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Migraine in women poses a series of specific and challenging questions,
which need to be addressed to optimize the treatment.
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Between 15% and 17% of Canadian women apgegnancy is associated with a reduced number
afflicted with migraine at some point in theirattacks. There are several ways to attenuate t

livesl Several internal and external factors capotential effects on the infant that medications

modulate the frequency and severity of the condiaken during breastfeeding for the treatment o

tion. In women, variations in the hormonaimigraine may have. Menopause can become a cr|

milieu—from puberty to menopause—have a defeal period, with an increase in the frequency o

inite influence in the clinical expression ofattacks in the perimenopausal period, and, in so

migraine. cases, perpetuation of the problem after menopau
Migraine is more likely to be active at the timewith hormonal replacement therapy.

of menses, and for most women with migraine,
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Table 1

Incidence of Ischemic Stroke in Young Women (less than 45 years)t

Odds Ratio
Non-OC + Non-migraine 6/100,000 women-years
OC + Non-migraine X3 18/100,000 women-years
OC + Migraine without aura X9 54/100,000 women-years
OC + Migraine with aura X 27 162/100,000 women-years

T = Assuming that independent odds ratio are multiplicative

disorders had become availaBl#.is, therefore, ment; and between 18% and 50% will develop
difficult to determine the type of thesle novo worse migraine headaches, particularly in thg
headaches. In more recent studies, it appears tlaig-free interval. A worsening migraine condi-
the incidence of new onset headache with O@®sn with OC use is usually observed in the firsi
correlate with the dosage in EEDNew onset cycles; more often in women with a family histo-
headaches were reported in less than 2% gf of migraine. The effect of discontinuing the OC
on resuming a previously lower frequency of
migraine headaches remains totally unpredictabl

OCs have been associated with an increased

M . ) ) risk of ischemic stroke. Odds ratios for ischemig
enstrually associated migraine stroke range from 1.5 to 3.2 with pills containing

should be treated in the same way as 50 mcg of EED, and increases with higher con
regular migraine; that is, by using a centrations in EED.Migraine and predominantly

strategy of staged care or stratified care. migraine with aura also have been associated with
an increased risk of ischemic stroke. The odds

ratio could range from a maximum of three in
migraine without aura to 6.2 in migraine with
women taking an OC with 20 mcg of EED. Neweaura’ The risks of ischemic strokes in migraineurs
OCs usually contain 30 mcg of EED and are conmcrease further with heavy smoking (20 ciga:
bined with third-generation progestogens, whictettes/day), age and OC use. As a useful clinica
seem to have less negative influence on the occapproximation, one can say that OCs do increase
rence of headaches. the incidence of ischemic strokes in young women
The influence of OCs in already diagnosedly a factor of three, and that migraine in itself is
migraineurs is quite variabfeThirty-nine per cent an independent risk factor.
to 65% of women will experience no change; a The odds ratio for independent risk factors
small number (3% to 35%) will show improve-may be multiplicative. As an example, the odds
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Migraines

ratio for ischemic stroke in a young woman wit
migraine with aura taking low-dose estrogen O
could be: 3 x 6 = 18 (Table 1). The absolute riJEIINERSIIERYIT e ERITE L)
of ischemic stroke in young women remains lowsde]{eIelo] SN 44 [0Re VAT 1a o] a1 1))
6/100,000 women-years in non-migrainou
women and 19/100,000 women-years in migraif * Naproxen 500 mg bid
ous women. Consequently, there is no absoly  Mefenamic acid 250 mg tid
contraindication to the use of OCs in women wit| « Ergotamine 1 mg bid
migraine without aura and without risk factérs.
Caution should be exerciseéad prescribing OCs Y _
. L . * Hormonal therapy:

to women with migraine with aura, and OC Estradiol gel 1.5 mg qd
should be discontinued in women with migrain Estradiol patch 100 mcg q 3-4 days
without aura, who develop simple or comple
auras, as well as in women with migraine with
simple aura, who develop complex or prolongethternational Headache Society. Menstrua
aura. migraine is usually defined as a migraine attack

Progestogen-only hormonal contraceptive ussarting from two days before menses to the last
has not been associated with an increased riskdafy of menstruation. Only about 9% of womern
ischemic stroke. Progestogen-only hormonatith migraine will get their attacks exclusively
contraception should be considered as an altermgith menses. Most of the women with migraine

Table 2

 Naratriptan 1 mg bid

tive in high-risk situations. (60%) will get menstrually associated migraing
. ) and intermenstrual migraine. Several women with

Mlgralne and menstrual migraine will tend to be symptomatic at

the Menstrual Cycle the time of ovulation. The susceptibility to

Menstrual migraine is not defined as such by thmigraine throughout the menstrual cycle seems 10
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Migraines

Table 3

Pharmacologic Treatment of Migraine in Pregnhancy

Symptomatic Treatment Prophylactic treatment

First Choice: Acetaminophen Propranolol
Codeine

tSecond Choice:  Acetylsalicylic acid Amitryptiline
NSAIDs (naproxen, ibuprofen)

Severe Attacks: Chlorpromazine
Dimenhydrinate
Meperidine
Morphine
Prednisone
Dexamethasone

tShould not be used in the third trimester

be closely linked to falling levels of circulatingdays, starting two to three days before the time of
estrogens. Estrogen withdrawal and release wienstruation. Nonsteroidal anti-inflammatory
prostaglandins at the time of menstruatiordrugs (NSAIDs), such as naproxen (500 mg bid
through several mechanisms, tend to alter paom mefenamic acid (250 mg tid), ergotamine tart
perceptior? trate 1 mg bid, and naratriptan 1 mg bid, have been
Menstrually associated migraine often has beersed as perimenstrual prophylactics. The best
considered as more severe and more difficult tesults, however, seem to have been obtained with
treat than the intermenstrual migraine. This notiotme percutaneous use of estradiol gel 1.5 mg daily
arises from the fact that menstrually associated estradiol patches 100 pug every three to four
migraine tends to be more prolonged, with mordays.
recurrence after symptomatic treatment. These )
observations, however, have not been validated Bigraine and Pregnancy
specific clinical studies. Migraine is not a risk factor for the pregnancy ot
Menstrually associated migraine should bthe fetuslO Despite the fact that up to 50% of the
treated in the same way as regular migraine; thategnancies are unplanned, and that many
IS, by using a strategy of staged care (prospectim@graineurs may continue to treat their headaches
treatment according to the severity of the attackyith their usual medications in the early phase @
or stratified care (treatment according to the usutileir pregnancy, no increased incidences of tox
disability from attacks). emia, abnormal labor, stillbirths or congenital
Several perimenstrual prophylactic treatmemhalformation have been reported in pregnant
protocols have been proposed (Table 2). The treatomen with migraine.
ment is usually given for a period of seven to 10 Migraine, however, remains a risk factor for

—
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Table 4

Pharmacologic Treatment of Migraine During Breastfeeding

Symptomatic treatment Prophylactic treatment
Use Avoid Use Avoid
Acetaminophen Meperidine Tricyclics Atenolol
Ibuprofen Oxycodone Propranolol Nadolol
Flurbiprophen High doses ASA Sotalol
Ketorolac Ergotamine

Mefenamic acid
Sumatriptan
Morphine

Prednisone

migraine in the offspring. Although the genetics odcetaminophen and codeine are the drugs

migraine have not been sorted out, several longihoice. Acetylsalicylic acid (ASA) and NSAIDs
tudinal studies have shown a definite inheritangéuprofen and naproxen) also can be used, exce
of migraine, with the condition being transmittedn the third trimester, where they have been ass

more readily from the mother than from the fatheciated with pre-eclampsia, prolonged labor, pult

During pregnancy, migraine generally tends to
improve in 60% to 70% of the cases and mostly in
the second and third trimester. Improvement is

observed predominantly in women with a history If an increased frequency of attacks

of perimenstrual migraine or migraine onset ecomes an issue prophylactics, such as
menarche. Migraine can, at times, worsen during ’ ’

pregnancy (4% to 8%), particularly in women propranolol or amltryptlllne, are safe.
with migraine with aura. In 10% of cases, Ihey should be discontinued, however,

migraine may start with pregnancy, and the newtwo weeks before the end of pregnancy.
onset migraine type often is migraine with aura.
Most women who experience improvement in

their migraine condition during pregnancy willmonary hypertension and increased hemorrhagic

soon resume their pre-pregnancy pattern in thmesk for both the mother and the fetus. For attack
immediate post-partum. of severe or ultrasevere intensity, in addition tq
The management of migraine during pregnan@eneral measures, such as rest and hydratig
should primarily be non-pharmacologic. Should ahlorpromazine and dimenhydrinate can be use
pharmacologic approach become necessary, sevéoal pain control, meperidine, morphine, pred-
medications are considered safe for use (Table 3hisone and dexamethasone can be considered.

pt
)_

For attacks of moderate-to-severe intensity, If anincreased frequency of attacks becomes &
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Table 5

Optimal Use of Hormone Replacement Therapy in Migraine

Estrogens Progestins
Reduce estrogen dose Switch from cyclic to continuous lower dose
Switch from qgd to bid dosage Change progestin type

Convert from interrupted to continuous dosing Discontinue progestin (requires endometrial
monitoring)

Change conjugated estrogen to pure estradiol, Change delivery system (orally to vaginal)
synthetic estrogen or pure estrone

Convert from oral to parenteral dosing
Add androgens
Switch to selective estrogen receptor modulators

issue, prophylactics, such as propranolol or amiffable 4). Some medications, however, should b
ryptiline, are safe. They should be discontinuedyvoided: meperidine may induce transient beha
however, two weeks before the end of pregnancipral changes; oxycodone gives an exposure th
approaches 10%; ergotamine reduces prolact

] ] ] secretion; and high doses of ASA may produce trar
Migraine and Breastfeeding sient metabolic acidosis in the infant. The tricyclig
Treatment of migraine in a breastfeeding womaantidepressants and propranolol can be used safe
raises several questions. How much of a givdiut atenolol, nadolol and sotalol should be avoided

drug will be secreted in milk? What are the poteras they may give a level of exposure close to 10%.

tial side effects for the infant? For any drug, the )

infant dose can be calculated according to a fdMligraine and Menopause
mula that takes into account maternal absorptio@)assically, menopause is considered a critica
the concentration ratio of milk to maternal plasmaperiod in the life of a migraineur. Before showing
and the infant clearance of the drug. A drug takem tendency to abate after menopause, migraif
by the mother is considered to give the infant may show an acceleration in frequency and seve
non-clinically significant level of exposure if theity during the early phase of menopause. Tha
blood levels of the given drug are less than 10% eéems to be true predominantly in women with
the weight-adjusted therapeutic dose for thgrevious history of menstrual migraine. There are

infant11 Most drugs would give an exposure ohowever, few studies that have addressed thj

much less than 10%. The effect on the infant caamoblem in detail. In contrast, migraine may be
be minimized by asking the mother to take heworsened after surgical menopad3e.
medication after breastfeeding. The symptoms of migraine may be relieved

For the symptomatic treatment of migraine duwith hormone replacement therapy (HRT) in the

l

ing breastfeeding, several medications can be ugsetimenopause, where frequent and unpredictab
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fluctuations in the estrogens are seen. During tik@nally, menopause may not represent a pause for
early phase of menopause, HRT may tend to namigraine in many women, and many different
malize the circulating levels of estrogens. In cortreatment protocols render HRT possible, when
trast, HRT may aggravate migraine in the postrdicated|cME]
menopause.

There are, however, several ways whereby suBgferences o
a tendency could be attenuatéConjugated estro- -~ ST V% St Rasusen BiC Mg preve
gens are known to produce more negative effects 1994: 44(6, suppl. 4):517-523.
than the synthetic ones or pure estradiol. Tie Larson-Cohn U, Lundberg PO: Headache and treatment

dosage of estrogens may need to be reduced""“h oral contraceptives. Acta Neurol Scand 1970; 46:267-
8.

switched from a daily to a twice 3 Headache Classification
daily schedule, or converted fror Committee of the International
an interrupted to a continuou Headache Society: Classification and
dosing. A parenteral dosing ofte dlagnostlc_crlterlafor_ headache_dlsor_-
. ders, cranial neuralgias and facial pain.
produces less negative effec g Cephalalgia 1988 8(Suppl. 7):1-96.
than an oral one. Adding andrg 2 3 4. Fotherby K: Clinical experience
i i d pharmacological effects of an oral
gens to estrogens or switching t a1 and pharmacological f
. j contraceptive containing 20 micrograms
selective estrogen rec_epto_r mod _.*' estrogen. Contraception 1992; 46:477-
lators may be appropriate in som 8s.
patients. Similarly, modifications For Good News 5. Massiou H, MacGregor EA:
in progestin dosing may be con Eyolutlon and treatment of migraine
sidered (Table 5). See Page 104, 105 \év(l)tgo(.)rgcl).clo;(;trjceptlves. Cephalalgia
Although, in some patients, 6. M.assiou.H, Bousser MG:

HRT may have a negative effect on their migraine Influence of female hormones in migraine. In: Olesen J,

s ; ; P Tfelt-Hanse P, Welch KMA (eds.The Headaches. Second
Condltlon’ there is no evidence that it increases Edition. Lippincott Williams & Wilkins, Philadelphia,

the risk of ischemic stroke. Moreover, in contrast »qq9, pp. 261-7.
with the observations in women younger than 456 Tzourio C, Tehindrazanarivelo A, Iglesias S, et al: Case-
years, there is no evidence that migraine is a risk control study of migraine and risk of ischemic stroke in

. . . young women. BMJ 1995; 310:830-3.
factor for ischemic stroke in women over agg. The International Headache Taskforce on Combined Oral

45638 Contraceptives & Hormonal Replacement Therapy:
Recommendations on the risk of ischemic stroke associat-
ed with the use of combined oral contraceptives and hor-

H monal replacement therapy in women with migraine.

C_On_CIU_SI()n ) . Cephalalgia 2000; 20:155-6.

Migraine in women poses a series of specific ard silberstein SD, Merriam GR: Estrogens, progestins, and

challenging questions, which need to be headache. Neurology 1991; 41:786-93.

addressed to optimize treatment. One can n& ?su(kém} 'Vii)grs’ggg?s"z‘spreg”ancy' Neurology 1999;
longer consider OCs as absolutely contraindicafy it s: Drug therapy for breast-feeding women. N Engl J

ed in patients with migraine. Ways to treat dis- Med 2000; 343(2):118-26.
ab“ng menstrual migraines are available arﬂf. Neri I, Granella F, Nappi R, et al: Characteristics of

. - _headache at menopause: A clinico-epidemiologic study.
should be used. Migraine also can be safely man- =~ =~ 1003: 17:31.7,

aged both during pregnancy and breastfeeding. siiberstein SD, de Ligniéres B: Migraine, menopause and
hormonal replacement therapy. Cephalalgia 2000; 20:214-21.
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