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Background and aims

Several studies suggest that grey matter (GM) atrophy is associated with long-term irreversible disability accumulation and cognitive decline. As reported previously, siponimod
significantly reduced GM atrophy in patients with secondary progressive multiple sclerosis (SPMS). Here we investigated the effect of siponimod versus placebo in reducing
cortical GM (cGM) and thalamic atrophy in subgroups of SPMS patients from the Phase 3 EXPAND study.

Methods

Percent volume change in cGM and the thalamus relative to baseline at Month (M)12 and M24 was assessed (EXPAND per protocol set, N=1560). The effect of siponimod versus
placebo was determined using a mixed-model for repeated measures in patient subgroups defined by age and disease characteristics.

Results

In the placebo group, percentage volume change in cGM from baseline to M24 was similar across all subgroups (—1.17 to —0.94); whereas for thalamus it differed (—3.56 to —1.31)
and was more pronounced in subgroups ‘with gadolinium-lesion activity’ (—3.56), ‘active disease’ (—2.15), ‘age <=45 years’ (—2.12), and ‘disease duration <=15 years’ (—2.09).
Across the subgroups studied, siponimod reduced ¢cGM atrophy versus placebo by 48% to 116% (p<0.01) and thalamic atrophy by 31% to 68% (p<0.05). Details on select
subgroups in Table; further data on all subgroups will be presented.
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Percentage brain volume change from baseline at Month 12 and 24, as assessed by mixed model for repeated measures

Conclusion

Siponimod consistently slowed cGM and thalamic atrophy across all SPMS patient subgroups, including those with less active disease and higher disability. These effects on GM
atrophy are in line with the favorable impact of siponimod on long-term clinical outcomes.
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