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Abstract text: Introduction
Ofatumumab (OMB), a fully human anti-CD20 monoclonal antibody, reduced annualized relapse rate (ARR) and MRI lesion activity, and delayed disability
worsening vs teriflunomide (TER) in relapsing multiple sclerosis patients who were treatment-naive or previously treated with disease-modifying therapies
(DMTs) in the Phase 3 ASCLEPIOS I/II trials. Patients entering the ALITHIOS open-label extension study continued OMB or switched from TER to OMB.

Objective
To compare clinical and MRI outcomes in patients initiating OMB in ASCLEPIOS (core) vs switching from TER to OMB in ALITHIOS (extension), according to
the number of prior DMTs and age.

Methods
Cumulative clinical and MRI outcomes from ASCLEPIOS and ALITHIOS (ARR, time to 3- or 6-month-confirmed disability worsening [3/6mCDW],number of
gadolinium enhancing [Gd+] T1 lesions, and annualized T2 lesion rate) were analysed in patients who received OMB during the core and extension (OMB-
OMB) and patients who switched from TER to OMB in the extension (TER-OMB) according to number of DMTs prior to enrolment in ASCLEPIOS I/II (0,1, 2,
>2, any) and age at baseline (≤40, >40).

Results
Of the 1882 patients randomized in the core, 946/936 received OMB/TER and 690/677 continued/were switched to OMB in the extension. Switching from
TER to OMB in the extension significantly reduced the ARR by 68.3–76.6%; continuing OMB in the extension further reduced ARR by 39.9–65.1%. Within the
prior DMT subgroups, the lowest mean ARR was achieved in patients in the OMB-OMB group with ≤1 DMT (0.046–0.049). Switching to, or continuing OMB
was associated with a consistent numerical reduction in the risk of 3/6mCDW with the greatest benefit observed in patients on continuous OMB with ≤1
DMT or ≤40 years old. The almost complete suppression of T1 Gd+ activity seen in those randomised to OMB in the core was mirrored in the TER-OMB
groups in the extension (90.00–100% across all prior DMT and age subgroups) and sustained in the OMB-OMB group. New/enlarging T2 lesions showed a
similar, though delayed, suppression in the TER-OMB group. Incidence of adverse events was consistent with the ASCLEPIOS I/II studies across all
subgroups.

Conclusions
Switching from TER to OMB in ALITHIOS reduced clinical and MRI disease activity across all prior DMT and age subgroups. However, younger patients and
those treated with ≤1 DMT at baseline appear to experience the greatest benefit, emphasizing the importance of earlier treatment initiation.
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