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Abstract Text:

Background:

Ofatumumab, the first fully human anti-CD20 monoclonal antibody, with a monthly 20 mg subcutaneous
(s.c.) dosing regimen, demonstrated superior efficacy (reductions in clinical relapses by 51%‒59%, disability
worsening by 33%‒34%, and gadolinium-enhancing lesions by 94%‒98%) versus teriflunomide in the two
Phase 3 ASCLEPIOS I/II relapsing multiple sclerosis (RMS) trials. Injection-related reactions (IRRs) were
the most common adverse events (AEs) observed.

Objectives:

To characterize the risk of IRRs (systemic and local site reactions) observed with ofatumumab in RMS
patients. 

Methods:

In the pooled ASCLEPIOS I/II trials, patients were randomized (1:1) to receive s.c. ofatumumab 20 mg
(n=946) (loading dose: Days 1, 7 and 14; maintenance dose: every 4 weeks from Week 4) or oral
teriflunomide 14 mg once daily (n=936), for up to 30 months. Patients in the teriflunomide group received
matching placebo injections. All patients received the first four injections at the clinic and subsequent
injections at home. Premedication was recommended, but not mandatory. Both systemic (during and within
24 hours post injection) and local site IRRs (at any time) were reported.

Results:

In the ofatumumab group, 20.6% (n=195) of the patients, and 15.3% (n=143) in the teriflunomide group
experienced ≥1 systemic IRR. Incidence of systemic IRRs with the first injection was 14.4% with
ofatumumab versus 7.5% with teriflunomide. The incidence of systemic IRRs decreased with subsequent
doses and was similar to the matching placebo injections in the teriflunomide group. The majority of IRRs
(99.8%) were Grade 1/2 in severity; Grade 3 IRRs were observed in two patients (0.2%) with ofatumumab at
the first injection (one of which was reported as a serious AE) versus none with teriflunomide. One
additional IRR (Grade 1) was also reported as a serious AE with ofatumumab. The serious IRRs (0.2%)
were manageable and patients continued treatment with no recurrences. No life-threatening IRRs were
reported during the study. The most frequent (≥2%) IRR symptoms observed with ofatumumab were fever,
headache, myalgia, chills, and fatigue. Majority of local site IRRs were mild to moderate in severity and non-
serious in nature; the most frequently reported symptoms (≥2%) included erythema, pain, itching, and
swelling.

Conclusions:

Systemic and local IRRs with ofatumumab 20 mg s.c. were mostly mild to moderate in severity. Beyond the
first injection, IRRs were no more frequent with ofatumumab versus matching placebo injections.
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