Which is the best biomarker for restless leg syndrome: Hepcidin or ferritin?

Sofiene Chenini, Constance Delaby, Anna-Laura Rassu, Lucie Barateau, Jérdme Vialaret, Christophe

Hirtz, Anne Marie Dupuy, Sylvain Lehmann, Isabelle Jaussent, Yves Dauvilliers

1 Sleep-Wake Disorders Unit, Department of Neurology, Gui-de-Chauliac Hospital, CHU Montpellier,
France

2 National Reference Network f or Narcolepsy, CHU Montpellier, France

SINSERM U1061, University Montpellier, Neuropsychiatry: Epidemiological and Clinical Research,
Montpellier, France.

4Laboratory of Biochemistry - Clinical Proteomic, CHU Montpellier, Montpellier University, INSERM,
Montpellier, France;

Objectives: To compare serum hepcidin and ferritin levels between patients with
primary restless legs syndrome (RLS) and healthy controls, and to assess the
relationship with RLS severity, dopaminergic drug intake, and augmentation of

symptoms.

Method: One hundred and two drug-free RLS patients (age 58.91 [24.50-77.22], 63
women), and 73 controls (age 56.85 [23.46-76.65], 45 women) underwent a clinical
examination and one night polysomnography. A second assessment was performed
in 34 RLS patients under dopaminergic treatment. Serum hepcidin and ferritin levels

were measured by ELISA and electrochemiluminescence assays.

Results: A low ferritin level (<50ug/l) was found in 15 (14.7%) patients and 18 (25%)
controls. Hepcidin levels were higher in drug-free RLS patients compared to controls
in a dose dependent manner, even after adjustment for confounding factors, and
after excluding participants with low ferritin levels. Conversely, serum ferritin levels
did not differ between RLS patients and controls. No between-group differences were
found for either ferritin and hepcidin levels between treated and untreated patients, or
between those with (n=17) or without a recent history of augmentation. Ferritin and
hepcidin correlated with age, BMI, and periodic legs movements of sleep. The
highest hepcidin levels were associated with older age, older age at RLS onset, less
sleepiness, familial RLS and potentially with RLS severity.

Conclusion: Serum ferritin levels did not differ between RLS patients and controls.
Conversely, we found higher serum hepcidin levels in RLS, not influenced by
dopaminergic treatment and augmentation. Hepcidin may be a relevant biomarker in

RLS diagnosis and more reliable than serum ferritin levels.



