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Atty. Dkt.No.2159.3210001 Appl. No. 12/526,296

7.

Men and women 18 to 55 years of age were eligible for the study if they had a

diagnosis of RRMS and an Expanded Disability Status Scale ("EDSS") score (a

well-known measure of the disabilities suffered by MS patients) between 0.0 and

5.0. Additionally, the patients had to have had at least 1 relapse within 12 months

prior to randomization or gadolinium-enhancing (Gd+) lesions (Gd+ lesions in the

brain are a well-known marker of MS) on brain MRI within six weeks of

randomization.

The patients were randomly assigned to one offour treatment groups for 24 weeks:

(a) 120 mg BG-12 once daily (120 mg/day); (b) 120 mg BG—12 three times daily

(360 mg/day); (c) 240 mg BG-l2 three times daily (720 mg/day); and (d) placebo.

The primary end point of the Phase 2 clinical trial was the sum of all new Gd+

lesions from four brain MRI scans obtained at Weeks l2, 16, 20, and 24. The

number of Gd+ lesions is considered a surrogate end point for clinical efficacy and

as such is accepted as a primary end point for a proof of concept study. I

The secondary end points of the Phase 2 clinical trial included the cumulative

number of new Gd+ lesions on scans from Weeks 4 and 24, the number of new or

newly enlargingTZ-hyperintense lesions at Week 24, and the number of new T1

hypointense lesions at week 24.

Additional end points included annualized relapse rate ("ARR") and disability

progression as measured by EDSS.

The results of the Phase 2 clinical trial are reported in the peer-reviewed publication

of Kappos, L., et al., "Efficacy and safety of oral fumarate in patients with relapsing-remitting

multiple sclerosis: a multicentre, randomised, double-blind, placebo-controlled phase IIb study,"
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