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Treatment of menstrual migraine;
multidisciplinary or mono-disciplinary
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Abstract

Background: The aim of this study was to compare a multidisciplinary approach of menstrual (related) migraine,
combining the neurological and gynaecological consultation, to a mono-disciplinary approach involving
neurological treatment.
There is a clear relationship between the menstruation cycle and the occurrence of migraine (menstrual migraine).
Nowadays the treatment of menstrual (related) migraine is performed by a neurologist. A treatment with attention
to hormonal treatment seems more convenient.

Methods: This retrospective study was performed in a cohort using data of 88 women with menstrual (related)
migraine who visited the menstrual migraine clinic between 2012 and 2014 (intervention group). The results were
compared to a historical control group, which consisted of women with menstrual (related) migraine who were
treated before 2012 and received a mono-disciplinary approach.

Results: In the intervention group the Headache Impact (HIT) score significantly improved (65 to 59 points). The
mean headache days per month declined significantly (from 6 to 3.83 days) and these women needed less use of
pain medication. In the control group the decline in HIT score was less striking (65 to 63.5 points) and the mean
headache days per month increased (6 to 6,5 days). It appeared that 20 out of 27 patients in the control group
required a gynaecological consultation in course of time.

Conclusion: A multidisicplinary treatment of women with menstrual (related) migraine gives better results
compared to a mono-disciplinary approach. These results should be interpreted with caution as we performed a
retrospective study with a relative small control group.
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Background
Migraine is a common headache disorder. There is a
clear relationship between the menstruation cycle and
the occurrence of migraine (menstrual migraine). Studies
show that about 50% of the women with migraine
experience a relationship between menstruation and the
occurrence of migraine attacks [1–3]. The menstrual
migraine attacks are usually without aura [4, 5], last

much longer, are more often associated with severe nau-
sea and are more painful than non-menstrual attacks [6].
Menstrual migraine is usually treated as regular

migraine. Clinical studies also show the possibility of a
short-term prevention of perimenstrual migraine with
triptans or hormonal treatment [7, 8]. Recently, non-
invasive vagus nerve stimulation has been suggested as
prophylactic treatment for menstrual (related) migraine
[9]. The majority of migraine patients is treated in
primary care. If needed, patients are referred to the
neurologist for further treatment. Patients with menstrual
migraine also can be referred for hormonal treatment to a
gynaecologist.
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In this study we investigated if a multidisciplinary ap-
proach, combining the neurological and gynaecological
consultation, contributed to an improved treatment of
menstrual (related) migraine, compared to treatment
only by a neurologist.

Methods
Study setting
Patients with migraine in primary care, were referred by
their general practitioner to the headache clinic of the
neurology department, Isala hospital Zwolle, for further
treatment. Before 2012, women with menstrual (related)
migraine were treated only by the neurologist at the
headache clinic. Starting in 2012, women who were
suspected of suffering from menstrual (related) migraine
at the headache clinic were referred to the menstrual
migraine clinic (MMC). All women who visited the
MMC between March 2012 and December 2014 were
included in this study. During the first appointment at
the MMC, headache diaries were reviewed to determine
if the migraine attacks were related to menstruation. In-
clusion criteria were women with (probable) menstrual
or menstrual related migraine according to the ICHD-III
criteria. Exclusion criteria were depression, chronic mi-
graine or medication overuse headache according to the
ICHD-III criteria [4].

Menstrual migraine clinic
The difference between the headache clinic and the
menstrual migraine clinic is a multidisciplinary approach.
At the MMC the patient is seen at the same time by a
nurse practitioner specialised in migraine who initiates
migraine treatment such as attack and prophylactic medi-
cation, and a gynaecology nurse practitioner who focuses
on prevention of the hormonal trigger of menstrual
migraine through hormonal treatment. Drug therapy was
individualised to the patient’s needs according to the
guideline for headache of the Dutch Association of
Neurology [10]. Preventing a decline in estrogen level was
mostly done by treatment with Cerazette (contraception
pill with progestogens only) to avoid hormonal fluctua-
tions and to achieve an amenorrhoic situation. In contrast
to a combined oral contraceptive pill, Cerazette (contain-
ing only progesterone) is not associated with an increased
risk of venous thromboembolism and ischemic stroke
[11]. Other hormonal interventions were continuous
usage of an oral contraception pill during several months,
placing of an intra-uterine device (IUD), or using estradiol
patches around menstruation. Evaluation took place after
3, 6 and 9 months (3 follow-up moments). During these
follow-up moments treatment was evaluated, and adjusted
if necessary.

Intervention group versus control group
The intervention group consisted of women with men-
strual (related) migraine who were treated at the MMC
between 2012 and 2014 and received multidisciplinary
care (N = 88).
The control group consisted of women with menstrual

(related) migraine who were treated at the headache
clinic before 2012. They were treated by a neurologist
and a migraine nurse practitioner (N = 27). These
patients received questionnaires to evaluate the mono-
disciplinary treatment (number of responders = 22). The
number of visits at the outpatient clinic was similar for
both groups.

Data collection
The database contained per patient five contact
moments: Baseline (visit at the headache clinic at the
department of Neurology), the first visit at the MMC
and the follow-up moments after 3, 6 and 9 months at
the MMC. During these visits the patients filled in
questionnaires. One of these questionnaires was about
lifestyle, headache and demographic characteristics. The
patient also filled in a Headache Impact Test-6 and a
SF12 Health Survey.

Statistical analysis
The statistical analysis of the data was done using the
program SPSS for Windows, Version 22.0 (IBM SPSS
Statistics, IBM Corporation, Armonk, NY). At first the
descriptive statistics were performed. Comparison of
nominal variables between both groups was done with a
2x2 cross table and the Fisher’s exact test. Before analys-
ing the inferential statistics the variables were checked
for normality using the Shapiro-Wilkinson normality
test. None of the variables were normally distributed.
Therefore, the statistical analyses were done with non-
parametric tests and the data were presented with me-
dian, minimum and maximum (range). In case of paired
data the Wilcoxon Rank Sum test was used. The Mann
Whitney U test was used when the data were unpaired.
Hypotheses were assumed when they were statistically
significant (P ≤ 0,05).

Results
Study population
A total of 90 women were referred to the MMC. How-
ever, two women did not meet the criteria for menstrual
(related) migraine according to ICHD-III criteria (one
woman suffered from MOH, the other woman suffered
from attacks of dizziness instead of headache). After
performing the descriptive statistics, the sample size was
further reduced to 80 women (8 women were not
motivated for the multidisciplinary treatment because of
pregnancy, psychological problems and other medical
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conditions). Of 7 women no follow up data were avail-
able. The data from 73 women were used in inferential
statistics to compare the multidisciplinary approach with
the previous treatment.

Demographic and migraine characteristics
The mean age at first visit was 38.3 years (SD ± 9385) in
the intervention group, and 39.59 years (SD ± 8427) in
the control group. In both groups more than 75% of the
women reported a family history positive for headache.
The median HIT score at baseline was 65 in the inter-
vention group, and also 65 in the control group. For
more baseline characteristics, see Table 1.

Comparison of outcomes between mono- and
multidisciplinary treatment
During follow-up the median HIT score in the patients
treated at the MMC significantly decreased from 65 at
baseline to 59 points (p < 0,001). In the control group
there was also a statistically significant decline in HIT
score, from a median of 65 points at baseline to a me-
dian of 63.5 points at evaluation (p = 0,005).
The intervention group reported at baseline a me-

dian of 6 headache-days per month, after 9 months
this was significantly reduced to a median of 3.83 days
(p = 0,002). There was no improvement in headache-
days in the control group. The median number of

days with headache in the control group actually in-
creased from 6 to 6.5 days per month.
In the intervention group the median number of days

using pain medication against migraine declined signifi-
cantly during follow-up. At first visit the women used
pain medication at a median number of 5 days per
month, and after 9 months this was declined to 3 days
per month (p = 0,003). In the control group this variable
was only included at evaluation and resulted in a median
of 5 days at evaluation.
The satisfaction about treatment improved in the

intervention group. At first visit the median level of sat-
isfaction was three (sometimes satisfied with treatment),
while during follow-up the satisfaction was scored with
a median of four (very often satisfied). The median level
of satisfaction at evaluation in the control group was
also four. The multidisciplinary approach did not im-
prove the total score of the SF12 questionnaire.

Overview of treatments control group
In the end, 74.1% of the women with menstrual migraine
who visited the headache clinic (control group) were re-
ferred to a gynaecologist. Apparently, most women in
the control group needed a multidisciplinary treatment.
The majority of patients in the control group received,
in addition to migraine medication prescribed by a neur-
ologist, a hormonal treatment (22 of the 27 patients)
which was prescribed by a gynaecologist.

Discussion
The treatment of patients with menstrual migraine and
menstrual related migraine at a MMC gave better results
compared to a mono disciplinary approach. During the
multidisciplinary treatment the median HIT score im-
proved, there was decline in headache days, and patients
were using less pain medication compared to standard
care. It is striking that 20 of the 27 patients from the
control group were referred to a gynaecologist in course
of time. Thus, 74.1% of the control group who initially
received a mono-disciplinary treatment, eventually re-
quired a multidisciplinary treatment. Referring a patient
with menstrual or menstrual related migraine immedi-
ately to the multidisciplinary clinic (MMC) will probably
result in a more adequate and effective treatment. A
multidisciplinary approach is also patient friendly as the
patient does not need to visit two different clinics for the
same disorder. Instead of working separately, at the men-
strual migraine clinic practitioners of both disciplines can
communicate, discuss and combine their knowledge
resulting in a more adequate treatment.
In this study both the intervention group and the

control group had a mean age of around 39 years old,
varying from 15 to 55 years old. The mean and range
in age is comparable with other studies [2, 12–14].

Table 1 Baseline characteristics of patients, n (%)

Intervention group
N = 88

Control group
N = 27

Years with headache at first visit

Mean ± SD 18,66 ± 10,780 19,22 ± 9,736

Headache frequency

1–4 per year 1 (1,1%) -

5–11 per year 2 (2,3%) 3 (11,1%)

1 per month 31 (35,2%) 6 (22,2%)

2–4 per month 28 (31,8%) 10 (37%)

1–2 per week 18 (20,5%) 7 (25,9%)

3–5 per week 4 (4,5%) 1 (3,7%)

Daily 1 (1,1%) -

Unknown 3 (3,4%) -

Aggravation of headache by physical activity

Yes 56 (63,6%) 20 (74,1%)

No 32 (36,4%) 7 (25,9%)

Aura characteristicsa

Yes 19 (21,6%) 6 (22,2%)

Visual symptoms 14 (15,9%) 6 (22,2%)

Speech disturbance 7 (8%) 3 (11,1%)

Sensory symptoms 9 (10,2%) 2 (7,4%)
aMore than one answer was possible
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According the ICHD-III criteria menstrual migraine is
usually without aura. However, a retrospective clinic-
based study and another questionnaire-based study
mention migraine with aura occurring menstrually,
but further clinically details were lacking [3, 15]. In
this study 21,6% of the intervention group and 22,2%
of the control group reported aura characteristics.
The explanation for the relatively high incidence of
aura symptoms may lie in the fact that the question-
naires were filled in by the patient herself, and thus
represents a subjective view of the migraine charac-
teristics. There could have been confusion with symp-
toms which actually belong to the prodromal phase
being assigned to be aura [1, 16]. Other studies also
mention that women with menstrual migraine report
having aura symptoms. In these studies women with
menstrual related migraine experience aura symptoms.
Migraine attacks around menstruation were always
without aura, while the attacks at other times were
associated with aura symptoms [1, 16]. In this study
the patients were not asked whether their aura symp-
toms occurred during the menstruation or at other
times of the cycle.
This study has some limitations. As it is a retrospect-

ive study we were dependent on the data which were
acquired in the past. Not all questionnaires were fully
completed. We tried to retrieve the data by searching in
the referral letters, and in the electronic hospital record.
The control group in this study included women with
menstrual migraine and menstrual related migraine who
were seen before 2012, during this period there was no
multidisciplinary clinic for menstrual migraine. The
evaluation of the mono-disciplinary approach they re-
ceived before 2012, was evaluated when the menstrual
migraine clinic was already started. The time interval be-
tween initiating treatment and evaluation by using the
questionnaires showed up to be on average 19 months.
It would have been better if the evaluation in the control
group also took place after 3, 6 and 9 months. However,
even with a different time interval between baseline and
evaluation, there are convincing results that the multidis-
ciplinary approach is superior to the mono-disciplinary
approach. Unfortunately, a number of variables could not
be compared because there was a lack of data. Finally, it
should be mentioned that not all patients received the
same drug therapy. For each patient was determined what
was the best choice as regard to therapy. The choice of
medication, both neurologically and hormonally, differed
per patient. However, the aim of the study was not to treat
all women with the same medication, but to compare the
mono-disciplinary approach with the new multidisciplin-
ary approach.
The comparison between our intervention group and

control group is valid, because there were no significant

differences in headache characteristics between both
groups. Another strength of this study was the certainty
of the diagnosis of menstrual migraine, because head-
ache diaries were checked before treatment was started.
However, the results of our study should be interpreted
with caution as we performed a retrospective study with
a relative small control group. In the future a prospect-
ive study could be performed to confirm the benefits of
a multidisciplinary treatment in women with menstrual
(related) migraine.

Conclusions
It is important to treat women with menstrual and
menstrual related migraine adequate, as the impact of
migraine on daily life is high. Our study showed that the
multidisciplinary approach is best for treating menstrual
migraine. It resulted in a reduction of headache days per
month, the need for pain medication and the headache
impact score compared to a mono-disciplinary approach.
Furthermore, it appeared that many of the patients with
menstrual migraine needed a multidisciplinary treat-
ment, as many patients were referred to a gynaecologist
after visiting the neurologist. Providing a multidisciplin-
ary approach in first instance, an adequate treatment is
given directly resulting in an optimal treatment of
patients with menstrual migraine.

Acknowledgements
We would like to thank Mrs. G. van Vemde (nurse practitioner neurology)
and Mrs. A. Franssen (nurse practitioner gynecology).

Funding
This study was not funded.

Authors’ contributions
All authors were involved in conception and design of the project. HW
drafted the manuscript. All authors reviewed it critically for intellectual
content and approved the final version of the manuscript.

Competing interests
The authors declare that they have no competing interests.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Author details
1Isala, Department of Neurology, Dr van Heesweg 2, 8025 AB Zwolle, The
Netherlands. 2Isala, Department of Gynaecology, Dr van Heesweg 2, 8025 AB
Zwolle, The Netherlands.

Received: 7 January 2017 Accepted: 5 April 2017

References
1. Dzoljic E, Sipetic S, Vlajinac H, Marinkovic J, Brzakovic B, Pokrajac M, Kostic V

(2002) Prevalence of menstrually related migraine and nonmigraine primary
headache in female students of Belgrade University. Headache 42:185–193

2. Granella F, Sances G, Zanferrari C, Costa A, Martignoni E, Manzoni GC (1993)
Migraine without aura and reproductive life events: a clinical
epidemiological study in 1300 women. Headache 33:385–389

Witteveen et al. The Journal of Headache and Pain  (2017) 18:45 Page 4 of 5



3. Granella F, Sances G, Pucci E, Nappi RE, Ghiotto N, Napp G (2000) Migraine
with aura and reproductive life events: a case control study. Cephalalgia
20:701–707

4. Headache Classification Committee of the International Headache Society
(2013) The international classification of headache disorders, 3rd edition
(beta version). Cephalalgia 33:629–808

5. Couturier EG, Bomhof MA, Neven AK, van Duijn NP (2003) Menstrual
migraine in a representative Dutch population sample: prevalence, disability
and treatment. Cephalalgia 23:302–308

6. Vetvik KG, Benth JS, MacGregor EA, Lundqvist C, Russell MB (2015)
Menstrual versus non-menstrual attacks of migraine without aura in women
with and without menstrual migraine. Cephalalgia 35:1261–1269

7. Negro A, Napoletano F, Lionetto L, Marsibilio F, Sani G, Girardi P, Martelletti
P (2014) Treatment of menstrual migraine: utility of control of related mood
disturbances. Expert Rev Neurother 14:493–502

8. Casolla B, Lionetti L, Candela S, D’Alonzo L, Negro A, Simmaco M, Martelletti
P (2012) Treatment of perimenstrual migraine with triptans: an update. Curr
Pain Headache Rep 16:445–51

9. Grazzi L, Egeo G, Calhoun AH, McClure CK, Liebler E, Barbanti P (2016) Non-
invasive Vagus Nerve Stimulation (nVNS) as mini-prophylaxis for menstrual/
menstrually related migraine: an open-label study. J Headache Pain 17:91

10. https://www.neurologie.nl/uploads/136/1169/richtlijn_hoofdpijn_versie_
2008.pdf. Accessed 20 May 2015

11. Nappi RE, Merki-Feld GS, Terreno E, Pellegrinelli A, Viana M (2013) Hormonal
contraception in women with migraine: is progestogen-only contraception
a better choice? J Headache Pain 14:66

12. Granella F, Sances G, Allais G, Nappi RE, Tirelli A, Benedetto C, Brundu B,
Facchinetti F, Nappi G (2004) Characteristics of menstrual and nonmenstrual
attacks in women with menstrually related migraine referred to headache
centres. Cephalalgia 24:707–716

13. Kelman L, Tanis D (2006) The relationship between migraine pain and other
associated symptoms. Cephalalgia 26:548–553

14. MacGregor EA, Hackshaw A (2004) Prevalence of migraine on each day of
the natural menstrual cycle. Neurology 63:351–353

15 Hauge AW, Kirchmann M, Olesen J (2011) Characterization of consistent
triggers of migraine with aura. Cephalalgia 31:416–438

16 MacGregor EA, Frith A, Ellis J, Aspinall L, Hackshaw A (2006) Incidence of
migraine relative to menstrual cycle phases of rising and falling estrogen.
Neurology 67:2154–2158

Submit your manuscript to a 
journal and benefi t from:

7 Convenient online submission

7 Rigorous peer review

7 Immediate publication on acceptance

7 Open access: articles freely available online

7 High visibility within the fi eld

7 Retaining the copyright to your article

    Submit your next manuscript at 7 springeropen.com

Witteveen et al. The Journal of Headache and Pain  (2017) 18:45 Page 5 of 5

https://www.neurologie.nl/uploads/136/1169/richtlijn_hoofdpijn_versie_2008.pdf
https://www.neurologie.nl/uploads/136/1169/richtlijn_hoofdpijn_versie_2008.pdf

	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Study setting
	Menstrual migraine clinic
	Intervention group versus control group
	Data collection
	Statistical analysis

	Results
	Study population
	Demographic and migraine characteristics
	Comparison of outcomes between mono- and multidisciplinary treatment
	Overview of treatments control group

	Discussion
	Conclusions
	Acknowledgements
	Funding
	Authors’ contributions
	Competing interests
	Publisher’s Note
	Author details
	References

