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= Ofatumumab (OMB), a fully human anti-CD20 monoclonal antibody with a = OMB treatment up to 4 years was well tolerated, with no new safety » To assess the longer-term safety = ALITHIOS (NCT03650114) is a phase 3, open-label, single-arm » The following safety outcomes were examined:
F 1 Y S f t f 20-mg subcutaneous monthly dosing regimen, is approved for treating risks identified,34 and efficacy was sustained over time® and tolerability of OMB treatment extension of the core OMB clinical trials,(ASCLEPIO,S | [NCT02792218] _ Overall adverse events (AES)
|Ve - ea r a e y o relapsing multiple sclerosis (RMS) in adults’ " Longer-term safety and efficacy assessments are important to further (20 mg every 4 weeks) for up to 5 years and Il [NCT02792231], APLIOS [NCT03560739], and APOLITOS — Risk of serious infections (excluding coronavirus disease 2019 [COVID-19])
= |n the phase 3 ASCLEPIOS /Il trials, OMB treatment up to 30 months had a understand OMB’s benefit-risk profile in patients with RMS (data cutoff: September 25, 2022) [NCT03249714]) in patients with RMS  Rick of COVID-A infoction
favorable safety profile and was generally well tolerated in patients with RMS? in patients with RMS - Patients receiving continuous OMB in the core trials and ALITHIOS, and T o ool G (1G) and immunoglobulin M (1gM) levels

those newly switched to OMB from teriflunomide in ALITHIOS, were
included in this analysis

Ofatumumab in People

— Incidence of malignancies

Living With Relapsing RESULTS
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M u Itl p I e S c I e ros IS PATIENT POPULATION = Most common serious infections (excluding COVID-19) included appendicitis (n=13) = The majority of serious COVID-19 cases were Grade 3 or below in severity = Sensitivity analyses confirmed that interruption/discontinuation of OMB due to low
. . . . q . 1 = - A0/ - . o/ - c o/ - c 0 .
= Atotal of 1969 patients were included in this pooled safety analysis (Figure 1) and pneumonia (n=9) (Grade 1: 4%; Grade 2: 32%; Grade 3: 52%; Grade 4: 12%) IgG/IgM levels did not affect overall IgG/IgM patterns
. ) . e . . ” . B . . . . L . . . .
= 86.5% of patients completed the core studies and entered ALITHIOS: of these, 83.1% = 1 case of serious opportumshc infection (Pneumocyst/s Jirovecii pneumoniae) was 5(10 /c.>) patllgnts .dlscontlnued OM!B | | » No association between decreased IgG/IgM levels and risk of serious infections
were still receiVing OMB treatment at the time of data cutoff reported, the final dlagnQSIS was not Conflrme"d by an external _expert and the clinical = The On|y identified risk factors for serious COVID-19 infections were male sex was observed (data not Shown)
course was not suggestive of Pneumocystis jirovecii pneumonia (hazard ratio [HR]: 1.89) and high body mass index (HR: 1.98; Figure 2) .
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of Basel. Basel. Switzerland 9 9 y P y Newly mtsc;\?«;d omB Serious COVID-19 infections 0 0 0 0 (2523) o 5‘;_71500) * Mean IgG levels remained stable with up to 5 years of treatment (Figure 3); mean _ e ) o _
; ; Continuous Overall ' o IgM levels decreased but remained above the lower limit of normal (LLN; Figure 4) - EFA|RS f05r malignancies did not increase over time in the overall OMB population
OMB Baseline Baseline from OMB Injection-related 195 15.49 143 10.90 508 10.06 . c iqgure
Characteristic (N=1292) ) systemic reactions (2061)  (13.46-17.83) (15.3) (9.25-12.84)  (25.79) (9.22-10.98) = 98% and 69.4% of patients had IgG and IgM levels above LLN, respectively ,(q 9 | )t P _ N o e 2 (]G o
. . . . . . . . m .
Age, years, mean * SD 38.0+9.06 38.249.22 40.1£9.21 38.749.16 Injection site reactions 103 7.21 52 3.54 243 4.08 = Treatment interruption/discontinuation was reported in 3 (0.2%)/4 (0.2%) patients W?tﬁuE :”g (e)f Om382|%8§(gcfos ng’icdoerﬁce ?:t:rr\];llc_)%) ;\{Ie:)e 4r§)p otz 21 { o) patients
SU M MARY BMI, mean & SD, kg/m? 25.6116.16 25.69+5.83 25.6115.85 25.6116.05 (10.88) (5.94-8.74) (5.55) (2.70-4.65) (12.34) (3.60-4.63) due to low IgG levels and in 202 (10.3%)/71 (3.6%) patients due to low IgM levels Med ) o . ¢ - '
| | -
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1 This analysis assessed safety and tolerability of ofatumumab (OMB) Time since MS symptom onset, years, mean + SD 8.48+7.33 8.0617.21 9.94+7.23 8.9847.33 : — : — - — Fiaure 3. Mean laG Levels Figure 5. Malignancies by Year
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up to 5 ye_ars in patients with RMS who received continuous OMB in the Time since diagnosis, years, mean * SD 5.87+6.31 5.4516.00 7.3316.01 6.376.25 Deaths 0 - 18 - (0.46) - g g 0.8 0.47 o7 0.33 0.23 0.37
g::::letfl:)usdelise\(;\:scs:\ll_viEtI:Litsj lloll !OANTIB—IfOrOSr:rtIedr#IPgIO—::‘-iOd:)i:nAdLﬁ-II—-II-IrgSIOS! EDSS score at baseline, mean £ SD 2.90£1.33 2.77+1.32 2.82¢1.46 2.88+1.38 AE, adverse event; Cl, confidence interval; EAIR, exposure-adjusted incidence rate; IgM, immunoglobulin M; OMB, ofatumumab; PT, Preferred Term; PY, patient-year; Switching period* o (0'25.-0'91) (0.0é-0.54) (0'14.'-0'78) (O-Oé-0'91) (0'09.-1'50)
y u IgG levels at baseline, g/L, mean % SD 10.3142.24 10.35+2.09 10.23+2.14 10.2842.21 St B M SO LSS UALTICIED _ _ _ _ _ _ T
EAIRs per 100 PYs are defined as the number of patients with a particular event during 100 years of exposure to a treatment, estimated by Poisson regression, where patients
IgM levels at baseline, g/L, mean £ SD 1.34+0.65 1.36+0.74 1.14+0.67 1.27+0.66 were censored at time of first event 13 7 R1 R2
’ ’ - i B B B "AE related to reduced IgM levels was the most common reason for treatment discontinuation (n=71 [3.6%]); tPTs for these 9 cases include the following: sudden death (n=1),
Exposure-adjusted incidence rate of serious infections remained Median duration of time at risk, years 3.8 32 32 33 1 case of basal cel catsinoma was not Isted a5 a SAE: iDeath was dus (0 aertic dssection ) Preumenia and sepfic shack (n=), preumefhorax (n=1) - 127 . 06 1
stable, with no increased risk over 5 years; most reported cases of Total time at risk, PYs 4712.2 1957.9 19579 6670.1 RISK OF COVID-19 INFECTION 9 114 103591 10.29 gIL °
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Mean IgG Ievels remained stable, Whereas mean IgM Ievels decreased ;c;;s()&ilﬂzmﬁswitched patients, their baseline values from the extension study contribute to the overall OMB baseline values. Baseline values are typical of a broad t d?ta CL(I;[O ,_gog O t e 71:02 pa£|4egts entenng IOS reported COVID'1 9 % 1031 glL 9.96 g/L % g 04 -
but remained above the LLN; no association between reduction in (confirmed [n=603]; suspected [n=45]) _ _ g ° £2
Ig levels and risk of serious infections was found OVERALL AEs = 93.9% were mild or moderate in severity and 92.3% were characterized as nonserious 3 g4 o5
" Exposure-adjusted incidence rate (EAIR) per 100 patient-years (PYs) of AEs and = |n fully vaccinated patients (n=704), most cases of confirmed COVID-19 5 °<—t‘ =
serious AEs over 5 years of OMB treatment _remalned consistent during the (n=167 [23.7%]) were mild to moderate and most patients recovered § Wi 0.2 -
OMB treatment for up to 5 years was well tolerated with no new or A_SCLIEF’lOS 'Ic/j” t?_?lsdand ALITHIOS extension study (Table 2) and no new safety = 5 patients had a fatal outcome (COVID-19 [n=2], COVID-19 pneumonia [n=1], COVID-19 S 5.65glL.
increased safety risks identified, supporting the favorable benefit-risk signals were identitie and COVID-19 pneumonia [n=1], COVID-19 pneumonia and pneumothorax [n=1]) ——
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Scan to\download a copy of this posfer RISK OF SERIOUS INFECTION = Serious COVID-19 infections were reported in 50 (2.9%) patients during the ALITHIOS Adter switch 6 158 319 463 490 495 441 340 454 561 540 482 224 PY 1901 1719 1531 877 535
Copies of this poster and its content, obtained ™ The Overa” EAI R per 100 PYS Of Serious |nfect|ons (excluding COVI D_1 9) was eXtenSion StUdy BL, baseline; IgG, immunoglobulin G; LLN, lower limit of normal; OMB, ofatumumab; SE, standard error of the mean; TER, teriflunomide
th h thi QR d f / / d . . . . 4 . . *Switching period refers to the patients started with TER and not applicable to the patients with OMB in the core period. For the TER/OMB group, data from the first dose of TER No. of events 9 3 5 2 2
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