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Therapies or Continuing on DRF: Results from the Phase 3 EVOLVE-MS-1 Study

Sibyl Wray," Florian Then Bergh,? Annette Wundes,® Douglas L. Arnold,*® Jelena Drulovic,®
Elzbieta Jasinska,” James D. Bowen,® Donald Negroski,® Robert T. Naismith,'® Samuel F.
Hunter,"" Mark Gudesblatt,'?> Hailu Chen,"® Jennifer Lyons,'® Sai L. Shankar,® Shivani

Kapadia,'® Jason P. Mendoza,™ Barry A. Singer

"Hope Neurology MS Center, Knoxville, TN, USA

2Department of Neurology, University of Leipzig, Leipzig, Germany
3Department of Neurology, University of Washington Medical Center, Seattle, WA, USA
“Montreal Neurological Institute, McGill University, Montreal, QC, Canada
*NeuroRx Research Inc., Montreal, QC, Canada

8Clinic of Neurology, University of Belgrade, Belgrade, Serbia

"Collegium Medicum UJK and Clinical Center, RESMEDICA, Kielce, Poland
8Multiple Sclerosis Center, Swedish Neuroscience Institute, Seattle, WA, USA
®MS Center of Sarasota, Sarasota, FL, USA

"®Washington University School of Medicine, St. Louis, MO, USA

""Advanced Neurosciences Institute, Franklin, TN, USA

2South Shore Neurologic Associates, Patchogue, NY, USA

3Biogen, Cambridge, MA, USA

“The MS Center for Innovations in Care, Missouri Baptist Medical Center, St. Louis, MO, USA

Corresponding author: Jason Mendoza, 225 Binney St, Cambridge, MA 02142; email:

jason.mendoza@biogen.com



SUPPLEMENTARY MATERIAL

Supp. Fig. 1 Mean plasma MMF concentration over time following dosing of DRF or DMF. A
single oral dose of DRF 462 mg or DMF 240 mg was administered to healthy adults, ages 18 to
55 years, while fasting. MMF was quantified in serum samples collected for pharmacokinetic
evaluation following administration of study drug predose and at 0.25, 0.5, 1, 1.5, 2, 2.5, 3, 4, 6,
8, 12, 24, 36, 48, 60, and 72 hours postdose. Mean absorption lag time was 1 hour for both
treatments. For DRF and DMF, the median time to maximal concentration was 2.5 and 3.0
hours, respectively. Mean MMF concentrations were less than the lower limit of quantification by

8 hours postdose for both treatments. [1]

1500
—@— DRF 462 mg fasted

DMF 240 mg fasted

1300 ~ ==
1100 ~ -
900 -~
700 A -

500

300 - /
A =

1004 ' \

o4
f T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12

Time after dose, hours

Mean (SE) MMF concentration, ng/mL

DMF dimethyl fumarate; DRF diroximel fumarate; MMF monomethyl fumarate

Reproduced from Naismith RT et al., Mult Scler. 2020 [1]
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