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Online Resources 2. Inclusion and exclusion criteria

Inclusion criteria

¢ Signed and dated written informed consent form in accordance with local regulations: having
freely given their written informed consent to participate in the study

¢ Diagnosis criteria of multiple sclerosis (MS) fulfilling the actualized McDonald criteria (Polman et
al., 2011)

¢ Uni-or bilateral optic neuropathy with worst eye visual acuity (VA)< 5/10 confirmed at 6 months

e Worsening of VA during the last 3 years (at least 1/10 point)

e Patient aged 18-75 years

o Likely to be able to participate in all scheduled evaluations and complete all required study
procedures

¢ In the opinion of the Investigator, the patient was likely to be compliant and had a high probability

of completing the study.

Exclusion criteria

e Optic neuritis (ON) relapse within the 3 months before inclusion

e Presence of other ocular pathology (glaucoma, cataract, retinopathy, anterior uveitis, myopia >7
dioptrics, intraocular pressure >20 mmHg, amblyopia, retinal or optic head abnormalities (drusen,
dysversion)

e Bilateral VA < 1/20
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¢ Visual impairment caused by ocular flutter or nystagmus

e Patients with uncontrolled hepatic disorder, renal or cardiovascular disease, or cancer

e Patients with hypersensitivity to excipients in biotin or MD1003

o Patients treated with any new medication for MS (immunomodulators, immunosuppressive) but
fampridine, initiated less than 3 months prior to inclusion

e Treatment with fampridine initiated less than 1 month prior to inclusion

e Laboratory tests out of normal range according to the reference laboratory values. Deviations
could be accepted if considered clinically insignificant for the conduct of study by the Investigator

e Patients with history or presence of alcohol abuse or drug addiction

e Pregnant or breastfeeding women

¢ Patients likely to be non-compliant to the study procedures or for whom a long-term follow-up
seemed difficult to achieve

¢ Normal Retinal Nerve Fiber Layer (RNFL) at optical coherence tomography (OCT)

¢ Women of childbearing age without effective contraception (oral pill or intrauterine contraceptive
device).
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