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Commentary: Increased Risk of Cardiovascular Disease
in Restless Legs Syndrome Patients: A Call to Action

We have read with great interest the paper by Abus et al' recently published on Alpha
Psychiatry. The study's main aim was to evaluate the cardiovascular disease risk in patients
with restless leg syndrome (RLS) using laboratory and electrocardiogram (ECG) parameters.
They found that concluded that the fQRS-T angle was higher in RLS patients, as well as the
C-reactive protein-to-albumin ratio (CAR), neutrophils to lymphocytes ratio (NLR), mono-
cytes to lymphocytes ratio (MLR), and all correlated with the elevated risk of cardiovascular
disease (CVD).

RLS, also known as Willis-Ekbom's disease, is a condition in which the main symptom is an
uncontrollable need to move the legs because of an intense sensation of discomfort that
diminishes or disappears as soon as the person moves the legs.2 The leg movements typi-
cally occur in the evening or at night and when the person is at rest. Although this disorder
predominantly affects the legs, it has also been found to affect other body parts, such as the
mouth, neck, arms, abdomen and, in some cases, the genitals.> Therefore, RLS is a disorder
in the category of sleep disorders listed in the fifth edition of the Diagnostic and Statistical
Manual of Mental Disorders (DSM-5).* To make such a diagnosis, specific symptoms must be
observed, such as an intense need to move the legs, often accompanied by/responsive to
a sensation of discomfort in the legs, with the characteristics that [1] the need to move the
legs occurs or worsens when the individual is at rest, [2] the sensation of discomfort partially
or entirely disappears when the legs are moved, and [3] the need to move the legs occurs or
worsens only in the evening or during the night.* In addition, these symptoms must occur at
least three times a week and have been present for at least three months; they must be asso-
ciated with severe distress or cause difficulties in social, occupational, educational, behav-
ioural or other essential areas of the individual's functioning. In making this diagnosis, it is
also imperative to ensure that these symptoms are not caused by other medical conditions
(e.g. arthritis, peripheral ischaemia, leg cramps), physiological effects of substances or drugs,
other mental disorders, or specific behaviours (e.g. poor posture).®

Epidemiological studies have reported that RLS has a prevalence of between 7 and 10% in
the general adult population in Europe and America, and it also appears that women are
more likely to have the syndrome than men.® In addition, the symptoms of RLS appear to be
more common in adults over 40, with some studies suggesting that 18-23% of the elderly
alone have the disorder, and there seems to be a correlation between symptoms and ageing.®
Interestingly, RLS also occurs in children and adolescents, affecting about 1-4% of the child
population.” However, despite the disorder's high prevalence, most people report mild or
moderate symptoms, while only 1-3% experience severe or persistent symptoms.?

The symptoms of RLS often prevent or make it difficult to maintain normal circadian rhythms,
which can negatively affect mood, such as mood swings, and cognitive energy, such as
fatigue and slowing down. The severity of the impairment is measured by specific scales such
as the International Restless Legs Syndrome Study Group Rating Scale (IRLS), which mea-
sures the intensity of symptoms about the patient's mood, daily functioning, sleep quality,
frequency of symptoms and discomfort they cause. Some research has also found links with
certain physiological conditions such as diabetes, migraine, cardiovascular disease, hyper-
tension and anaemia. RLS also appears to be associated with Parkinson's disease. Iron defi-
ciency has also been identified as significant comorbidity, and as a result of this discovery,
some therapies now include iron supplementation, especially in pregnant women.
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However, RLS is even more dangerous than previously thought. People
with RLS risk cardiovascular disease more than those without neuro-
logical disorders.” That means, without mincing words, that they are
more likely to die prematurely.’” The link was found in a study pub-
lished in Neurology by researchers at the University of Pennsylvania,
who collected data from more than 57,000 women with an average
age of 67 who were part of the Nurses' Health Study, a large prospec-
tive study looking at the effects of diet, hormones and environment on
the health of nurses, which has become a significant benchmark for
many other studies of women." Every two years between 2002 and
2012, they emailed questionnaires to selected women asking about
RLS and other health problems. During the ten-year observation
period, there were 6,448 deaths. A closer look at the causes showed
that women with neurological syndromes had a significantly higher
risk of premature death than other women. Specifically, women with
RLS were 43% more likely to die from heart disease, while no associa-
tion was found between RLS and other conditions such as cancer.

This is not the first time that restless legs syndrome has been linked
to other health conditions, as it has previously been linked to obesity
and high blood pressure, and this may suggest that cardiovascular
deaths might also be due to these other comorbid risk factors that
need to be treated.’?'* On the other hand, Gao et al'* demonstrated
successful treatment of RLS (including dopaminergic drugs, anticon-
vulsants, benzodiazepines, and opiates, but not ergot-dopamine
use) might impressively reduce the risk of CVDs.

Eighty per cent of sufferers of RLS have jerks of the lower limbs every
20 to 30 seconds, especially in the early hours of the night. With each
jerk, the blood pressure rises, and the heart rate increases.’? These
people accumulate 90-100 jerks per hour for seven hours, so many
pressure surges occur.”? In addition, these jerks of the legs cause
small awakenings of the brain, micro-awakenings that the person
may not even be aware of, but they occur.

The mechanisms of this association with cardiovascular disease risk
are not yet known. However, it is thought that the cause may be
vegetative hyperarousal (increased heart rate and systemic blood
pressure systemic), associated with periodic limb movements during
sleep, repetitive movements of the lower limbs (usually dorsiflex-
ion of the big toe or foot), present in at least 80% of RLS cases.” The
study by Abus et al contributes precisely to the knowledge. It makes
us aware that cardiovascular disease risk must be carefully evaluated
not only in severe neuropsychiatric disorders (such as schizophrenia,
multiple sclerosis, Parkinson's disease and bipolar disorders) but also
in diseases that would be apparently benign, such as RLS.

Author Contributions: Concept — D.D.B,, V.R,, M.M., I.U., A.A., G.M.; Design -
D.D.B, V.R., M.M., I.U., A.A., G.M.; Supervision — D.D.B,, V.R., M.\M., L.U., A.A., G.M.;

Alpha Psychiatry 2023;24(3):100-101

Resources — D.D.B., V.R,, M.M., I.U., A.A., G.M.; Materials - D.D.B., V.R., M.M., I.U.,
A.A., G.M.; Data Collection and/or Processing - D.D.B., V.R., M.M., L.U., A.A., G.M.;
Analysis and/or Interpretation — D.D.B, V.R, M.M., I.U., A.A, G.M.; Literature
Search - D.D.B, V.R, M.M., I.U,, A.A,, G.M.; Writing - D.D.B., V.R., M.M., .U, A.A.,
G.M.; Critical Review - D.D.B., V.R., M.M., .U., A.A., GM.

Declaration of Interests: The authors have no conflict of interest to declare.

Funding: The authors declared that this study has received no financial support.

References

1. Abus S, Kapial Y, Ayhan S, Arik A. Elevated cardiovascular disease risk in
patients with restless legs syndrome. Alpha Psychiatry. 2023;24(3):95-99.

2. Khachatryan SG, Ferri R, Fulda S, et al. Restless legs syndrome: Over
50 years of European contribution. J Sleep Res. 2022;31(4):e13632.
[CrossRef]

3. Vlasie A, Trifu SC, Lupuleac C, Kohn B, Cristea MB. Restless legs syndrome:
An overview of pathophysiology, comorbidities and therapeutic
approaches (Review). Exp Ther Med. 2022;23(2):185. [CrossRef]

4.  Association AP. Diagnostic and Statistical Manual of Mental Disorders:
DSM-5 (American Psychiatric A, American Psychiatric Association DSMTF,
ed.). Arlington, VA: American Psychiatric Association; 2013.

5. LiuZ GuanR, Pan L. Exploration of restless legs syndrome under the new
concept: A review. Med (Baltim). 2022;101(50):e32324. [CrossRef]

6. Brostrom A, Alimoradi Z, Lind J, Ulander M, Lundin F, Pakpour A. World-
wide estimation of restless legs syndrome: A systematic review and
meta-analysis of prevalence in the general adult population. J Sleep Res.
2023;32(3):e13783. [CrossRef]

7. DelRosso LM, Mogavero MP, Baroni A, Bruni O, Ferri R. Restless legs syn-
drome in children and adolescents. Child Adolesc Psychiatr Clin N Am.
2021;30(1):143-157. [CrossRef]

8. Garcia-Malo C, Romero-Peralta S, Cano-Pumarega |. Restless legs syn-
drome - clinical features. Sleep Med Clin. 2021;16(2):233-247. [CrossRef]

9. Kapoor S. The relationship between restless legs syndrome and cardio-
vascular disease. Eur J Neurol. 2008;15(5):e42. [CrossRef]

10. Gottlieb DJ, Somers VK, Punjabi NM, Winkelman JW. Restless legs
syndrome and cardiovascular disease: A research roadmap. Sleep Med.
2017;31:10-17. [CrossRef]

11. Winkelman JW, Shahar E, Sharief I, Gottlieb DJ. Association of restless
legs syndrome and cardiovascular disease in the Sleep Heart Health
Study. Neurology. 2008;70(1):35-42. [CrossRef]

12. Budhiraja R, Quan SF. Is restless legs syndrome associated with cardio-
vascular disease? Am J Med. 2013;126(3):189-190. [CrossRef]

13. Anguelova GV, Vlak MHM, Kurvers AGY, Rijsman RM. Pharmacologic and
nonpharmacologic treatment of restless legs syndrome. Sleep Med Clin.
2022;17(3):407-419. [CrossRef]

14. Gao X, Ba DM, Bagai K, Liu G, Ma C, Walters AS. Treating restless legs
syndrome was associated with low risk of cardiovascular disease: A
cohort study with 3.4 years of follow-up. J Am Heart Assoc. 2021;10(4):
e018674. [CrossRef]

15. Stevens MS. Restless legs syndrome/Willis-Ekbom disease morbidity:
Burden, quality of life, cardiovascular aspects, and sleep. Sleep Med Clin.
2015;10(3):369-373, xv-xvi. [CrossRef]

101


https://doi.org/10.1111/jsr.13632
https://doi.org/10.3892/etm.2021.11108
https://doi.org/10.1097/MD.0000000000032324
https://doi.org/10.1111/jsr.13783
https://doi.org/10.1016/j.chc.2020.08.010
https://doi.org/10.1016/j.jsmc.2021.02.002
https://doi.org/10.1111/j.1468-1331.2008.02113.x
https://doi.org/10.1016/j.sleep.2016.08.008
https://doi.org/10.1212/01.wnl.0000287072.93277.c9
https://doi.org/10.1016/j.amjmed.2012.11.006
https://doi.org/10.1016/j.jsmc.2022.06.006
https://doi.org/10.1161/JAHA.120.018674
https://doi.org/10.1016/j.jsmc.2015.05.017

