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MODERN APPROACHES TO THE TREATMENT OF RESTLESS
LEGS SYNDROME: THE ROLE OF DOPAMINERGIC DRUGS
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Objective. To evaluate the efficacy and tolerability of pramipexole in patients with idiopathic restless legs syndrome (RLS).
Material and methods. A prospective open-label pilot study included 11 patients with idiopathic RLS (aged 49—65 years)
treated at the National Medical Center of the Republic of Tajikistan “Shifobakhsh”. Pramipexole was administered with dose
titration up to 1.0 mg (n=6); the control group (n=>5) received placebo. Treatment duration was 4 weeks. Clinical outcomes were
assessed using the (International Restless Legs Syndrome Rating Scale) (IRLS), RLS Ordinal Scale, Clinical Global Impression
— Improvement (CGI-I) and Patient Global Impression of Change (PGIC). Results. After 4 weeks, the pramipexole group
showed a significant reduction in IRLS scores (28.3+4.2 to 9.5+3.1; >65% improvement) and significant improvement on the
RLS Ordinal Scale (p<0.05). CGI-I and PGIC indicated marked clinical and subjective improvement in the pramipexole group,
while no significant changes were observed in the control group. No serious adverse events or augmentation were detected.
Conclusions. Pramipexole was effective and well tolerated in idiopathic RLS over a 4-week treatment period, supporting the role

of dopaminergic dysfunction in disease pathogenesis.
Keywords: restless legs syndrome; pramipexole; pilot study

elevance of the study. Restless legs
Rsyndrome (RLS) is a common chronic

sensomotor disorder characterized by an
irresistible urge to move the limbs in order to reduce
unpleasant sensations, mainly localized in the lower
extremities. Symptoms worsen at rest and in the
evening and at night, temporarily regressing with
movement, which leads to fragmented sleep, chronic
sleep deprivation, and a marked decrease in patients'
quality of life. According to epidemiological studies,
the prevalence of RLS among the adult population
varies between 3.9% and 15% and increases with
age, with about 30% of patients requiring drug
therapy [1-3].

Despite significant progress in the study of
the disease, the pathogenesis of primary RLS
remains poorly understood. Current experimental
and clinical data obtained from neuroimaging,
biochemical, and postmortem studies point
to the leading role of central iron metabolism
disorders associated with dysfunction of striatal
dopaminergic neurotransmission [4-5]. It has been
established that iron deficiency in the structures of
the extrapyramidal system leads to a decrease in
dopamine synthesis, changes in the sensitivity of
dopamine receptors, and disruption of the circadian
regulation of dopaminergic activity, which is
considered one of the key links in the formation
of the clinical manifestations of RLS [6—7]. The
clinical efficacy of dopaminergic drugs provides
further confirmation of this pathogenetic concept. It
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has previously been shown that the use of levodopa
can significantly reduce the severity of RLS
symptoms in most patients, with the clinical effect
developing after the first few doses of the drug [8].
Subsequently, dopamine receptor agonists were
proposed as first-line therapy and demonstrated the
ability to reduce the severity of symptoms, improve
sleep parameters, and quality of life [9-10]. At the
same time, clinical practice data and long-term
follow-up results indicate that in some patients
the therapeutic effect is insufficient, and long-term
use of these drugs may be accompanied by the
development of augmentation and the phenomenon
of rebound symptom exacerbation [11, 12].

In recent years, particular attention has been
paid to evaluating the effectiveness of pramipexole
as one of the most widely used dopamine receptor
agonists. However, the results of clinical studies
remain heterogeneous: small sample sizes, a limited
number of clinical events, and differences in the
selection of endpoints make it difficult to draw clear
conclusions about its efficacy and safety [13—14].
Previously published systematic reviews included
a limited number of studies and did not always
use modern approaches to assessing the quality of
evidence, which highlights the need for a repeat
and more comprehensive reassessment of the
effectiveness of dopaminergic therapy in RLS [15].

Thus, the high prevalence of restless legs
syndrome, persistent gaps in understanding
its pathogenesis, and limitations of existing
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pharmacological approaches justify further research
aimed at clarifying the role of dopaminergic
dysfunction and optimizing individualized treatment
strategies for this disease.

Aim of the study. To evaluate the efficacy of
pramipexole in idiopathic restless legs syndrome
and to clarify the clinical significance of
dopaminergic therapy.

Materials and methods. The study was
conducted as a prospective observational clinical
pilot study at the neurology department of the
Shifobakhsh National Medical Center of the
Republic of Tajikistan. The study included 11
patients with idiopathic restless legs syndrome (8
women and 3 men) aged 49 to 65 years.

The inclusion criteria were: age 18 years and
older; presence of idiopathic RLS diagnosed in
accordance with the criteria of the International
Research Group on Restless Legs Syndrome
(IRLSSG); symptom severity >15 points on the
IRLS (International Restless Legs Syndrome
Rating Scale); cessation of taking medications that
could potentially affect the course of RLS at least
14 days prior to inclusion in the study.

Criteria for exclusion were the presence of
Parkinsonism, polyneuropathy, or severe somatic
pathology; pregnancy and lactation; severe sleep
disorders of other etiologies; a history of cancer;
and the use of medications and substances that
could exacerbate RLS symptoms (including
antidepressants, caffeine, and alcohol).

Patients were divided into two groups: the
main group (n=6) receiving pramipexole and the
control group (n=5) not receiving pramipexole
but undergoing dynamic observation. Patients in
the main group took pramipexole orally 2 hours
before bedtime. During the first 5 days, the dose
was titrated from 0.125 mg to 1.0 mg/day, taking
into account individual tolerance. After reaching
a daily dose of 1.0 mg, therapy continued for the
next 23 days. The total duration of treatment was
4 weeks.

The effectiveness of therapy was assessed
twice—before the start of treatment and after
completion of the 4-week course—using validated
clinical scales. The severity of restless legs
syndrome symptoms was assessed using the IRLS
scale (0—40 points). The subjective dynamics of
the condition, as assessed by the patient, were
determined using the PGIC (Patient Global
Impression of Change) scale, and the physician's
assessment of the clinical effect of therapy was

performed using the CGI-I (Clinical Global
Impression — Improvement) scale. In addition,
the RLS Ordinal Scale was used for a qualitative
assessment of the severity of symptoms and the
nature of their changes during treatment.

The tolerability of therapy was assessed based
on the recording of adverse events and subjective
complaints of patients during the observation
period.

Statistical processing. Statistical processing
of data was performed using Microsoft Excel
(Microsoft Office). Quantitative indicators are
presented as mean values and standard deviations
(M£SD). Intergroup comparison of clinical
indicators was performed based on values obtained
after 4 weeks of observation. Differences were
considered statistically significant at p<0.05.

Results. The study included 11 patients with
idiopathic restless legs syndrome (8 women
and 3 men) aged 49 to 65 years. Patients were
divided into two groups: the main group (n=6)
receiving pramipexole and the control group
(n=5) not receiving pramipexole. Baseline
scores on the IRLS and RLS Ordinal Scale did
not show significant differences between the
groups (p>0.05), indicating that the samples were
comparable.

After 4 weeks of therapy, the main group
showed a marked reduction in the severity of RLS
symptoms on the IRLS scale (0—40 points): the
average score decreased from 28.3+4.2 to 9.543.1,
which corresponds to a clinically significant
reduction in symptom severity of more than 65%
and a transition from moderate to mild severity. In
the control group, the dynamics of the indicators
were significantly less pronounced: the IRLS value
decreased from 27.6+£3.9 to 23.8+4.4. Intergroup
differences in IRLS after 4 weeks of therapy
were statistically significant (p<0.01) (Table and
Figure).

On the RLS Ordinal Scale (0-8 points), both
groups initially showed a high degree of symptom
severity (main group — 7.9£1.1, control group
— 7.841.0). After 4 weeks of treatment with
pramipexole, the score decreased to 3.6+0.9 in
the main group, reflecting a reduction in symptom
severity of more than 50%. In the control group,
the changes were minimal: the score decreased to
7.1£1.2. The intergroup differences after 4 weeks
of therapy were statistically significant (p<0.05)
(Table).
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Table.

Dynamics of clinical scores in the main and control groups

Main group Main group Control group Control group
Assessment scale (n=6), (n=6), (n=5), (n=5), p-value
baseline after 4 weeks baseline after 4 weeks
IRLS (0-40) 28.3+4.2 9.5+3.1 27.6+£3.9 23.8+4.4 <0.01
PGIC (1-7) - 2.0+0.8 - 4.8+0.9 <0.01
CGI-I1 (1-7) - 2.3+0.7 - 4.9+1.0 <0.01
RLS Ordinal (0-8) 7.9+1.1 3.6:£0.9 7.8+1.0 7.1£1.2 <0.05
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Figure. Changes in IRLS scores

The doctor's assessment of the effectiveness of
therapy using the CGI-I scale (1-7 points) revealed
the advantage of pramipexole: in the main group,
the average value was 2.3+0.7, which corresponds
to a marked clinical improvement, while in the
control group, the indicator was 4.9£1.0, reflecting
no significant changes or minimal dynamics. The
intergroup difference was statistically significant
(p<0.01) (Table).

Patients' subjective assessment of their condition
using the PGIC scale (1-7 points) also showed a
more pronounced improvement in the main group
(2.0£0.8) compared to the control group (4.8+0.9),
with statistically significant differences (p<0.01)
(Table).

Discussion. Dopaminergic dysfunction is
considered one of the key pathogenetic links in
idiopathic restless legs syndrome, which explains

the interest in dopaminergic therapy. Pramipexole,
a selective D2/D3 receptor agonist, is widely used
to correct the main clinical manifestations of the
disease, but data on its efficacy and tolerability
require further analysis, especially in the context
of limited samples.

In the present study, pramipexole therapy
was accompanied by a marked reduction in
symptom severity, which was confirmed by a
significant positive trend in IRLS scores, as well
as an improvement in clinical and subjective
assessments on the RLS Ordinal Scale, CGI-I, and
PGIC scales. The absence of significant changes in
the control group allows us to consider the results
obtained as a manifestation of the specific effect
of dopaminergic therapy. The clinically significant
improvement recorded after just 4 weeks of
treatment is consistent with data from previously
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published studies. No serious adverse events or
signs of augmentation were identified during the
observation period, which is probably due to the
stepwise titration of the dose and the short duration
of therapy.

Thus, the results confirm the clinical efficacy
of pramipexole in idiopathic restless legs
syndrome and indirectly support the role of
dopaminergic dysfunction in the pathogenesis of
the disease. However, their interpretation requires
consideration of the pilot nature of the study and
the small sample size.

Limitations. This study was pilot in nature
and included a small sample size, which requires
caution in interpreting the results. The short
observation period (4 weeks) limits the assessment
of the long-term efficacy of pramipexole and the
risk of augmentation with prolonged use. The
lack of objective methods of sleep monitoring
(e.g., polysomnography) does not allow for a
full assessment of the effect of therapy on sleep
parameters and structure. Also, the study did
not include an extensive laboratory assessment
of iron metabolism and other factors that could
potentially affect the severity of RLS symptoms.
Future studies with a larger sample size, a longer
observation period, and an expanded set of clinical,
instrumental, and laboratory parameters would be
useful.
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PE3IOME

COBPEMEHHBIE TOAXO/AbI K TEPAITMHA CUHAPOMA BECIIOKOMWHBIX HOT :
POJIb JOPAMUHEPI'HYECKUX IIPEITAPATOB

I'annzona M.T., Toambosa JI.H., Ucpodpunazona M.O., Acusoa H.I'., Kypoonosa M.H.
Taoorcuxckuu I'ocyoapcmeennviii Meouyunckuii Ynusepcumem um. Aoyanu uonu Cuno,
kagedpa nesponoeuu, [yuanbe, Tadxcukucman

Heab. Ouennts 3h(PEeKTUBHOCTH U MEPEHOCHMOCTH MPAMHUIIEKCOJa Y TMAllMeHTOB ¢ WANONATHYECKUM CHHIIPOMOM
6ecniokoitHbIX HOT (CBH). MaTepaJ u MeTobl. B TpOCIIEKTHBHOE OTKPHITOE MHIIOTHOE HCCIICOBAaHUE BKITIOUEHBI 1 1
naruenToB ¢ uanonatudeckum CBH (Bo3pacT 49—65 net), mpoxonuBiiux JieueHrne B HanimoHamsHOM MeIUITTHCKOM
uenrpe PecryOnuku Tamkukucran «udodaxmy. [IpaMmunexkcon Ha3Hayamu ¢ TATpoBaHUEM /10361 10 1,0 Mr (n=0);
KOHTpOJIbHAs Tpyria (n=>5) nosrydana miame6o. [IpogomkuTebHOCTD JeueHus coctaBwia 4 Henenu. Kimmandeckue
pe3yabpTaThl oreHuBaMNCh o Mexaynaponuoit mkane ornenku CBH (IRLS), mopsnkosoit mkane CBH, mkame
KJIIMHAYECKOTO 00111eT0 BriewarieHus — yayumierue (CGI-1) u mkane obmiero BrieyaT/IeHHs MAIeHTa 00 M3MEHEHHUIX
(PGIC). Pe3yabTaTsl. Yepes 4 Hemenn B Tpymie MpaMHUIIEKCOIa OTMEYEHO 3HAYUTEIhHOE CHIYKEHHE ITOKazaTenen
IRLS (c 28,3+4,2 o 9,5+3,1; ynyumenue >65%) u 1ocToBepHOE yiryulieHue 1o nopsaxkosoi mkaite CbH (p<0,05).
CGI-I n PGIC BbIsBUIN BBIpa)KEHHOE KIMHUYECKOE U CyOBEKTHBHOE YIy4YlIEHUE B TPYyIMIE MPaMUIIEKCOa, TOTAA
KaK B KOHTPOJIBHOM TpyIINe 3HaYMMbBIX U3MEHEHUH He 3aperucTpupoBaHo. CepbE3HBIX HEXKENATENbHbIX SBICHUM
1 (eHOMEHAa ayrMeHTalluH BhIsIBICHO He Obuto. BbIBoabI. [ITpaMunekcon npoaeMoHCTpUpOBai 3PPEKTHBHOCT
XOPOIIYI0 IepeHOCUMOCTh ipy uanonarndeckoM CbH B Teuenne 4-HeneapHOTO Kypca JeueHus], YTO MOATBEPIKIaeT
pOJIb ToaMUHEPTUIECKON TUCPYHKITIHN B TATOTeHE3¢ 3a00JICBaHHS.

KaroueBble c10Ba: cHHIPOM OECIIOKOHHBIX HOT, IPaMHUTIEKCOJI, ITUJIOTHOE UCCIIEIOBaHNE

XULASO

NARAHAT AYAQLAR SINDROMUNUN MUALICOSINO MUASIR YANASMALAR:
DOFAMINERJIK PREPARATLARIN ROLU

Qanizoda M.T., Tolibova L.N., Isrofilzoda M.O., Asilova N.Q., Kurbonova M.N.
Obuali ibn Sina adina Tacik Doviat Tibb Universiteti,
Nevrologiya kafedrasi, Diisanba, Tacikistan

Mogsad. idiopatik narahat ayaglar sindromu (NAS) olan xostolorde pramipeksol preparatinin effektivliyini vo
tolerantligini qiymatlondirmok. Material vo metodlar. Prospektiv agiq pilot tadqiqata Tacikistan Respublikasinin
"Sifobaxs" Milli Tibb Morkozindo miialico alan 11 idiopatik NAS xostosi (yas 49—65) daxil edilmisdir. Pramipeksol
1,0 mqg-a gader doza titrlonmasi ils toyin edilmisdir (n=6); nazarat qrupu (n=5) plasebo almisdir. Miialico miiddati
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4 hofto olmusgdur. Klinik naticolor Beynolxalq Narahat Ayaqlar Sindromu Reyting Skalas1 (IRLS), NAS Ordinal
Skalasi, Klinik Qlobal Toassiirat — Yaxsilagsma (CGI-I) vo Xostonin Qlobal Dayisiklik Toassiirati (PGIC) skalalart
vasitosilo qiymotlondirilmigdir. Naticalar. 4 haftodon sonra pramipeksol qrupunda IRLS géstoricilorinin shomiyyatli
azalmasi miisahide edilmisdir (28,34+4,2-don 9,543,1-9; >65% yaxsilagsma) vo NAS Ordinal Skalasinda shamiyyatli
yaxsilasma geyd edilmisdir (p<0,05). CGI-I vo PGIC skalalar1 {izro nozarat qrupunda ohamiyyatli doyisiklik olmadigi
halda, pramipeksol qrupunda ohomiyyatli klinik vo subyektiv yaxsilagmani gostormisdir. Ciddi oks tesirlor vo ya
artim hadisalori agkar edilmomisdir. Yekun. Pramipeksol 4 haftolik miialice dovriinds idiopatik NAS zamani effektiv
va yaxsi tolere edilon olmus, bu da xastaliyin patogenezinds dopaminerjik disfunksiyasinin rolunu dastokloyir.
Agar sozlor: narahat ayaqglar sindromu, pramipeksol, pilot tadgiqat.
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