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M u Itl I e S c I e ros Is . I n te rl m S afet n ammatow 198asE COUTSe than older patients wit ' completing the randomized, double-blind, 5-week, Phase 3 EVOLVE-MS-2 study of DRF or DMF. , p . - N | 9
p m y * Diroximel fumarate (DRF) is an oral fumarate for the . Patients received 462 mg of DRF twice daily and were titrated if newly enrolled. » Absolute lymphocyte count (ALC) was collected at each study visit; lower limit of normal (LLN) was defined as < 0.91 x 10%/L.

treatment of relapsing MS.3 DRF has better gastrointestinal - MS relapse was defined as new or recurrent neurologic symptoms (not associated with fever/infection) lasting = 24 hours and accompanied by

* Key eligibility criteria included age of 18—65 years, confirmed relapsing-remitting MS diagnosis, no history of clinically significant recurring or active new neurological findings and change in Expanded Disability Status Scale (EDSS) score.

n d Eff. R It F r m th () tolerability and lower rates of discontinuation due to Gl symptoms within 3 months of Screening, and neurological stability with no evidence of relapse in the 30 days before Screening. Prior DMT use
L , u i ility wi Vi i ing. Pri u
a I cacy es u s o e Gl adverse events (AEs) compared with dimethyl fumarate Y Y y - Baseline ARR values reflect patient-reported relapses in the 12 months before study start.

(DMF).3 was permitted.
« NEDA-3 was defined as no relapses, no confirmed disability progression sustained for 12 weeks per EDSS, and no new/newly enlarging T2

- Although other disease-modifying therapies have been * The primary endpoint was DRF safety and tolerability. vor Y
] - : . L - : , , , , yperintense or Gd* lesions.
as e u shown to treat young adults with MS safely and effectively,? » Exploratory endpoints included clinical efficacy, as measured by annualized relapse rate (ARR), and radiological efficacy, as measured by number of

outcomes have not previously been shown for treatment gadolinium-enhancing (Gd*) lesions; percentage of patients free from Gd* lesions; number of new or enlarging T2 lesions and new T1 hypointense * Radiological and disability assessments were performed in patients who completed 2 1 post-Baseline efficacy assessment.
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with DRF. lesions; and no evidence of disease activity-3 (NEDA-3). The following patient-reported outcomes (PROs) were also collected: EuroQol Group Health « Summary statistics were provided for all parameters. Gd* lesion count, new/enlarging T2 lesion count, and MS relapse were summarized by
Outcome Measure 5-Level (EQ-5D-5L) and 12-ltem Short Form Health Survey (SF-12). timepoint and change from baseline using descriptive statistics. Adjusted ARR was based on a Poisson regression model.
Resu ItS Table 1. Baseline Characteristics Figure 1. (A) Lymphopenia and (B) ALC Over Time on Study Figure 3. MRI Lesions From Baseline to Week 96 in EVOLVE-MS-1. (A) Proportion of Patients Free
of Gd* Lesions; (B) Mean (SD) New/Newly Enlarging T1 Hypointense Lesions; (C) New/Newly
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— The AEs of hi_g_hest occurrence were flu_shing., MS relapse, Time since diagnosis, y, mean (SD) 2.2 (2.7) Time Since DRF Initiation (B)
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 No patients discontinued due to Gl AEs. One patient Mild: n=2 0 9 7 6 1 4 3 o~ &
: : : : : Moderate: n=1 6 7 11 12 7 9 5 7 zF o
discontinued due to flushing. No. of relapses in previous year, mean (SD) 1.0 (0.9) Sovere. n=0 0 1 0 1 0 1 1 1 = 2 10 — —
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a fall was reported. (B) TG
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* For AEs of special interest, there were no severe 29
opportunistic infections, malignancies, or premalignant Gd* lesion free, n (%) 62 (47.3) é z = h—
Condltlons reported BMI = body mass index; DMT = disease-modifying therapy; EDSS = Expanded Disability Status Scale; Gd* = gadolinium-enhancing mg O BL-W48 W48-W96
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. ) ] ’ 96-week study (Figure 1A). Table 2. TEAEs Q (C)
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H H AE = adverse event; Gl = gastrointestinal; SAE = serious adverse event; TEAE: treatment-emergent adverse event . 0 1 2 24 36 48 60 72 84 96
¢ PRO scores remalned Stable over the course Of the StUdy in 3AEs leading to di;continuation were as follows, noting patients could.have>1AE Ieadipg to discontinuation: 2 injury, poisoning, and procedural complications; 1 each for fall, road traffic accident, 48 WeekS 96 Weeks
the Ovel’a” pOPUIat|On aS measured by SF'1 2, EQ'5D'5L, Eg;\:'g;;scsc_}lizﬁ'rgeisi?\ﬁﬁazd(?e1n(§r?el:oer?;ogfsd?g:it:gsl,;eg%ﬂse,s\tlisa?:!aé g;/ss(i)rr?::,air:id1ﬂ:zzlr??6r chest discomfort, dizziness exertional, palpitations, sinus node dysfunction, and supraventricular Before StUdy Entw on DRF Treatment NO. Of Patients Tlme on StUdy’ Wk
and visual analog scale scores. Ell'ﬁzyf:;gfr; for death was a fall and was deemed by the investigator not related to the study treatment. ARR = annualized relapse rate; DRF = diroximel fumarate at Risk 131 122 112 103 99 94 83 76 73
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