e-Methods
First Sample
All 188 RLS patients (72.8% female, mean age 60.0(11.2 yrs.) were recruited via a local specialized RLS outpatients’ clinic in Munich, Germany. Diagnosis was made after face-to-face interview and neurological examination by an experienced RLS specialist and in accordance with the diagnostic criteria set forth by the International Restless Legs Syndrome Study Group (IRLSSG)5. All individuals were of European descent and reported a positive family history for RLS, as based upon the report of at least one affected first degree family member.  We excluded patients with secondary RLS due to uremia, dialysis, or iron deficiency anemia. All patients were either homo- (G/G) or heterozygous (G/T) for the RLS-associated risk allele rs2300478 of MEIS11.
Second Sample

Cases were (n = 735, 70.8% female, mean age 61.5(14.2 yrs.) recruited locally via specialized RLS outpatients’ clinics. Diagnosis and patient selection were made as described above. Controls were of German descent and recruited from the KORA S3/F3 and S4 Surveys (n = 735, 74.5% female, mean age 59.8(11.3 yrs.). These are representative samples from the general population living in or near the city of Augsburg, Germany. 
Segregation Analysis of p.R272H in an RLS-Family 
Family members were classified as either affected or unaffected after face-to-face interview using standard diagnostic criteria. 

Czech Sample

All Czech cases (n= 279, mean age 55.79 ± 14.92 yrs., range= 12–91 yrs., 63.1% female) originated from the Czech Republic and were recruited at the Department of Neurology of First Faculty of Medicine and the General Teaching Hospital, Prague. Diagnosis was made as depicted above. 
