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- Evidence suggests that long-term clinical outcomes in multiple sclerosis (MS)
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p red I Cto rs Of re I a pses - Patients wiIh MS at risk of slu_boptimal response to firstl-line therapy may need Parameter N Odds ratio (95% Cl) p-value . Odds ratio (95% CI) p-value
to have their treatment modified to SIOI;N the acpumula?o_n o;‘]m:‘lammatlor; ana Sex: 1971 0.921 (0.700-1.211) 0.5564 O 1162 0.920 (0.684-1.236) 0.5780 —of—t
. mgm - neurodegeneration and to maximize therapeutic benetit in the long term. Age at core baseline (years) 1971 0.981 (0.967-0.994) 0.0054 Cf) 1162 0.991 (0.976-1.006) 0.2461 Q
o r Isa I I y WO rse n I n g - Several studies investigated the value of measuring inflammatory magnetic Duration of MS since diagnosis (years) 1971 1.020 (0.999-1.040) 0.0586 1162 1.028 (1.004-1.052) 0.0208 0O
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: : : 45 Odds ratios are derived from individual regression models with the respective variable and study as predictors. For continuous variables, the odds ratio corresponds to a unit increase in the explanatory variable. MRI lesion activity is defined as 21 T1 Gd+ lesion or 22 T2 lesions at any post-baseline assessment up to M12.
studies of fingolimod versus placebo.*

FREEDOMS Il studies

> Enrolled patients were randomized 1:1:1 to receive fingolimod 0.5 mg or

1.25 mg, or placebo once daily. Figure 3. Odd ratios for prediction of EDSS score >6 (left panel) and 6-month confirmed disability progression (right panel) in the long term (M12-M48) of FREEDOMS/FREEDOMS |l and the extension phases

- After 2 years, patients randomized to placebo were re-randomized to fingolimod
0.5 mg or 1.25 mg on entering the extension phase;®® patients receiving 1.25 mg M12-M48 M12-M48
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I nStItUte, Seattle, WA, U n Ited States; Odds ratios are derived from individual regression models with the respective variable and study as predictors. For continuous variables, the odds ratio corresponds to a unit increase in the explanatory variable. MRI lesion activity is defined as 21 T1 Gd+ lesion or 22 T2 lesions at any post-baseline assessment up to M12.
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- EDSS score change between baseline and M12.
* Other predictors of 6GMCDP in the longer term were (Figure 3):
> number of confirmed relapses in the 2 years before baseline.

Analysis for predictors of clinical outcomes
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Predictors of relapses

» Strongest predictors of relapses in both the short (M12-M24) and long (M12-M438)
term were (Figure 2):

Clinical outcomes

> MRI lesion activity and 21 confirmed relapse between baseline and M12
> number of confirmed relapses between baseline and M12

Conclusions

* In the two FREEDOMS trials, combined MRI lesion and relapse activity
during year 1 and previous treatment for MS at baseline predicted relapse
activity at up to 4 years.

© 2017 Novartis Pharmaceuticals Corporation.

> MRl lesion aCtN'ty between baseline and M12 Poster presented at the 2017 Annual Meeting of the Consortium of Multiple Sclerosis Centers,

> number of new T2 lesions at M12 compared with baseline May 24-27, New Orleans, LA, United States.

M12-M438 |
Relapses, EDSS score >6.0 or 6MCDP o previous treatment for MS.

 Other predictors of relapses in both timeframes (Figure 2):
> number of relapses in the 2 years before baseline

This study was sponsored by Novartis Pharmaceuticals Corporation, United States.

» Longer-term predictors of disability worsening based on an EDSS score
>6 or 6MCDP were baseline EDSS score, T1 hypointense lesion and T2
lesion volume, disease duration and age, and post-baseline relapse activity. Text: Q9b663
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aFollowing a protocol amendment, all the patients on fingolimod 1.25 mg were gradually switched to the 0.5 mg dose in the
extension phase.

"MRI lesion activity is defined as =21 T1 Gd+ or =22 T2 lesions.

Gd+, gadolinium-enhancing.

* Findings support early use of high-efficacy therapy to help reduce

> EDSS score at baseline accumulation of irreversible disability in patients with relapsing MS.

> change in EDSS score between baseline and M12.




