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Background and aims

Siponimod significantly reduced confirmed disability progression (CDP) and cognitive processing speed (CPS) decline in the broad secondary progressive multiple 
sclerosis (SPMS) population (EDSS 3.0–6.5) in the EXPAND study. Siponimod received a positive CHMP opinion for the treatment of adult SPMS patients with 
active disease. Here, we assess the efficacy of siponimod on CDP and CPS in SPMS patients with active disease from the EXPAND study.

Methods

Analysis included 779 patients with active disease (presence of relapses in the 2 years before screening and/or >=1 gadolinium-enhancing T1 lesion at baseline); 
516 received siponimod 2 mg and 263 received placebo in the EXPAND core part. Outcomes: time-to-3- and 6-month (3m/6m) CDP in all active disease patients 
and 6mCDP in further subgroups of patients with active disease based on prior treatment (any disease-modifying therapy [DMT], interferon at anytime and recent 
interferon use); and clinically meaningful (>=4-point change on Symbol Digit Modalities Test) sustained improvement/worsening in CPS in all active disease 
patients.

Results

Siponimod significantly reduced the risk of 3mCDP by 31% (p=0.0094) and 6mCDP by 37% (p=0.0040) versus placebo in all active patients and consistently in 
subgroups of patients switching from any DMT, interferon at anytime or recent interferon use (p<0.05 for all). Siponimod improved the chance of sustained 
improvement in CPS by 51% (p=0.0070) and reduced the risk of sustained worsening by 28% (p=0.0166) versus placebo (Table).
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Table. Efficacy of siponimod on disability progression and cognitive processing speed in patients with active disease

Conclusion

In patients with active SPMS, siponimod significantly delayed disability progression in the entire group, and in subgroups defined by prior treatment, and showed 
significant benefits on CPS.
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