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Exclusion criteria

We excluded participants that met the following criteria: tracheostomy, invasive ventilation, or non-invasive positive pressure ventilation; gastrostomy; evidence of major psychiatric disorder or clinically evident dementia; diagnosis of a neurodegenerative disease in addition to ALS; are taking current medication apart from riluzole that, in the opinion of the investigator, would make the patient unsuitable for study participation; have a recent history (within the previous 6 months) or current evidence of alcohol or drug abuse; have concurrent unstable disease involving any system (e.g. carcinoma other than basal cell carcinoma), any cardiac dysrhythmia, myocardial infarction, clinical or ECG signs of myocardial ischemia, cardiac insufficiency, angina symptoms, current symptoms of coronary artery disease, or any other condition that in the opinion of the investigator would make the patient unsuitable for study participation; have a baseline QTc (Bazett) > 450 msec for males and > 470 msec for females; patients with known hepatitis B/C or HIV positive serology; have renal impairment defined as blood creatinine > 2 x ULN (upper limit of normal); have hepatic impairment and/or liver enzymes (ALAT or ASAT) > 3 x ULN; hemostasis disorders or current treatment with oral anticoagulants; have participated in any other investigational drug or therapy study with a non-approved medication, within the previous 3 months; patients without medical insurance.

MRC grading scale

Muscle strength was evaluated based on an 11-step modified MRC grading scale (www.medscape.com) (5, normal power; 5-, equivocal, barely detectable weakness; 4+, definitive but slight weakness; 4, able to move the joint against combination of gravity and some resistance; 4-, capable of minimal resistance; 3+, capable of transient resistance but collapses abruptly; 3, active movement against gravity; 3-, able to move against gravity but not through full range; 2, able to move with gravity eliminated; 1, trace contraction; 0, no contraction).  MRC scoring was obtained in each patient for 8 different muscles [right (R) and left (L) biceps, triceps, quadriceps and tibial]. To calculate the total MRC scale index, a progressively increasing number from 0 (0 in the scale) to 10 (5 in the scale) was given to each step and each muscle. The total MRC index per patient corresponds to the sum of the numbers given to all the eight muscles.

