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Olgu sunumu / Case report

Restless legs syndrome in a bipolar disorder patient treated
with olanzapine: is there an association?

Sadiye Visal BUTURAK,! Duygu TIRYAKI 2 Ersel DAG,? Yakup TURKEL*

ABSTRACT

The aim of this case report is to report a case of restless legs syndrome (RLS) in a patient with bipolar disorder
(BD) caused by olanzapine and to draw attention to possible relationship between BD and RLS. A female patient
was diagnosed with mixed episode of BD. Olanzapine 10 mg/day was added to the extended release valproic acid
1000 mg/d treatment that the patient was using. In the next day after the beginning of olanzapine, itching, aching
and tingling sensations begun in her legs at rest. She was diagnosed as RLS caused by olanzapine. Then the dose
of olanzapine gradually reduced. But the symptoms were continuing at the dose of 2.5 mg/day. RLS symptoms
disappeared in the next day after discontinuation of olanzapine. RLS has comorbidity with some psychiatric and
neurologic disorders such as attention deficit/hyperactivity disorder (ADHD), depressive disorders, migraine. There
are studies that showed genetic relationship between BD and both migraine and ADHD. As a result there might be
an association between BD and RLS. These may account for the appearance of RLS with low dose olanzapine in
this case. To our knowledge there are no studies about the association between BD and RLS and further research
are needed on this subject. (Anatolian Journal of Psychiatry 2015; 16(4):301-303)
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Olanzapinle tedavi edilen bir iki u¢lu bozukluk hastasinda
huzursuz bacaklar sendromu: Bir iliski var ni?

OzET

Bu olgu sunumunun amaci iki uglu bozuklugu (IUB) olan bir hastada olanzapinin neden oldudu huzursuz bacaklar
sendromu (HBS) olgusunu bildirmek ve IUB ile HBS arasindaki olasi iligskiye dikkat gekmektir. Bir kadin hastaya
IUB karma atak tanisi konuldu. Hastanin kullanmakta oldugu uzun salinimli valproik asid 1000 mg/giin tedavisine
10 mg/giin olanzapin eklendi. Olanzapin baslandiktan sonraki glin dinlenme sirasinda hastanin bacaklarinda kasin-
ma, agri ve karincalanma hissi basladi. Hastaya olanzapine bagll HBS tanisi konuldu. Olanzapin dozu kademeli
olarak azaltildi. Ancak 2.5 mg/giin dozunda belirtiler stirliyordu. Olanzapin kesildikten bir giin sonra HBS belirtileri
diizeldi. HBS, dikkat eksikligi hiperaktivite bozuklugu (DEHB), depresif bozukluklar, migren gibi bazi psikiyatrik ve
nérolojik bozukluklarla birlikte gériilebilir. IUB ile hem migren, hem de DEHB arasinda genetik iligki oldugunu
gdsteren calismalar vardir. Sonug olarak [UB ve HBS arasinda bir iligki olabilir. Bizim bilgimize gére IUB ve HBS
arasindaki iliski ile ilgili calisma yoktur ve bu konu ile ilgili ileri arastirmalara gerek vardir. (Anadolu Psikiyatri Derg
2015; 16(4):301-303)
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INTRODUCTION

Restless legs syndrome (RLS) is a commonly
underdiagnosed sensory-motor disorder.! The
prevalence of RLS had been shown to vary
between 2.5-29.0% in the society throughout the
world in studies that use different methods.? The
underlying pathophysiological mechanism of
RLS is not fully understood. RLS is categorized
into two subgroups, primary RLS and secondary
RLS.? The frequent causes of secondary RLS
are chronic diseases such as renal insufficiency,
pregnancy, iron deficiency anemia, diabetic
neuropathy, and Parkinson's disease. Although
it is thought that primary RLS is associated with
brain iron deficiency causing dopaminergic dys-
function, the etiology of primary RLS is partially
understood.* One of the reasons of RLS is the
usage of some drugs such as neuroleptics, anti-
depressants. The data about drug induced RLS
come from case reports. RLS due to clozapine,®
haloperidol,® olanzapine,” quetiapine,® and ris-
peridone® was reported in a few case reports. In
this report, we discuss a case of RLS in a patient
with bipolar disorder (BD) caused by low dose
olanzapine.

CASE

A 50 year old female patient was admitted to
psychiatric evaluation with the complaints of
depressed mood, anhedonia, insomnia, irrita-
bility, distractibility, increased talkativeness, ex-
cessive buying, all of which started two months
ago. At the time of admission, she was using
risperidon 2 mg/day, bupropion 150 mg/day,
valproic acid 1000 mg/day. After psychiatric
evaluation, she was diagnosed with mixed epi-
sode of bipolar disorder and risperidon 2 mg/day,
bupropion 150 mg/day was discontinued and
instead, olanzapine 10 mg/day was added to the
treatment. At the second visit two weeks after the
combined use of olanzapine and valproic acid,
our patient’s psychiatric condition was partially
improved. However, she presented with new
complaints regarding her legs which started in
the next day after alteration of drug regimen.
There were itching, aching and tingling sense-
tions in her legs while sleeping or sitting which
could only be relieved by walking. According to
this medical history, a ‘restless legs syndrome’
was diagnosed. Her medical history was non-
contributory and her psychiatric history did not
reveal any previous sleep-related disorder. She
had no prior history or family history of leg move-
ment disorders. She had no physical illness.
Neurologic examination was normal. Laboratory
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tests and electromyelography (EMG) formed to
investigate the situations that could cause RLS.
The laboratory data did not reveal any evidence
of renal failure or anemia. Her iron and ferritin
levels were within normal limits. Two weeks later
olanzapine dose was decreased to 5 mg/day
since it was considered as the cause of RLS. At
the control visit two weeks after the dose reduc-
tion she was euthymic but tingling sensation in
her both legs were continuing. Then olanzapine
dose was decreased to 2.5 mg/day. After 10
days she was still euthymic and feeling of rest-
lessness in her legs were going on despite the
decrease in the severity of her symptoms after
dose reduction. Therefore olanzapine was dis-
continued. One day after the discontinuation of
the drug her symptoms faded away.

DISCUSSION

For the treatment of RLS, several treatment
modalities with using drugs and without medica-
tion (stay away from alcohol and caffeine, etc.)
are recommended according to the severity and
frequency of symptoms.1°

In this case we consider that RLS is not a result
of combined used of extended release valproic
acid and olanzapine. We thought that olanzapine
is responsible for the emergence of RLS.
Because in some studies it was shown that
extended release valproic acid can be used as
an alternative to other drugs in the treatment of
RLS.11 Moreover, in some studies it was
suggested that extended release of valproic acid
decreases the serum levels of olanzapine in the
combined use.’? Use of the Naranjo probability
scale indicated a probable relationship between
RLS and olanzapine therapy for this patient.13

This case highlights an unusual manifestation of
RLS. Despite the under extended-release val-
proic acid treatment, which is a known procedure
to improve RLS symptomatology and to de-
crease olanzapine plasma levels, RLS was
observed in our case. Unlike other studies,
accept one case that was diagnosed as bipolar
disorder type 2,7 the RLS was occurred with low
dose olanzapine (2.5 mg/day) in our report.

It was demonstrated that, a high degree of co-
morbidity between migraine and BPD in studies
that was using different methods. However, the
joint neurobiological mechanism of these dis-
orders remains unclear.'* It was suggested that
some genes may contribute to both BPD and
migraine.'> Addition to the similarities in terms of
clinical symptoms of ADHD and BD, in some
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studies it was shown that there might be a com-
mon genetic structure.1®

Dopaminerjic dysregulation is accused in the
pathogenesis of BD'” and RLS.*

The association between RLS and migraine has
been reported in recent studies. Underlying
pathophysiological mechanism of these two con-
ditions is unclear yet.*® Prior studies had showed
that there is a genetic association between RLS
and attention deficit/hyperactivity disorder
(ADHD).1°

Manifestation of RLS despite the slow-release
valproic acid in this case and the aforementioned
relationships between BD and migraine, ADHD
and migraine, ADHD and RLS to presume a
possible predilection of bipolar disorder patients
to RLS. Evidence showing dopaminergic dys-
function in ADHD, BPD, RLS and migraine also
supports our presumption. To our knowledge
there are no studies on this topic. Further studies
are needed to evaluate this hypothesis
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