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Abstract
Catamenial epilepsy refers to changes in the frequency of seizures over the course of the menstrual
cycle. A thorough history and detailed review of the patient’s seizure diary are imperative to classify
the seizures accurately and select the most appropriate antiepileptic treatment. As catamenial epilepsy
rarely responds to antiepileptic medications, the physician should regularly revise the treatment plan
of the women with epilepsy that is refractory to the current treatment. We describe the case of a
34-year-old single woman who presented with refractory seizures.
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Although epilepsy is a debilitating chronic
condition, the correct choice of antiepileptic
medication can successfully control up to 70%
to 80% of the epileptic seizures.1 Based on the
involvement of the cerebral cortex, seizures
can be divided into two major groups: focal
and generalised. Many factors, such as sleep
deprivation, emotional stress, photic stimulation
and hormonal changes, can precipitate seizure
attacks.2 In catamenial epilepsy, the frequency of
seizure exacerbation occurs in association with
the menstrual cycle, with the seizures occurring
when the ratio of oestrogen/progesterone levels
in the bloodstream increases.2–4
Ovarian hormones have many biological effects,
including neuroactivity. Oestrogen decreases
the seizure threshold, and progesterone raises
it, supporting a hormonal influence on the
seizure frequency in catamenial epilepsy.5 Wide
variability in the prevalence of catamenial
epilepsy has been reported, with one study
reporting that it affected 10% to 70% of the
fertile women with epilepsy. This wide variability
may be due to the different criteria used to
define seizure exacerbation associated with the
menstrual cycle. These include patient’s self
reports, diaries and other inaccurate records of
menses-related seizures.5 In the present case,
the patient experienced a dramatic reduction in
seizure occurrence following the alteration of her
hormonal ratio.
Case summary
A 34-year-old Malay woman with epilepsy since
her adolescent years presented to a primary
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health clinic for a scheduled follow-up. The
patient’s initial brain computerised tomography
scan and electroencephalography, in addition
to routine investigations, were normal at the
time of diagnosis. Her seizures were refractory
despite being adherent to three antiepileptic
medications at the maximum tolerable doses for
a few years. She was on carbamazepine 400 mg
twice daily, phenytoin 400 mg once daily and
topiramate 100 mg twice daily.
Most of the seizures were generalised with
occasional focal seizures. All seizure attacks were
short duration, which lasted about 1 minute.
The patient experienced clusters of seizure attacks
during and in between her menstrual periods.
She attained menarche at the age of 13 years, and
her menstrual cycles were regular (every 28–29
days), with her menses lasting for 4 to 5 days. The
patient was advised to mark the first day of her
menstrual cycle in the seizure diary for the next
three consecutive months.
At the following 3-month review, we noticed
that the patient’s seizure diary showed clusters
of seizure attacks at two distinct times of each
month. The first set of seizure attacks seemed to
occur 2 days before the first day of menstruation
until the last day of menstruation. The second
episodes of seizures were clustered around the
time of ovulation each month.
Initiation of hormonal treatment was discussed
with the patient and her mother who was the
sole provider of the patient. Initially, the mother
was reluctant for her virgin daughter to start
on hormonal treatment due to misperceptions
about reversible contraception. After a detailed
discussion, informed consent was obtained for
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a trial of intramuscular medroxyprogesterone
150 mg, which was administered via 10
weekly injections. At the 10th week followup, the numbers of seizure attacks showed a
marked decrease from 15–20 to 3–4 attacks
per day.
Discussion
Catamenial epilepsy is defined as a periodical
increase in seizure episodes during the
menstrual period.3 Based on the timing of
seizure exacerbation during the different
phases of the menstrual cycle, catamenial
epilepsy is classified as perimenstrual
(ovulatory cycle), periovulatory (ovulatory
cycle) or luteal (anovulatory cycle). Women
with epilepsy whose seizure attacks are more
frequent during one of these three phases
should be diagnosed with catamenial epilepsy.6
In the present case, the seizures were refractory
to treatment as it persisted despite three
antiepileptic drugs administered at maximum
tolerable dosages.7 When a seizure seems
to be refractory to treatment, the physician
need to evaluate many factors including
whether the epilepsy was classified incorrectly
or the patient was treated with an incorrect
antiepileptic drug.8 A review of the patient’s
seizure diary revealed that the frequency of the
seizures increased during the ovulatory and
perimenstrual periods; hence, the possibility of
catamenial seizures needs to be considered.
Studies have confirmed that catamenial
seizures are usually not responsive to antiepileptic drugs alone. To date, there is no
specific drug treatment for catamenial epilepsy.
However, non-hormonal and hormonal
therapies have been proposed.3,4 Among the
non-hormonal treatments, acetazolamide, a
carbonic anhydrase inhibitor, showed some
effectiveness against catamenial epilepsy,
although its efficacy diminished over time,
and tolerance developed.5 Similarly, treatment
with clonazepam, an intermediate-acting
benzodiazepine, led to a reduction in seizure
frequency in catamenial epilepsy. However,
long-term use of clonazepam can lead to
dependency and tolerability.5
Among the hormonal treatment, several
studies reported that a trial of either oral
cyclical progesterone or intramuscular
medroxyprogesterone
injections
resulted
in a reduction and remission in seizures.
When using the cyclical progesterone, high

oral progesterone doses of 600 mg/day can
be given from day 16 to 25 of the menstrual
cycle. It is a better treatment choice for patients
with anovulatory luteal phase catamenial
epilepsy.3 Zimmerman et al.9 reported that
three doses of intramuscular Depo-Provera
(medroxyprogesterone) two weekly at 250, 250
and 150 mg led to remission of seizures for 4
months. Thereafter, the seizures returned, but
their frequency was markedly reduced.
In this patient, the seizures were associated
with ovulation and peri-menstruation;
intramuscular medroxyprogesterone injections
were administered to keep the progesterone/
oestrogen ratio high in the entire cycle. The
injections were administered 10 weekly as she
was also on an enzyme-inducing antiepileptic
drug, carbamazepine which can affect the
progesterone level.10
It was not an easy task to suggest
contraception to an unmarried woman
or to change the woman’s perception of
contraception as an antifertility drug. Najafi
et al.11 confirmed a similar misconception in
a study of well-educated Malaysian women.
In their study, all the interviewees had
misconceptions about contraception and
fertility. These misconceptions were based
on their own experiences and those of their
peers.11 The present case was no exception.
However, after a lengthy explanation, we were
able to convince our patient and her mother
about the value of taking the hormonal
injection.
A key element of the family physician’s role in
chronic disease care is ‘healing’ the patient,
as well as managing the disease.12 Epilepsy
management is not about eliminating risks,
but helping individuals reduce these risks
while living a normal life and carrying out
daily activities. This case demonstrates that
the physicians have to be more vigilant and
should not hesitate to revise the diagnosis and
re-evaluate the treatment plan when seizures are
refractory to treatment. A prompt re-evaluation
will reduce unnecessary suffering and improve
the quality of life of the patient.
Diagnosing the type of seizure is challenging
for most physicians, as they rarely witness their
patient’s seizure. Unfortunately, the patient
cannot be a historian. Therefore, the detailed
history from the eyewitness is imperative
to diagnose the type of seizure. An accurate
diagnosis is important because the type of
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seizure influences the choice of medication.
Conclusion
Catamenial epilepsy is relatively common. A
seizure diary is imperative in the management

of epilepsy, and the physician should re-evaluate
patients when the seizures fail to respond to
optimum treatment. In women with epilepsy,
catamenial epilepsy should be considered in the
diagnosis when the seizures are refractory.
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