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General target population Dosage and
administration
Caution is advised when switching
patients from natalizumab to Gilenya

First Dose Monitoring First Dose Monitoring

Patients with some pre-existing conditions | Patients with some pre-existing conditions

(e.g. ischemic heart disease, history of (e.g., ischemic heart disease, history of

myocardial infarction, congestive heart myocardial infarction, congestive heart

failure, history of cardiac arrest, failure, history of cardiac arrest,

cerebrovasgular dlsease., hlsFory of cerebrovascular disease, history of

symptomatic bradycardia, history of symptomatic bradycardia, history of

recurrent syncope, uncontrolled recurrent syncope, severe untreated sleep
hlperteA%Lievlere unt.rela}’ied slgclap K apnea, AV block, sino-atrial heart block)

apnea, 1 toi ’ S'lcn(;atg‘?l earF doc 21 may poorly tolerate the Gilenya-induced
{E ?clls(?;rlli?a ?):Z?(;erignclees?ll‘ ?O:JnS rli)C;thm bradycardia, or experience serious rhythm

disturbances after the first dose of Gilenya. disturbances after the first dose of Gilenya.

Since initiation of Gilenya treatment isrinc;::c:::sitcllol?egit(;;i?crel);gfr?;yg?(Elf)erf;lts

Itsind d heartrate and

results In decreased heart rate and may the QT interval, patients with a prolonged

prolong the QT interval, patients with a QT interval (>450 msec males, >470 msec

prolonged QT interval (>450 msec males, females) before dosing or duri’ng 6 hour

>470 females) before dosi

- msec fema s) erore dosing or observation, or at additional risk for QT

during 6 hour observation, or at additional prolongation (e.g, hypokalemia

risk for QT prolongatlon (eg, . : hypomagnesemia, congenital long-QT

hypokalemia, hypomagnesemia, congenital syndrome), or on concurrent therapy with

long-QT synd t ’

zng Q syn rome), or on coneurren QT prolonging drugs with a known risk of

therapy ‘.Nlth QT prolonging d.r ugs with a Torsades de pointes (e.g., citalopram

k.n own risk of Torsades d.e pointes (e..g., chlorpromazine, haloperidol, methadone,

citalopram, chlorpromazine, haloperidol, ervthromvcinshould be monitored

methadone, erythromycin):advice from a ov}(’ernightywith continuous ECG in a

diologist should b ght and th . - .

CALEl0 0815 SAOUICDE SOUEL L ANC e medical facility (see 8 Interactions).
patients should be monitored overnight

with continuous ECG in a medical facility

(see 8 Interactions).

Warnings

Prior treatment with
immunosuppressants

When switching patients from beta




interferon or glatiramer acetate to
Gilenya, a washout is not necessary,
assuming any immune effects (i.e.
cytopenia) of such therapies have
resolved.

Due to the long half-life of natalizumab,
concomitant exposure, and thus
concomitant immune effects, could occur
if Gilenya is started within the first 2 to 3
months following discontinuation of
natalizumab. Therefore careful case-by-
case assessment regarding the timing of
the initiation of Gilenya treatment is
recommended when switching patients
from natalizumab to Gilenya.

When switching from other
immunosuppressive medications, the
duration and mode of action of such
substances must be considered when
initiating Gilenya to avoid additive
immune suppressive effects.

Vascular events

In phase III clinical trialsRrare cases of
peripheral arterial occlusive
diseasevaseular-events-whichoccurred in
patients treated with Gilenya at higher
doses (1.25 or 5.0 mg). Rare cases of
posterior reversible encephalopathy

syndrome have been reported at 0.5 mg
dose in clinical trials and in the post-
marketing setting.Rare cases of
ineludeischemic and hemorrhagic strokes;
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syndreme have also been reported at 0.5
mg dose in clinical trials and in the post-

marketing setting although a causal
relationship has not been established.

Vascular events

Rare cases of vascular events which
occurred in patients treated with Gilenya at
higher doses (1.25 or 5.0 mg) include
ischemic and hemorrhagic strokes,
peripheral arterial occlusive disease and
posterior reversible encephalopathy
syndrome.

Adverse drug
reactions

If treatment with Gilenya is considered,
advice from a cardiologist should be
sought regarding the switch to non heart-
rate lowering medicinal products or
appropriate monitoring for treatment

initiation (should last overnight)(see

section 6 Warnings and precautions).

If treatment with Gilenya is considered,
advice from a cardiologist should be sought
regarding the switch to non heart-rate
lowering medicinal products or
appropriate monitoring for treatment
initiation (see section 6 Warnings and
precautions).

Interactions
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