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Case report

Restless legs syndrome
mimicking S1 radiculopathy
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case of a chronic idiopathic form of a severe type of Restless Legs Syndrome (RLS), which

developed during pregnancy and persisted after this, misdiagnosed for 34 years as radicu-

lopathy S1, is reported. In spite of the thorough clinical and laboratory investigation, in ad-

dition to constant changes of the therapeutic approach, the diagnosis of S1 radiculopathy
could not be confirmed, resulting in a chronic clinical course; the latter was characterized by relapses
and remissions not attributed or linked in any way to the treatment (various types of). In fact, it was
due to a routine workup in a sleep clinic, where the patient was referred because of a coincident
chronic insomnia (Restless Legs Syndrome is a known and important cause of insomnia/chronic in-
somnia), which resulted in a proper diagnosis and treatment of this case. With the use of Restless
Legs Syndrome appropriate treatment (Pramipexole 0.18 mg taken at bedtime, a dopaminergic agent
and Level A recommended drug for Restless Legs Syndrome) an excellent response and immediate
elimination of symptoms was achieved. Restless Legs Syndrome may present with a variety of symp-
toms (with the most prominent shortly being reported with the acronym URGE: Urge to move the
legs usually associated with unpleasant leg sensations, Rest induces symptoms, Getting active brings
relief, Evening and night deteriorate symptoms); given the fact that Restless Legs Syndrome presents
with a great variety and heterogeneity of symptoms (mostly pain, dysesthesia and paresthesia), which
may occur in several other diseases (the so called “RLS mimics”), proper diagnosis of Restless Legs
Syndrome usually fails. Restless Legs Syndrome misinterpreted as S1 radiculopathy, to the best of our
knowledge, has not been reported yet in the literature. Here, case history, clinical course and com-
mon RLS mimics are presented. Different forms of Restless Legs Syndrome manifestations, which are
commonly -as in this case— misinterpreted due to their mimicking several pathological conditions,
Restless Legs Syndrome prevalence on general population according to various large epidemiological
studies and pathogenic hypotheses on the issue of Restless Legs Syndrome are discussed. Finally, by
presenting another possible “RLS-mimic” our aim is to highlight the common misdiagnosis of Restless
Legs Syndrome, which can mimic a variety of disorders, some of which are very common, such as an
S1 radiculopathy, thus raising concern among doctors of various specialties addressed to by Restless
Legs Syndrome sufferers, on the importance of proper diagnosis of the syndrome.
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Introduction

Restless legs syndrome (RLS) is a common disor-
der and its prevalence has been underestimated in
the past; population-based studies estimate it to be
between 3-10%.' RLS, which is either idiopathic or
secondary to renal failure, pregnancy or iron defi-
ciency and is more frequent in women,"? according
to the current diagnostic criteria, is defined by four
key features,? shortly reported also with the acro-
nym URGE;*> U: urge to move the legs usually as-
sociated with unpleasant leg sensations, R: rest in-
duces symptoms, G: getting active brings relief, E:
evening and night deteriorate symptoms. RLS is of-
ten under-diagnosed due to misdiagnosis of several
other pathologic conditions, such as musculoskele-
tal/connective tissue diseases, movement disorders,
peripheral vascular disease, depression, respiratory
disorders, etc."? Here, we present a woman suffer-
ing from RLS (chronic form), misdiagnosed as S1 ra-
diculopathy for 34 years.

Case history

A 56 year old Caucasian female, at the age of
22 during her first pregnancy, first complained of
numbness, tingling and dull pain localized to the
lower back, at the lumbar-sacral junction, bilateral-
ly; these symptoms were projecting from the poste-
rior thigh and leg to the soles of the feet, bilaterally.
The symptoms together with an irresistible urge
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to move the legs used to occur at rest and mostly
in the evening and/or at bedtime; thus, prolonged
immobilization as when travelling or watching a
movie was intolerable, and symptoms were relieved
only by moving/stretching her legs and her back
and/or by walking. Her sleep was also severely af-
fected due to difficulty falling asleep. After delivery,
there was a brief period of remission, but soon the
symptoms reappeared. At that time her primary
care physician, during a routine clinical examina-
tion, suspected an S1 radiculopathy and prescribed
non-steroidal anti-inflammatory (NSAID) together
with muscle relaxant drugs; there was no improve-
ment. Following that, and in the next years, the
patient performed repeated clinical (mainly ortho-
pedic) and non-clinical investigations: imaging (CT/
MRI) (figure 1), blood tests (standard including also
ferrum/ferritin, thyroid function, Vit. B;,/folic acid,
and standard rheumatic assessment), which were
all normal. Despite the absence of clear clinical and/
or non-clinical evidence, and based mostly on the
symptoms referred by the patient, chronic relaps-
ing-remitting S1 radiculopathy diagnosis was made
and the patient underwent several therapeutic ap-
proaches comprising NSAID, steroidal drugs, tricy-
clic antidepressants and physiotherapy, without any
benefit. Brief periods of remission (maximum of a
few months), were not related to therapies.

We saw the patient at the age of 56 (in 2012) due
to her chronic symptomatology, which has been in-

Figure 1. (a) Sequence of 4 normal sagittal sections of the lumbar-sacral part, (b) Normal S1 transverse section.
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variant since the age of 22 and was burdening her
activities of daily living, primarily her social life and
her sleep. Neurological examination was normal; no
sensory symptoms or deficits were noted, Lasegue
sign was negative bilaterally, muscle strength was
normal and deep tendon reflexes (both knee and
ankle) were brisk bilaterally. An electrophysiologi-
cal study, including motor conduction velocity of
the peroneal and tibial nerve and sensory conduc-
tion velocity of the sural nerve bilaterally, was nor-
mal. Finally, because of her chronic insomnia (more
than an hour needed for falling to sleep), the pa-
tient underwent a sleep workup; RLS criteria* were
met, while with an RLS severity score of 23/40 (se-
vere type). Pramipexole (a dopaminergic agent and
Level A recommended drug for RLS5) 0.18 mg at
bedtime was started, with an excellent response: all
symptoms disappeared since the first night.

Discussion

In our patient, RLS onset occurred during preg-
nancy, a well-known risk factor for transient RLS,°
and thereafter —except from a few symptom-free
periods of time- she continued to suffer. There is
recent evidence which supports the hypothesis
that the transient pregnancy RLS form is a signifi-
cant risk factor for the development of a future
chronic idiopathic RLS form.” Moreover, the pa-
tient complained for chronic insomnia. Insomnia
and disturbed sleep are among the most common
associated features of RLS.? The pathogenesis of
the syndrome remains unclear but the excellent
response to levodopa and dopaminergic agonists
offers a strong evidence for the role of a dopamin-
ergic system in RLS pathogenesis;"? in fact, our
patient responded perfectly to the dopaminergic
therapy; the immediate response of low-dose do-
paminergic therapy is included among the sup-
portive RLS diagnostic criteria.?

RLS is a common but still under-diagnosed disor-
der with a negative impact on quality of life.”® In
a large epidemiological multicenter study among
primary care centers in USA and four different west-
ern countries, which comprised 23.052 patients,
primary care physicians correctly recognized this
disorder in only 7.7 and 13.6% of cases (mild and
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severe RLS respectively).! Another vast population
study among primary care physicians in 6 western
European countries comprising 10.564 patients,
performed several years after the introduction
of the existing RLS diagnostic criteria which have
added further specificity and sensitivity to RLS
diagnosis and increased the disease-awareness,
revealed that despite repeated consultations for
over one year regarding several symptoms —includ-
ing those related to RLS- diagnosis was give only
to 9% of the patients.® The previously mentioned
data are mostly due to the vast symptomatology
of RLS (i.e., pain, dysesthesia, paresthesia), which
may “mimic” other pathologies, mainly back pain,
joints and circulation diseases, myalgia, anxiety/
depression, while arthritis and neuropathy are less
frequently reported.® That is why RLS sufferers fre-
quently consult phlebologists/vascular surgeons,
rheumatologists and cardiologists, rather than
neurologists or sleep experts (mainly in the US).'
However, no reports of RLS misdiagnosed as S1 ra-
diculopathy exist in the literature, while among the
secondary forms of RLS, sporadic cases of RLS fol-
lowing myelopathy, spinal cord lesions or lumbosa-
cral radiculopathy are reported.”'® Moreover, prop-
er diagnosis of RLS becomes even more difficult in
cases of co-morbid back pain, lumbar disc diseases
or radiculopathy:® RLS prevalence in the context
of lumbar radiculopathy has been reported to be
up to 68%." On the other hand “over-diagnosis” of
RLS, i.e. in common conditions such as cramps or
local leg pathology, which fulfill the RLS diagnostic
criteria, may further complicate the RLS diagnostic
issue."?

In summary, RLS diagnosis is difficult and at times
fairly complicated. However, symptomatology com-
patible with back pain and/or radiculopathy, but
with atypical features (i.e., normal neurological ex-
amination, circadian distribution of the phenom-
enology, unresponsiveness to painkillers/physi-
otherapy, amelioration of the symptoms following
movement and co-morbid disturbed sleep — espe-
cially insomnia) should include RLS in the differen-
tial diagnosis.
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310 Mapov ApBpo (mapoucioon MePIOTATIKOU) YIVETAL N TTEPLYPAPN] HIOG TTEPIMTTWONG yuvaikag 56
ETWV TTACY0VOoACG amd cUVOpopo aviouxwv dkpwv (Restless Legs Syndrome, RLS) xpoviag 1dtoma-
00U¢ HopPPNC, TO OTOI0 TTAPOUCIACTNKE PETA ATIO TNV EYKUMOOUVN, VW gixe AavOaouéva Slayvw-
00¢i w¢ pilomdbela 11 yia 34 xpovia. To cUVEPOUO avCUXWV AKPWV Eival K10 CUXVH VEUPOAOYIKH
KvnTikn Slatapayr Tou UTVou, n omoia XapakTnpiletal amd pia MAEIAda CUPMTTWHATWY: Kupiapxa
CUUTITWHATA ava@épovTal N avdykn yla Kivnon Twv dkpwv 1mou ouxvd ouvodevetal amd duad-
PECTO aiocOnua ota dkpa, N EMITAON TWV CUUMTWHATWY PE TNV EEKOVPAON, N AVAKOUPION KE TNV
Klvntomoinon, Kal n emogiviwon KATA TIG ATTOYEVUATIVEG Kal VUXTEPIVEG wPEeG. ONa Ta mapamdvw
OUUTTTWMATA, PN OvTag €10IKA yla TN CUYKEKPLUEVN vOOO Kal emeldr) mMOAU ouxvd opoldlouv pe
OUUTITWHATA AAAWV KOIVWV TTABNCEWY, CUXVA 0TNV KaBnueptvA PA&n avtipetTwmiCovtal amod dia-
POPETIKEC EISIKOTNTEC LATPWV (T1.X. YEVIKOI laTpOi, TaBoAoyol, opBomeSiKoi, K.ATL) WG CUUMTWHATA
AAwv mabrioewv. AuTocg gival Kal 0 oKomo¢ Tou mapdvtog dpbpou, dnAadn n avddeién tou yeyo-
véTOG OTL N VOOOG aviiouxwv dkpwv (RLS) —kaitol éva cuvépopo Tou amavtdtal GUXVA OToV YEVIKO
TANBUOUO (o€ MOC00TO 3-10%)- MOAU cuxVd eite uTodilaylyvwokeTal eite Tou amodidetal AavOa-
ouévn Slayvwon (0mwe ev mpokelpévw n pilomdbela). Xtn BiPAoypagia dev uTTAPXOUV AVAPOPEC
OXETIKA He AavBaopévn Siayvwon RLS w¢ pilomabela 11, wg ek ToUTOU TO MAPOV Eival TO MPWTO
TEPLOTATIKO. MapouotaleTal TO MEPIOTATIKO UE AETTTOUEPN AVAPOPA OTO IOTOPIKO, OTNV KAIVIKA
€1kOva, otn Slagopikn Sidyvwon, KaBw¢ Kal 0Tn BEPATTEVTIKN AVTIUETWTIION TOU. ZUYKEKPIPEVQ,
mapd TOV CUCTNUATIKO KAIVIKO Kal EpyacTtnplakd éheyxo otov omoio umeBARON n acbevic aAld
KOl TIC CUVEXEIC AANAYEC TNG PAPUOKEVUTIKAG aywyng, N Stdyvwaon Kal avTIMETWIoN w¢ ptlomdbela
1T dev emPBeBaiwOnke, Kal N KAWVIKA TTopeia TOU CUVEPOUOU AVHACUXWV AKPWV —pE eAPOELG Kal
VQEDELG aveEApTNTEG TNG Omolag Bepameiag— ouvexioTnke emi pakpodv. Evag evoeNex¢ kat cuotn-
HaTIKOG ENEYXOC O€ laTpeio UTTVOU, 0TO omoio N acBevin¢ MapaméueOnke Adyw Xpdviag cuvodou
avnviag, é6eoe Tn owotr Sdidayvwon Papeiag pop@PrRg ouVEPOUOU AVACUXWVY dKPwV, KABWE Kal
nv evdebelypévn Bepareia, e TNV omoia emeTelXON APLOTN AVTATIOKPLION KAl TTARPNG UTTOXWEN-
On TWV CUPTTWHATWY AdN amd tnv évapén tTnG. ZuUMEPAOUATIKA, SlEPELVWVTAL N TTOAUHOP@IA
oTNV EUPAVION TWV CUPMTWHATWY TOu cUVSPOUOoUL (Ta omoia cuxvd, éTwE Kal oTnV TEPIMTwon
oV TTAPOUGCIAleTAL 0TO TTAPOV ApBpo, pHipoUVTAl ANNEG TAONOELG, HE amoTéNeopa Tn AavOaouévn
Sl1ayvwon Kat OepameuTIKN AVTIMETWTIION), N ETMTWON OTOV YEVIKO MTANBUOUS —OTTWC TTPOKUTITEL
anmd PEYAAEG EMSENULIONOYIKEG LENETEG—, KABWC KAl Ol AUTIOTTABOYEVETIKEG UTTOBETELG TTOU €XOUV Yi-
VEL OXETIKA UE TO €V AOYW oUVSpopo. Emonuaivetal n avdykn euaioOntomoinong Kal ekmaidevong
TWV 10TPWV S1aopwv EISIKOTATWY, 0TOUC oTToiou¢ ouxvd ameuBuvovTal ol acBeveig pe RLS, 6oov
agopd otnv umapén kat Tn cwoTr S1dyvwor Tou.

Né&eig evpeTnpiov: ZUVEpopo avouxwv Akpwv, AavBaopuévn Sidyvwaon, pilondBeta I1.
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