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Real-world Efficacy and Safety After
5 Years of Dimethyl Fumarate
Treatment in Black/African American

and Hispanic/Latino American Patients
With Multiple Sclerosis in ESTEEM

Methods

Study Design and Patients
« ESTEEM included patients newly prescribed DMF in routine clinical practice at ~390 sites globally.

Introduction

* Delayed-release dimethyl fumarate (DMF; also known as gastro-resistant DMF) has demonstrated efficacy and a stable benéefit-risk profile in
studies of patients with relapsing-remitting multiple sclerosis (RRMS)."-2

« ESTEEM (NCT02047097) is an ongoing, Phase 4, 5-year, multinational, prospective, observational study characterizing long-term effectiveness
and safety of DMF in real-world clinical practice.

Endpoints

* The effectiveness of DMF on MS relapses was evaluated by assessment
of annualized relapse rate (ARR), proportion of patients without relapse,
and distribution of the number of relapses.

* The incidence of treatment discontinuation was also assessed.

* Key eligibility criteria:
_ o o . . _ _ . o — Diagnosis of MS

- Evidence suggests that clinical course and disability outcomes associated with multiple sclerosis (MS) may vary according to ethnicity and race.3+4 _ Age = 12 years (patients aged 12 to < 18 years excluded where enroliment of pediatric patients is prohibited)
— Newly prescribed DMF under routine clinical care.

* The primary objective of ESTEEM was to determine the incidence, type, and pattern of serious adverse events, including serious infections,
and adverse events (AEs) leading to treatment discontinuation in patients with MS treated with DMF.

» A secondary objective was to assess the effectiveness of DMF on MS relapse activity.

* A low percentage of racial and ethnic minorities are included in clinical trials.®
— Black/African Americans (AA) comprise 13.4% of the US population but only 5% of the clinical trial participants.
— Hispanic/Latino Americans (LA) comprise 18.1% of the US population but only 1% of the clinical trial participants.®
« DMF was efficacious in a small sample of Black/AA and Hispanic/LA patients in DEFINE/CONFIRM (Phase 3)° and a retrospective chart review.”

« A previous analysis of these subgroups in ESTEEM demonstrated effectiveness during 3 years of DMF treatment;8° however, data describing the
long-term effects of DMF in these subgroups in the real-world setting are limited.

Analysis

* ARRs were obtained by fitting a repeated-measure negative binomial model
(ARR = total number of relapses during the study for all patients / total
number of patient-years followed in the study).

* Descriptive summary statistics were calculated. For absolute lymphocyte
count (ALC), median values were deemed more appropriate due to the
outliers in this real-world observational study.

* In this analysis, the safety and effectiveness of DMF were evaluated in a post hoc subgroup analysis in Black/AA,
non-Black/non-AA, Hispanic/LA, and non-Hispanic/non-LA patients. Non-Black/non-AA patients were all patients who did not identify as
Black/AA; non-Hispanic/non-LA patients encompasses all patients who did not identify as Hispanic/LA.

Results

Study Population
* Overall, 220 (4.2%) Black/AA, 5031 non-Black/non-AA, 105 (2.0%) Hispanic/LA, and 5146 non-Hispanic/non-LA patients

Table 2. Proportion of Patients Without MS Relapses in the 5 Years After DMF Initiation

Figure 1. ARR in the 12 Months Before and up to 5 Years After DMF Initiation
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aPatients could be included in > 1 subgroup.
bPercentages are calculated using non-missing data as the denominator.
CEDSS assessment at enroliment.

AA = African American; ALC = absolute lymphocyte count; LA = Latino American

n = number of patients with baseline ALC assessment and an ALC assessment at the specified follow-up visit. 2Not listed because only 2 patients had data points at both baseline and Month 60.

AA = African American; LA = Latino American; LNN = lower limit of normal
n = number of patients with absolute lymphocyte count assessment at the specified timepoint.
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