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BACKGROUND

« With more than 170,000 patients treated with ocrelizumab (OCR)
worldwide as of July 20201, real-world effectiveness data are of
relevance

» The safety and efficacy of OCR, a humanized monoclonal antibody
selectively targeting CD20* B-cells, in patients with multiple
sclerosis (MS) have been characterised in Phase Il and Phase Il
clinical trials®

 However, data on the safety and effectiveness of OCR in a real-
world setting are currently limited

« CONFIDENCE (ML39632, EUPAS22951) is a non-interventional
post-authorization safety study collecting real-world safety and
effectiveness data for patients with relapsing MS (RMS) or primary
progressive MS (PPMS) newly treated with OCR for up to 10 years®

OBJECTIVES

* Here, we present results of the interim analysis of effectiveness
data from patients treated with OCR with an observational period of
approximately one year

METHODS

Study design

« CONFIDENCE aims to collect data for 3000 OCR-treated patients
and 1500 patients treated with other disease-modifying treatments*
(DMTs) according to label at ~250 centers in Germany

 Study visits will be approximately every 6 months for up to 10 years
regardless of discontinuation of study medication (Figure 1)

Figure 1. CONFIDENCE study design
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*Other DMTs include: alemtuzumab, cladribine, dimethyl fumarate, fingolimod, natalizumab and teriflunomide;

DMTs, disease-modifying treatments; MS, multiple sclerosis; PPMS, primary progressive MS; RMS, relapsing MS

* The objectives of CONFIDENCE are to:
— assess the long-term safety of OCR (primary objective)

— estimate long-term effectiveness of OCR and the incidence of
serious infections and malignancies (secondary objectives)

CONFIDENCE interim analysis

* Here, we analyze secondary effectiveness outcomes in OCR-
treated patients with one baseline visit and two follow-up visits
(~1 year of treatment; data cutoff 1 April 2020)

« Safety outcomes (primary outcome) are presented separately at
this congress®

Effectiveness outcomes

» The proportion of patients who remained relapse free

* The mean expanded disability status scale (EDSS) was used to
guantify disability

« Confirmed disabllity progression (CDP) and confirmed disability
Improvement (CDI) were defined as an increase or decrease,
respectively, in EDSS score of

— 21.0 point from baseline if the baseline EDSS was <5.5
— 20.5 point from baseline if the baseline EDSS was >5.5

— Disabillity progression or improvement were considered
confirmed when the change in the EDSS was confirmed at a
visit at least 24 weeks after the initial documentation

* Treatment success was defined as the proportion of patients with
no clinical disease activity measured by relapse or disease
progression and no discontinuation of current treatment due to
adverse event or lack of effectiveness

 Patient reported outcomes were measured by an adapted Multiple
Sclerosis Impact Scale (MSIS)-29t

« Statistical analyses are mainly descriptive and exploratory
— Error is reported as standard deviation unless stated otherwise

RESULTS

Population and baseline characteristics

« As of 17 August 2020, 2,227 patients have been recruited for OCR
treatment in CONFIDENCE, of which 559 are included in this
Interim analysis

 Patients with RMS (mean age 43.9 &= 11.2 years) were younger
than patients with PPMS (mean age 52.8 £ 9.7 years) (Table 1)

« 87.9% of patients with RMS and 29.1% of patients with PPMS had
at least one prior disease-modifying MS-specific therapy

« Mean EDSS at baseline was 3.3 1.9 for patients with RMS
(n =390) and 4.5 = 1.7 for patients with PPMS (n = 87)

* Further baseline characteristics are presented separately at
this congress®

Table 1. Baseline characteristics

RMS PPMS

Characteristic (n = 456) (n =103)
Female, n (%) 303 (66.4) 57 (55.3)
Age, years

Mean (SD) 43.9 (11.2) 52.8 (9.7)

Median (IQR) 44.0 (35.0; 53.0) 53.0(47.0; 58.0)
Time since first symptoms, years

Mean (SD) 12.2 (9.3) 8.8 (8.1)

Median (IQR) 10.5 (4.31; 18.5) 5.8 (3.2; 11.8)
Time since diaghosis, years

Mean (SD) 10.2 (8.2) 6.1 (7.3)

Median (IQR) 8.4 (3.1; 15.7) 3.5(1.1; 8.6)
EDSS

Mean (SD) 3.3(1.9) 4.5 (1.7)

Median (IQR) 3.0 (2.0; 5.0) 4.5 (3.0; 6.0)

EDSS, expanded disability status scale; IQR, interquartile range; MS, multiple sclerosis; PPMS, primary progressive MS;
RMS, relapsing MS; SD, standard deviation.

Effectiveness outcomes
Patients who remained relapse free

« Overall, 389 patients (85.3%) with RMS treated with OCR remained
relapse free during one year of treatment (Figure 2)

— The annualized relapse rate was 0.20 = 0.54

» Atotal of 101 (98.1%) patients with PPMS remained relapse free
during one year of treatment (Figure 2)

— The annualized relapse rate was 0.02 = 0.14

Figure 2. Patients who remained relapse-free over one year
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Effectiveness according to EDSS

* Overall, mean EDSS remained largely constant over one year of
OCR treatment (Figure 3)

* Most patients experienced treatment success over one year of
OCR treatment (Figure 4)

« 2.3% of patients with RMS experienced CDP, while 5.1% of
patients experienced CDI (Figure 5)

* 5.7% of patients with PPMS experienced CDP, while 2.3% of
patients experienced CDI (Figure 5)

Figure 3. Mean (SD) EDSS over one year
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EDSS, expanded disability status scale; MS, multiple sclerosis; PPMS, primary progressive MS; RMS, relapsing MS;
SD, standard deviation.

Figure 4. Patients who experienced treatment success?

100 93.2
" N0 83.6
P 80 -
CIC) 70 -
— 60
dd
M 50 -
Q. 40 -
= 30
o
o 10
0
n= 381/456 96/103
Treatment success was defined as patients with no clinical disease activity measured by relapse or disease progression and no
discontinuation of current treatment due to adverse event or lack of effectiveness; Two patients with RMS (0.4%) discontinued
due to adverse events and one patient due to lack of effectiveness. No patients with PPMS discontinued treatment due to
adverse events or lack of effectiveness. MS, multiple sclerosis; PPMS, primary progressive MS; RMS, relapsing MS.

TOn the adapted MSIS-29, items were translated into German and scored on a 5-point scale ranging from 1 to 5; decreases in MSIS-29T scores indicate improvements.

Figure 5. Proportion of patients with CDI and CDP at
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CDP and CDI, defined as an increase or decrease, respectively, in EDSS score of 21.0 point from baseline if the baseline EDSS
was <5.5 or 20.5 point from baseline if the baseline EDSS was >5.5. CDP, confirmed disability progression; CDI, confirmed disability
improvement; EDSS, expanded disability status scale;

MS, multiple sclerosis; PPMS, primary progressive MS; RMS, relapsing MS.

Patient-reported outcomes

 Overall, the physical and psychological impact of MS as reported
by the MSIS-29T score remained constant throughout one year of
treatment (Figure 6)

« Decreases in MSIS-291 scores indicate improvements

— Patients with RMS had a —-0.4 == 12.3 (n = 321) change in physical
Impact score and a —-1.0 = 6.5 (n = 320) change in psychological
Impact score

— Patients with PPMS had a 2.4 £ 15.1 change in physical impact
score and a 0.5 = 7.0 change in psychological impact score
(n = 64 for both)

Figure 6. Mean MSIS-29f score over one year
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MSIS, Multiple Sclerosis Impact Scale; MS, multiple sclerosis; PPMS, primary progressive MS; RMS, relapsing MS;
SD, standard deviation.

CONCLUSIONS

* CONFIDENCE represents areal-world cohort of MS patients

— At baseline, patients with RMS and PPMS in CONFIDENCE
were on average ~7 and ~8 years older, respectively, than
those in the pivotal trials3+4

— Patients with RMS had higher mean baseline EDSS and
patients with PPMS had slightly lower mean baseline EDSS
than patients in the pivotal trials3+4

« EDSS and MSIS-29tremained constant over the first year of
OCR treatment

 The majority of patients in this analysis experienced
treatment success

* This one-year interim analysis in the CONFIDENCE study
Indicates the effectiveness of OCR in a real-world population

— Safety outcomes (IP021) are presented separately at
this congress®
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