Fingolimod Efficacy and Safety vs Placebo: Phase 3 FREEDOMS Il Study

Mark Agius, MD,!2 Douglas Jeffery, MD,3 Xiangyi Meng, PhD,* Ron Hashmonay, MD,* Allitia DiBernardo, MD*

'Department of Neurology, University of California Davis, Davis, CA; ?Veteran’s Affairs Northern California Health Care System, Mather, CA; SAdvance Neurology and Pain, Cornerstone Healthcare, Advance, NC; “Novartis Pharmaceuticals Corporation, East Hanover, NJ

CONCLUSIONS

®* These results from the FREEDOMS Il study confirm data from the earlier FREEDOMS | and TRANSFORMS studies and demonstrate the clinical benefits and MRI outcomes seen in previous phase 3 studies.
— Treatment with fingolimod significantly reduced ARR compared with placebo, regardless of baseline demographics, disease severity, or prior treatment with disease-modifying agents.
— Significantly less brain atrophy was seen with fingolimod compared with placebo, with the difference observed as early as 6 months and sustained throughout the 24-month study.

® Safety and tolerability were consistent with the well-characterized safety profile of fingolimod.
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e Time to first relapse and proportion of relapse-free patients fingolimod 1.25 mg, 251 patients (68%); placebo, 255 patients (72%). B (Ei?g)e —= ¢ — 1 (h=241) ¢ O ¢ sceline T2 lecion Herpes viralt* 19 (5.4) 30 (8.4) 35(9.5)
o Safety endpoints: adverse events (AEs) of special interest Efficacy :\'e‘farg's: i‘:]f volurne <3300 mm’ —=n N Herpes zoster 3(0.8) 9(2.5) 12 (3.2)
2 to 3 (n=376) ¢ N ¢ (n=399)
Key Assessments * Fingolimod significantly reduced ARR over 24 months compared with placebo. At the approved 0.5-mg dose, gasc-_:cars Influenza 24(6.8) 34 (9.9) 26 (7.0)
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o T _ : =5 i
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— Baseline disease activity: presence or absence of gadolinium (Gd)-enhancing T1 lesions, number of relapses in - The proportion of patients ree from MS relapse at month 24 was also increased with fingolimod 0.5 mg vs Untreated >2 relapses in year -1 (n=96) ¢ " ¢ volume>3300 mm> —= o Macular edema 2 (0.6) 3(0.8) 4(1.1)
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and EDSS score (<3, mild disability; =3, moderate-severe disability) severity (Flgure 3C_)- - o | o | | | | | | | | . | | | | | | | | . | | | | | | >3-fold ALT increase 8 (2.3) 25 (7.0) 35(9.6)
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regression model adjusted for treatment, region, number of relapses in previous 2 years, and baseline EDSS. redyctlon VS plgcebp at Imonth 24, P<0.001, Flgure 4; f'”gO“qu 1.25 mg: 53% redyc’uon VS pI.a_cebo, P <O-901)- Rate Ratio Rate Ratio Rate Ratio T

For 3 subgroups in which the model fitting did not converge, a simple model adjusted for treatment only was used * Patients receiving fingolimod also showed a numerically reduced risk of 3-month confirmed disability progression *Higher incidence of hypertension as an AE in both active treatment groups compared with previous pivotal studies.

(patients with: =3 Gd-enhancing T1 lesions; no relapses in the previous year; and >5 relapses in previous 2 years). at the approved dose of 0.5 mg compared with patients receiving placebo (fingolimod 0.5 mg: 1/% reduction vs ARR=annualized relapse rate; Gd=gadolinum. | IAEs of interest reported more frequently with fingolimod than placebo. -

Data are expressed graphically in Forest plots as ARR ratios for fingolimod 0.5 mg vs placebo with 95% ClI. placebo, P=0.227: Figure 5); a 28% reduction was seen with fingolimod 1.25 mg (P=0.041). Data are expressed as AR ratios for fingolimod vs placebo with 95% CI ANLIEEEIR I SIS RIRE eSS SUE SHEL ElE ISR AEN T OGRS TS

2 The approved indication may vary from country to country. In the United States, it is approved for the treatment of patients with relapsing forms of MS. In the EU, fingolimod is
approved for treatment of patients with highly active relapsingremitting MS.
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