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Background and aims

In the EXPAND-Core study, siponimod significantly reduced 3-/6-month (m) confirmed disability progression (3mCDP/6mCDP) and cognitive decline in secondary progressive
multiple sclerosis (SPMS) patients. We assessed long-term efficacy of siponimod on disability, cognitive processing speed (CPS) and relapses in SPMS patients from the Core and
Extension parts of the EXPAND study.

Methods

This analysis included patients who received >=1 dose of randomised treatment (siponimod 2mg/placebo; 36m Extension data cut-off [April 2019]; total study duration =<5 years).
Efficacy analyses included time-to-3mCDP/time-to-6mCDP, time-to-6m confirmed meaningful worsening in CPS (6mCW; >=4 points in SDMT) and annualised relapse rate (ARR)
for the continuous (CSG: siponimod in Core/Extension) and switch groups (PSG: placebo in Core/switched to siponimod in Extension).

Results

Of the 1224 (74% of 1651 randomised) patients entering the Extension, 878 (72%) were ongoing. Patients in CSG versus PSG were less likely to experience 3mCDP (p=0.0064)
and 6mCDP (p=0.0048). Time-to-6mCDP was prolonged by 54% for the 25th percentile and risk for 6mCDP reduced by 22% in CSG versus PSG; median time-to-6mCDP not
reached for CSG. Decline in CPS on SDMT was delayed (p=0.0014) and risk for 6mCW reduced by 23% in CSG versus PSG (Table). ARR was reduced by 52% in CSG versus
PSG (p<0.0001); the effect was similar for relapses without complete recovery, requiring steroids/hospitalisations.
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Table. Efficacy results
 

Conclusion

Benefits on disability, cognitive processing speed and relapses of CSG over PSG gained during the controlled period are sustained for up to 5 years, demonstrating the sustained
treatment effect and advantage of early treatment initiation with siponimod in patients with SPMS.
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