ePoster at the European Academy of Neurology (EAN) 2023, July 1-4, 2023 EPO-642 INTRODUCTION

= Ofatumumab, a fully human anti-CD20 monoclonal antibody with a 20-mg

= No new safety signals were identified = Most patients (87.5%) had no interruption in ofatumumab treatment and only 5 patients
discontinued treatment due to COVID-19 or COVID-19 pneumonia

subcutaneous monthly dosing regimen, is approved for treating relapsing multiple = The most common AEs were infections (COVID-19 [30.3%)], nasopharyngitis
sclerosis (RMS) in adults’a [19%], upper respiratory tract infection (URTI) [12.8%] and urinary tract infection = At the data cutoff, 167/704 (23.7%) patients had confirmed COVID-19 after being fully
(UTI) [12.7%]) vaccinated; mostly were mild to moderate and most recovered

In the Phase 3 ASCLEPIOS I/l trials, ofatumumab treatment up to 30 months had a
favorable safety profile and was generally well tolerated in RMS patients? o Most (90.3%) infections resolved without discontinuing ofatumumab treatment » Five (0.8%) patients had fatal outcomesP (3 patients were unvaccinated; 2 patients
were fully vaccinated®)

Five-Year Safety of Ofatumumab
Table 2. Overall Safety Profile Over 5 Years of Treatment - Only 3.8% (n=64) patients had a COVID-19 reinfection

u I u u u I u
I I I I eO p e L I V I I I g WI t I I I { ap S I I I g . . c ASCLEPIOS Core + extension, Overall OMB,
L] Longer-term Safety and efﬁcacy assessments are |mp0rtant to further understand ore, (N=1969) 3at the time of data cutoff; °5 fatal cases consisted of the following: COVID-19 [n=2], COVID-19 pneumonia [n=1], COVID-19 and COVID-19
) . : TP : Adverse event pneumonia [n=1], COVID-19 pneumonia and pneumothorax [n=1]; ¢Fully vaccinated means at least 14 days after completing the primary
n | _ . . ' '
ofatumumab’s benefit-risk proflle in RMS patlents vaccine series, may or may not be after booster. These 2 fatal cases are before booster, one case had multiple risk factors for severe COVID-
0 0 . . .
u I p ‘ ! C ( E r O S I S aKesimpta is indicated for the treatment of adult patients with relapsing forms of multiple sclerosis (RMS) with active disease 19 and the other case which was complicated by a bilateral pneumothorax).

defined by clinical or imaging features®; Pdata cut-off: 25-Sep-2021 Patients with at least one AE 791 (83.61) 188-;32[112?-86, 788 (84.2) 188-352[22?-18, 1771 (89.9) 124-525’30[15;?-97. Mean Ig levels

83(8.77) |5.56[4.48,6.89] 73 (7.8) 4.94[3.93,6.21]| 289 (14.7) |4.68[4.17,5.26]

= Ofatumumab treatment up to 4 yearsP was well tolerated, with no new safety risks
identified3# and efficacy sustained over time®

Patients with at least one
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» The majority of patients had Ig levels above lower limit of normal (LLN) (98% in IgG

Qili?:clyi?idnitr:gtitgnOMB 54 (5.70) _ 49 (5.2) . 1392 (7.1) _ and 69.4% in IgM) (Figure 2A, Figure 2B)
H. Cross4, Kevin Winthrop®, Heinz WiendI®, Jacqueline Nicholas’, " To assess the longer-term safety and tolerability of ofatumumab treatment for up to e I P = Treatment interruption/discontinuation®was reported in 3 (0.2%)/4 (0.2%) patients
3 . . .9 . 10 5 years (data cut-off: 25_Sep_2022) in patlents with RMS Infections and infestations 488 (51.58) 55.88] ' 493 (52.7) 57.44] ! 1334 (67.75) 43.25] ' due to low IgG, and 202 (103%)/71 (36%) patlen'[S due to low IgM
Sven G. Meuth®, Paul S. Giacomini®, Ronald Zielman+'®, Ayan Das . . T
Serious infections 24 (2.54)  |1.55[1.04, 2.31] 17 (1.8) 1.12[0.69,1.80]] 106 (5.38) |1.63[1.35, 1.97] » Sensitivity analyses confirmed that interruption/discontinuation of ofatumumab due

Guptall, Xixi Hu!2, Roseanne Sullivani2, Virginia DeLasHeras!3, METHODS to low 1gG/IgM did not impact overall IgG/IgM pattern

Serious infections
(excluding COVID-19) 24 (2.54) 1.55[1.04, 2.31] 17 (1.8) 1.12[0.69, 1.80] 61 (3.09) 0.93[0.73, 1.20]
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Mellen MS Center, Neurological Institute, Cleveland Clinic, Cleveland, OH, USA, 3UCSF Weill treatment at the time of data cut-off (25-Sep-2022) Injection-site reactions 103 (10.88) |7.21[5.94,874]| 52(555) |3.54[2.70,4.65]| 243(12.34) |4.08[3.60, 4.63] 12+ o
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D|V|S|On Of |nfeCt|0US D|Seases, Oregon Health a‘nd SCIenceS UnlverSIty’ Portland’ OR’ USA’ ASCLEPIOS I/l APLIOS APOLITOS 2AEs related to reduced IgM levels is the most common reason for treatment discontinuation (n=71 [3.6%]); °PT for these 9 cases include: g S96 gt 5 08 07291
6 1 1 7 1 1 1 sudden death (n=1), completed suicide (n=1), COVID-19 and COVID-19 pneumonia (n=2), COVID-19 (n=2), intestinal metastasis (n=1), 2 § *7] '
UnlverSIty Of MuenSter’ MuenSter’ Germany’ OhIOHealth Multlple SCIGFOSlS Center’ COlumbUS, pneumonia and septic shock (n=1); pneumothorax (n=1); cOne case of basal cell carcinoma was not listed as a serious AE; 9death was due H é
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- _ . : _ : (N=1292) [ollow up Study follow up Study | \clowsp ey consistent with the ASCLEPIOS I/l trials (EAIR: 1.55) and no increased risk was ~~ f-mmmmmmmmmm
Novartis Healthcare Pvt. Ltd., Hyderabad, India, *“Novartis Pharmaceuticals Corporation, East Overall safety 47122 PYs p—— —— — observed over 5 years of ofatumumab treatment; most common serious infections 5 1 e L e
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Neuroimmunology and Neuroscience Basel (RC2NB) and MS Center, Departments of Head, L = One case of serious opportunistic infection (Pneumocystis jirovecii pneumoniac) Y T
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Spine and Neuromedicine, Clinical Research, Biomedicine and Biomedical Engineering, 19579 FYs was reported; the final diagnosis was not confirmed by an external expert and the R mmm e e

clinical course was not suggestive of Pneumocystis jirovecii pneumonia

Unive rSity HOSpital and UniverSity of Basel, BaSEI, Switzerland “patients were either randomized to or switched to ofatumumab during the core study; PY, patient-years. “Treatment interruption PT due to low IgM include blood immunoglobulin M decreased, immunoglobulins decreased, '
hypogammaglobulinemia and hypoglobulinemia while for discontinuation includes blood immunoglobulin M decreased, immunoglobulins

LS E TR n=1334; EAIR: 40.99 [95% CI: 38.85, 43.25] | n=61; EAIR: 0.93[0.73, 1.20] | decreased, blood immunoglobulin M abnormal and hypogammaglobulinemia while treatment interruption PT due to low 1gG include blood
R ES U LTS : . . : - immunoglobulin G decreased and for discontinuation include immunoglobulins decreased, blood immunoglobulin G abnormal, blood
Serious Infections: Outcomes Serious Infections: Severif® immunoglobulin G decreased

CO N CL US | O NS = Baseline demographics and disease characteristics of RMS patient population 1.64%.-64% RN seauene Grade1  Grade2 Grade 3 Grade 4
are presented below (Table 1)
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Extended treatment with ofatumumab for up to 5 years is well-tolerated
In patients with RMS, with no new or increased safety risks identified

» EAIRs for malignancies did not increase over time in the overall ofatumumab
population (Figure 3)

3.28%

Table 1. Baseline Demographics and Disease Characteristics

95.08%
. . . . . Newly Switched Ofatumumab recovered There was one fatal case = Cumulatively (core+extension), malignancies were reported in 21 patients2 (1.07%)
EAIRs of AE d SAE h ob h (N=677) i
S0 S an S remain consistent with observations in the Continuous = Overall \ J 1 ) with EAIRs of 0.32 (95% ClI: 0.21, 0.48)
d ou b | e'b I In d Ph ase 3 ASCL EPIOS I/I I t”al S ofatumumah e —— Baseline from ofatumumab agll cases recovered and majority of them were not related to ofatumumab treatment; ®Majority (77.77%) cases recovered; °Patient was = Median onset time since the first dose of ofatumumab was 565 days (191_1747 days)
(N=1292) extension (N=1969) suspected to have serious, Grade 2 Pneumocystis jirovecii pneumonia and was assessed by independent, external expert. No action was
EAIR f . . f t . d ; bl th . d . k core study study taken on ofatumumab therapy and patient recovered; Yone fatal case was due to pneumonia and septic shock [n=1]; eseverity grading is done
S OT sSerious Inrtectuons remained stapie wi NO INCreaseda risK over " ( £D) 38 015 06 58 225 27 0,120 21 58 720 16 by the investigator based on CTCAE version 5.0. Flgure 3 EAIR Of mallgnancy by year in Overa” Safety populatlon
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y BMI, kg/m?2 25.6116.16 25.6915.83 25.6115.85 25.6116.05 COVID-19 outcomes 08 0.47 0.17 0.33 0.23 0.37
. . Female, n (%) 889 (68.8) 456 (67.4) 456 (67.4) 1345 (68.3) _ _ ' (0.25,0.91) (0.06, 0.54) (0.14,0.78) (0.06, 0.91) (0.09, 1.50)
Most reported cases of COVID-19 were non-serious, and the majority of Time since MS Sympiom onsel, yoars = As of 25-Sep-2022, 38% (648/1703) of ofatumumab-treated patients entering
patients recovered (meanSD) 8.48+7.33 8.06+7.21 9.947.23 8.98+7.33 ALITHIOS reported COVID-19 (confirmed [n=603]; suspected [n=45]) . 06-
- - Time since dlagn03|§, years (mean*SD) 5.8716.31 5.4516.00 7.3316.01 6.37+6.25 = 93.9% of cases were mild or moderate in severity and 92.3% were non-serious E
Mean |gG levels remained stable while mean |gM levels decreased but EDSS score at baseline, (mean*SD) 2.90+1.33 2.77+1.32 2.82+1.46 2.88+1.38 . _ _ _ g 0.4 T
remained above the lower limit of normal IgG levels at baseline, g/L (mean+SD) 10.31+ 2.24 10.35+2.09 10.23+2.14 10.28+2.21 " 98.6% of patients treated with ofatumumab recovered, recovered with sequalae or N
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 recovering from COVID-19 8 02
No increase in risk of malignancies up to 5 years was observed Modian duration of ime at risk,years 35 % 33 33 93.9% weremild to moderats 96.6% pationts recoveredirecovered
Total time at risk, PYs 4712.2 1957.9 1957.9 6670.1 0 T T T T T
: e, : : g ’ Year 1 Year 2 Y Year 4 Y
Combined with its sustained efficacy’, these findings support the | | o | | | . —l ear ear ear 3 ear ear 3
. . . . . For OMB newly switched patients, their baseline values from extension study contribute to the overall ofatumumab baseline values. Baseline Patients (N) 1969 1812 1618 1381 615
favorable benefit-risk profile for ofatumumab in RMS patients values are a typical of broad RMS population.
0 Il f t fil _— 96.1% PY 1901 1719 1531 877 535
verall sarety protiie No. of events 9 3 5 2 2
= EAIR per 100 PYs of adverse events (AEs) and serious adverse events (SAEs) o1 malionancies . . o . e .
] ) ) a21 malignancies includes breast and nipple neoplasms malignant (n=9); colorectal neoplasms malignant (n=1); metastases to specified
over 5 years of ofatumumab treatment remained consistent durlng the Recovered « Recovering sites (n=1); esophageal neoplasms malignant (n=1); neoplasms malignant site unspecified NEC (n=1); non-Hodgkin's lymphomas NEC
. ) ) ) o . . . :Rf??u’i%n“!i“ sequalae ™ Not recovered? (n=1); ovarian neoplasms malignant (excl germ cell) (n=1); renal neoplasms malignant (n=2); skin melanomas (excl ocular) (n=1); skin
ASCLEPIOS I/II tnals and ALITHIOS (Table 2) L = Mid =Moderate = Severe = Life threatening ® Missing L Non-serious Serious )L Fatal out ) neoplasms malignant and unspecified (EXC| melanoma) (n:4)_
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