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RESISTANT
MIGRAINES

Alternate strategies may be required
for overcoming the treatment resist-
ance of certain types of migraines.

By Randall L. Oliver, MD and April Taylor, RN, BSN

riptans have been available since 1992

and are now generally accepted to be the

most predictable of treatments for mi-
graines. However, triptans do not work for
everyone. The fast acting oral triptan prepara-
tions (Imitrex, Maxalt, Zomig, Axert, Relpax)
all work in approximately the same percentage
of patients varying from 60 to 70% in different
studies. The 30 or 40 % of patients that do not
respond to one triptan may well respond to one
of the other triptans.' Eletriptan has been found
in one study to be effective in patients who
found oral sumatriptan to be poorly effective
or to cause side effects.! In another study, the
30% of the participants who failed with oral
sumatriptan for migraine treatment responded
to Zomig 71% of the time and to Maxalt 81%
of the time.? Use of other formulations, such as
Imitrex or Zomig nasal spray or the Imitrex in-
jection, also increases the percentage of pa-

tients that may respond.

There is still a percentage of migraine patients
that are triptan non-responsive. This article will
deal with possible reasons for treatment-resist-
ant migraines. (See table 1.)

Transformed Migraine

Transformed migraine initially has a typical
migraine presentation. The migraines have an
obvious start and finish with discrete
headache-free periods between attacks. Grad-
ually the headaches increase in duration with
fewer and fewer pain-free days. The use of
analgesics may increase over time with less and
less response. The etiology of transformation
may be time, under-treatment, or a comorbid
condition. Transformed migraine can be sub-
classified as pseudo-transformed, rebound, or
psychological and are discussed in the follow-
Ing sections.
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Treatment-Resisiant MI

Since the offending agent may be caus-
ing the patient’s headache pattern to
worsen, 1t may not be advisable to con-
tinue to prescribe such a medication since
it may be causing more harm than good.

A common physician complaint is not
knowing “how to get the patient off the
drug.” While the process itself mav be
complicated, it starts by simply telling the
patient that this pattern is harmful and
should no longer continue. Then inform
him or her that the analgesic will no
longer continue to be prescribed. The pa-
tient’s only choice will then be to either
follow the weaning protocol or obtain a
new physician. Allowing the patient to
leave the practice and obtain a new physi-
cian is much preferable to allowing the
patient to continue using a medication
that is known to make the problem worse.

Transformed with

Psychological Overiay

Migraines can become transformed and
difficult to treat if a person has a history
of treatment-responsive migraines but
then experiences a psychological prob-
lem. The transformer, for example. could
be a divorce, death of a loved one or anx-
iety. See the next category for further dis-
cussion of treatment-resistant psycholog-
ical migraines.

Psychological Overlay

The difference between a transformed
psychological migraine and a migraine
caused by psychological issues is the tim-
ing of the migraines and the psychologi-
calissue. In transformed migraines, treat-
ment-responsive migraines were present
prior to a new psychological issue. The
migraine then becomes transformed and
no longer responds to a previously suc-
cessful migraine treatment. However,
many times the psychological problem is
the trigger to migraines that previously
did not occur. When the psychological
problems are present and left untreated
migraines develop. Certainly if the pa-
tient has a psychological problem con-
tributing to his or her headache, the trip-
tans will be less responsive as the baseline
problem is not being addressed. Bipolar
Is a very common problem in migraines
with some studies suggesting that as many
as 10% of all migraineurs have a bipolar
tendency. Depression and insomnia also
co-exist with many migraines. It is im-
portant that when a physician treats
someone with migraines that he or she
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also checks for concomitant depression.
anxiety and insomnia.” Certainly if the pa-
tient has concomitant unaddressed de-
pression, any treatment of the migraine
will not be complete. Lack of restful sleep
is a common migraine trigger. Not ad-
dressing the patient’s insomnia will cause
the migraines to be less responsive to
treatment. If the patient has an ongoing
stressful situation such as a divorce or
work situation, the triptans or other treat-
ment of migraines will be less effective.

Hormonal Imbalances
Three-fourths of migraineurs are female,
and this is most likely due to estrogen and

Three-fourths of
MIgYaIneurs are
female, and this is
most likely due to
estrogen and
other hormonal
manifestations.”"
Changes in hormonal
levels are known to

precipitate m 1graines.

other hormonal manifestations.**
Changes in hormonal levels are known to
precipitate migraines. The usual times for
hormonal changes are puberty, child-
birth, menses and menopause. For exam-
ple, many women start with migraines at
puberty.

Women who experience migraines may
have an increased sensitivity to changes
in hormone levels. There is no difference
in menstrual cycles in women who do ex-
perience migraines from those who do
not." Approximately half of all female mi-
graineurs relate that migraines occur
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around the menstrual cycle. The exact
time around the cycle varies from woman
to woman. It may be before, during or
after menses. This is usually related to
each particular woman’s hormonal trig-
ger (e.g. either estrogen level rising or
dropping). Menstrual migraines are com-
monly thought to be less responsive to
treatment, however two-thirds to three-
fourths of menstrual migraines treated
with a triptan report relief. Treatment can
be both preventative and abortive. To
prevent transformed migraine, it is im-
portant to treat early when the pain is
mild." Triptans, with different formula-
tions, can be used for both. Triptans
should be used for abortive therapy, but
if the woman experiences more than three
migraines per month, prevention needs
to be considered.” Prevention is not rec-
ommended for less frequent migraines
due to prolonged dosing and complex
regimens compared to acute therapy. Pre-
vention is also not recommended in un-
predictable menses."

Migraines are also very common dur-
ing pregnancy. Women may relate that
their migraines appeared with the first
child, disappeared with the second and
reappeared with the third child. The hor-
mone changes in pregnancy may make
the migraines disappear or they may
make them worse and less responsive to
treatment. Again, hormone changes af-
fect migraines but the effect may be un-
predictable in each individual.

Menopausal migraines are an interest-
ing phenomenon. While it is known that
many females with migraines will cease
having migraines after menopause, many
also experience worsening of migraines
during the menopausal time itself. This is
almost certainly due to the spiking of es-
trogen, the same effect that causes the hot
flashes women encounter during
menopause.” Migraine prevalence de-
creases with age and is believed to be
caused from the decrease in estrogen after
menopause.” It may be an assurance to
the woman that while her migraines may
worsen during menopause, migraines will
generally improve after menopause. It is
also important to administer a stable
hormone level when using hormone re-
placement therapy after menopause for
women with migraine tendencies. Treat-
ment should incorporate a steady dose of
hormones on a daily basis during the
month. Cycling hormones, such as using
an estrogen product for 25 days and cy-
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because it will generally work the fastest
and most completely. Italso has the widest
range of usage. such as in the patient with
nausea and vomiting. Patients generally
prefer oral preparations.’ If one oral
preparation fails, remember that other
oral preparations may still have utilitv.*
Failure of one triptan does not mean fail-
ure of all oral triptans. When trying one
triptan or another it is important to give
each triptan a sufficient trial of a mini-
mum of three different migraine events
before determining that it is a failure.
Even injectable triptan can have a first,
second or even third-pass failure before it
becomes effective. Stratified care will re-
sult in the greatest number of migraines
resolved. Classification as triptan resist-
ance may be premature if only one or two
triptans have been tried when mavbe the
person will find relief with a different oral
triptan, nasal spray or injection formula-
tion.

When triptans, including the injectable
version, are found ineffective, one should
first look to the reasons why. First, one
should reconsider the diagnosis. If it is
confident, one should consider trans-
formed migraine, such as rebound or in-
complete migraine treatments, or co-
morbid conditions such as a psychologi-
cal problem, hormonal problems or head
injury.

When dealing with headaches, whether
triptan-responsive or not, it is always ap-
propriate to investigate and modify any
medication that appears to possibly wors-
en headaches.Even nonprescriptive over-
the-counter medications may be an of-
fending agent. !
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REDUCE THE RISK!

Be sure your patients are taking their

medications as prescribed.
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