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Abstract text: INTRODUCTION

Ofatumumab (OMB), a fully human anti-CD20 monoclonal antibody (20 mg s.c.), is approved for treating relapsing MS (RMS) in adults. The ASCLEPIOS I/l
trials were the first pivotal trials in MS, where serum NfL (sNfL) was a predefined secondary endpoint. OMB lowered sNfL levels vs teriflunomide (TER) over
96 weeks. Also, OMB increased the chances of achieving NEDA-3 in both the first and second year of treatment.

OBJECTIVE

To assess the longer-term efficacy of OMB on sNfL levels and odds of maintaining NEDA-3 status in RMS patients receiving continuous OMB and those
switched from TER in the core ASCLEPIOS I/l and ALITHIOS open label extension trials.

METHODS

These analyses included cumulative data from patients randomized to OMB/TER (946/936) in the pooled ASCLEPIOS I/1l trials, and then continued OMB
(OMB-OMB; 690) or switched from TER to OMB (TER-OMB; 677) in the ALITHIOS trial. Between group comparisons of geometric mean sNfL levels over time
and the proportion of patients achieving NEDA-3 cumulatively up to 4 years, and by core and extension periods were assessed.

RESULTS

In ASCLEPIOS /11, sNfL levels were reduced with OMB vs TER (M12: 8.03 vs 10.25; M24: 7.96 vs 9.97; p<0.001, both timepoints). In ALITHIOS, low sNfL
levels were maintained with continuous OMB treatment [M24: 8.50]. Switching from TER to OMB resulted in a decline in sNfL levels; the difference vs OMB-
OMB remained significant up to M6 after switch (9.07 vs 8.31; p<0.001), while from M12 onwards low sNfL levels were observed in both groups (M24: 8.23
vs 8.50). In ASCLEPIOS /11, the odds of achieving NEDA-3 were ~3-fold higher for OMB vs TER during Year 1 (48% vs 25.2%; OR [95% ClI], 3.39 [2.71-4.25];
p<0.001) and 10-fold higher during Year 2 (85% vs 38.4%; 10.09 [7.82-13.02]; p<0.001). In ALITHIOS nearly 8 of 10 patients in OMB-OMB and 6 of 10
patients in TER-OMB achieved NEDA-3 during Year 1 (85.8% vs 59.5%; 4.50 [3.40-5.94]; p<0.001). During Year 2, a similarly high percentage of patients
with NEDA-3 status were observed in the OMB-OMB and TER-OMB groups (86.4% vs 90.4%; 1.55 [1.07-2.22]; p=0.019).

CONCLUSION

Early use of OMB resulted in sustained reduction of neuroaxonal injury and increased the odds of maintaining NEDA-3 status. A near complete and
sustained suppression of disease activity was observed in patients initiating OMB early, and a rapid reduction of disease activity followed switching from
TER to OMB.
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