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* Premedication with acetaminophen and/or antihistamines (or equivalent) was recommended Symptoms associated with systemic IRRs : : : * When no premedication was used at all injections, although the number of reactions overall was
BaCkg rou nd and administered at the discretion of the investigator, 30 to 60 minutes prior to the injection of e The most common (22%) systemic IRR symptoms observed during all injections (Table 1) were Figure 2. Incidence of systemic IRRs (safety set) Io_w, a highgr proportion_ qf pelltient.s In the c.)fatumu.mab group reported systemic IRRs compared
Ofatumumab is the first fully human anti-CD20 monoclonal antibody," administered with a monthly the study drug as follows: 20 - - B Gade1 W Grade2 [l Grade 3 with matching placebo injections in the teriflunomide group (9.6% vs 5.7%)

20 mg subcutaneous (s.c.) dosing regimen in multiple sclerosis? _ - At o . PR :
| | | Study assessments and analysis — Ofatumumab: Fever, other systemic reactions, headache, myalgia, chills, and fatigue ; * With any premedication, a limited benefit in reduction in IRRs was observed in theoofatumuomab
* Inthe Phase 3 ASCLEPIOS | and Il trials, ofatumumab 20 mg s.c. demonstrated superior efficacy | | | | | Topif e Ofh orn ions. headache. and flushi < ; group versus matching placebo injections in the teriflunomide group (steroids [6.9% vs 6.9%];
versus teriflunomide and a favorable safety profile in patients with relapsing multiple sclerosis (RMS)3 * The investigator reported IRRs on dedicated CRF pages as systemic IRRs or local site IRRs erifiunomide. Lther systemic reactions, headache, and fiushing = | non-steroids [3.7% vs 2.4%]); Figure 4)
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— Relative reduction in ARR: 50.5% (p<0.001) in ASCLEPIOS I, and 58.5% (p<0.001) in * For analysis, §ystem|c reactions that occurred W|th|p 24 hours after the |nject|<?n (|.g., time to_ Table 1. Incidence of symptoms (22% in any group) related to systemic IRRs - :
ASCLEPIOS Il and risk reduction in 3- and 6-month CDW: 34.4% (p=0.002) and 32.5% onset of reaction <24 hours) were assumed to be injection-related and accordingly included in Ofat b (N=046) ari de (N=036) = ; ConCI US|OnS
= i _ ifi ig3 the analysis as PT ‘injection-related reaction’ atumuma = eriffunomidae (N= o :
(p=0.012) in the pre-specified pooled analysis y J Symptoms n (%) n (%) = 10 | Both systemic and local IRRs observed with ofatumumab 20 mg s.c. were mostly (99.8%) mild to
— The total incidence of adverse events (AEs) was similar between the ofatumumab (83.6%) ® |ocal site IRRs could be reported without any time limit from the time the injection was Any symptoms 191 (20.2) 140 (15.0) = ! moderate in severity and non-serious in nature
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and teriflunomide (84.2%) treatment groups administered and were included in the analysis as PT ‘injection-site reactions cover 56 (7.0) 7018 o : . The IRRs were predominantly reported with the first injection with ofatumumab compared with
— The majority of AEs (>90%) with both ofatumumab and teriflunomide were of Grade 1/2 in ®* The proportions of patients with systemic and local site IRRs were analyzed by treatment group . ' : g_ - i the matching placebo in teriflunomide group and the incidence decreased and was similar with
severity. The incidence of Grade 3/4 AEs was low (8.0% vs 8.4%) against injection sequence numbers (0 to 10) and cumulatively for all injections Other, systemic 58 (6.1) 55 (5.9) = subsequent injections in both treatment groups
o , _ , _ , L Headache 50 (5.3 29 (3.1 . . : : 0 : :
®* |njection-related reactions (IRRs) were the most common AEs by preferred term (PT) observed ®* The severity of these reactions was reported using the Common Terminology Criteria for Mvalai 37 (3 9) 12 (1 5) : All IRRs were manageable with very low \_Nlth_drawal rate (0.1%) and recovered with symptomatic
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teriflunomide group, 15.3%). severe (Grade 3), and life threatening (Grade 4) Chills 35 (3.7) 16 (1.7) | OME[TER| OMETER JOMET TER[OMETTER JOMBT TER [OMBITER [OMETTER JOMBT TER IOMST TER[OMETTER TOMETTER »  Only limited benefit of premedication with steroids and non-steroids was observed in RMS clinical
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