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INTRODUCTION METHODS Figure 1. Participant Disposition (RDTN Subgroup) and Key Assessments
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These analvses include cumulative As of data cutoff,” total exposure to OMB: 1293.4 PYs in the continuous group and 1287.9 PYs in the switch group
L]
y ASCLEPIOS /1l (core) Key Assessments

Ofatumumab (OMB), a fully human anti-CD20 monoclonal antibody with a 20-mg subcutaneous monthly dosing regimen, is approved for treating
data from the RDTN subgroups (N=615)

relapsing multiple sclerosis (RMS) in adults? . .
In the phase 3 ASCLEPIOS I/l trials in people with RMS (pwRMS), OMB demonstrated superior efficacy in reducing the annualized relapse rate randomized to OMB in the core

(ARR), suppressing magnetic resonance imaging (MRI) lesion activity, and delaying disability worsening, while maintaining a favorable safety profile ASCLEPIOS studie§ (continuous
vs teriflunomide (TER)? group) and those originally

¥ * ARR

Brain MRI outcomes

Longer-Term (Up to 6 Years)

: . . : e : randomized to TER in the 81 did not enter the OLE study Continuous group (OMB-OMB) Switch group (TER-OMB) 61 did not enter the OLE study M e el @l 17 s
E ff- f O f t b In the subgroup of recently diagnosed (<3 years) and treatment-naive (RDTN) participants, OMB showed a superior benefit—risk profile compared ASCLEPIOS studies and switching per scan
Ica Cy O a u m u m a with TER, WIth an aImOft complete abrogation of inflammatory disease activity and no unexpected safety signals, supporting its use as a first-line to OMB in the ALITHIOS extension 233 (74.2%) Extension 232 (77.07%) :
treatment in early RMS study (switch group) (Figure 1) entered ALITHIOS | N=465 (75.6%) entered ALITHIOS — Number of neT2 lesions per year
i n P e o Ie With Re c e ntl Results previously reported from the ASCLEPIOS I/l trials and ALITHIOS open-label extension study demonstrated sustained efficacy for up to Discontinued, 51 (21.9%) Discontinued, 47 (20.3%) . 3/6mCDW
p y 4 years in RDTN participants® + Data cutoff: Sep 25, 2022 (up OMB-OMB 3660485 (T8.1%) Y CHE
to 5 years)/Sep 25, 2023 (up to N=181 (77.7%) still receiving OMB at data cutoff* N=185 (79.7%)  NEDA-3t
D - d d O BJ ECTIVE 6 yea rs) The main reasons for discontinuing treatment were the subject/guardian decision and occurrence of adverse events
I ag n ose a n ° To assess the |0ng_term efﬁcacy Of OMB for up to 6 years in RDTN pWRMS Cé/g$§[:\é\éei-“;rgiiaz-£zzg1(cs%n;i;;nrzt)j;jli_lsda{oritlaita:zr\rl]vgrr:'?‘r;iir\\’g;:#}ésj ;’:i?l‘ﬁ:?;?d:?%ﬁgﬁéi‘ui&aﬁzmﬁﬂﬁi:ﬁﬂi‘%hcﬁlf':tlﬁrrgsgnr;?ic resonance imaging; NEDA-3, no evidence of disease activity; neT2 lesions, new or enlarging T2 lesions; OLE, open-label extension; OMB, ofatumumab; OMB-OMB, continuous ofatumumab; PY, patient year;
*Data cutoff: September 25, 2023 (<6 years); 'Defined as no 6mCDW, no confirmed multiple sclerosis relapse, no neT2 lesions compared with baseline, and no Gd+ T1 lesions
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I re atm e nt- N a Ive Re I a ps I n g RESU LTS Table 1. Baseline Demographics and Disease Characteristics + First-line continuous OMB treatment maintained an almost complete suppression of Gd+ T1 lesion activity up to Year 6 (Figure 3A) * First-line OMB treatment and first-line continuous OMB treatment in RDTN participants was associated with a significantly lower

number of 6-month confirmed disability worsening (6mCDW) events up to 6 years (Figure 6)

- - Characteristics of RDTN particioant Continuous Switch TER-OMB group + Switching from TER to OMB led to a rapid suppression of Gd+ T1 lesion activity to closely match the continuous OMB group (Figure 3B)
« Characteristics o articipants = . A o - , . :
were tvpical of patients wirih earrl) RMS OMB-OMB group (N=301) « A significant and sustained reduction in the number of new or enlarging T2 (neT2) lesions was observed in RDTN participants receiving 6-month progression independent of relapse activity (6mPIRA) events occurred in 11.1% vs 16.8% of RDTN participants in the
yP P y Baseline Baseline Baseline OMB for up to 6 years (Figure 4) continuous and switch groups, respectively
and were generally balanced between from core from core from OLE P Yy g

— B6mPIRA is defined as a 6mCDW event with either no prior relapse or an onset >90 days after the start date of the last

treatment groups (Table 1 ik N=314 = = » Over a period of up to 6 years, first-line initiation of OMB was associated with an 82.7% reduction in the cumulative number of neT2
0 g d pf ( 06 ) st Characteristics ( ( ) | (N (301) ) (N (232) ) lesions F()Figure 4£) y ° investigator-reported relapse (irrespective of the EDSS confirmation). In addition, to qualify as a PIRA event, no relapse must
* Yveraperiod of up 1o b years, lirst-ine Age, years 36.8 (940 35.7(9.03 37.7(8.99 occur within 30 days after confirmation of EDSS worsening. Cutoff for the core and extension periods refers to the first dose
Gabiriel Pardo,1 Stephen L. Hauser,2 Amit Bar-Or,3 Ralf GO|d,4 continuous vs later initiation of OMB BMI, kg/m?2 25.93 (6.15) 26.19 (6.06)  25.71 (5.71) * First-line continuous OMB profoundly suppressed the number of neT2 lesions up to Year 6 (Figure 4A) of OMB in the extension period

Xavier Monta|ban’5 Jeﬁfrey A. Cohen,5 Derrick S. Robertson,7 was associated with a 44% reduction Female, n (%) 217 (69.1) 195 (64.8) 155 (66.8) + Switching from TER to OMB resulted in a profound reduction in the number of neT2 lesions (Figure 4B)

in the cumulative number of relapses » The significant efficacy benefit of first-line OMB on 6mCDW in the core phase cannot be recovered in those initially randomized to

. . . . . . Time since MS diagnosis, years 0.58 (0.63) 0.53 (0.51) 2.44 (0.60) TER and later switched to OMB (Fiqure 6B
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“6 3 100 n=39 SWItCh group o 020 T p<0.001 neT2 lesion, new or enlarging T2 lesion; OLE, open-label extension; OMB, ofatumumab; OMB-OMB, continuous ofatumumab; TER, teriflunomide; TER-OMB, switch from teriflunomide to ofatumumab OMB-OMB 312 294 283 265 237 210 193 181 171 168 162 141 57 14 0
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relapsing multiple sclerosis (pwRMS), first-line ofatumumab (OMB) treatment for § 5 . s OMB: 0.104 %afl% r(%t'g;?_%o/;%;' * First-line OMB treatment and first-line continuous OMB treatment in RDTN participants was associated with a significantly lower number of A, difference in Kaplan-Meier estimates (TER-OMB minus OMB-OMB); 6mCDW, 6-month confirmed disability worsening; HR, hazard ratio; OMB-OMB, continuous ofatumumab; TER-OMB, switch from teriflunomide to ofatumumab
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of the overall study population’ OMB: 0.050 _ _ o , _ _ continuous and switch groups (Figure 7)
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(no evidence of disease activity [NEDA-3]) in the continuous and switch groups Figure 7. NEDA-3* Status Up to 6 Years of OMB Treatment (mFAS')
— High rates of NEDA-3 were achieved W"fh'n 2 years }’V'th first-line OMB, + Over a period of <6 years, first-line continuous vs later initiation of OMB was associated with a 96.4% reduction in the cumulative Figure 5. (A) Cumulative Number of 3mCDW Events Up to 6 Years; (B) Cumulative Rate of 3mCDW Events BN OMB-OMB WM TER I TER-OMB switch Wl OMB after switch
whereas rates of NEDA-3 increased rapidly after switching from TER to OMB number of Gd+ T1 lesions (Figure 3A)
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TER-OMB OMB-OMB Core phase OLE phase OMB-OMB 312 294 281 261 230 207 190 178 168 164 159 138 54 1 0 6mCDW, 6-month confirmed disability worsening; Gd+, gadolinium-enhancing; mFAS, modified full analysis set; MS, multiple sclerosis; n, the total number of participants in the treatment group with response variable defined; NEDA-3, no
TER-OMB 300 283 256 233 215 193 183 168 160 156 144 120 49 7 0 ; e o ! : o - j ’ set; WS, o, ] ; ) ) ; : : e
evidence of disease activity; neT2 lesions, new or enlarging T2 lesions; OMB, ofatumumab; OMB-OMB, continuous ofatumumab; OR, odds ratio; TER, teriflunomide; TER-OMB, switch from teriflunomide to ofatumumab
Gd+, gadolinium-enhancing; OLE, open-label extension; OMB, ofatumumab; OMB-OMB, continuous ofatumumab; TER, teriflunomide; TER-OMB, switch from teriflunomide to ofatumumab *NEDA-3 is defined as no 6mCDW, no confirmed MS relapse, no neT2 lesions compared with baseline, and no Gd+ T1 lesions. Statistical model used logistic regression adjusting for treatment and region as factors and age, baseline EDSS,
*Estimated from fitting a piecewise negative binomial model for the core phase and extension phase time period with log-link, adjusted for treatment and region as factors and baseline number of Gd+ T1 lesions and patient's age at baseline A, difference in Kaplan-Meier estimates (TER-OMB minus OMB-OMB); 3mCDW, 3-month confirmed disability worsening; HR, hazard ratio; OMB-OMB, continuous ofatumumab; TER-OMB, switch from teriflunomide to ofatumumab and number of Gd+ T1 lesions at baseline as covariates; The mFAS for NEDA-3 contained all participants in the full analysis set according to the intent-to-treat principle, but participants who discontinued from the study drug prematurely for
as covariates. The natural log of the number of scans with evaluable Gd+ lesion counts by period is used as offset to obtain the lesion rate per scan in each period. Baseline variables are from the core study baseline. All p-values are nominal HR was determined by Cox regression model; p-value represents log-rank test reasons other than “lack of efficacy” or “death” and had NEDA-3 before early discontinuations were excluded
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