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* Infections: Fingolimod Gapsules may increase the risk. Obtain a complete blood count (CBC) before iniiting
treatment. Monitor for infection during treatment and for 2 months after discontinuation. Do not start in patients
with active infections. (5.2)

« Progressive Multitocal Leukoencephalopathy (PMLY: Withhold Fingolimod Gapsules a th first sign or symptom
suggestive of PML. (5.3)

« Macular Edema: Examine the fundus before and 3~4 months afte treatment start. Diabetes mellus and weitis
increase the risk. (5.4)

« Liver Injury: Obtain lver enzyme resuls before initiation and periodically during treatment. Glosely monitor
gaters it eor egatc Impaiment. Diconine e oienc of ey wihout e case 5.5,

« Assessments are required prior to initating Fingolimod Capsules (2.1)

« Recommended dosage for adults and pediatric patients (10 years of age and older) weighing more than 40 ko
0.5 mg orall once-daily, with or without food (2.2,2.3

« Recommended dosage for pediatric patients (10 years of age and above) wieighing less than or equal to 40 k:
025 g ol g, wilh r vt ool 22,2,

(inc than 14 days and dose increases):

Observe allpatients o hmdycamla forat st b oo s and ondpresur oy,
Becrocardiograns (EGGS) prr o dosing and aend ofobservaton eriod equired. (2.4

tor until resoluton i heart rate < 45 beats per minute (bpm)in adults, < 55 bprm in patents aged
12 years and above, or < 60 bpm in pediatric patients aged 10 to below 12 years,atrioventricular (V)
block, o i owest postdose heart rate i at the end of the observation period. (2
Monitor symptomaic bradycardia with ECG unti resolved. Gontinue overnight i intervention i required;
repeat first-dose monitaring for second dose. (2.
Observe patints overnight i at higher isk of symptomatic bradycardia, heart bock, prolonged QTo
interval,or i taking drugs with known sk oftorsades de pointes. (2.4,7.1)

FORMS AND
0.5 mg hard capsules (3)

* Recent myocardial inarction, stroke,transient failure
with hospitalization, or Class IV heart falure. (4)

« History of Mobitz Type Il 2 degree or 3 deqree AV block or sick sinus syndrome, unless patient has a
pacemaer. (4)

« Baseline QTG nterval 2500 msec. (4)

+ Cardiac arrhythmias requiring anti-arehythmic treatment with Class Ia or Class Il anti-arthythiic drugs. (4)

+ Hypersensitvty to fingolimod or its excipients. (4)

I,

« Respiratory Effects: Evaluate when cinically

« Fetal Risk: May cause fotal harm. Advise females of reproductive potential of the potential sk to a fetus and to
use an effective method of contraception during treatment and for 2 months after stopping Fingolimod Capsules.
(58,8.1,83)

me (PRES): If suspected, discontinue Fingolimod Capsules. (5.6)
5

in Disability After Mnmmr lov development of severe increase in
disability muuwmg discontinuation and begin appropriate treatment as
+ Soncha S Gari o o S g o g st o st sconinition, Ot
imaging and begin tma(mem as neede
« Increased Blood Pressure (BP): Monitor BP during reatment. (5.11)
*  Malignancies: Suspicious skin lesions should be evaluated. (5.12)

Most common adverse reactions (incidence > 10% and greater than placebo): Headache, liver transaminase
elevation, diarthea, cough, nfluenza, sinusits, back pain, abdominal pain, and pain in extremity (6.1)

Virus (HPY) Infection
Human papiloma s (4FY) nfectons ncuding namHnmz ysplasiavarts, and HPV-oated cancer,ave

Fetal Risk [see Warnings and Precautions (5.8)]
Sever crase n Disabity Al Stopong Fmanlm\nd Gapsules [see Warnings and Precautions (5.9)]

been reported i patients U setting

HPV should be considered pnor o e aton Wit Fingolmod Capsles,aking into Sesomt vainton
recommendations. Cancer Screening, including Papanicolaou (Pap) est, is recommended as per standard of care for
patients using an immunosuppressive therapy.

5.3 Progressive Multfocal Leukoencephalopathy
Gases o progressive multifoca leukoencephalopathy (ML) have occurted in patients with MS who received
Fingolimod Capsules in the postmarketing stting. PML is an opportunistic vial infection of the brain caused by the
JG virus (JCV) that typically orly occurs in patients who are immunocompromised, and that usuallyleads to death

or severe disabilty. PML has occurred in patients who had not been treated previously with natalizumab, which has
aknown association with PMIL, were not taking any other medication
cancomitantly, and did not have any angoing systemic medical conditions resulting in compromised Immune system
function. The majority of cases have occurred in patints treated with Fingolimod Capsules for at least 2 years. The
relationship between the isk of PML and the duration oftreatment is unknown.

At th first sign or symptom suggestive of PML, withhold Fingalimod Capsules and perform an approprite
diagnostic evaluation. Typical symptoms associated with PML are diverse, progress over days to weeks, and
include progressive wezkness on ane side ofthe body o clumsiness of limbs, disturbance of vision, and changes in
thinking, memory, and orintation eading to confusion and personalty changes.

MR indings maybe apprnt bfor il sigs or symplons Cases of P mamsm basadon MR s,

Icreasad Blood essure 500 Warnings and Procauions (3.1)]
Walgnancis see Wamingsand Precautons (& 12)]
ingolimod Capsules [see

(5.13)]
« Hypersensitivity Reactions [se Warnings and Precautions (5.14)]

cal Trils Experience

tials nditons, rates observed in the clinical
il f adrug cannot b drecty compared  aes i the cincal il of anothr g and may ot rflecthertes
observed in practice

Adults

In clinicaltials (Studies 1, 2,and 3), a total of 1212 patients with elapsing forms of multiple Sclerosis received
Fingolimod Capsules 0.5 mo. This included 783 patiens who received Fingolimod Capsules 0.5 mg i the 2-year
placebo-controlled trials (Studies 1 and 3) and 429 patients who received Fingolimod Gapsules 0.5 mg i the 1-year
active-controlled tial (Study 2). The overall exposure n the controled tials was equivalent to 1716 person-years.
Agprxdmtly 1000 ptlrs o st 2 yoars of tmentwith Fogchod Cpaies a 5 mg.Inal cinical
studies, including uncontrolled the

4119 person-years.

and greater than placebo) for

fluid in th 5, the most frequent ad 1
ooy reported o panems reated i b it PML Fmvuumua cansulesos mnweve Peadache, Iertransaminase cleaion, diarthea, cough, influenza, sinusiis, back
Many of these p PNIL. Therefore, MRI for signs that and pain in extremi Jd o eanent occurred in

may b consstent it PHL may be usefl, and any Suspiciousfndings shoud ead t furner investigtion o slow
for ananydgnosisof PHL I rsen, Lower PHL et oty mary e e eported lowing
who

Torepat SUSPECTED ADVERSE REAGTIONS contactAptexGup. FOAal
or www.fda.gov/medw
DRUG
+ SystemicKetogonazole: Moniordurng concomitant use. (7.2, 123)
« Vaccines: Avoid v attenuated , and for 2 months after treatment. (5.2,
73)
See 17 for PATIENT
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
Fingolimod Capsules are indicated for the reatment of le\ansmv forms of multple sclerosis (MS), to include
clinically isolated syndrome, relaps , in patients

years of age and older.

2 DOSAGE AND ADMINISTRATION
Assessment Prior to Initating Fingalimod Capsules

Cardiac Evaluaton

Obtain a cardiac evaluation in patients with certain preexisting conditions [see Warnings and Precautions (5.1)].

Prior o starting reatment, atients are taking drugs fate or arioventricular

(AV) conduction [see Dosage and Administration (2.4), Drug Interactions (7.5)}

‘Complete Blood Gount (GBG)
Review results of  recent B [see Warnings and Precautions (5.2), Drug Interactions (7.6)].

‘Serum transaminases (ALT and AST) and Total Biiubin Levels
Priorto sarting treatment with Fingolimod Capsules (i, within 6 months), obtain serum transaminases (ALT and
AST) and total bilirubin levels see Warnings and Precauions (5.5)].

Prior Medications
if pat taking antineoplastic, o therapies, or ifthere is a hstory.
of prior use of these drugs, consider possible unintended additive immunosuppressive effects before initating
treatment with Fingolimod Capsules [See Warnings and Precautions (5.2), Drug Interactions (7.4)].

Vaccinations
ettt o antides 1 vl zostor s 124) bl fiingFolmod Copls V24 vecitaton
ofantbody-neatvepatlent  ecommendadgrior o commerchg estmentwilh Fngoimod Cepsles

it Tpossite, amplel a vzt in

cordince wih

o tating

2.2 Important Administration Instructions

Patients who initate Fingolimod Capsules, and those who reinitate treatment after discontinuation for longer

han 14 days requie st dose monitoing. [ee Dosage and Admiitraton (24, 25).This moniorng isalso
mmended when the dose is increased in 2.9)].

Fingolimod Capsules can be taken with or without food.

2.3 Recommended Dosa

postdose. Because of physiological diurnal varition, there i a second period of heart rate decrease within 24 hours
S th st dose Inome ek, bt s deroasadug thosecond pord s morsponounced i e
nthofrst g hours i o) s, v oo 50 bpm

rely trial in adult patient mptomatic
hvaﬂynamz following the um Gose wers tepora 1 0.6% f patts mcmvmg Fmamlmd Capsuls 05 mg and
Patients who . but some patients

expanenmd hypotension, dizines, fatigue, paliations, and/r chest pain tha usualy resolved within he fst
24 hours on treatment.

Patints with some preexisting condiions (.., ischenic heartdisease, history of myocardial nfarcion, congestive
eart failure, history of cardiac arest, cerebrovascular disease, uncontrolled hypertension, history of symptomatic
bradycardia, history of recurrent syncope, severe untreated sieep apnea, AV block, sinoatril heart block) may poorly

tolerat bradycardia, or the first dose
ol Fnglnod Gapies, Prir o rement i Fngliod G, hes s shou b s o
trained to conduct d iftreated with Fingolimod Capsules, should be

nored overght wihconinious EGB n a medcl ity aer the st dose

Since iniiation of Fingolimod Gapsules treatment, results in decreased heart rate and may prolong the OT interval,
patints vith a prolonged QTG nterval (> 450 msec adult and pediatric males, > 470 msec adultfemales, or

> 460 msec pediatric females) before dosing or during 6-hour observation, or at additional sk for QT prolongation
(0., hypokalemia, hypomagnesemia, congenita long-QT syndrome), or on concurrent therapy with T prolonging
drugs vith a known ris of torsades de points (e.q.,citalopram, chiorpromazine, haloperidol, methadone,
enythromycin) should be monitored overnight with continuous ECG in a medical facilty

Following the second dose, a further decrease in heart rate may occur when compared to the heartrate prior to the
‘second dose, but this change is of a smaller magnitude than that observed following the first dose. With continued
dosing, the heart rate returns to baseline within 1 month of chronic treatment. Clnical data indicate effets of
Fingolimod fer the milder effects on heart rate may
persist for, on average, 2 o 4 weeks after iitation of therapy at which time heart rate generally returns to baseline.
Physicians sfould continue to be alert to patient reports of cardiac symptoms.

Atrioventicular Blocks
Initation of Fingolimad Capsules treatment has resulted in transient AV conduction delays. In controlled cinical trials
in adult patients, first-degree AV block after the first dose occurred in 4.7% of patients receiving Fingolimod Capsules
and 1.6% of patients on placebo. I a study of 697 patients with available 24-hour Holter monitoring data after their
s dose 1 - 351 ecendn Fingolmod Capsuesand -4 n lacbo),seconddoree AV ks (obiz ipes
| 2187 (N =14) s receiving Fingolimod Capsules and 2% (N = 7)
of patients on placebo. Of the 14 patients receiving Fingolimod Capsmes 7 patents 2.1 A bk (5 paints
within the fist 6 hours postdose and 2 patients after 6 hours postdose). All second degree AV blocks on placebo
wiere Mobitz Type | and occurred after th first 12 hours postdose. The conduction abnormalites were usually
ransien and resolved within the fist 24 hours o treatment, but they occasionally required

In adults and pediatrc patients 10 years of age and older weighing more than 40 kg, of
Fingolimod Capsules is 0.5 mg orally once-daily.

reatment with atropine or isoproterenol.

Postmarksting Ex

Fingolimod doses higher than 0.5 mg are associated with a oreater incidence of adverse reaction additional

nefit

2.4 First-Dose Moniloring

Iniiaton of Fingolimod Capsules treatment results n a decrease in heart rate, for which monitoring i recommended
[see Warnings and Precautions (5.1), Clnical Pharmacology (12.2)]. Prior to dosing and at the end of th
abservation period, obtain an electracardiogram (ECG) n al ptients

Bt eHour Montoig.
Administer the firstdose of in which resources t

Symptomatc bacyardiaare avaabe Monior 1 aint o 6 hours afr et dos or sons and symptoms of
bradycardia with hourly pulse and blood pressure measurement

Additional Monitoring after 6-Hour Monitoring
Crtinue montag e shrormaty esoes I an fhe olowing s present (v i the absence of
symptoms) aftr 6 hours:
+*" Thahesrt e B s postdosn i s 45 b s, b thn 5o b s 2 yrs
ofago and ko e 60 b e paients 0 1 yers o
t th

+  Theheartra the maximum
tamacodymaic foton e ean may not have occurred

+ TheECG 6 hours postdose shows new onset second degree or higher AV block.

1f postdose 3 management, GG monorg,

and until the resalved if is required.

—

tis required, ovenight and repeat 6-hour

dose.

Overnioht Monitoring.

Gontinuous overnight ECG monitoring in a medical facilty should be insttute:

« " in patients that require pharmacologic intervention for symptomatic bradycarda. In these patints, the first-
dose monitoring strategy should be repeated after the second dose of Fingolimod Capsules

© in patient heart and nditions see Warnings [

« in patients with a prolonged QTG intrval before dosing or during 6-hour observation, o at addtional isk for
QT prolongation, or on concurtent therapy with G prolonging drugs with a known rsk oftorsades de pointes
[se6 Warnings and Precautions (5.1), Orug Interactions (7.1

« in patients receiving concurrent therapy with drugs that slow heart rate or AV conduction [see Drug
Interactions (7.5)].

. of Theray
When estarting Fingolimad Capsules after discontinuation for more than 14 days after the irst month of treatment,
gperfom firt- 40 monforing,becaus ffects o heart ate and AV conducion mayfeur n entoducton of
(24)]. (first-dose monitoring)
as for inital dosing are apphcable Wi e s 3 otk of treatment, first-dose procedures are recommended

In the postmarketing setting, third-degree AV block and AV black with junctianal escape have been abserved during
the first-dose 6-hour observation period with Fingolimod Capsules. Isolated delayed onset events, including transient
asystole and unexplained death, have occurred within 24 hours of the first dose. These events viere confounded by

, and uncertain. Cases
ingolimod Capsules.

of syncape were also reported after the frst dose of

5.2 Infections
Risk of Infections
Fingolimod in peript 10 20% to 30% of baseline

posis. I ot knonn

compare 1o p  dig
SIS rmant o du

who
due to early detection

whether
disease in these patients.

5.4 Macular Edema
Fingolimod increases the isk of macular edema. Perform an examination of the fundus including the macula n all
patients before starting treatment, again 3 10 4 months ater starting treatment, and again at any time after a patient
reports visual disturbances while on Fingolimod Capsules therapy.

A dose-dependent increase in the risk of macular edema occurred i the Fingolimod Capsules clinical development
program.

1n 2-year double-blind, lacebo-controlled studies in adult patients with multpe sclerosis, macuar edema with or
without visual symptoms occurred in 1.5% of patients (11/799) treated with fingolimod 1.25 mg, 0.5% of patients
(41783 treated vith Fingolimod Capsules 0.5 mg and 0.4% of patients (3/773) treated with placebo. Macular edema
ocgurred predominantly during the fist 3 to 4 months of therapy. These clinica trials excluded patients with diabetes
melitus, & known risk fator for macular edema (see below Macuar Edema in Patints with History of Uets or
Diabetes Melltus). Symploms of macular edema included blurred vsion and decreased visual acuty. Routine
ophthalmological examiation detected macular edema in some patients vith no visual symptoms. Macular edema
generally partally or completely resolved vith or ithout treatment ater drug discontinuation. Some patients had
residual visual acuity oss even aftr resolutin of macular edema. Macular edema hs also been reported in patients
taking Fingolimod Capsules in the postmarketing settng, usually withinthe first 6 months of treatment.

Gontuaton ofFinglimd Capsdes n palents who develop macuar ma fasno been aliatd. A deision on
whether of the potential benefits
T oo i patient. The risk of recurrence afer rechallenge has not been evaluated.

Macular Edema in Patients with History of Uveitis or Diabetes Melitus
Patlnt i ity of el andpatets with dbtes el aeat ncesed i of macredema uring
Fingolimod Capsules therapy. The incidence of macular edema s also increased in MS patients with a history of
et n he Gombined cincal il expranc nadult et with all o o Anglod,th s of maculr
edema was approximately 20% in MS patients with a history of uvelts versus 0.6%

more than 1% of patients takin
1019% o laceboy andbasl Gl carinoma (1% sompared 16 05% o placeno)

(4.7% compared

Table 1 lsts adverse reactions in clinical studies in adults that occurred in 2 1% of Fingolimod Capsules-treated
patients and > 1% higher rate than for placebo.

Table 1: 1 in21% of Patients and Reported for
Fingolimod Capsules 0.5 mg at 21% Higher Rate than for Placebo)
Fingolimod
Adverse Drug Reactions Capsuies 0.8 mg acene.
N-783 % .
Trfections
nfluenza I s
Sinusits 1 s
Bronchits s 5
Herpes zoster 2 1
Tinga versicolor 2 <

Nervous system disorders
Headache

e, ol Capuies has ot been tstd n S patnts wih diabetes mlius o o e samaton
of the fundus including the macula prior to treatment and at 3 to 4 months after stating treatment, MS patients with
diabetes melitus or a history of uveitis should have regular follow-up examinations.

55 Liver Injury

Gincally Snieant e iy s occurrd n e

eling. 5008 o e iy, incuding markelysevatod sum epatic enynes and lvted {0l irabn. ve
occurred as early a ten days after th first dose and have also been reported after prolonged use. Gases of acute
liver ailure requiring lver transplant have been reported.

In 2-year placebo-controlled clinical tialsin adult patients, elevation of liver enzymes (ALT, AST and GGT) to 3-fold
the upper limit of normal (ULN) or greater occurred in 14% of patients treated vith Fingolimod Capsules 0.5 mg and
3% of patients on placebo. Elevations 5-fold the ULN or greater occurred in 4.5% of patients on Fingalimod Capsules
and 1% ofptents o lcebo. T maforyof eevaton ocuredwitn 8t monts. Incllal i, Fingolinod
s 5 imes e UL Serum o levels returned to normal
Recurrence of liver transaminase

levallons ocurted wih rehallege n some ptiets.

Priorto sarting treatment with Fingolimod Gapsules (within & months), obtan serum transaminases (ALT and AST)
and total bilrubin levls. Obtain transaminase lovels and tota bilirubin levels periodically untiltwo months after
Fingolimod Capsules discontinuation

Patients should be monitored for signs and symptoms of any hepatic injury. Measure Iver transaminase and bilrubin
levels promptly n patients who report symptoms that may indicate fvr injury, including new or worsening fatigue,
anorexia ight upper abdominal discomfort, dark urine, or jaundice. In his clinicalcontext, ifth patient s found to
have an alanine aminotransterase (ALT) greater than three times the reference range with serum tota bilirubin greater
o s e freros range, eament wih Fnglimod Capsulzs treatment should be interrupted. Treatment
should not be resume he signs and be established, because
et patiets a3t ik o sver (- Ivr T

Becaus Figolmod Capses cxposure s douled n patns withsvare et Inpaimnt, thse palts should
e losely monitored, as the is greater [see Use
Pharmacology (12.3).

5.6 Posterior Reversible Encephalopathy Syndrome
‘There have been rare cases of posterior reversible encephalopathy syndrome (PRES) reported in adutt patents
t ried of alered me

status, visual disturbances, and seizure. Symptoms of PRES are usually reversibe but may evolve into ischernic
stroke or cerebral hemorrhage. Delay in diagnosis and treatment may lead to permanent neurological sequelae. If
PRE ted hould

5.7 Respiratory Effects
Dose-dependent reductions in orced expiratory volume over 1 second (FEV1) and difusion lung capaciy for carbon
monoxide (DLCO) were observed in patents treated with Fingolimod Capsules as early as 1 month after reatment
intation. I 2-year placebo-controlled tials n adult patients, the reducton from baseline in the percent o predicted
values for FEVT at the time of last assessment on drug was 2.8% for Fingolimod Capsules 0.5 mg and 1.0% for
placebo. For DLGO, the reduction from baseline in percent of predicted values at the time of ast assessment on
drug was 3.3% for Fingolimod Capsules 0.5 mg and 0.5% for placebo. The changes in FEV1 appear to be feversible
atter There is rmine the reversibity of the decrease of
DLCO atter drug discontinuation. In MS placebo-controlled tias n adult patients, dyspnea was reported in 9% of
patents receiving Fingolimod Capsules 0.5 mg and 7% of patients receiving piacebo. Severa patients discontinued
Fingolimod Capsules because of unexplained dyspnea during the extension (uncontrolled) studies. Fingolimod
‘Gapsules has not been tested in MS patients with compromised respiratory function.

Spirometric evaluation of respiratory function and evaluation of DLCO should be performed during therapy vith
Fingolimod Capsules if clinically indicated

58 Fetal

Based on !mqus from animal studies, Fingolimod Capsules may causs fetal harm wihen adrministered to a pregnant

‘woman. In animal reproduction studies conducted in rats and rabbits, developmental toxicity was observed with
golimod at doses less than the omen and females

of reproductive potential of the potential risk 0 a fetus. Because it takes approximately 2 months to eliminate

Fingolimod Capsules from the body, advise females of reproductive potentialto use effective contraception o avoig

pregnancy during and for 2 months after stopping Fingolimod Capsules treatment [see Use in Specific Populations

)l

Severe increase in disabilty accompanied by multiple new lesions on MR has been reported afer discontinuation
ol gl Gapdes i he postarotin soig. Pats n oo tese v i i ke b

% 2
igraine 6 4
Gastrointestinal disorders
Nausea 13 12
Diarrhea 3 10
fominal pain 11 10
i 2 1
Musculoskeletal and connective tissue disorders
ack 10 9
Pain in extremity 10 7
disorders
Alopecia 3 2
Actnic keratosis 2 1
Investigations
Livr transaminase elevations (ALT/GGT/AST) 15 4
Blood triglycerides increased 3 1
Respiratory, thoracic, and mediastinal disorders
Gough 12 11
9 7

Dyspnea
Eye disorders

Vision blurred 4 2
Vascular disorders

Hypertension 8 4
Blood and lymphatic system disorders
penia 7 <
en 2 <
Neoplasms benign, malignant, and unspecified (including cysts and polyps)
Skin papilloma 3 2
Basal cell carcinoma 2 1

Adverse reactions of seizure, izziness, pneumonia, eczema, and pruritus were also reported in Studies 1 and 3, but
id not meet the reporting rate criteia for inclusion i Table 1 (diference was lss than 1%).

Adverse reactions with Fingolimod Gapsules 0.5 mg in Study 2, the 1-year active-controlled (versus interferon beta-
1a) study viere generally imilar o those in Studies 1.and 3.

Vascular Events.

Vasuarevens, nching ich and peripheral reported
als in patients 1,250 5 mg) higher than

retommendad o 1o in S, St ovots v e reported with Flnguhmnd Cznsu\es in the postmarketing
relationship has not

e seiures, includingstalusepeptcus, have been reported wih e use of Fingalmod Capsuesinclia
trials and in adultclinical trias, the rate of

ingolimod atients and 0.3% patients. Itis unknown
it hse v wee ol 9 e fects o mulil srosis lone. o Fngaimot Capsies,ar 03
combination of both

Pediatic Patients 10 Years of Age and Older
in the contralled pediatric trial (Study 4), the safety profil n pediatrc patients receiving fingolimod capsule 0.25 mg
or 0.5 mg daily was similar to that seen in adult patients

In the pediatri study, cases of seizures were reported in 5.6% of fingolimod capsule-treated patients and 0.9% of
interferon beta-Ta-treated patients [see Use in Specific Populations (8.4]

6.2 Postmarkeling Experience
T following adverse reactions have been identied during postapproval use of Fingolimod Capsules. Because these
reactions are reported voluntarly from a population of uncertain size, it is not avays possible to relably estimate
their requency or establish a causal relationsip to drug exposure.

Blood and | rders:

Hepatabilary Disorders: Liver injury [see Warnings and Precautions (5.5)]

Infections: nfections including cryptococcal infections [see Warnings and Precautions (5 2)} human

) dysplasia, warts and [see Wamings
Isee Warnings and P

Musculoskeltal and comnecive tssue isorder: artralgia, myalgia

Nervous system disorders: posterior reversible encephalopathy syndrome [see Warnings and Precautions

(56)], seiures, including status epiepticus [see Adverse Reactions (6.1)]

Neoplasms, benign, malignant, and unspecified (including cysts and polyps): melznoma, Merkel cell

carcinoma, and cutaneous T-cell lymphoma (including mycosis fungoides) [see Warnings and Precautions

(5.1
Skin and subcutaneous tissue disorders: hypersensitvity [see Warnings and Precautions (5.14)]

7 DRUG INTERACTIONS
7.1 T Prolonging Drugs
t been studied i patients reated with drugs that prolong the T interval. Drugs that
prolong the OT il v o s o et o a6 pointes in patients with bradycardia. Since
it of ingoinod apsules redment el derzsed heat e andmy prolongthe O nerva, paiens
T

ihin 12 waeks e topping Finglm apees, bt was repori up t 24 wesks ater Fngolimod Gapslos

heral
vl b o revrsl squotalle of eyt n g s, Pl Gapuis oy o
increase the rsk of infection: (122)}Li atal
iectons havsacurroin assocaton wih inglimod apse,

Before initiating treatment with Fingolimod Capsules, a recent CBC ., within & months or afte discontinuation of
prior therapy) should be available. Consider suspending treatment with Fingolimod Capsules if a patint develops
aserious infecton, and feassess the benefits and risks prior 1o reinitiaton of therapy. Because the efimination of
finglmod e dscontinaton ay ke up o2 montrs,continue morlring o fctons roughout i e
fections to a physician. Patients with active
tute o Chrani infctons shoud ot S eatman unt 1 instion()  esoled.

In M placebo-controlled trals in adult patients, the overall rate of infections (72%) with Fingolimod Capsules was
similar to placebo. However, bronchitis, herpes zoster,influenza, sinusitis, and pneumonia viere more common in

Monitor patients for development of severe increase in disabilty following discontinuation of Fingolimod Capsules
and begin appropriate reatment as needed.

5.10
S relapses with Fagolimad Capsios
thrspy and ater Figolmod Cansulzs scomniaion’n e Dns(mavk!unq setting. Most report

atients recelvin dwitntho st morths atr ngolimod
Capales ntation, bt tufactv MS May oot 2 any nmn\ during treatment. Gases of tumefactive MS have
also been reported within the first 4 months after Fingolimod Gapsules discontinuation. Tumefactive MS should be
consdared when a sever NS relapseoccurs durngFngolimod Gapses retment,especially during ntaton,or

ve Muttiple Sclerosis

Fingolimod Capsules-treated patients. Serious infections occurred at a rate of 2.3% i the Fingolimod
versus 1.6% in the placebo group.

Inthe postmarelig seting serou nfetons it opportuti pthagers ncluding iuses (e, Jon

Gunningham virus (JCV), herpes simplex viruses 1 and 2, varicella zoster virus), fungi (e.9., cryptococci). and

beclata (o, apicl oot ) ot boo eparid il ngaimod Gapaie. s wi Sympioms
with any appropriate

et

Herpes Viral Infections
In placebo-controlled trals in adult patents, the rate of herpetic Infections was 8% in patients receiving Fingolimod
Gapsules 0.5 mg and 7% on placebo,

T patients died of herpeticinfections during contralled tials. One death was due to disseminated primary herpes
Zoster and the other was to herpes simplex encephaiis. In both cases, the patiens were taking a 1.25 mg dose of
fingolimod (higher than the recommended 0.5 mg dose) and had received high-dose corticosteroid therapy to treat
suspected NS relapses.

Seriaus, lfe-threatening events of disseminated varicella zoster and herpes simplex infections, including cases of
encephalitis and multiorgan failure, have occurred with Fingolimod Gapsules in the postmarketing setting. Include

after interruption of 1 day or more; during Weeks 3 and 4 of treatment,
treatment interruption of more than 7 days.

3 DOSAGE FORMS AND STRENGTHS
Finolmed Gapsles rs avaae 2

g capsules are size “3" hard gelatin capsules having white opaque cap imprinted “0.5 g and white
oDauue body imprinted MF* i ke o s colored povider.

of patients who are receiving Fingolimod Capsules and
present with an atypical 1S relapse or multiorgan falure.

Gases of Kaposi's sarcoma have been reported in the
disorder that i assocated with infction signs
consistent vith K hould b referred for management.

Cryptococeal Infections
Cryptococeal infections, including cases of fatal cryptococcal meningitis and disseminated cryptococcal infections,
hase ben rennv(ed with F-nnuhmnd apuls i 1 ostmaretin sefing Cryplococa nfesionsFave gnerally

4 CONTRAINDICATIONS
Fingolmod Cpsiles re containcted n plents o e
int myocardialinfarction, . stroke, TIA,

e eauiing ospraizaton of Giase I eart
« ahistory or presence of Mobitz Type Il second-degree o third-degree AV block or

A after approxim tment, but may occur earler. The relationship
between the s m uypmcncul ieton i ho duraton of reamans unknown. Paens vithsymptams ang
d

unless patient has  functioning pacemaker [see Warnings and Precautions (5.1)]

« abaseline OTc interval > 500 msec

+ - Gardia amhyhmas requirng antarmhythmi edtment with Cass a or Clssl antarhyhmic drugs

.« hda reaction to fingolimod or any of served
Techond el rah, wcara g ngasdoma upo st it e WrmingsandPecaions
(514)]

5 WARNINGS AND PRECAUTIONS
5.1 Bradyarrhythmia and Atrioventricular Blocks

of a isk for AV blocks, patients should
treatment initation [see Dosage and Administration (2.4)].

Reduction in Heart Rate
After the firstdose of Fingolimod Capsules, the hear rate decrease starts within an hour. On Day 1, the maximum
decline in heart rate generally occurs within 6 hours and recovers, although not to baseline levels, by 8 to 10 hours

indergo prompt

Prior and Concomitant Treatment Therapies
il o, pallonts uho v Fngolimod Capss i o eoive o concomtant vement win
antingoplastic, therapies used for treatment of
WS, Concomant uso of ingoimodCapsies it any o e hrapie, and s wih orcosaros, would bo
expected to increase the isk of immunosuppression [see Drug Ineractions (7.4).

When from or . consider the
duration o thei effects and their mode of action to avoid unintended additive immunosuppressive effects.

VaralsZotr Vs Antody TotngVoiaton

ealthcare history of chickenpox or ofa ful
Course of vatinationaganst V2V sholabe s for anibodies o V24 befors kg gl Capts. V20
vaccination of
{clowing i Italon of resmant it Fingolmod Gapules hout b postponed 1 1 o
effectof vaccination to occur [see Drug nteractions (7.3), Use in Specific Populations (8.4)

af of . prompting of appropriate treatment.

81 icressd Bload rosur

trials, patients reated vith 05 mg ad an v rase
nvarplacebn fapp i  frst
itk aftr appximatoly  man ofeaiment ittion.and posising wih coninued eamrt. ypansion
wias reported as an adverse reaction in 8% of patients on Fingolimod Capsules 0.5 mg and in 4% of patents on
placebo. Blood pressure should be monitored during treatment with Fingolimod Capsules.

512 Malignancies
Gutneous lgnances

(BCC) an d in patents reated

o, year placebn ol ad pmms e ncldnce o BCCvas 2% i patlents onFinglinod Capsules

9% in patients on placebo 1)) M

Wore el e v i ot win Fingolimod Capsules in e Dostrarteing setig. parioic dn

xaminaion s recommendod or allpatens,partully those wih i factorsfr kin ancer.Providrs and
 to montor for lesions. Ifa Kin lesion s observed, it should b

oty ovta. A& vl Tt Pl it ek o S ancr, xpesre o Sumgh and Ul ght

should be imited by wearing protective clothing and using a sunscreen with a high protection factor.

Lymphoma
Cases of lymphoma, including both T-cell and B-cel types and CNS lymphoma, have occurred in patiens receiving
Fingolimod Capsules. The reporting rate of non-Hodgkin lymphoma with Fingolimod Capsules s greater than that
expecte n the general population adjusted by age, gender,and region. Gutaneous T-cell ymphoma (including
mycosis fungoides) has also been reported with Fingalimod Capsules in the postmarketing setting.

Fingolimod remains in the blood and has pharmacodynamic effects, including decreased lymphocyte counts, for
upto 2 months following the last dose of Fingolimod Capsules. Lymphocyte counts generally return to the normal
range within -2 months of stopping therapy [see Clinical Pharmacology (12.2)]. Because of the continuing
pharmacodynamic effects of fingolimod, intiating other drugs during this period warrants the same considerations
needed for concomitant administration (e.g., sk of additive immunosuppressant effect) [see Drug Interactions

5.14_ Hypersensitivity Reactions
Fypersnsiuy ectons ncluin e, uicars,and angioadea have o eported i Fnglmod Capules

wn ris of torsades de pointes (c.0.,ctalopram, chiorpromazine, haloperidol,
sadone, erythromycin) should be monitored overnight with continuous ECG in a medical facilty {see Dosage and
Administation (2.4, Warnings and Precautions (5.1)).

7.2 Ketoconazols
The blood levels of fingolimod and fingolimod-phosphate are inoreased by 1.7-fold when used concomitantly with
Ketoconazole. Patients who use Fingolimod Capsules and systemic ketoconazole cancomitantly should be closely
monitared, as the risk of adverse reactions is greater

7.3 Vacines

Fingolimod Gapsules reduces the immune response to vaccination. Vaccination may be lss effective during

and for up to 2 months aftr discontinuation of treatment with Fingolimod Capsules [see Clinical Pharmacology

(12.2)] Avoid the use of live attenuated vaccines during and for 2 months aftr treatment with Fingolimod Capsules

because of therisk o infection. It s recommended that pediatric ptients, i possible, be brought up to date vith all
t ith to

Antineoplastic, Immunosuppressive, or Immune-Modulating Therapies

Antineoplastc, .o

1o increase therisk of an the risk of et st bz consered
these

effects, such a natalzuma.teflunomide o mitoxantron, th duraton and node of actonof thesearugs must
be co iniiating [see

nsidere
Warnings and Precautions (5.2)}

-5 Drugs TatSow Hear R or Aiovnticlar Conducton e, bea lockers o itszem)
Experience with Fing recelving conurrent therapy with drugs that slow the heart rate
orhy nonaummmea "Setabokers, o, oreart e Sowing ki hannl Baiorssuch s iazem
ecauss niiation o may result in an
et concomiant e of e g duing Pglmod Capols i may b assoited wih Seere
bradycardia or heartblock. Seek advice from the physician prescribing these drugs regarding the possibilty to
switch to drugs that do not slow the heartrate or atrioventricular conduction before initiaing Fingolimod Capsules.
Patients who cannot switch should have overnight continuous ECG monitoring atte the first dose [See Dosage and
Administration (2.4, Warnings and Precautions (5.1)).

7.6 Laboratory Test Interaction
Because Fingolimod Capsules reduces blood lymphocyte counts via redistribution in secondary lymphoid organs,
peripheral blood lymphocyte counts cannot be utiized to evaluate the lymphocyte subset satus of a patient treated
with Fingolimod Capsules. A recent CBC should be available before initiating treatment with Fingolimod Capsules.

8 USEINSPECIFIC POPULATIONS
Based on findings from animal studies, Fingolimad Capsules may cause fetal harm when administered to a pregnant

rospective reports to the Fingolimod Capsules Pregnancy Registry (FPR) are currently not
sufficint to allow for an adequate assessment of the drug-associated risk for birth defects and miscarriage in

Inara stdesconductadinras and rais, , including an increase
Inrats, the highest no-effect dose as
ek hon o recnmmennen i o o105, oty ' ody urac e (mg/n?) e, The most ccmman

fetal visceral rats entricular septal defect. The receptor

golime I in patients with hstory of to
Tingaimod oran of s e s Gonanain )

ADVERSE REACTIONS
Se follovingseous adverserscons re doscried s nabelng

1]
Infections fsee Wammps i Peculons 9
Progressive Multfocal Leukoencephalopathy Isee Warnings and Precautions (5.3)]
Macular Edema [see Warnings and Precautions (5.4)]
Liver Injury [see Warnings and Precautions (5.3)
Posaior Roversle Enceptélopatny Synrome 5o Warins and Pracatons (55
Respiratory Efects [see Warnings and Precautions (5.7)]

affected by lmnahmad {sphingosine -phosphat acepta) s known 1 bo Tvoet 1 vasular foraton g
embryogenesis (see Data). Advise pregnant women of the potentia sk to a fetus.

I he US generalpoputon, he stinaled ackoround sk of ot s and miscariage i clnicaly
recognized pregnancies is 2% %, respectively. The background risk of major birth defects and
miscarriage for the indicated pupulauun oo

Clinical Considerations
I females planning to become pregrant, Fingolimod Capsules should be stopped 2 manths before pianned
conception.



The possibilty of severe inorease in disablfty should be considered in
discontinuation of Fingolimod Capsules because of pregnancy o planned pregnancy. In many of the cases in which
increase in disabilty was reported after stopping Fingolimod Capsules, patients had stopped Fingolimod Capsules
because of pregnancy or planned pregnancy [see Warnings and Precautions (5.9).

Data.
Animal Data
When fingolimod was orally administered to pregnant rats during the period of organogenesis (0, 0.03, 0.1, and
0.3 mg/ko/day or 0,1, 3, and 10 mo/kg/day), increased incidences of fetal malformations and embryofetal deaths
wiere observed atall but the lowest dose tested . which is less than the

(RHD) on a mg/m bass. Oral adminsiration to pregnant rabbis during organagenes’s (0, 03 15,2045 ngig/
day) resulted in increased incidences of embryofetal mortalty and fetal growh retardation

oraz 4-old tat least 1 of the 3 influenza strains, was 54% for Fingolimod
Capsules 0.5 mg and 85% in the placebo group. The responder rate 3 weeks after vaccination, defined as
seroconversion or a 2 4-fold increase in antibody directed against tetanus toxoid was 40% for Fingolimod Capsules
0.5 mg and 61% In the placebo group.

Pulmonary Function
Single fingolimod doses 2 5 g (10-fold the recommended dose) are associated ith a dose-dependent increase

in airvay resistance. In a 14- , 1.25, or 5 ma/day, fngg ted with impaired
oxygenation or an increase in airvay Subjects

on fingolimod treatment had a normal branchodilator response to inhaled beta-agonists

e oot dose for tes affcs 1 1abits (05 mQKeldy) 8 appoxmatly 20 et Ribons mg/m basis.

When fingolimod was (0,005,015, and
015 gktay,pup Ui was Geraasd atal s and newobavral (aring) e wao aen i
offspring at the high dose. The low-effect dose of 0.05 makg/day is similr to the RHD on a mg/m basis.

82 Lactation

There are no data on the presence offingolimod in human ik, the effects on the breastied infant, or the efects of
the drug on milk production. Fingolimod is excreted in the milk of treated rats. When a drug is present in anima mik,
skl the crug wil be pesntn huran ilk.The developmenta and el benets o esstestng shld

mother's clinical n potential adverse effects on the
e ko Fingolma Capous ot rom th underhing matral conditin

8.3 Females and Males of Reproductive Potential

“The pregnancy status of females of ould prior ith
Fingolimod Capsules [see Use in Specific Populations (3. 1)1

Contraception
Before iniation of treatment, females of
potential for  serious risk o the fetus and the need for effective contraception during treatment with Fingolimod

Gapsules [see Warnings and Precautions (5.8) and Use in Specifc Populations (8.1)]. Since ttakes approximately
2 months to eliminate the compound from the body afer stopping treatment, the potentia isk to the fetus may

Ina 14-gay pl flnts with moderate asthma, no effect was seen for Fingolimod
Gapsules 0.5 mg (recommended dose in MS). AT et n e FEV vt dosing was observed
in adult patients receiving fingolimod 1.25 mg (a dose higher than recommended for use in MS) on Day

treatment. Fingolimod 1.25 mg was associated with a 5-fold increase i the use of rescue short-acting beta-agonists.

123 Pharmacokinetics
Absorption
The T, of fingolimod is 12 to 16 hours. The apparent absolute oral bioavailabily is 93%.

Food intake does not ater ., or (AUC) of fingolimod or fingolimad-phosphate. Therefore, Fingoimod Capsules may
e taken without regard to meals.

Steaty-state blood concentrations are reached within 1 to 2 months following once-daily administration and steadly-
state levels are approximately 10-fold greater than vith the intal dose

Distribution
Fingoimod ghy (6%)dstbutes n e bl s Finglmod-phasphat has sl ke tood cls of
5. Fingolimod and fingolimod-phosphate ar protein bound. Fingolimod and fingolimod-phosphate

pmtem bining is ot alered b el o epatc pairment

persist and vomen should uss effective contraception during this period [see Wanings (58,513)]

8.4 Pediatric Use
‘Safety and effectiveness of Fingolimod Capsaules for the treatment of relapsing forms of multipl sclerosis in
pediatic patients 10 to less than 18 years of age were established in ona randomized, double-blind clinica study
in 215 patients (Fingolimod Capsules n = 107 intramusoular nterferon (IFN) beta-1a n = 108) [see Clinical Studlies

In the controlled pediatric study, the safety profif in pediatric patients (10 to less than 18 years of age) receiving
Finolinod Gapstle 025 mor 0.5 mpdaly vassie o that sen 1 adut atns. 1 the pdiatic s, cses
of seizures were reported in 5.6% o patients an pati

Itis recommended that pediatrc patients, if possible, complete all immunizations in accordance with current
immunization guidelines priorto iitiating Fingolimod Capsules therapy.

Salety and effectiveness of Fingolimod Capsules in pediatric patients below the age of 10 years have not been
established.

wenile Animal Toxic
inastudy i wich fingoliad (03, 1.5, r 7.5 moAuicay) vas oy admintrd to yung s o weaning
through sexual maturi e impairment (atered
oy starle) wore ohservedatall dose. Doy sexua\ mateaton vas noedn el a e ighst s
tested and juvenile rats are consistent with a

reported role of 1P in the regulation of bone o ot

When fnolinod (06 or 5 mo'kg/day) wasoraly adminsared t s rom he neoatal periad trough soal
t both doses. This effect had not

urity, a
fully recovered by 6-8 weeks e e ot o e
Overall, a no-effect dose for adverse developmental efects in juvenile animals was not denified

.5 Geriatric Use
Clinical MS studies of Fingolimad numbers of e years and over o

tients. Fingolimod ssed with caution
inpatints aged 65 years and over rflecting the reater fequency of dcrsesad heptic, o renal function and of
concomitant disease or other drug therapy.

8.5 Hepatic Impairment
Because fingolimod, but not ibled i patien impsimert.
patiens ith savere hepatic impairment should be closely monitred, s the isk s eachins may be

greater [see Warnings and Precautions (5.5, Clinical Pharmacology (12.3)]

No dose adjustment is needed in patients with mild or moderate hepatic impairment.

8.7 Renal Impairme
The tlood el o1 some F"ﬂnlvmnd Capsules metabolites s increased (up to 13-fold) i patients with severe renal
impairment [see “The toxicty of has not been ully explored. The
blood level fthese metaboles has ot bee assessed i patients with mild or moderae enalimpairment

10 OVERDOSAGE
Fingolimod Capsules can induce bradycardia as well as AV conduction blocks (ncluding complete AV block). The
decline in heart rate usually sarts vithin 1 hour of the first dose and is maxima within 6 hours in most patients [see
Warnings (5.1)].In case of Fing serve patints overnight with
cantinuous ECG monitoring in a medical faclty, and obtain regular measurements of blood pressure [see Dosage
and Administration (24)).

Neither dilysis nor plasma exchange resultsin remova of fingolimod from the body.

11 DESCRIPTION
Fingolimod is @ sphingosine 1-phosphate receptor modulator.

‘Ghemically, fingolimod s 2-amino-2-[2-(d-octylphenyl)ethyl]propan-1,3-il hydrochloride. Is structure is shown
below:

NH; cI-
OH

Fingolmod ydruchorie s i opraccaly i poude thatis ey solule i wte and kool andsolube
in propylene glycol. It has a molecular weight of 343.93 g/mol

Fingolimod Capsules are provided as 0.5 mg hard gelatn capsules for oal use.
Each 0.5 mg capsule contains 0.56 mg o fingolimod hydrochloride, equivalent to 0.5 mg offingolimod.
Each Fingolimod Capsules 0.5 mg contains the following inactve ingredients: fumaric acid, stearic acid,
pregelatinized starch and empty hard gelati capsules.

The hard gelatn capsule shell contains gelatn, ttanium dioxide, and is mprinted vith black nk.

Black imprinting ink contains shellac, propylene glycol, black iron oxide and potassium hydroxide.

12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

Fingolimod is metabolized the active metabolite, Fing
phosphat s sphingosine 1-phosphas recepor modulto, g binds with Ngh iy 10 stnansme anosphate
receptors 1,3, 4,and 5

veducing the number of ymphocyts in peripheral blood. The meghanism by which f"onlvmnd oy therapeutic
effects in multiple sclerosis is unknown, but may involve reduction of lymphocyte migration into the central nervous

122 Pamscodmanics
Hoart it and

wgolimod causes a transient reduction in heart rate and AV conduction attreatment intiation [see Warnings and
o 51)).

Heart ate progressively increases after the first day, returning to baseling values within 1 month of the start of
chronic treatmen.

Autonornic responses of the heart, of heart rate and 3
1

by fingolimod treatment
Fingolimod treatment is not associated with a decrease in cardiac output

Potential to Prolong the QT Interval
Ina thorough QT interval study of doses of 1.25 or 2.5 mg fingolimod at steady-state, when a

Fingolimod is 10 body tissues with a volume of distrit about 1200+ 260 L
Metabolism
The offingolimod in by 3 main pathways:
o the -enantiomer of phosphate, by oxidaive
biotransformation catalyzed mainly by the cytochrome PA50 4F2 (CYPAF2) and possibly other GYPAF isoenzymes
0 , and by formation of inactive

non-polar ceramide analogs of fingolimod.

Iniitors or ndcers o CYPAF2andpossily ol CYPAFsamymes miht aler heexpsure of hnqnhmmi
es in
metabolismin the case of smmg ucion o GYFaAd

] fingolimod, the major blood, as judged
from their contribution to the AUC up to 816 hours post-dos of tota radiolabeled components, are fingolimod

itself (23.3%), fingolimod-phosphate (10.3%), and inactive metabolites [M3 carboxylic acid metabolte (8.3%), M29
ceramide metabolite (8.9%). and M0 ceramide metabolite (7.3%)]

Elmination
Fingolimod 63+23Lh,a terminal halfife 1) s 6 10 9 days. Blood
levels offingolimod-phosphate decline in narzlle\ with those of fingolimod in the terminal phase, yielding similar
af-ves for both

Afte oral administration, about 81% ofthe dose is sowly excreted inthe urine s inactive metabolites. Fingolimod
and fingolimod-phosphate are not excreted inact n urine but are the major companents n the feces with amounts of
each representing less than 2.5% of the dose.

‘Specifc Popuations.
Pediatrc Pat

Pediatic Patients
The median fingolimod-phosphate (fingolimoc-) concentration in pediatric MS patients aged 1010 lss than
18 years was 1.10 ng/m. as compared 0 1.3 ng/mL.in adult M patients

d results from t that would
However, ® is imited.

Geriatrc Patients
“The mechanism for eliminat
not be necessary in

Gender
Gender has no clinicaly significantinfluence on fingolimod and fingolimod-phosphate pharmacokinetcs.

Race
The effects of race on fingolimod and t dueto
alow number of non-white patients in the clinical program.

Renal Impairment
In adut atients it severe renal impairment,fingolimod G, , and AUC are increased by 32% and 43%, respeivel,
and fingolimod-phosphate ,, and AUC are ncreased by 25% and 14%, respectively, with no change in apparent
elminaton e, Based o hese nings e Fingomad Capsuls 0 mo doss s apropits o se inadl
1 M3) is increased by

e fold, vespzclwe\y To toweiy o thes metabolioshas ot oen ltu characterized
Astudy in patients with mild or moderate renal impairment has not been conducted.

Hepatic Impairment
I subjects with mild, moderate, or severe hepaic impairment (Child-Pugh class A, 8, and C), no change in
fingolimod C,,, was observed, but fingolimod Auc,,wasmcmasen respecively by 12%, 44%, and 103%. In
patients 0, phate G, was decreased by 22%
and AUC,,,,.. vas decreased by 20%. The pharmacokinatics offingolimod-shosphats as ot evaluated n
patients with il or moderate hepatic impairment. The apparent elimination half-lite of fingolimod is unchanged in
subjects with mild hepatic impairment, but s prolonged by about 50% in patients with moderate or severe hepatic
impairment.

Patients vith severe hepatic impairment (Chid-Pugh class C) should be closely monitored, as the risk of adverse
reactions s greater [see Warnings and Precautions (5.5)]

No dose adjustment is needed in patients with mild or moderate hepatic impairment (Child-Pugh class A and B).

Drug Interactons,
!

adverse reactions s greater [see Dmg Interactions (7.2)].

Inthe 52-week oral study in mur\keys resprtory distressassociatd wihkeamine administation was obseved
at doses of 3 and 10 my/kg/d:

15t general assodted with respiton depresson. et in, fingolimod. In a subsequent
study in rats, 2 fingolimod. The relevance of these
findings to humans s unknown.

14 CLINICAL STUDIES
1.1

‘The effcacy of Fingolimod Gapsules was demonstrated in 2 studies that evaluated once-daly doses of Fingolimod
Capsules 0.5 mg and 1.25 mg in patients with elapsing-remitting 1S (RRMS). Both studies included patients
Who had experienced at least 2 clinical relapses during the 2 years pror to randomization or atleast 1 clnical
relapse during th 1 year prior to randomization, and had an Expanded Disabilty Status Scale (EDSS) score from
010 5.5, Study 1 was a 2-year randomized, double-blind, placebo-controlled study in patients vith RRMS who

had not received any inerferon-beta or glatiramer acetate for at leas the previous 3 months and had not received
any natalizumab for at least the previous 6 months. Neurological evaluatons vire performed at screening, every

3 months and attime of suspected relapse. MR evaluations were performed at screening, Month 6, Month 12, and
Month 24. The primary endpoint was the annualized relapse rate

Median age was 37 years, median disease duration was 6.7 years and median EDSS score at baseline was 2.0,
Patients were randomized to receive Fingolimod Capsules 0.5 mg (N = 425), 1.25 mg (N = 429), or placebo (N = 418)
for up to 24 months. Median time on study drug was 717 days on 0.5 mo, 715 days on 1.25 mg, and 719 days on
placebo.

The annualized relapse rate was significantly lower in patents treated with Fingolimod Capsules than in ptients who
eceived placebo. The secondary endpoint was the time to 3-month confirmed disabilty progression as measured
by atleast a 1-point increase from baseline n EDSS (0.5-point increase for patints vith baseline EDSS of 5.5)
sustained for 3 months. Time to onset of ogression was. yed with

fisk of Infections
inform patients that they may have an increased risk of infectons, some of which could be fe-threatening, when
taking Fingolimod Capsules, and that they should contac their physician if they develop symptoms of infection.
Advise patients thatthe use of some vaccines should be avoided during treatment with Fingolimod Gapsules and for

months afer discontinuation. Recommend to patints that they delay treatment with Fingolimod Capsules until
after V2V vaccination i they have not had chickenpox or a previous VZV vaccination. Inform patients that pior or
concomitant use of drugs that suppress the immune system may increase the risk of nfection [see Warnings and
Precautions (5.2)].

Progressive Multifocal Leukoencephalopathy
inform patients that cases of progressive multifocal leukoencephalopathy (PML) have occurred in patients who
received Fingolimod Gapsules. Iform the patient that PML is characterized by a progression of defiits and usually
leads to death or severe disabilty over weeks or months. Instruct the patient of the importance of contacting their
doctor i they develop any sympioms suggestive of PML. Inform the patien that typical symptoms associated

with PNIL are diverse, progress over days to weeks, and include progressive weakness on one side of the body or
clumsiness of imbs, disturbance of vision, and changes in thinking, memory, and orentation leading to confusion
and personaity changes [see Warnings and Precautions (5.3)]

Macular Edoma
Advise patients that Fingolimod Capsules may cause macular edema, and that they should contact their physician it
they experience any changes in ther vision. Inform patients with diabetes melitus or a history of uveits that their
risk of macular edema i increased see Warnings and Precautions (5.4)].

Hepatic Efects

Inform patients that Fingolimod Capsules may cause iver injury. Advise patients tha they should contact their
physician f they have any unexplained nausea, vomiting, abdomiral pain, fatigue, anorexi, or jaundice and/or dark
urine [sce Warnings and Precautions (5.5)].

Fingolimod Capsules treatment compared to placebo. The 1.25 mg dose resulted the
Fingolimod Capsules 0.5 mg dose. The results for this study are shown in Table 2 and Figure 1

‘Table 2: Clinical and MRI Results of Study 1

dvie patets to Immediatl eport o hlr healihcre provder any symptoms involig sudden anse of severs
headache, altered mental status, visual disturbances, or seizure. Inform patients that delayed treatment could lead to
permanent [see Warnings ant

Respiratory Effects
Adhise patients that they should contact their physician fthey experience new orset or worsening of dyspnea [see
Warnings. (5.7)].

‘Advise pregrant women and females of reproductive potentialof the potential risk to a fetus. Advise fomales
toinform their healthcare provider of a known or suspected pregnancy see Wamings and Precautions (5.8)
and Use in Specific Populations (8.1, 8.3)].

+ Aduie femals patonts o eproducive ottt us ffecive contraception during ttment it

he final dose [see U

PSUES | prageby
0.5 mg < pvalue
v N=118
016 00O ] ot sk
70% 6% | <0001
070 (052,09
Mean (median) number of new or neviy enfarging T2 fesions over
ﬂtm ) 25(0) 98(50) | <0.001 Fingolimod Capsules and for
[Miean (median) mumber or T Torih 20 [0} T | 00

Al analyses of linical endpoints were intent-to-treat. MRI analysis used evaluable dataset.
Hazard ratio s an estimate of the relativ risk of having the event of disabilty progression on Fingolimod Capsules
as compared to placebo.

Figure 1: Time to 3-Month Confirmed Disability Progression - Study 1 (ITT population)
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Study 2 was a 1-year randomized, double-blind, double-dummy, active-controlld study in patients vith RAMS who
had not received any nataizumab in the previous 6 month. Prior therapy with interferon-beta or glatiramer acetate
up o the time of randomization was permited.

Neurological evaluations were performed at serening, zve.yamnnms andat th tim o suspactad lases. I
evaluations at i lized relapse rate,

Median age was 36 years, median disease duration was 5.9 years, and median EDSS score at baseline was 2.0
Patients were randomized to receive Fingoiimod Capsules 0.5 mg (N = 431), 1.25 mg (N = 426), or iterferon beta-
1, 30 mcg via the intramuscular route (IM) once-weekly (N = 435) for up to 12 months. Median time on study drug
was 365 days on Fingolimod Capsules 0.5 mo, 354 days on 1.25 mg, and 361 days on interferon beta-1a

The anuazd lpse e vas sgifcanty lvernpatents et i Finglmad Gapsuls 09 mg tan
patients who
T esons i e 0 vt ot cotimes lsabilty progression as measured by at east  1-pont increzse
from baseline n EDSS (0.5-point increase for those with baseline EDSS of 5.5) sustained for 3 months. The number
of e and vty elaring T2lesons was ignfcant owernpatets vesad wih Fingoimod Cpsuestan n
patients who beta-1a IM. There

abily patints at 1 year. The 1.25 mg
dose esuled n o acdionalbenefit over the annnmm Gapsules 0.5 mg dose. The results fo this study are
shown in Table 3

Table 3: Clinical and MRI Results of Study 2

single dose offingolimod 2 mg decreaser

Fingolimod Capsules [ Interferon beta-1a IM
0.5mg 30 meg pvalue
N=a29 N=431
The caadministration of ketoconazole (a potent inhibior of GYP3A and GYP4F) 200 mg twice-dally a steady-state Clinical Endgoints
and asingle doe of fngoimod 5 mg ed 10 70% nrsessin AU o fingolmd and fingolmac-phasphite. Ptients ‘Annualized relapse rate (primary endpoint) 016 033 <0001
monitored, as th rsk of Percentage of gafents without relapse 5% 70% 001
Hazard ratio* of disabilty progression (96% CI) 071 (0.42.121) 021
MRI Endpoin
“The coadministration of carbamazepine (a potent GYP450 enzyme inducer) 600 mg twice-daily at steady-state and a Mon {medkn) numbar o new or newly anlaroing T2 16(0) 26(1.0) 0.002
JC) of fingolimod an
ean (madan) numGer of 1 Ginkancing s 020 050 o001

‘approximately 40%. The clinical impact of this decrease is unknown.

Other strong CYP450 enzyme inducers, .., ifampicin, phenytoin, phenobarbital, and St. John's wort, may also
reduce AUC of fingolimod and fingolimog-phosphate. The clinical impact of this potential decrease is unknown.

Potental of Inhibit of Comediation
inhibition studies using specific metabolic probe subsirates

fingolimod has il o no cap the ity of nzymes: CYP1A2,
CYP2A6, CYP286, CYP2C, CYP2CY, CYP2CD, CYP2DS, CYP2ET, CYPAAUS, or CYPAAS (ingolimod oy, nd
similary fingolimod-phosphate has lte or no capacityto inninitthe actviy of CYP1A2, GYP2AG, CYP2B6, CYP2CS,
CYP2C9, CYP2C1S, CYP2D6, CYP2E1, or CYP3A4 at concentrations up 1o 3 rders of magnitude of therapeutic
concentrations. Therefore, fingolimod and drugs that
are mainly leared through metabolism by the maor CYP isoenzymes descrbed above

Potential of Induce its Own and/or the Metabolism of Comedications
Fingolmod vas eranined o s poenal o ndce unan CYP3A4, CYP142, OYPAEZ, and DR (P-gcoprote)
mANA and CYP3A, GYP1A2, CYP2B6, GYP2CS, CYP2GS, CYP2G1S, and GYPAF2 activty In primary
Pepatcye. Fguimod i ot duce MANA or vty of e iferent CYP rmes 200 NDRT wilh epet o
hevfil onrlhereor, 0 licay alevant nducton o thetestad OYParaymes o MOR1 by ol are
for s potential o induce mANA
am/macuwy of human CYP1A2, CYP2B6, CYP2CE, CYP2CS, CYPRC1S, CYPSA, CYPAFR CYPARSD and CYPiF12
texpected ects on  therapeutic
foses ot nolmat 1 i perments dd na rovid  acaton of OYF oton ny fingolimod-phosphate.

Tansporters

Based on in vitro data, fingolimod as well as fingolimod-phosphate are not expected to inhibit the uptake of
comedications and/or biologics transported by the organic anion transporting polypeptides OATP1B1, ATP1B3, or
the sodium taurocholate co-transporting polypeptide (NTCP). Similely, they are not expected to inhibit the effux
of comedications andor biologics transported by the breast cancer resistance protein (BCRP),the ble salt export
pump (BSEP), the multidrug resistance-associated protein 2 (MRP2), or P-glycoprotein (P-gp) a therapeutic
concentrations.

Oral Contraceptives
The coadminsralon of inolinod 0 g daivitharal cotaceptives (inyestadioland gt i
not elct any

e contant i hos o previous studies. No interation studies have been performed with oral
contraceptives containing other progestagens; however, an effect of fingolimod on thei exposure s not expected

Al analyses of clinical endpoints were inent-to-treat. MRI analysis used evaluable dataset.
Hazard raio is an estimate of the relativ risk of having the event of disabiity progression on Fingolimod Gapsules
as compared to control

Pooled resuls of study 1 and study 2 showed a consistent and statistically significant reduction of annualized relapse
ate compared to comparator in subgroups efined by gender, age, prior MS therapy, and disease activty.

142 Pediatric Patients (10 10 less than 18 Years of Age)

Study 4 (NCT 01892722) evaluated the effcacy of ance-Gaily oral doses of fingolimod 0.25 mg or fingolimod

0.5 mg in pediatric ptients 10to less than 18 years of age with relapsing-remitting multpl sclerosis. Study 4

was a 215-patient, double-bind, andomized, clincaltial that compared fingolimod to ntramuscular inteferon
beta-1a. Prior therapy vith interferon-beta, dimethyl fumarate, or latiramer acetate up to the time of randomization
was permitted. The study included patients who had experienced at least 1 cinical relapse during the year prior

or 2 relapses during the 2 years pror to screening, or evidence of 1 or more Gd-enhancing lesions on MRI within

§ months ot andomizatlon,and had an EDSS scae rom 00 55 Newroloica evalatons ver chedied at
screening, every 3 months, and t the time of suspected relapses. MRI evaluations were performed at screening and
ey s roughau e tcy The rmaryandponk was e annila roapes e

At baseline, 6 year first symptom vis 1.5 years, and median
EDSS score was 1.5. One panem TecoNa o sty g ands excluded fom th rassofeffacy.Nodan
duration of exposure to study drug was 634 days in the fingolimod gro 7) and 547 days n the interferon
bt 13 roup (= 107). n e inlmod oup, 6 5% of s 8 ot complt h sy, compared 16 5%
in the interferon beta-1a group.

the annualized in patients treated with cmqm.mun
(0.122) than npatens who eceived intrfero beta1a (0.675). Relativereducton n AR vias 81.9%. T

annualized rate of the number of new or neviy enlarged T2 lesions up to month 24 (key secondary endnaml) was
significantly lower in patients treated vith fingolimod, as was the number of Gd-enhancing T lesions per scan up to

Table 4 summarizes the results of Study 4.

‘Table 4: Clinical and MRI Results of Study 4

effect o fingolimod was stil present,fingolimod treatment resulted in a prolongation of TG, with the upper
boundary of the 90% confidence interval (CI) of 14.0 msec. There is no consistent signa of increased incidence of
Qe outliers, either absolute or change from baseline, associated with fingolimod treatment. In MS studies, there
was no clinically relevant prolongation of the QT interval, but patients at sk for QT prolongation were not included
in clinical studies.

Imune System
Effects on Immune Cell Numbers in the Blood

i a study in which 12 adult subjects received Fingolimod Capsules 0.5 g daily, the lymphacyte count decreased to
approximately 60% of baseline within 4 o 6 hours after the first dose. With continued daily dosing, the ymphocyte

Fingolimod _ Interferan beta-ta Relative
G 0250105mgPO  30meglM  palue i
“The pharmacakinatics of single-dose fingolimod was not altered t steady- N-107 =
state, nor tered by fingolimod. These data indicate that Fingolimod Clinical endpoints
Capsules i unlikely 10 reduce o increase the cearance of drugs cleared mainly by CYP3AA. Potent infibiton of Annualized relapse rate (primary endpoint) 0122 0675 <0001 819%
transporters MDRT (P-gp), MRP2. and OATP-181 does not influence fingolimod dispositon. Percent of pafients remaining relapse free at 6% 8%

24 months
st Ao, Asnoo 2 itz MRl endpaints
Single-dose fingolimod isoproterenal o Annualized rat of the number of new or newly 4393 9269 <0001 526%
atropine. Likewis, the enlarging T2 lesions
hamacaknels o bohlen 00 GNdse whe nChanded Ao h commlsalon o h e s Wiean number of Ga-enhancing T1 lesions per 0436 1282 <0001 66%
individually with fingolimod. scan up to Morth 24

‘count continued to decrease over a 2-week period, reaching a nadir count of appr
approximately 30% of baseline. I a placebo-contralled study in 1272 MS patients (of whom 425 received fingolimod
0.5 mg daily and 418 received placebo). 18% (N = 78) of patients on fingolimod 0.5 mg reached a nadir of

<200 cellsimeL on at least 1 occasion. No patient on placebo reached a nadir of < 200 cells/mcL.. Low lymphocyte
counts are maintained with chronic daily dosing of Fingolimod Capsules 0.5 mg daily.

Ghronic fingolimod dosing leads to a mild decrease i the neutrophil count to approximately 80% of baseline.
Monocytes are unatfected by fingolimod.

Peripheral lymphocyte count increases are evident vithin days of stopping fingolimod treatment and typically normal
counts are reached ithin 1 to 2 months.

‘Effect an Antibody Response
Fingolimod Capsules reduces the immune response to vaccination, as evaluated in 2 studies.

In the first study, the Keyhole impet hemocyanin (KLH) polysaccharide
vaceine (PPV-23) immunization were assessed by IgM and I0G titrs in a steady-state, randomized, placebo-
cantrolled study in healthy aduit volunteers. Gompared to placebo, antigen-specifc Igh titas were decreased by
91% and 25% i response to KLH and PPV-23, respectively, in subjects on Fingolimod Gapsules 0.5 ma. Similary,
16 tters were decreased by 45% and 50%, n response to KLH and PPV-23, respectively, in subiects on Fingolimod
Gapsules 0.5 mg daily compared to placebo. The responder rate for Fingolimod Gapsules 0.5 mg as measured by the
number of subjects with a > 4-old increase in KLH 166 was comparable o placebo and 25% lowier for PPV-23 IgG
il the number of subjects with a > 4-{ld increase in KLH and PPV-23 Ight was 75% and 40% lower, respectively,
compared to placebo. The capacity to mount a skin delayed-type hypersensitiviy reacton to Candida and tetanus
toxaid was decreased by approximately 30% in subjects on Fingolimod Capsules 0.5 mg daily, compared to placebo.
Immunolagic responses were further decresed with fingolimod 1.25 mg (a dose higher than recommended in

MS) [see Warnings and Precautions (5.2

In the second study, the immunogenicity of Northern hemisphere seasonal influenza and tetanus toxoid vaccination
vias assessed i a 2-eek stady-stat,randomized,placebo-gontrlled sty o Fingolmod Capsules 0.5 mg in
adult 36). The responder vaccination, def

Population Anal
‘A population pharmacokinetics evaluation performed in S patients did not provide evidence for a significant
effect of fluoxetine and fingolimod or

concentrations. In addition, the following commony coprescribed substances had o clinicaly elevant effect
(< 20%) on fingolimod orfingolimot-phosphate predose concentrations: baclofen, gabapentin, oxybutymin,
‘amantadine, modafinil, amitriptyine, pregabalin, and cortiosteroids

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fer
of fingolimod

ity
in mice and rats. In mice, fing administered

‘Alanalyses of linical endpoints were on full analysi sel. MRI analyses used the evaluable dataset.
*Indicates staistcal significance vs. Interferon beta-1a M at two-sided 0.05 level
16 HOW SUPPLIED/STORAGE AND HANDLING

161 How Sup
0.5 mg Fingolimod capsules are supplid as follows:

0.5 mg Fingolimod
Opot by ot M i ik k. e ol i cooed e povcr

“0.5mg" and white

NDC 60505-4332-1

at oral doses of 0, 0,025, 0.25, and 2.5 mo/kg/day for up to 2 years. Th incidence of
increased in males and females at the mid and high dose. The lowest dose tested (0.025 mo/kg/day) i less than the
RHD of 0.5 mo/day on a body surface area (mg/m’) basis. In rats, fingolimod was administered at oral doses of 0,
005,015, 05, and 2.5 mg/ko/day. Noincrease in tumors was observed. The highest dose tested (2.5 ma/kg/day) is
approximately 50 times the RHD on a mo/m basi.

Fingolimod was negaive in a battery of i vitro (Ames,
in mammalian cells) and in vivo (micronucleus in mouse and rat) assays.

thymidine kinase,

‘When fingolimod was administered orally (0,1, 3, and 10 mo/k/day) to male and female rats prior to and during
mating, and continuing to Day 7 of gestation in females, no efect on fertiity was observed up to the highest dose
tested (10 mo/kg), which is approximately 200 times the RHD on a mg/m basis.

132 Animal Toxicolagy and/or Pharmacology

Lung toricity was unseweﬂ in 2 different srains of rats and in dngs and morkeys The iy fdngs ol

d vith smooth e, reased
G was

collagen utntor ek of p i
senadinall spoe. n s & oy, vy e obsered at araldoestsad Yo s
The lowest doses tested inrats (0.05 mg/ko/day in the 2-year carcinogenicity study) and monkeys (0.5 mg/kg/day in
the 39-ieek toxciy study) are similar o and approximately 20 times the RHD on a mg/m bass, espectively.

bisters of 14 capsules i a carton)

30 Count bottle NDG 60505-4332-3

16.2_Storage and Handling

Figolinod Gapses should e tored at 207 0 25° (8 to 77 excursonspeite 0 15° 10 3% (910
6°F) [See USP Controlled Room Temperature). Protect from moisture.

17 PATIENT COUNSELING INFORMATION
Aduise the patient to ead the FOA-approved patient labeling (Vedication Guide)

Tell patients not ithout this with th
Advise patients to contact their nnyman mhey accidenty ake more igolmod Capsdes tan pescrbec.

Cardiae Effects

e ptiet at nfaton of Fngolmd Gapsues eaman resusn tansientderease ' e e rforn
patients that they will need to be observed in the doctor's offce or ther acityfor atleast 6 hours after

o, atr einaton I eamnt s erpl o iscaniued ot crn peods,andaer 1 dosao s creased
I (24), Warnings )

in Disabilty Afer St
o ptiets it sovere crease n sty s bcen mpnn&d st discontiuaton of Fngolmod apses.
Aduise patients to contact thei physician i th of
Fingolmod Capsuls [see Warnings and Precautons (59

‘Malignancies
Advise patients that and use of

tients that hould be prompt to sunlight
and ultraviolet ight by wearing ing a sunscreen factor. Inform

patients that lymphoma has also occurred in patients [see Warnings

Persistence of Fingolimod Capsules Ettects After Drug Discontinuation
Aduise patients that Fingolimod Gapsules remains in the blood and cortinues to have effects, including decreased
blood lymphocyte counts,for up to 2 months following the last dose [see Warnings and Pracautions (5.13)].

‘Hypersensitiity Reactions
i patnt alFngolind Capstes may cavse hyversensmv:ly reactions including rash, urticaria, and
eir physician if th associated with hypersensitivity

e wammps o Aeiasions (5.14)).

Preqnancy and Preqnancy Reqistry.
Instruct patients that f they are pregnant or plan to become pregnant while taking Fingolimod Capsules they should
inform thei physician.

Manutactured by:
MSN Laboratories Private Limited
Tolangana - 509 228,
INDIA
Manufactured for:
ex Carp.
Weston, Florida 33326
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June 2022





