
I
n last month’s column, we presented
the case described in the box below.
This month, we’ll review many of
the available preventative strategies
for the treatment of migraine

headache. Although the patient presented
above is male, it should be acknowledged
that, in general, migraine headache is
more common in females than in males. 

One must first decide whether or not
prophylactic therapy is necessary and/or
appropriate. Some guidelines to follow
include considering prophylaxis in any
patient whose headaches occur at least 2-
4 times monthly and who is unresponsive
to abortive therapy, acute therapy is con-
traindicated, or the patient is so disabled
by the headaches that he/she would prefer
to prevent them if at all possible.

Prophylactic migraine therapy is
absolutely indicated in my opinion if an
individual is experiencing two headache
days or more per week. At this frequency,
the use of abortive/acute therapies alone
will ultimately put the patient at risk of
developing a chronic daily headache syn-
drome on the basis of analgesic overuse.
Patients whose headache duration tends
to be prolonged—e.g., two days or greater
and/or those whose headaches are associ-
ated with significant disability and/or
functional impairment—are also candi-
dates for prophylaxis. Finally, those indi-
viduals who are overusing abortive/acute
therapies with resulting chronic daily
headaches are also candidates for prophy-
lactic treatment.

Sizing up the Options
Clearly, many migraine
prophylactic therapies
exist. Your choice of
treatment might be
based upon some combi-
nation of your own per-
sonal experience with
certain treatments, the
realities of cost/insur-
ance-related constraints,
the ease of administra-
tion of a treatment (once
daily vs. twice daily vs.
three times daily), and of
course the evidence for
the efficacy of the treat-
ment. Many would use
the reduction of head-
ache frequency by 50
percent as a measure of
treatment efficacy. 

Each prophylactic agent must be used
for approximately two to three months
before efficacy can be determined; doses
might need to be titrated during this trial
period. For at least one prophylactic treat-
ment, botulinum toxin, up to six months
might be required to determine the effica-
cy of the treatment. The patient needs to
be informed by you at the beginning of
treatment of these expected trial lengths
so that he/she understands how long it
might take for an effective outcome to
occur. The patient can certainly assist in
this process by keeping a headache diary
either on a calendar or on one of any
number of available diary tools.

The following are among the most
commonly used migraine prophylactic
treatments. The first choice for many spe-
cialists, unless otherwise contraindicated
is propranolol LA (Inderal LA). The start-
ing dose should be 40mg PO daily
increasing over three weeks to 240mg PO
daily. This drug is in fact FDA approved
for the prophylactic treatment of migraine
headache. Side effects of this and other
beta-blockers which might be considered
(see below) include fatigue, depression,
nausea, dizziness, impotence, bron-
chospasm (more likely in the less selective
beta blockers) and insomnia. 

Another FDA-approved migraine pro-
phylactic medication is topiramate
(Topamax). This drug for some has
become the first-line agent of choice
despite the lack of comparative trials.
Dosing usually starts at 25mg PO daily
for one week then 25mg PO twice daily
for one week than further titration to
100-200mg PO daily in divided doses.
Side effects, especially sedating and cogni-
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Physicians have a wide array of preventive therapies at their disposal. Here’s how 
to familiarize yourself with the pros and cons of each prior to determining an approach.

CASE HISTORY: A 28-year-old fully
employed male without any signifi-
cant past medical history begins to
complain of temporal headaches. He
is referred to you and describes
aching and throbbing over either of
his temples and jaws. During a
headache, he says, his scalp and jaw
are sensitive to touch. The headache
occurs two to three times weekly, interferes with his ability
to function and is accompanied by mild nausea, phonopho-
bia, and photophobia at times. Both his parents have experi-
enced headaches in the past and they were told that they
were related to tension. Upon a routine visit to his dentist, he
mentions the headaches and the dentist tells him that since
they occur around his temples and his temporomandibular
joints are tender, his headaches are related to a condition
known as temporomandibular joint disease, or TMJ. He is
advised to use a custom night splint, which does not allevi-
ate his pain. X-Rays of the temporomandibular joint are neg-
ative. He is referred to you for “medical” management of his
temporomandibular joint disease-related headaches. You
interview him, examine him and inform him his most likely
diagnosis is migraine headache without aura.
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tive side effects, will likely limit how high
the dose can be as well as how quickly the
dose can be titrated. Valproic acid
(Depakote/Depakote ER) is also approved
for prophylactic treatment of migraine
and should be started at a dose of 250mg
PO twice daily for the non-ER prepara-
tion or 500mg PO daily for the ER prepa-
ration. Although this can clearly be effec-
tive in reducing headache frequency and
severity, keep in mind that its three main
side effects are weight gain, alopecia and
tremor. 

This just scratches the surface of med-
ications with some degree of established
efficacy in as migraine prophylactic
agents. Other beta-blockers that have
been used include pindolol (also FDA
approved for migraine prevention), meto-
prolol and nadolol. Of note, the lack of
patient response to one beta-blocker does
not negate the possibility of a positive
response to a different beta-blocker. 

Tricyclic antidepressants including
amitriptyline, nortriptyline and
imipramine have been used for years for
migraine prevention but none are specifi-
cally FDA approved for such use.
Nevertheless, they have been shown effec-
tive for many patients, but side effects
may preclude their use. These include
weight gain, dry mouth, cardiac arrhyth-
mia, sedation, reduced libido, hypoten-
sion and constipation. 

Serotonin-specific reuptake inhibitors
such as fluoxetine, paroxetine and sertra-
line have also been studied in migraine
prevention, with mixed results. Weight
gain or loss and diminished libido are
among the side effects to look out for with
this group of medications. A recent study
has examined the benefit of venlafaxine
(Effexor), a norepinephrine-specific reup-
take inhibitor (NSRI), as a prophylactic
agent with the conclusion that doses of at
least 150mg/day are required to achieve
notable benefit. This would require dose
titration over approximately one month to
comfortably arrive at this dose.
Theoretically, it might be possible to

arrive at a similar outcome with another
NSRI agent, duloxetine (Cymbalta), since
extensive titration to effective dose is not
required.

Calcium channel blockers including
verapamil, nifedipine and diltiazem have
been used as migraine prophylactic agents
as well. Constipation, weight gain,
hypotension and dizziness are among the
most common side effect with these
agents. In addition to the AEDs noted
above, many other anticonvulsant agents
have been used in the prophylactic man-
agement of migraine. ACE inhibitors,
including lisinopril, have also been stud-
ied with moderate benefit in small studies
seen. Gabapentin (Neurontin) has been
studied with moderate benefit; it remains
to be seen whether pregabalin (Lyrica), a
newly-approved medication with a pri-
mary mechanism of action identical to
gabapentin, will be an effective migraine
prophylactic agent or not. 

Of interest is that zonisamide
(Zonegran)—an anticonvulsant with a
mechanism of action virtually identical to
topiramate while not nearly as extensively
studied as a migraine prophylactic
agent—nevertheless might be considered
as quite a reasonable choice. The availabil-
ity of a 25mg starting dose for this drug
clearly improves its tolerability and I have
found it effective and well tolerated.
Initial excitement regarding the potential
benefit of lamotrigine (Lamictal) for
migraine prophylaxis has waned; also,
there are little data to support the use of
levetiracetam (Keppra) for migraine pre-
vention. While side effects of the anticon-
vulsants should be considered on a drug-
by-drug basis, weight gain or loss, seda-
tion, dizziness, rash and reduced libido are
common to some of these. 

Serotonergic agents such as methylser-
gide have in general fallen out of use be-
cause of the potential for retroperitoneal
fibrosis and other side effects with pro-
longed use. Nevertheless short-term pro-
phylactic treatment (less than six months)
with this agent could be considered for

some otherwise unresponsive patients.
Non-traditional pharmacological ap-
proaches including the use of feverfew,
riboflavin, magnesium, coenzyme Q10
and butterbur as migraine prophylactic
therapies have also been described with
various degrees of success.

This discussion could not be complete
in 2006 without a mention of the increas-
ing evidence for the use of botulinum
toxin type A (Botox) in the prophylactic
treatment of migraine headache. From
earlier open-label studies to two recently
reported randomized controlled studies—
not to mention the anecdotal experience
of many headache specialists—Botox
appears to be a very promising treatment
for migraine prophylaxis. Botulinum
toxin type B (Myobloc) is also available in
the United States but has not been studied
as extensively as Botox for this clinical
condition. One important note for Botox-
treated headache patients: it is clear that
two or three treatments may be required
to achieve maximal benefit.

Putting Together a Plans
In summary, numerous migraine prophy-
lactic therapies are available for the patient
reported above as well as for our other
patients who are in need of such treat-
ment. Treatment choices, in addition to
being based on established efficacy, may
be influenced by various other medical
and non-medical factors—most impor-
tantly, however, one must realize that
there is no shortage of available treatment
for our patients with migraine headache.
Now that we’ve reviewed the most com-
monly used options, next month we’ll dis-
cuss how to narrow the choices and put
these agents into practice in our sample
case as well as other applications. PN
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