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Abstract (300/300 words maximum)

Introduction: Diroximel fumarate (DRF) is an investigational, novel, oral fumarate in
development for relapsing forms of multiple sclerosis (MS). DRF is rapidly converted to
monomethyl fumarate (MMF), the same active metabolite of dimethyl fumarate (DMF). DRF 462
mg and DMF 240 mg produce bioequivalent levels of systemic MMF and are expected to have
similar efficacy/safety profiles. However, the distinct chemical structure of DRF may elicit less
irritation to the gastrointestinal (Gl) system. Well-tolerated treatment options are important for
long-term adherence.

Objective: To evaluate tolerability of DRF versus DMF in patients with relapsing-remitting MS.

Methods: EVOLVE-MS-2 (NCT03093324) was a phase 3, randomized, 5-week study utilizing
an adaptive trial design to evaluate the tolerability of DRF 462 mg twice-daily and DMF 240 mg
twice-daily using two patient-reported Gl symptom scales: Individual Gastrointestinal Symptom
Impact Scale (IGISIS) and Global Gastrointestinal Symptom Impact Scale (GGISIS). Primary
endpoint was number of days with an IGISIS intensity score 22 relative to exposure. Severity of
Gl symptoms as measured by IGISIS, investigator-reported adverse events (AEs), and AEs
leading to discontinuation were also collected.

Results: Overall, 504 patients received 21 dose of study drug. DRF patients (n=253)
experienced a significant reduction (46%) in number of days with an IGISIS intensity score 22
versus DMF patients (n=249; adjusted rate ratio 0.54 (95% confidence interval, 0.39-0.75),
p=0.0003). Lower rates of Gl AEs (including diarrhea, nausea, vomiting, and abdominal pain)
were seen with DRF versus DMF (34.8% vs 49%). Treatment discontinuation due to AEs and Gl
AEs was lower for DRF versus DMF (1.6% vs 5.6%; 0.8% vs 4.8%).

Conclusions: DRF demonstrated improved tolerability versus DMF, with significantly reduced
duration and severity of patient-reported Gl symptoms. Investigator-reported Gl AEs and
discontinuation due to Gl AEs were lower with DRF.
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