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Abstract

Introduction: Multiple sclerosis (MS) is a chronic, progressive, inflammatory and demyelinating disease of the
central nervous system that commonly affects young adults and which may lead to various physical disabilities. It
has been reported that bipolar affective disorder (BAD) is twice more common among MS patients compared to
the normal population. The comorbidity of MS and bipolar disorder, which has not been sufficiently studied until
now, is a relatively common state. The aim of this manuscript was to describe a case of multiple sclerosis that
presented mixed state bipolar affective disorder as its initial sign, and to discuss this case in light of the literature.

Conclusion: In patients admitted for signs of BAD, it is essential to use neuro-visualisation methods in addition to
detailed patient history and physical examination findings if clinical neuropsychiatric signs are present; and that
the treatment and course of BAD may vary depending on the existing concurrent neurological disease.
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Introduction

Multiple sclerosis (MS) is a chronic, prog-
ressive, inflammatory and demyelinating
disease of the central nervous system that
frequently affects young adults, and which
may lead to various physical disabilities (1). MS
is associated not only with physical and
neurological problems, but also with problems
relating to the individual's mental health and
quality of life. The overall lifelong prevalence
of mental disorders in the patients with MS
was found to be higher than in controls by
66%, and it has been reported that about
four-fifths of individuals with MS have at least

a mental/psychological sign, which are prima-
rily anxiety and depression (2,3). It is reported
that 40% of MS patients have a mood disor-
der at the time of admission to neurology
clinic, and that major depression is the most
common mental disorder in cases with MS,
with overall life prevalence of 40%-50% (4,5).
It has also been reported that bipolar
affective disorder (BAD) is twice more com-
mon among MS patients compared to the
normal population (6). The comorbidity of MS
and BAD, which has not been sufficiently
studied until now, is commonly observed
condition, and various mechanisms have been
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proposed to explain it. It has been suggested
that BAD in MS patients may be a sign of the
disease (6,7), a concurrently diagnosed condi-
tion (8), or a side effect of the drugs (such as
corticosteroids) used for therapeutic reasons.

The aim of this manuscript was to describe
a case of multiple sclerosis that presented
mixed state bipolar affective disorder as its
initial sign, and to discuss this case in light of
the literature.

Case Presentation

Mrs. C.A. is 31 years old, married, and an
elementary school graduate. Her complaints
have been persisting for two months, and she
admitted to our outpatient clinic with comp-
laints of headache, dizziness, sudden episodes
of laughing and crying, nervousness, weak-
ness, fatigue, reduced sleeping time, distur-
bance, increased libido, unhappiness, and
periods of discomfort or euphoria, which had
especially intensified within the last one week.
Her mental examination did not reveal hallu-
cinations or delusions, while affective lability
and irritability were predominating. Her neu-
rological examination did not reveal any pat-
hologies. There were no psychiatric or neuro-
logical diseases or drug use in her personal
and family history. Routine blood tests were
within normal limits.
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Figure-2

Electroencephalogram test results were also
within  normal limits. Results of the brain
magnetic resonance imaging revealed nume-
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rous hyperintense foci in the frontal lobe and
bilateral periventricular areas, which were
more extensive especially in the subcortical
regions. Following intravenous injection of
contrast material, no pattern of pathological
contrast enhancement was visualised (Figure-1
and Figure-2). Based on the DSM-4 diagnostic
criteria, the patient was diagnosed with mixed
state BAD and comorbid MS. The patient was
started on a treatment of carbamazepine 400
mg/day and amisulpride 400 mg/day. She is
still being followed-up at regular intervals at
outpatient clinic, with no BAD or MS episode
being observed in one-year clinical follow-up.

Discussion

Similarly to other diseases involving the
central nervous system, demyelinating disea-
ses may trigger almost any type of psychiatric
disorder. While the comorbidity of MS and
depressive (9) or manic (6,7) period BAD is
frequently observed, comorbidity with mixed
state BAD is far less common. We consider
our case important, in that she was a mixed
state BAD patient. The mechanism explaining
the comorbidity of MS and BAD has not been
fully elucidated or sufficiently investigated.
There are various studies reporting that,
depending on the anatomical region involved,
BAD may be the first sign of MS prior the
appearance of neurological signs, and that
these two diseases might stem from a com-
mon genetic cause (6). In a study conducted
with 56 MS patients, major mood disorders
were identified in 31 (approximately 55%) of
the cases, about 87% (n:27) of whom were
female. It was also concluded that gender and
genetic factors such as HLA-DR antigens are
associated with the affective signs in MS (9).

Our case was in line with the literature in
that she was female and had a comorbidity of
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MS and BAD. Furthermore, transcriptome
studies on BAD indicate abnormal biocener-
getic function, myelin sheath defects and
increased immune system activity in BAD. This
triad of pathological anomalies is also the
focus of MS studies (10). We consider that this
aspect is important regarding the comorbidity
of two diseases. Especially in MS patients with
lesions located in frontal lobe due to demye-
linated foci, a nonsignificant provocation may
lead to laughing and crying independently of
the patient’s affective state. This was also
observed in our case, who easily exhibited
episodes of laughing and crying. In the series
of Pratt, laughing easily and crying easily are
described in 22% and 29% of MS patients,
respectively, from the onset of disease (11,12).

As observed with this case, MS patients may
exhibit emotional lability and exaggerated
emotional expression; Langworthy et al. repor-
ted that this association is observed in 7 to
10% of the patients (11). It is noted that exag-
gerated emotional expressions as well as
laughing and crying easily might be due to a
lack of communication between the centers
associated with emotions (12). In other words,
demyelinated foci in MS patients may lead to
signs such emational lability and improper
laughing-crying that are considered to be
related with the pathologies of frontal lobe,
without causing an evident mood disorder
(13). If this is not taken into consideration du-
ring diagnosis, exaggerated emotional expres-
sion and improper laughing-crying might be
confused with mania or depression, or they
might present as a mixed state bipolar
affective disorder or a comorbid BAD, as was
the case with our patient.

In conclusion; it is important to bear in
mind that in patients admitted for signs of
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BAD, it is essential to use neuro-visualisation
methods in addition to detailed patient history
and physical examination findings if clinical
neuropsychiatric signs are present; and that
the treatment and course of BAD may vary
depending on the existing concurrent neuro-
logical disease.
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