
Becoming Unresponsive
A 42-year-old male with a strong family
and personal history of migraine headache
is referred by his primary care physician.
The PCP had prescribed butalbital/aceta-
minophen/caffeine for the patient, and
although he initially used these tablets
once monthly, the patient is now using
them on a daily basis. This change has
occurred over a period of several years,
and the primary care physician is con-
cerned about the increased frequency of
headaches and reduced responsiveness to
the current treatment. The patient has no
other notable medical history, is working

                             



full-time and has no history of tobacco,
alcohol or recreational drug use. As
expected, both his general and neurologi-
cal examinations are normal. He is taking
six butalbital tablets daily and states that
without this medication he is unable to
function as his headache returns.

Question: What is the diagnosis?
A. Chronic daily headache due to anal-

gesic overuse.
B. Tension type headache.
C. Pseudotumor cerebri
D. Episodic migraine.
Answer: Cleary, the most likely and the

most appropriate diagnosis is A: chronic
daily headache due to analgesic overuse.
This syndrome is quite common and
often develops insidiously. Its occurrence
is associated with the chronic overuse
(more than three doses weekly) of virtual-
ly any analgesic used, ranging from aceta-
minophen to opiates to triptans. 

Question: What is your next step?
A. Continue the current treatment

since his headache is effectively treated as
long as he takes six butalbital tablets daily.

B. Refer him to a detox center so that
he can be taken off the butalbital.

C. Attempt to wean him off butalbital

as an outpatient and institute more appro-
priate treatment.

D. Continue the butalbital but add a
prophylactic medication such as topira-
mate or divalproex sodium.

E. Treat the patient with botulinum
toxin injections.

Answer: In my opinion, A is not an
option at this time. Choice B is a possibil-
ity, but D is less ideal. Use of botulinum
toxin (E) is still under investigation, and
when it comes to this scenario, we don’t
know all that we should just yet. Treat-
ment with botulinum toxin injections in
this setting tends to be effective only with
at least two and often three sets of injec-
tions, taking three to six months. Such a
timetable for relief may be impractical in
this instance. 

Choice C is the best option. The goal
is to get this patient off of the butalbital
and to have him refrain from behaviors
that would continue the analgesic
rebound. The biggest challenge for these
kinds of patients is often getting them to
agree to refrain from use of analgesics. 

Prophylactic therapy is unlikely to be
effective for a patient with analgesic
rebound headache unless or until the

offending analgesic(s) are discontinued.
In fact, for many patients, merely discon-
tinuing the offending analgesic will treat
the syndrome within weeks to months;
patients will improve dramatically once
off of the offending analgesic. 

For some patients, the process of dis-
continuing the analgesic can occur as an
outpatient, while others are unable to
accomplish this except through a formal
inpatient detox program. You must there-
fore individualize the treatment for each
patient. The patient may still require a
prophylactic agent to treat the underlying
migraine headache disorder. Good choic-
es here typically include topiramate,
depakote, beta-blockers and botulinum
toxin injections. Many other options exist
and may warrant consideration based on
the specific presentation. 

Do you agree with this plan? Email
your comments about either of these cases
to letters@practicalneurology.com. PN
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