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Duloxetine-induced Restless Legs Syndrome
in a Patient with Fibromyalgia Syndrome

Fibromiyalji Sendromlu Bir Hastada

Duloksetine Bagli Huzursuz Bacak Sendromu
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ABSTRACT Restless legs syndrome (RLS) is a neurological sleep
disorder characterized by unpleasant sensations that worsen with rest-
ing and sleep, and relieving with moving the limbs. Herein we report
a 47 year-old woman diagnosed with fibromyalgia syndrome and the
dose of 30 mg duloxetine was administered to her. Four weeks later
from starting duloxetine, uncomfortable sensations appeared in her
lower limbs. After the dose of duloxetine had been decreased, her
symptoms were alleviated gradually within one week. RLS due to
new generation antidepressants is rare and limited with a few case re-
ports in the literature. To the best of our knowledge, this case report
is the first report of RLS symptoms induced by duloxetine during
treatment of fibromyalgia syndrome.
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OZET Huzursuz bacak sendromu (HBS), dinlenme ve uyku ile kotii-
lesen ve ekstremiteleri hareket ettirmekle rahatlayan nahos hislerle ka-
rakterize norolojik bir uyku bozuklugudur. Burada fibromiyalji
sendromu tanisi alan 47 yasinda bir kadin hastaya, 30 mg duloksetin
verildi. Duloksetine bagladiktan 4 hafta sonra, alt ekstremitelerinde ra-
hatsizlik hissi ortaya ¢ikt1. Duloksetin dozu diisiiriildiikten sonra semp-
tomlar1 1 hafta i¢inde kademeli olarak hafifledi. Yeni nesil
antidepresanlara bagli HBS nadirdir ve literatiirde, birkag olgu sunumu
ile siirhdir. Bildigimiz kadariyla bu olgu sunumu, fibromiyalji sen-
dromunun tedavisi sirasinda duloksetinin neden oldugu HBS semp-
tomlarimin ilk raporudur.

Anahtar Kelimeler: Huzursuz bacak sendromu; duloksetin;
antidepresanlar; fibromiyalji sendromu

Restless legs syndrome (RLS) also known as
Willis-Ekbom disease is a sensorimotor disorder de-
scribed with uncomfortable sensations and irresistible
desire to move the limbs that lead to sleep distur-
bances.! Patients have various symptoms that worsen
with inactivity and sleep especially in the evening or
night and relieving by movements of the legs such as
walking or activity.” RLS occurs mostly in females
and the prevalence increases with age. RLS affects
2.1%-5% of general population.’ Fibromyalgia syn-
drome is a non-rheumatological disease characterized
by chronic generalized pain, stiffness, fatigue, mood

and cognitive failure in patients. Duloxetine and pre-
gabalin are frequently used for treatment of neuro-
pathic pain in patients with fibromyalgia. Duloxetine
is a serotonin-norepinephrine reuptake inhibitor
(SNRI), a novel second generation antidepressant.
SNRIs are antidepressants with a dual mechanism of
action, inhibiting the reuptake of both serotonin and
norepinephrine. Herein, we reported a patient with fi-
bromyalgia who has developed duloxetine-induced
RLS. To the best of our knowledge, this is the first
case to develop RLS symptoms during duloxetine
treatment for fibromyalgia syndrome.
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I CASE REPORT

A 47 year-old-female patient applied to our outpa-
tient clinic with complaints of generalized pain,
morning stiffness and fatigue. She was diagnosed
with fibromyalgia syndrome according to the 2016
revised diagnosis criteria. At the dose of 30 mg du-
loxetine per day was started to her for treatment of
fibromyalgia syndrome. After 4 weeks-follow up, her
symptoms associated with fibromyalgia syndrome
have alleviated, on the other hand, deep pain, rest-
lessness and paresthesia started especially at nights
in her legs. The patient declared that she had no this
kind of complaints before initiating duloxetine. Her
symptoms had appeared within 2 weeks after dulox-
etine was prescribed. First of all, a desire to move her
legs after resting was started. When she was sitting
for a long time or resting, she had a strong desire to
move and stretch her legs. Then, unpleasant sensa-
tions were spread to her arms and body. There was
paresthesia in her limbs. Likewise, she had an in-
creased desire to move her limbs and trunk, espe-
cially at nights. She had to wake up and walk inside
the house approximately every ten minutes during the
night. Unpleasant, restless feelings in her extremities
were improving by walking or movement. A detailed
anamnesis was obtained and a careful physical ex-
amination was performed. Our patient had no history
of alcohol, tobacco or any other drug use. She had no
chronic liver or kidney disease, diabetes mellitus, vi-
tamin B,,/folate deficiency, peripheral neuropathy,
rheumatoid arthritis, spinal disorders such as spinal
nerve root irritation. Physical and neurological ex-
amination of the patient was completely normal. All
laboratory tests including blood chemistry, thyroid
function tests, liver and kidney tests were normal ex-
cept for the vitamin D. 25-hydroxy vitamin D level
was 7.18 pg/L. serum ferritin was 11.8 pg/L and
serum iron level was 64 pg/dL. Blood urea nitrogen
was 25 mg/dL and serum creatinine was 0.62 mg/dL.
The patient has not been initiated vitamin D and fer-
ritin replacement for distinguishing whether RLS is
the side effect of the duloxetine. According to these
findings, we diagnosed her as duloxetine-induced
RLS and we suggested her to reduce dose of the drug.
The patient noticed that RLS-related complaints were
decreased when she used duloxetine on alternate
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days. Therefore, duloxetine dose was reduced daily
and the patient was followed up closely. At one
month follow-up visit, both fibromyalgia and RLS
symptoms have improved almost completely by tak-
ing duloxetine on alternate days.

I DISCUSSION

RLS also known as Willis-Ekbom disease is a senso-
rimotor sleep disorder in which patients have un-
pleasant feelings and an irresistible desire for moving
the limbs. Paresthesia, dysesthesia, deep aching and
uncomfortable sensations inside the limbs can cause
the patient to wake up frequently and lead to sleep
disturbances.! There was periodic limb movements
in about 70% of the patients with RLS. There are
symptoms that change from patient to patient worsen
with resting, inactivity and sleeping especially in the
evening or night and relieving by movements of the
limbs. Therefore, patients frequently wake up, walk
within the house and move the limbs for relieving.?
The diagnostic criteria which International Restless
Legs Syndrome Study Group developed for RLS: (a)
an urge to move the legs; (b) the urge is induced or
aggravated during periods of rest or inactivity; (c) the
urge is relieved partially or totally by movement; (d)
symptoms are worse or only occur in the evening or
night; (e) the symptoms are not connected to another
medical or behavioral condition.>* Mostly the legs
are affected but rarely arms and other limbs may be
involved. Patients often have periodic limb move-
ments in sleep. There are abnormal sensations such as
paresthesia, dysesthesia, tingling, burning, cramp and
deep aching in the limbs. The quality of life in RLS
patients decreased because of interrupted sleep, sleep
disturbances and somnolence. Symptoms are mostly
at nights, but also during the day as the disease pro-
gresses. RLS can occur as primary (idiopathic) or
secondary. Dopaminergic transmission dysfunction
and genetic factors are among the primary causes of
RLS. Both increased frequency in subjects with the
family members diagnosed as RLS, and relief of
symptoms with L-dopa administration support this
condition. Brain iron deficiency and dopaminergic
neurotransmission impairments play a central role in
the pathogenesis of RLS. Using special magnetic res-
onance imaging techniques to quantify brain iron
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concentrations, RLS patients were found to have
lower iron concentration in the substantia nigra and in
the putamen.’ Secondary causes which contribute
RLS symptoms include iron metabolism disorders,
end-stage renal disease, pregnancy, excessive alco-
hol consumption, vitamin B,,/folate deficiency, pe-
ripheral neuropathy (associated with diabetes
mellitus), rheumatoid arthritis, spinal disorders such
as spinal nerve root irritation, Parkinson’s disease,
spinocerebellar ataxia (particularly SCA 3) and Char-
cot-Marie-Tooth disease (type 2).

Various medications that block dopamine such
as antipsychotics (e.g.promethazine, haloperidol,
olanzapine, risperidone ), antidepressants (e.g. mir-
tazapine, escitalopram, venlafaxine, sertraline), beta-
blockers, anti-nausea drugs (metoclopramide),
antihistamines, anticonvulsants, L-thyroxine, and
lithium can induce or worsen RLS symptoms.’
Among the numerous antidepressants, mirtazapine
may be related with higher rates of RLS and periodic
limb movements. In addition, venlafaxine may be as-
sociated with an increase in RLS findings. Sertraline,
fluoxetine, and amitriptyline seem to increase peri-
odic limb movements that do not disrupt sleep and
are thus unlikely to be clinically important.” RLS
also has been reported with the combination of an
antidepressant and an antipsychotic. There are a few

sporadic case reports related with duloxetine-in-
duced RLS in the literature. Nikolaou et al. presented
a patient with RLS associated with combination of
duloxetine and paroxetine therapy.! Another case
was reported with both galactorrhea and RLS symp-
toms induced with duloxetine.!' In the open label
trial, the frequency of drug-induced RLS symptoms
with both venlafaxine and duloxetine was found less
than 5%.'> In a web-based intensive monitoring is an
observational prospective cohort study about adverse
effects of duloxetine in daily practice, of 398 patients
using duloxetine only 6 patients (2%) have devel-
oped RLS."* Duloxetine-induced RLS is very rare
when compared with the old generation antidepres-
sants.

I CONCLUSION

To the best of our knowledge, this case report is the
first report of RLS symptoms induced by duloxetine
during treatment of fibromyalgia syndrome in a fe-
male. When duloxetine-induced RLS develops, both
the fibromyalgia and RLS symptoms should be con-
trolled by taking duloxetine on alternate days.

Consent for Publication

Written informed consent was obtained from the patient for pub-

lication of this case report.
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