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Read this entire booklet carefully before

you start taking this medicine.

- Keep this booklet. You may need to read it
again.

- If you have further question, ask your doctor or
your pharmacist.

- This medicine has been prescribed for you. Do
not pass it on to others. It may harm them, even

if their symptoms are the same as yours.
\N Y,
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What is in this booklet:

1. What Fingolimod is and what it is used for

2. What you need to know before you are given Fingolimod
3. How Fingolimod is used

4. Possible side effects

5. How to store Fingolimod

6. Contents of the pack and other information

1. What Fingolimod is and what it is used for

Fingolimod is a sphingosine-1-phosphate receptor modulator,
which prevents movement of lymphocytes out of lymph nodes,
thereby limiting inflammation in the central nervous system.
Fingolimod is used in adults and in children and adolescents (10
years of age and above) to treat relapsing remitting multiple scle-



rosis (MS), more specifically in:

- Patients who have failed to respond despite treatment with an
MS treatment.

or

- Patients who have rapidly evolving severe MS.

Fingolimod does not cure MS, but it helps to reduce the number of
relapses and to slow down the progression of physical disabilities
due to MS.

2. What you need to know before you are given Fingolimod

Do not take Fingolimod

- if you have a lowered immune response (due to an immunode-
ficiency syndrome, a disease or to medicines that suppress the
immune system)

- if you have a severe active infection or active chronic infection
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such as hepatitis or tuberculosis

- if you have an active cancer

- if you have severe liver problems

- if, in the last 6 months, you have had heart attack, angina,
stroke or warning of a stroke or certain types of heart failure
- if you have certain types of irreqular or abnormal heartbeat
(arrhythmia), including patients in whom the electrocardiogram
(ECG) shows prolonged QT interval before starting Fingolimod
- if you are taking or have recently taken medicine for irregular
heartbeat such as quinidine, disopyramide, amiodarone or sotalol
- If you are pregnant or a woman of childbearing potential not
using effective contraception

- if you are allergic to fingolimod or any of the other ingredients
of this medicine (listed in section 6)



If this applies to you or you are unsure, talk to your doctor before
taking Fingolimod.

Warnings and precautions

Talk to your doctor before taking Fingolimod:

- if you have severe breathing problems during sleep (severe
sleep apnea)

- if you have been told you have an abnormal electrocardiogram
- if you suffer from symptoms of slow heart rate (e.g. dizziness,
nausea, or palpitations)

- If you are taking or have recently taken medicines that slow
your heart rate (such as beta blockers, verapamil, diltiazem or
ivabradine, digoxin, anticholinesteratic agents or pilocarpine)
- if you have a history of sudden loss of consciousness or faint-
ing (syncope)
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- if you plan to get vaccinated

- if you have never had chickenpox

- if you have or have had visual disturbances or other signs of
swelling in the central vision area (macula) at the back of the eye
(a condition known as macular edema), inflammation or infection
of the eye (uveitis), or if you have diabetes (which can cause eye
problems)

- if you have liver problems

- if you have high blood pressure that cannot be controlled by
medicines

- if you have severe lung problems or smoker’s cough

If any of these applies to you or you are unsure, talk to your doctor
beforetakingFingolimod.



Cautions

Fingolimod should be used with caution in following conditions:
Check varicella zoster virus status, chronic obstructive pulmo-
nary disease, elderly, history of myocardial infarction, history
of symptomatic bradycardia or recurrent syncope, patients re-
ceiving anti-arrhythmic or heart-rate lowering drugs, including
beta-blockers and heart rate-lowering calcium-channel blockers
(seek advice from cardiologist regarding switching to alternative
drugs, or appropriate monitoring if unable to switch), pulmonary
fibrosis, severe respiratory disease, severe sleep apnea, sig-
nificant QT prolongation (QTc greater than 470 milliseconds in
women, or QTc greater than 450 milliseconds in men); if QTc 500
milliseconds or greater—see Contra-indications, susceptibility to
QT-interval prolongation (including electrolyte disturbances), un-
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controlled hypertension

- Washout period: A washout period is recommended when
switching treatment from some disease modifying therapies.
- Bradycardia and cardiac rhythm disturbance: Fingolimod may
cause transient bradycardia, atrioventricular conduction delays
and heart block after the first dose. Fingolimod is not recom-
mended in patients with the cardiovascular risks listed above
unless the anticipated benefits outweigh the potential risks, and
advice from a cardiologist (including monitoring advice) is sought
before initiation.

Contra-indications

Active malignancies, baseline QTc interval 500 milliseconds or
greater, cerebrovascular disease (including transient ischemic
attack) in the previous 6 months, decompensated heart failure



(requiring inpatient treatment) in the previous 6 months, heart
failure in the previous 6 months (class Ill/IV), increased risk for
opportunistic infections (including immunosuppression), myocar-
dial infarction in the previous 6 months, second-degree Mobitz
type Il atrioventricular block or third-degree AV block, or sick-si-
nus syndrome, if the patient does not have a pacemaker, severe
active infection, severe cardiac arrhythmias requiring treatment
with class la or class Il anti-arrhythmic drugs, unstable angina in
the previous 6 months

Important safety information

- Fingolimod is not recommended for patients at known risk of
cardiovascular events. Advice for extended monitoring for those
with significant bradycardia or heart block after the first dose and
following treatment interruption: Fingolimod is known to cause
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transient bradycardias and heart block after the first dose.

- Multiple sclerosis therapies: Signal of rebound effect after
stopping or switching therapy: A signal of rebound syndrome in
multiple sclerosis patients whose treatment with fingolimod was
stopped or switched to other treatments has been reported.

- Risk of cancers and serious infections: Fingolimod has an im-
munosuppressive effect and can increase the risk of skin can-
cers and lymphoma. It is recommended to consider the following
strengthened warnings:

« re-assess the benefit-risk balance of fingolimod therapy in indi-
vidual patients, particularly those with additional risk factors for
malignancy—either closely monitor for skin cancers or consider
discontinuation on a case-by-case basis.

 examine all patients for skin lesions before they start fingolimod

11



and then re-examine at least every 6 to 12 months

« advise patients to protect themselves against UV radiation ex-
posure and seek urgent medical advice if they notice any skin
lesions

« refer patients with suspicious lesions to a dermatologist
Fingolimod has also been associated with risk of fatal fungal in-
fections and reports of progressive multifocal leukoencephalop-
athy (PML)

- increased risk of congenital malformations; contra-indication
during pregnancy and in women of childbearing potential not
using effective contraception: An increased risk of major con-
genital malformations, including cardiac, renal, and musculoskel-
etal defects, has been associated with the use of fingolimod in
pregnancy. Females of childbearing potential must use effective
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contraception during, and for 2 months after stopping treatment.
Pregnancy should be excluded before starting treatment, and
pregnancy testing repeated at suitable intervals during treat-
ment. Fingolimod should be stopped 2 months before planning
a pregnancy. If a female taking fingolimod becomes pregnant,
treatment should be stopped immediately, and the patient re-
ferred to an obstetrician for close monitoring.

- Risks of serious liver injury and herpes meningoencephalitis:
Liver function tests including serum bilirubin should be performed
before starting and during treatment at months 1, 3, 6, 9, and 12,
then periodically thereafter until 2 months after discontinuation.
In the absence of clinical symptoms, if liver transaminases (AST
or ALT) exceed:

- 3 times the upper limit of normal (ULN) but less than 5 times
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the ULN without increase in serum bilirubin, liver function tests
should be monitored more frequently;

« 5 times the ULN or at least 3 times the ULN with any increase
In serum bilirubin, fingolimod should be discontinued; treatment
may be restarted when serum levels have returned to normal, af-
ter careful benefit-risk assessment of the underlying cause.

In the presence of clinical symptoms suggestive of hepatic dys-
function, liver function tests should be checked promptly and
fingolimod discontinued if significant liver injury is confirmed;
further treatment may be restarted after recovery, only if an al-
ternative cause of hepatic dysfunction is established. Patients
should be advised to seek urgent medical attention if they devel-
op any signs or symptoms of liver injury or brain infection (during
fingolimod treatment and for 8 weeks after the last dose in the
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case of the latter).

Monitoring requirements

All patients receiving fingolimod should be monitored at treat-
ment initiation, (first dose monitoring—before, during and after
dose), and after treatment interruption (see note below); monitor-
ing should include:

- Pre-treatment: an ECG and blood pressure measurement before
starting

- During the first 6 hours of treatment:

« continuous ECG monitoring for 6 hours

+ blood pressure and heart rate measurement every hour

- After 6 hours of treatment: a further ECG and blood pressure
measurement

- If heart rate at the end of the 6-hour period is at its lowest since
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fingolimod was first administered, monitoring should be extended
by at least 2 hours and until heart rate increases.

- If post-dose bradyarrhythmia-related symptoms occur, appro-
priate clinical management should be initiated and monitoring
should be continued until the symptoms have resolved. If phar-
macological intervention is required during the first-dose mon-
itoring, overnight monitoring should follow, and the first-dose
monitoring should then be repeated after the second dose.

- |f after 6 hours, the heart rate is less than 45 beats per minute,
or the ECG shows new onset second degree or higher-grade AV
block, or a QTc interval of 500 milliseconds or greater, monitoring
should be extended (at least overnight, until side-effect resolu-
tion).

- The occurrence at any time of third-degree AV block requires
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extended monitoring (at least overnight, until side-effect resolu-
tion).

- In case of T-wave inversion, ensure there are no associated signs
or symptoms of myocardial ischemia—if suspected seek advice
from a cardiologist.

- Note: First dose monitoring as above should be repeated in all
patients whose treatment is interrupted for:

« 1day or more during the first 2 weeks of treatment

« more than 7 days during weeks 4 and 4 of treatment

« more than 2 weeks after one month of treatment

- If the treatment interruption is of shorter duration than the
above, treatment should be continued with the next dose as
planned.

- Eye examination is recommended 3-4 months after initiation
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of treatment (and before initiation of treatment in patients with
diabetes or history of uveitis).

- Skin examination is recommended for skin lesions before start-
Ing treatment and then every 6 to 12 months thereafter or as clin-
ically indicated.

- Monitor liver function—see Important Safety Information.

- Monitor full blood count before treatment, at 3 months, then at
least yearly thereafter and if signs of infection (interrupt treat-
ment if lymphocyte count reduced)

- Monitor for signs and symptoms of haemophagocytic syndrome
(including pyrexia, asthenia, hepatosplenomegaly and adenop-
athy—may be associated with hepatic failure and respiratory
distress; also progressive cytopenia, elevated serum-ferritin
concentrations, hypertriglyceridemia, hypofibrinogenemia, co-
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agulopathy, hepatic cytolysis, hyponatremia)—initiate treatment
immediately.

- Monitor routine MRI for lesions suggestive of progressive multi-
focal leukoencephalopathy (PML), particularly in patients consid-
ered at increased risk; monitor for signs and symptoms of new
neurological dysfunction.

Elderly

Experience with fingolimod in elderly patients (over 65 years) is
limited. Talk to your doctor if you have any concerns.

Children and adolescents

Fingolimod is not intended for use in children below 10 years old
as it has not been studied in MS patients in this age group. The
warnings and precautions listed above also apply to children and
adolescents. The following information is particularly important
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for children and adolescents and their caregivers:

- Before you start Fingolimod, your doctor will check your vac-
cination status. If you have not had certain vaccinations, it may
be necessary for you to be given them before Fingolimod can be
started.

- The first time you take Fingolimod, or when you switch from a
0.25 mg daily dose to a 0.5 mg daily dose, your doctor will monitor
your heart rate and heartbeat.

- If you experience convulsions or fits before or whilst taking Fin-
golimod, let your doctor know.

- If you suffer from depression or anxiety or if you become de-
pressed or anxious while you are taking Fingolimod, let your doc-
tor know. You may need to be monitored more closely.
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Other medicines and Fingolimod

Tell your doctor or pharmacist if you are taking, have recently tak-
en or might take any other medicines.

Tell your doctor if you are taking any of the following medicines:

- Medicines that suppress or modulate the immune system, in-
cluding other medicines used to treat MS, such as beta interfer-
on, glatiramer acetate, natalizumab, mitoxantrone, teriflunomide,
dimethyl fumarate or alemtuzumab. You must not use Fingolimod
together with such medicines as this could intensify the effect on
the immune system.

- Corticosteroids, due to a possible added effect on the immune
system.

- Vaccines. If you need to receive a vaccine, seek your doctor’s
advice first. During and for up to 2 months after treatment with
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Fingolimod, you should not receive certain types of vaccine (live
attenuated vaccines) as they could trigger the infection that they
were supposed to prevent. Other vaccines may not work as well as
usual if given during this period.

- Medicines that slow the heartbeat (for example beta blockers,
such as atenolol). Use of Fingolimod together with such medicines
could intensify the effect on heartbeat in the first days after starting
Fingolimod.

- Medicines for irreqular heartbeat, such as quinidine, disopyra-
mide, amiodarone or sotalol. You must not use Fingolimod if you
are taking such a medicine because it could intensify the effect
on irregular heartbeat.

- Other medicines:

« protease inhibitors, anti-infectives such as ketoconazole, azole
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antifungals, clarithromycin or telithromycin.

« carbamazepine, rifampicin, phenobarbital, phenytoin, efavirenz
or St. John's Wort (potential risk of reduced efficacy of Fingolimod).
Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant
or are planning to have a baby, ask your doctor for advice before
taking this medicine.

Pregnancy

Do not use Fingolimod during pregnancy, if you are trying to become
pregnant or if you are a woman who could become pregnant and
you are not using effective contraception. If Fingolimod is used
during pregnancy, there is a risk of harm to the unborn baby. The
most frequently reported malformations included cardiac, renal
and musculoskeletal malformations.
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Therefore, if you are a woman of childbearing potential:

« before you start treatment with Fingolimod your doctor will in-
form you about the risk to an unborn baby and ask you to do a
pregnancy test in order to ensure that you are not pregnant, and,
- you must use effective contraception while taking Fingolimod
and for two months after you stop taking it to avoid becoming
pregnant. Talk to your doctor about reliable methods of contra-
ception.

If you do become pregnant while taking Fingolimod tell your
doctor straight away. Your doctor will decide to stop treatment.
Specialized pre-natal monitoring will be performed.
Breast-feeding

You should not breast-feed while you are taking Fingolimod. Fin-
golimod can pass into breast milk and there is a risk of serious

24



side effects for the baby.

Driving and using machines

Your doctor will tell you whether your iliness allows you to drive
vehicles, including a bicycle, and use machines safely. Fingolimod
IS not expected to have an influence on your ability to drive and
use machines.

However, at initiation of treatment you will have to stay at the doc-
tor's surgery or clinic for 6 hours after taking the first dose of Fin-
golimod. Your ability to drive and use machines may be impaired
during and potentially after this time period.

3. How Fingolimod is used

Treatment with Fingolimod will be overseen by a doctor who is
experienced in the treatment of multiple sclerosis.

Always take this medicine exactly as your doctor has told you.
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Check with your doctor if you are not sure.

The recommended dose is:

Adults:

The dose is one 0.5 mg capsule per day.

Children and adolescents (10 years of age and above):

The dose depends on body weight:

« Children and adolescents with body weight equal to or below 40 kg:
one 0.25 mg capsule per day.

- Children and adolescents with body weight above 40 kg:

one 0.5 mg capsule per day.

Children and adolescents who start on one 0.25 mg capsule per day
and later reach a stable body weight above 40 kg will be instructed
by their doctor to switch to one 0.5 mg capsule per day. In this case,
It is recommended to repeat the first-dose observation period.
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Do not exceed the recommended dose.

Fingolimod is for oral use.

Take Fingolimod once a day with a glass of water. Fingolimod capsules
should always be swallowed intact, without opening them. Fingolimod
can be taken with or without food.

Taking Fingolimod at the same time each day will help you remember
when to take your medicine.

If you have questions about how long to take Fingolimod, talk to
your doctor or your pharmacist.

If you take more Fingolimod than you should

If you have taken too much Fingolimod, call your doctor straight
away.

If you forget to take Fingolimod

If you have been taking Fingolimod for less than 1 month and you
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forget to take 1dose for a whole day, call your doctor before you
take the next dose. Your doctor may decide to keep you under ob-
servation at the time you take the next dose.

If you have been taking Fingolimod for at least 1 month and have
forgotten to take your treatment for more than 2 weeks, call your
doctor before you take the next dose. Your doctor may decide to
Keep you under observation at the time you take the next dose.
However, if you have forgotten to take your treatment for up to 2
weeks, you can take the next dose as planned.

Never take a double dose to make up for a forgotten dose.

If you stop taking Fingolimod

Do not stop taking Fingolimod or change your dose without talking
to your doctor first.

Fingolimod will stay in your body for up to 2 months after you stop
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taking it. Your white blood cell count (lymphocyte count) may also
remain low during this time and the side effects described in this
leaflet may still occur. After stopping Fingolimod you may have to
wait for 6-8 weeks before starting a new MS treatment.

If you have to restart Fingolimod more than 2 weeks after you stop
taking it, the effect on heart rate normally seen when treatment
s first started may re-occur and you will need to be monitored
at the doctor’s surgery or clinic for re-initiation of treatment. Do
not restart Fingolimod after stopping it for more than two weeks
without seeking advice from your doctor.

Your doctor will decide whether and how you need to be monitored
after stopping Fingolimod. Tell your doctor straight away if you
think your MS is getting worse after you have stopped treatment
with Fingolimod. This could be serious.
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If you have any further questions on the use of this medicine, ask
your doctor or pharmacist.

4, Possible side effects

Common or very common

Alopecia, arthralgia, asthenia, atrioventricular block, back pain,
bradycardia, cough, decreased leucocytes, depression, diarrhea,
dizziness, dyspnea, headaches, hypertension, increased risk of in-
fection, myalgia, neoplasms, skin reactions, vision blurred, weight
decreased

Uncommon

Macular edema, nausea, seizures, thrombocytopenia

Rare or very rare

Posterior reversible encephalopathy syndrome (PRES)

30



Frequency not known

Autoimmune hemolytic anemia, haemophagocytic lymphohistio-
cytosis, hepatic disorders, peripheral edema, progressive multi-
focal leukoencephalopathy (PML)

Side-effects, further information

- Basal-cell carcinoma: Patients should be advised to seek medi-
cal advice if they have any signs of basal-cell carcinoma including
skin nodules, patches or open sores that do not heal within weeks.
- Progressive multifocal leukoencephalopathy (PML) and oth-
er opportunistic infections: Patients should be advised to seek
medical attention if they have any signs of PML or any other in-
fections. Suspension of treatment should be considered if a pa-
tient develops a severe infection, taking into consideration the
risk-benefit.
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5. How to store Fingolimod

- Store below 30°C, protect from light and moisture.

- Keep this medicine out of the sight and reach of children.

- Do not use this medicine after the expiry date which is stated on
the box after “"EXP".

- Do not throw away any medicines via wastewater or household
waste. Ask your pharmacist how to throw away medicines you no
longer use. These measures will help protect the environment.
6. Contents of the pack and other information

What Fingolimod contains

- The active substance is fingolimod.

Each capsule contains 0.5 mg fingolimod (as hydrochloride).

- The other ingredients are:

Capsule content: mannitol, magnesium stearate, ethanol 96%.
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Capsule Shell: Titanium dioxide, gelatin, sodium lauryl sulphate,
purified water

Contents of the pack
Each bottle contains 30 capsules.
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