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Oral Contraceptive Drugs and Migraine

Drit. mod.., 1968, 99

The occurrence of headache as a complication in women taking
oral contraceptive preparations is a well-recognized pheno-
menon. Mears and Grant (1962) reported the incidence of
headache to be 11% in a series of 166 women, whereas Gold-
zieher et al. (1964) gave an incidence of 3.2% in a large series
of women on the sequential regimen. The type of headache
encountered in women taking these preparations often shows
the features one associates with migraine or "vascular head-
ache," and this was commented on by Grant (1964). Changes
in the pattern of pre-existing migraine were observed by Whitty
et al. (1966) in women taking oral contraceptives, and they
concluded that the withdrawal of exogenous progesterone may
set as the trigger mechanism. The tendency for migraine
attacks to occur at times when the ratio alters between endo-
genous oestrogens and progesterones is well recognized. Greene
and Dalton (1953) and Greene (1959) stressed the high mici-
dence of migraine during the premenstrual phase, and the
remarkable freedom from migraine during pregnancy is well
recognized. The present study was made on a group of women
who were taking oral contraceptive preparations and included
patients with and without a history of migraine.

CASE MATERIL

The patients were all attending neurological clinics and there-
fore represent a highly selective group. The findings in no way
reflect the true incidence of headache as a side-effect of taking
oral contraceptive preparations, and there were not enough
patients on the various preparations to enable any firm conclu-
sion to be drawn regarding which particular combination of
oestrogen and progesterone was the most likely to induce side-
effects. The total number of patients was 41, of whom 20 gave
a previous history of typical migraine headaches; doubtful
cases were excluded from the series.
Group 1.-This group included all the 20 patients who had

suffered from migraine before taking oral contraceptives. The
most striking finding in this group was that in 15 patients the
incidence of migraine headaches increased and individual attacks
were more severe; in 10 patients there was a tendency for the
attacks to occur in the intervals between courses of pills. Six
patients complained of increased irritability and depression,
which in two instances was severe enough to necessitate anti-
depressant medication.
Group 2.-There were 21 patients in this group, none of

whom had previously complained of migraine but who devel-
oped headaches while on oral contraceptive regimens. The
headaches were often migrainous in character in that they were
hemicranial, of throbbing nature, and in many instances accom-
panied by nausea, photophobia, teichopsia, and sensory pheno-
mena. Hemicranial headaches occurred in seven patients and
cyclical headaches in four. Depressive features were com-
moner in this group, and among the nine patients with affective
disorders the headaches were often lacking in the migrainous
qualities and more the type of headaches one associates with
tension states.
During the course of this study four patients were encoun-

tered who complained of depressive symptoms without head-
ache from the time they started on oral contraceptives ; no other
adequate cause was determined, and in each instance the mood
improved when the medication was discontinued.

DISCUSSION

The variations observed in the pattern of migraine in associa-
tion with the taking of oral contraceptives plus the appearance
of migraine de nova are of interest, particularly in view of the
well-known predilection for migraine to occur at times when
the oestrogen-progesterone ratio is altered. Migraine sufferers
in the group studied showed a deterioration during medication,
with a tendency for attacks to be worse in the interval between
courses of pills, though migraine headaches were also common
in the middle of the artificial cycle. Among the patients who
developed headaches for the first time while taking oral con-
traceptive preparations there were some who showed typical
migrainous features such as lateralization, photophobia, nausea.
and vomiting. Headache during the period off the pill was not
so apparent in this group, and there were more patients with
non-specific headaches, as might be expected from the slightly
higher incidence of depressive symptoms.
Grant (1965) described the histological findings on endo-

metrial biopsies before starting oral contraceptives and was able
to separate out a " headache-susceptible " group. The biopsies
in these cases tended to show groups of arterioles in the endo-
metrium during the early part of the cycle, and these were not
seen among the controls. The significance of this finding is
not clear, but it is of interest to know that widespread vascular
abnormalities have been observed among patients with migraine
(Appenzeller et al., 1963), and the peripheral vessels may there-
fore reflect the intracranial vascular changes in migrainous sub-
jects. The part played by electrolytes and water retention in
the initiation of migraine attacks is in some doubt, particularly
as Ostfeld et al. (1955) failed to evoke migraine attacks by
overhydration, and, furthermore, inducing a diuresis
immediately before a migraine did not prevent its subsequent
development. On this basis it is unlikely that the water reten-
tion which occurs during oral contraceptive medication would
play a significant part in the development of headaches.

Personality traits and psychogenic factors are constantly to
the fore among sufferers from migraine, and as such a large
number of patients in the present series showed depressive
symptoms while taking oral contraceptives it is tempting to
attribute deterioration to the affective disorder. However, among
those patients whose migraine was worse during treatment
many showed no features of depression. Emotional instability
and depression have long been noted in relation to changes in
the hormonal milieu. Stieglitz and Kimble (1949) quoted the
incidence of depression in the premenstrual syndrome as being
as high as 45% in their series, and depressive illnesses in rela-
tion to the menopause are not unfamiliar. In the current study
the higher incidence of affective disorder among the non-
migrainous subjects is, by virtue of the method of selection, not
significant.
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