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Cognitive Processing Speed at First Relapse in MS: Ozanimod vs Interferon 3-1a
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Short Title: Processing Speed at Relapse in SUNBEAM

Introduction: Patients with relapsing multiple sclerosis (RMS) may experience
cognitive decline during relapses.

Objectives: To determine the proportion of patients who experienced worsening
cognitive processing speed (CPS) during relapse with ozanimod vs interferon 3-1a (IFN)
in the SUNBEAM trial and the association between baseline thalamic volume (TV) and
CPS worsening during relapse.

Methods: SUNBEAM (NCT02294058) was a multicenter, randomized, double-blind trial
in which patients with RMS received oral ozanimod 0.92 or 0.46 mg/d or IM IFN 30
pg/wk for 212 mo. The SDMT was administered at MS relapse assessments and
scheduled visits. Between-treatment differences in clinically meaningful worsening (=3
or 24 pt decreases) on SDMT within 7 or 30 d of first confirmed relapse in the ozanimod
0.92 mg vs IFN groups, and descriptive statistics for baseline TV in those with vs
without 23 or 24 pt worsening on SDMT within 7 or 30 d were determined.

Results: Fewer patients relapsed in the ozanimod 0.92 mg group (84/447 [18.8%]) vs
the IFN group (132/448 [29.5%]). Proportion with =23-pt worsening on SDMT within 7 d
of relapse was 34.6% with ozanimod vs 47.1% with IFN (difference: -12.5% [95% CI -
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26.2, 1.2]) and within 30 d was 34.1% vs 46.5% (difference: -12.3% [95% CI -25.7,
1.1]). Proportion with 24-pt worsening on SDMT within 7 d was 29.6% with ozanimod vs
42.9% with IFN (difference: -13.2% [95% CI -26.6, 0.1]) and within 30 d was 29.3% vs
42.5% (difference: -13.3% [95% CI -26.3, -0.2]). Mean baseline TV was similar (14.3—
15.2 cm?3) among those with and without clinically meaningful worsening on SDMT
within 7 or 30 d of relapse in both groups.

Conclusion: Ozanimod reduced the proportion of patients with clinically meaningful
worsening of CPS within 30 d of first confirmed relapse relative to IFN.
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