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[Sindrome delle gambe senza riposo]

Introduction and symptoms

The “restless leg syndrome” is an unclear
pathological condition that affects a large percent-
age of the general population, which can even reach
2-10%, without prevalence of sex, with possible
effects on both the daytime efficiency of the people
affected and the quality of sleep, with obvious
repercussions on the daytime performance. 

It is a medical condition that is more frequent-
ly reported by healthy adults with an evolutionary
trend that at times can also lead to an involvement
of the upper limbs. 

The epidemiology lacks an adequate knowl-
edge of the disease that is not easily recognized or
rather is easily mistaken for anxiety, depression,
and arthritis(1).

It is described, at least initially, as a bother-
some feeling of restlessness arising in particular in
conditions of immobility, and specifically at the
time of going to bed for nighttime rest: patients feel
an irresistible urge to move their legs to escape the
intolerable feeling variously described as tingling,
stretching, muscle tension, stiffness, motor imper-
sistence located below the knees. The consequence

is the systematic need of having to get up to ease,
albeit temporarily, the unpleasant feelings through
movement. Upon returning to bed, the phenomenon
tends to recur. The more stubborn and prolonged it
is, the more chronic the onset of the disease(2). 

Known also as “anxietas tibiarum”, it is not
easy to date its first description. It is not a recent
condition, which, if left untreated, can also be
debilitating at times (see Table 1).
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ABSTRACT

This paper describes the restless legs syndrome and the typical symptoms associated with clinical variants. It also describes the
epidemiology, etiological hypotheses, and differential diagnosis with other involuntary movements of the limbs. Possible risk factors
and potential drug treatments are then proposed.
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1. Unpleasant sensations in the lower limbs or diffi-
culty to fall asleep

2. Unpleasant sensations of trembling in the calves,
often associated with tenderness or generalized pain in
the lower limbs

3. The disorders are relieved by moving the limbs

4. Polysomnographic monitoring shows the presence
of movements of the limbs at rest
5. No medical or mental pathologies that may account

for the symptoms
6. There may be other sleep disorders but they are not

responsible for the symptoms

Table 1: Diagnostic criteria for the diagnosis of restless
legs syndrome.
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It is a typically circadian pathology with a
prevalence in the last hours of the day and the early
hours of the next: hence the tendency of patients
who are aware of it to fall sleep later and later to
avoid the disturbance by sleeping at different hours. 

It is not difficult to distinguish it from the
more common feeling of muscle soreness associat-
ed with intense physical activity carried out during
the day, as it tends to easily and spontaneously dis-
appear in a few days, without resorting to any drug
treatment(3). 

However, distinguishing it from other similar
conditions that may mimic the restless legs syn-
drome is more complex.

In the absence of treatment or resistance to the
therapy provided, as time goes by, the symptoms
may occur at times even during the day in the
absence of rest or immobility, which are considered
the triggers in the initial phase of the disease; in
severe cases the restless legs syndrome may
become incompatible with sitting or reclining (dri-
ving, travel, sleep).  

The aggravating factors include physical
fatigue and higher room temperatures.

Etiopathogenesis

In the absence of clear knowledge on the
etiopathogenesis of the disease, vascular, systemic,
genetic, and neurogenic (central and peripheral)
causes have been suspected. Some argue for a
myelopathic disorder. Smoking, obesity, physical
inactivity, diabetes, and the intake of tricyclics,
serotonin, and antidopaminergic drugs have been
considered predisposing factors(4).

Differential diagnosis

To date, the etiopathogenesis is not defined. It
may represent the onset of peripheral neuropathy,
especially due to advanced stage chronic renal fail-
ure. However, several clinical conditions have been
associated with restless legs syndrome, such as iron
deficiency anemia, folate deficiency, pregnancy,
thyroid disease, hyperferritinemia, the use of anti-
depressants or antihistamines: these associations
offer little help to understand the origin of the dis-
ease.

It is not difficult to differentiate the restless
legs syndrome from periodic leg movements in
sleep (once inappropriately called nocturnal
myoclonus, as in this case myoclonic movements

are notoriously more rapid compared to periodic
nocturnal movements) (International Restless Legs
Study Group (IRLSSG). These are involuntary,
periodical, slow, sleep-related movements involving
dorsiflexion of the foot and knee and hip flexion,
which occur in the complete absence of conscience
and will of the subject who, however, can interrupt
sleep at such moments (sometimes repeatedly dur-
ing the same night, with the well-known effects on
daytime performance) (see Table 2).

The latter may be associated with the restless
legs syndrome (30% of cases), which sometimes
makes it daunting to distinguish the two conditions
without the use of polysomnography, as well as
with the intake of tricyclic antidepressants, sero-
tonin, and L-Dopa or with discontinuation of
antiepileptic drugs or sedatives(5).

Therapeutic orientations

In the absence of a clear etiopathogenesis, sev-
eral therapeutic proposals have been made:
dopaminergic agents, opioids, anticonvulsants, ben-
zodiazepines, clonidine, propranolol, and baclofen.

With the exclusion of dopaminergic ergolines
now suspended from use due to the known effects
on the heart and in terms of pulmonary and
retroperitoneal sclerosis, the most recurrent option
today appears to be the use of a low-dose synthetic
dopaminergic agent or slow-release levodopa for-
mulations to avoid rebound effects. Among benzo-
diazepines, the preference goes to clonazepam
whose effect is difficult though to assess in terms of
direct effects on the cause of the disease or conse-

1. Insomnia or excessive drowsiness; at times the
patient is not aware of the presence of the disorder, but
the movements are observed by others

2. Repetitive and highly stereotyped movements of the
lower limbs

3. Polysomnographic monitoring shows:
• Repeated episodes of contractions (every 20-
40 seconds)
• Associated episodes of awakening

4. No medical or mental pathologies that may account
for the symptoms

5. There may be other sleep disorders but they are not
responsible for the symptoms

Table 2: Diagnostic criteria for the diagnosis of periodic
limb movement syndrome.



quential effects on induction and maintenance of
sleep. The use of gabapentin should be reserved for
cases with a neuropathic component(6). There has
been recent clinical and experimental evidence sup-
porting the possibility of a beneficial effect of L-
acetyl-carnitine(7-9).
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