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Figure 1. Delay in SPMS diagnosis.40  
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TABLE 1. Randomized Placebo-Controlled Phase 3 Clinical Trials in Primary or Secondary 

Progressive MS Carried out in the Past 5 Years 

Trial  MS 

type 

N Study 

length 

Treatment 

and dosing 

Key results 

INFORMS 

(2016)60 

PPMS 970 ≥36 

months 

(maximum, 

5 years) 

Fingolimod 

1.25 or 0.5 

mg/day 

• Fingolimod was no better than placebo 

in slowing disease progression 

(composite primary endpoint based on 

change from BL in EDSS score, 

T25FW, or 9HPT scores to assess time 

to 3-month CDP in patients treated for 

≥3 years) 

• By the end of the study, 3-month CDP 

had occurred in 232 and 338 patients in 

the fingolimod and placebo groups, 

respectively (HR, 0.95; 95% CI, 0.80–

1.12; p = 0.544) 

ORATORIO 

(2017)e37 

PPMS 732 ≥120 

weeks 

Ocrelizumab 

200 mg i.v. 

every 24 

weeks 

• Proportion of patients with 12-week 

CDP was significantly lower in the 

ocrelizumab group than in the placebo 

group (32.9% vs 39.3%, respectively; 

HR, 0.76; 95% CI, 0.59–0.98; p = 0.03) 

ASCEND 

(2018)e39 

SPMS 889 2 years Natalizumab 

300 mg 

i.v. every 4 

weeks 

• Natalizumab did not reduce 

progression on the primary 

multicomponent disability endpoint 

(EDSS, T25FW, and 9HPT scores) but 

did reduce progression on the upper-

limb component (9HPT; OR, 0.56; 95% 

CI, 0.40–0.80; nominal p = 0.001) 
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EXPAND3 

(2018) 

 

SPMS 1651 3 years Siponimod 

2 mg/day 

• 288/1096 (26%) of patients receiving 

siponimod and 173/545 (32%) of 

patients receiving placebo had CDP at 

3 months (HR, 0.79; 95% CI, 0.65–

0.95; relative risk reduction, 21%; p = 

0.013) 

SPI259 

(2020) 

SPMS 

or 

PPMS 

642 27 months Existing 

DMT plus 

MD1003 

(biotin) 100 

mg t.i.d. 

• MD1003 did not improve MS-related 

disability (primary endpoint), assessed 

by proportion of patients with >20% 

decreases in EDSS score or T25FW at 

month 12, confirmed at month 15. 

12.0% of patients receiving MD1003 

and 9.2% of those receiving placebo 

met the primary endpoint (OR, 1.35; 

95% CI, 0.81–2.26) 

 

Abbreviations: 9HPT = 9-Hole Peg Test; BL = baseline; CDP = confirmed disease 

progression; CI = confidence interval; DMT = disease-modifying therapy; EDSS = Expanded 

Disability Status Scale; HR = hazard ratio; i.v. = intravenous; MS = multiple sclerosis; OR = 

odds ratio; PPMS = primary progressive multiple sclerosis; SPMS = secondary progressive 

multiple sclerosis; T25FW = Timed 25-Foot Walk test;  

t.i.d. = three times daily. 
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