Good cardiac safety Iin patients with relapsing remitting multiple sclerosis upon first fingolimod dose
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Conclusion

« 99.5 9 of patients were discharged < 8 hours after the first dose of fingolimod
« 99.3 9, of patients had no bradycardia (< 45bpm), 1009 of patients had no QTcF-interval prolongation (= 500 msec), 98.4 9% of patients had no AV Block |I° or higher after the first dose of fingolimod
« No patient had bradycardia, QTcF-interval prolongation and/or AV block |I° or higher approx. 7 days after treatment initiation

Of these 43 patients with AV Block |I° type Mobitz | or higher
« 31 patients (72.1 %) were still on drug after

I ntrOd UCtIOn Figure 1: Duration of observation after treatment initiation Table 3 + Figure 4: Occurrence of bradycardia after treatment initiation Figure 6: QTc interval (Fridericia) 6 hours after treatment initiation

 Once daily oral fingolimod (FTY720; Gilenya®, Novartis Pharma AG), a sphingosine n = 1230 patients after treatment initiation approx. / days at study end

1-phosphate receptor (S1PR) modulator, is approved for the treatment of relapsing all patients; patients with SSRI; | | |

multiple sclerosis and more than 91,500 patients have been treated with fingolimod n=1230 n=113 * O patients (1.1'6 70) took 1-2 capsules of fingolimoa

in both the clinical trial and post-marketing settings; total patient exposure now No bradycardia 1221 (99.3 %) 111 (98.2 %) before stopping treatment

exceeds 135,800 patient years.?! ;u‘t?nblﬂzﬁ’é%tha;yo:i?oerm 9 (0.7 %) 2 (1.8 %) « 6 patients (14 %) took = 3 capsules of fingolimod
 Following treatment initiation, fingolimod activates sphingosine-1-phosphate < 40 ipm at any time ) before stopping treatment

receptors at the surface of cardiac myocytes, resulting in a transient pulse rate during the 6h monitoring 2 0.2 %) s

reduction and in rare cases in atrioventricular conduction delays.'~* Overnight 6+ 2h < 45 bpm after 6 hours 3(0.2 %) 1 (0.9 %) QTcF-interval 2 500 msec 0 %
» The objective of this study is to obtain a more precise understanding of the nature moong[o(;lng m%”;()(;ng < 40 bpm after & hours 0 0 n = 2/02 patients after treatment Initiation

> /0 070 AV Block 11° - type Mobitz | 40 (1.5 %)

and frequency of cardiac-associated events after treatment initiation of fingolimod.

AV Block I1°=2:1 AV Block 11 (0.4 %)
| | « No patient had a QTcF-interval of =2 500 msec AV Block I1° — type Mobitz || 0
Methods « 99.5 97, of patients were discharged < 8 h 7 days after treatment initiation. AV Block I1° 1 (0.04 %)
after the first dose of fingolimod (Table 2 and Figure 1)
« The START study is a prospective, 1-week, multicenter, open-label study enrolling
up to 7,000 RRMS patients in more than 250 centers in Germany, according to AV Block I° Figure 8: Blood pressure after treatment initiation

Figure 2 + 3: Heart rate on the day of treatment initiation

the EU label criteria of fingolimod. . .
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EDSS Median (Q75) 2.5 (3.5) as co-medication. (Figure 5)
Max 8.0  The mean maximum reduction in heart rate was
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Table 2: Duration of observation after treatment initiation all patients; patients with SSRI;
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