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Introduction

» Ofatumumab is a fully human anti-CD20 monoclonal antibody with "
a 20 mg s.c. monthly dosing regimen, approved for the treatment of
RMS in adults in the US! and other countries?

* In a preplanned pooled analysis of the ASCLEPIOS I/l Phase 3
trials, ofatumumab significantly reduced the risk of 3- and 6-month
all cause disability worsening by 34.4% and 32.5%, respectively?

* In RMS, gradual progression apparently independent of relapses
activity (PIRA) is an important contributing factor to disability

waorsening?

= Ofatumumab significantly reduced the risk of PIRA in a broad RMS .
population*

= Here, we investigate the effect of ofatumumab on PIRA in newly-
diagnosed, treatment-naive patients. In addition, we assess the ]

impact of body weight on the effect of ofatumumab on PIRA

To test the robustness of the effect of ofatumumab on confirmed
PIRA against variability in body weight in the overall ASCLEPIOS I/11
population, and to evaluate its impact in newly-diagnosed, treatment-
naive patients with RMS

EDSS worsening / progression was assessed (every 3 months) by
trained EDSS raters who were not otherwise involved in the
treatment of the patients and did not have access to other clinical
information

The effect of ofatumumab on PIRAP and its robustness to variability
in body weight (by quartiles) was evaluated in the pooled
ASCLEPIOS population

PIRA events (3m/6mCDW events without confirmed relapses prior to
CDW) were analyzed in the subset of newly-diagnosed, treatment-
naive patients

aAustralia, Canada, Singapore, Switzerland, UAE, Albania, Argentina, Japan and India; "Risk of 3-month/6-month PIRA was defined as 21.0-point increase if baseline EDSS score <5.5 or 20.5-point increase if baseline EDSS score
>5.5; analyzed using Cox-regression models; 3m/6mCDW, 3-month/6-month confirmed disability worsening; EDSS, Expanded Disability Status Scale; RMS, relapsing multiple sclerosis. *KESIMPTA® [Prescribing Information]. East
Hanover, NJ: Novartis Pharmaceuticals Corporation; Aug 2020. ?Hauser S, et al. Presented at ECTRIMS 2019. #336. 3Kappos L, et al. JAMA Neurol 2020;77:1132-1140. “Kappos L, et al. Presented at EAN 2020. #02034.



Kappos L, et al.

Results: Overall RMS patients

Time to 3-month PIRA Time to 6-month PIRA
Without confirmed relapses prior to PIRA Without confirmed relapses prior to PIRA
Group n/N HR2 (95% CI) P value Group n/N HR2 (95% Cl) P value
Overall OMB: 53/796; TER: 82/677 0.53 <0.01 Overall OMB: 45/796; TER: 66/675 0.56 0.003
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Ofatumumab delayed both 3-month and 6-month PIRA in the overall RMS patients, irrespective of body weight

Quartiles were defined by body weight: Q1: <60.1 kg; Q2: 60.1 — <70.8 kg; Q3: 70.8 — <84.4 kg; Q4: 284.4 kg; ®HRs were determined for each OMB quartile based on comparison to the same body weight quartiles in the
TER group; Analysis of PIRA events in the subset of patients without any confirmed relapses on study yielded consistent results (data not shown)
HR, hazard ratio; Cl, confidence interval; m, month; OMB, ofatumumab; PIRA, disability progression independent of relapse activity; Q, quartile; RMS, relapsing multiple sclerosis; TER, teriflunomide



Results: Newly diagnosed, treatment-naive patients
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3-month PIRA
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—— OMB 20 mg
TER 14mg HR (95% Cl): 0.55 (0.27; 1.11)

15 RR: 45.1%; p=0.096
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Without confirmed
relapses prior to PIRA

Kappos L, et al.

6-month PIRA

K-M estimate of cumulative

K-M estimate of cumulative

event rate (%)

event rate (%)
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TER 14mg HR (95% CI): 0.44 (0.20; 1.00)
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In newly diagnosed, treatment-naive patients, >50% of CDW events were PIRA

CDW, confirmed disability worsening; ClI, confidence interval; HR, hazard ratio; m, month; OMB, ofatumumab; PIRA, disability progression independent of relapse activity; RMS, relapsing multiple sclerosis; RR, relative

reduction; TER, teriflunomide
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Results: Newly diagnosed, treatment-naive patients

Time to 3-month PIRA Time to 6-month PIRA
Without confirmed relapses prior to PIRA Without confirmed relapses prior to PIRA
Group n/N HRa (95% CI) P value Group n/N HR2 (95% CI) P value
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Ofatumumab delayed both 3-month and 6-month PIRA in newly diagnosed, treatment-naive RMS patients,

irrespective of body weight

Quartiles were defined by body weight: Q1: <60.1 kg; Q2: 60.1 — <70.8 kg; Q3: 70.8 — <84.4 kg; Q4: 284.4 kg; 2HRs were determined for each OMB quartile based on comparison to the same body weight quartiles in the
TER group; Analysis of PIRA events in the subset of patients without any confirmed relapses on study yielded consistent results (data not shown)
HR, hazard ratio; Cl, confidence interval; m, month; OMB, ofatumumab; PIRA, disability progression independent of relapse activity; Q, quartile; RMS, relapsing multiple sclerosis; TER, teriflunomide



Conclusions
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» In a clinical trial setting, regular EDSS assessments by independent EDSS raters reveal that gradual
progression in the absence of overt relapse activity (PIRA) is common in relapsing MS patients treated

with DMTSs, even early in the disease course

» Ofatumumab reduced PIRA versus teriflunomide in a broad RMS population, including newly diagnosed

and treatment-naive patients

» The effects of ofatumumab on PIRA were similar across all patients irrespective of their body weight,
indicating a robust pharmacodynamic impact of the chosen monthly dose of 20 mg subcutaneously
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