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Abstract

Background: Dimethyl fumarate (DMF), an oral medication for multiple sclerosis (MS), was
approved in Japan in 2016. The safety and efficacy of DMF have been reported in pre-approval clinical
trials in and outside Japan and in real-world clinical studies mainly in Europe and the United States,
however, data in Japanese patients in real-world clinical practice are insufficient.

Objectives: We report the results of an interim analysis of data from a drug postmarketing
surveillance that aims to assess the safety and effectiveness of DMF in clinical practice in Japan.
Methods: The survey included all patients who received treatment with DMF in Japan (observation
period: 2 years per 1 patient) . Data from the start of the survey in February 2017 to March 2020 were
used in this interim analysis. The safety endpoints were adverse events (AEs), adverse drug reactions
(ADRs), serious AEs, serious ADRs, flushing-related AEs, gastrointestinal AEs, changes in
lymphocyte counts, and infections. The effectiveness endpoints were changes in annualized relapse
rate (ARR), expanded disability status scale (EDSS) score, and proportion of patients whose physical
disability was improved, maintained, or progressed for > 3 months.

Results: Of the total 1253 patients included in the safety analysis [median age: 41.0 years, 899
females (71.8%), 2 children (0.2%), 48 elderly patients (3.8%) ], 1155 patients (93.0%) had
relapsing-remitting multiple sclerosis (RRMS). No pregnancies were reported at the time of
registration. The median DMF treatment period was 364.0 days. AEs and ADRs were reported in 866
patients (69.1%) and 816 patients (65.1%), respectively, both mainly comprise flushing, MS relapse,
lymphocyte count decreased, and gastrointestinal AEs (e.g. diarrhoea and nausea) . Serious AEs were
observed in 116 patients (9.3%) . Infections were reported as AEs in 54 patients (4.3%); 1 event of
herpes zoster was serious. No case of progressive multifocal leukoencephalopathy was reported. The
effectiveness analysis set consisted of 1241 patients. ARR was 0.64 during 1 year before treatment
start as compared with 0.25 during 1 year after treatment start, showing a 60.9% decrease (P <
0.0001) . Average EDSS scores remained stable throughout the 12-month treatment, and the disability
as assessed by EDSS scores was ‘improved” or ‘maintained’ in 93.0% of patients.

Conclusions: AEs and ADRs were similar to those previously reported, and there was no new safety
concern. Since this is an interim report, further investigation is required for the final evaluation of
safety and effectiveness in this survey.

Keywords: dimethyl fumarate, multiple sclerosis, postmarketing surveillance, disease modifying
drug, Tecfidera




