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RISK EVALUATION AND MITIGATION STRATEGY (REMS)
|. GOAL(S):

The goals of the REMS are to:

¢ Minimize the occurrence of QT prolongation and its potential cardiac sequelae.

¢ Reduce medication errorsinvolving drug-food interactions and incorrect dosing
intervals.

e Minimize potential interactions (drug-drug and disease-drug).
e Inform patients about the serious risks associated with Tasigna treatment.

¢ Inform healthcare providers about the serious risks associated with the use of
Tasigna, including QT prolongation.
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II.REMSELEMENTS
A. Medication Guide

Novartis will ensure that a Medication Guide is dispensed with each prescription of Tasigna
and in accordance with 21CFR 208.24.

The Medication Guide is part of the REMS and is appended.

B. Communication Plan

Novartis will conduct the following Communication Plan.

1) Within 3 months of approval of the REMS and quarterly thereafter, Novartis will hand
deliver and discuss educational materials with likely Tasigna prescribers; that is, the
approximately 6,000 US prescribers who treat patients for chronic myelogenous leukemia
(CML).

2) Where access to the likely prescriber is not available for hand delivery of the materials,
the materials will be delivered to the likely prescriber by shipment;

3) In casesof shipment of materials, Novartis will attempt to make direct follow-up contact
with the prescriber to discuss the REM S materids,

4) Each kit of educational materials will consist of the following elements
a) Dear Hedlthcare Professional “REMS Introductory L etter”
b) TasignaEducational Materials
i) Tasigna(nilotinib) Safety and Administration Brochure
ii) Patient Education Resource Kit Tasigna (nilotinib)
(1) Medication Guide
(2) Tasigna (nilotinib) Important Information about Tasigna Brochure
(3) Drug Timing Dia
(4) Medication Wallet Card

The materias listed above are part of the REMS, and are appended.
C. Timetable for Submission of Assessments

REM S assessments will be submitted to the FDA at 18 months, 3 years, and 7 years from the
date of the approval of the REMS. To facilitate inclusion of as much information as possible
while allowing reasonable time to prepare the submission, the reporting interval covered by
each assessment should conclude no earlier than 60 days before the submission date for that
assessment. Novartis will submit each assessment so that it will be received by the FDA on or
before the due date.
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REM S Attachment. Medication Guide

TASIGNA® (ta-sig-na)
(nilotinib)
Capsules

Read this Medication Guide before you start taking Tasigna® and each time you get arefill.
There may be new information. Thisinformation does not take the place of talking to your
doctor about your medical condition or treatment.

What isthe most important information | should know about Tasigna?

Tasigna can cause a possible life-threatening heart problem called QTc prolongation.
QTc prolongation causes an irregular heartbeat, which may lead to sudden death.

Your doctor should check the electrical activity of your heart with atest called an
electrocardiogram (ECG):

« before starting Tasigna

e 7 days after starting Tasigna

« with any dose changes

e regularly during Tasigna treatment

You may lower your chancesfor having QTc prolongation with Tasignaif you:
e Take Tasigna:

0 onan empty stomach. Do not take Tasignawith food.

0 atleast 2 hours after eating any food, and

0 wait at least 1 hour before eating any food

« Avoid grapefruit, grapefruit juice, and any supplement containing grapefruit extract while
taking Tasigna. Food and grapefruit products increase the amount of Tasignain your body.

o0 Avoid taking other medicines or supplements with Tasigna that can also cause
QTc prolongation.

0 Tasignacan interact with many medicines and supplements and increase your
chance for serious and life-threatening side effects.

o Do not take any other medicine while taking Tasigna unless your doctor tells
you it is okay to do so.
Call your doctor right away if you feel lightheaded, faint or have an irregular heartbeat
whiletaking Tasigna. These can be symptoms of QTc prolongation.

What is Tasigna?
Tasignais a prescription medicine used to treat atype of leukemia called Philadel phia
chromosome positive chronic myeloid leukemia (Ph+ CML) in adults who:

« are no longer benefiting from another treatment, including treatment with imatinib
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(Gleevec®)

« have taken other treatments and cannot tolerate them
It isnot known if Tasignais safe or effective in children.

Who should not take Tasigna?
Do not take if you have:

e |ow levels of potassium or magnesium in your blood
e long QTc syndrome

What should | tell my doctor before starting Tasigna?
Tasignamay not beright for you. Beforetaking Tasigna, tell your doctor about all of
your medical conditions, including if you have:

« heart problems

e irregular heartbeat

» QTc prolongation or afamily history of it

e liver problems

« had pancrestitis

« low blood levels of potassium or magnesium in your blood

 asevere problem with lactose (milk sugar) or other sugars. The Tasigna capsules contain
lactose. Most patients who have mild or moderate | actose intolerance can take Tasigna.

Tell your doctor if you are pregnant or planning to become pregnant. Tasigna can harm
afetus (unborn baby). Women who can get pregnant must use effective birth control during
treatment with Tasigna.

* Do not become pregnant while taking Tasigna.

Tell your doctor if you are breast-feeding or plan to breast-feed. Itisnot known if
Tasigna passes into your breast milk. Y ou and your doctor should decide if you will take
Tasignaor breast-feed. Y ou should not do both.

Tasigna and many other medicines may affect each other, causing serious side effects.
See “What is the most important information | should know about Tasigna?’ Tasigna may
affect the way other medicines work, and other medicines may affect how Tasigna works.
Know the medicines you take. Keep alist of them and show it to your doctor and pharmacist
when you get a new medicine.

How should | take Tasigna?

» Take Tasigna exactly as your doctor tells you to take it. Do not change your dose or stop
taking Tasigna unless your doctor tells you.

 Tasignais along-term treatment.
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« Your doctor will tell you how many Tasignato take and when to take them.

e Do not take Tasigna with food. Take Tasigna at least 2 hours after you eat and at
least 1 hour beforeyou eat.

« Swallow Tasigna capsules whole with water. Do not open Tasigna capsules. If you cannot
swallow Tasigna capsules whole, tell your doctor.

« Do not drink grapefruit juice, eat grapefruit, or take supplements containing grapefruit
extract at any time during treatment. See “What is the most important information | should
know about Tasigna?’

« If you miss adose, take your next dose as scheduled. Do not take a double dose to make up
for amissed dose.

« If you take too much Tasigna, call your doctor or poison control center right away.

« During treatment with Tasigna your doctor will check for side effects to see how well
Tasignaisworking for you. The testswill check your:

0 heart

0 blood cells (white blood cells, red blood cells, and platelets). Y our blood cells
should be checked every two weeks for the first two months and then monthly.

0 electrolytes (potassium, magnesium)
0 pancreas and liver function
0 bone marrow samples

« Your doctor may change your dose. Y our doctor may have you stop Tasignafor some time
or lower your dose if you have side effects with it.

What arethe possible side effects of Tasigna?
See “What is the most important information | should know about Tasigna?’

» Tasigna may cause serious side effectsincluding: L ow blood counts. Low blood counts
are common with Tasigna. Y our doctor will check your blood counts regularly during
treatment with Tasigna. Symptoms of low blood counts include:

0 unexplained bleeding or bruising
0 blood in urine or stool
0 unexplained weakness
e Liver damage. Symptomsinclude yellow skin and eyes.
e Fluid retention including fluid build-up around your heart or lungs. Symptoms include:
0 shortness of breath
o swelling of hands, ankles, feet, or face

» Pancreasinflammation (pancreatitis). Symptoms include sudden stomach area pain with
nausea and vomiting.
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« Bleeding in the brain: Symptoms include sudden headache, changesin your eyesight, not
being aware of what is going on around you and becoming unconscious.
The most common side effects of Tasigna include:

« low blood count

e rash

 Nausea and vomiting
« headache

e itching

o tiredness

e diarrhea

e constipation

Tell your doctor if you have any side effect that bothers you or does not go away.

These are not all of the possible side effects of Tasigna. For more information, ask your
doctor or pharmacist.

Call your doctor for medical advice about side effects. Y ou may report side effectsto FDA at
1-800-FDA-1088.

How should | store Tasigna?
 Store Tasigna at room temperature, 59° to 86°F (15° to 30°C).
« Safely throw away medicine that is out of date or no longer needed.

» Keep Tasigna and all medicines out of the reach of children.
General information about Tasigna

» Medicines are sometimes prescribed for conditions that are not mentioned in a Medication
Guide. Do not use Tasignafor a condition for which it was not prescribed. Do not give
Tasignato other people, even if they have the same problem you have. 1t may harm them.

This Medication Guide summarizes the most important information about Tasigna. If you
would like more information, talk with your doctor. Y ou can ask your doctor or pharmacist
for information about Tasignathat is written for healthcare professionals.

For more information call 1-866-411-8274.

What aretheingredientsin Tasigna?
o Activeingredient: nilotinib

e Inactive ingredients: colloidal silicon dioxide, crospovidone, lactose monohydrate,
magnesium stearate and poloxamer 188.

» The capsule shell contains gelatin, titanium dioxide (E171), iron oxide yellow (E172) and
iron oxide red for stamping of the imprint (E172).
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This Medication Guide has been approved by the U.S. Food and Drug Administration.

REV: AUGUST 2009 T2009-95/T2009-96

Manufactured by:
Novartis Pharma Stein AG
Stein, Switzerland

Distributed by:
Novartis Pharmaceutical s Corporation
East Hanover, New Jersey 07936

© Novartis
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Attachment. Educational Materials

Dear Healthcare Professional “REMS Introductory L etter”



This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Tasigna (nilotinib) Risk Evaluation & Mitigation Strategies (REMS) Page 9




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Tasigna (nilotinib) Risk Evaluation & Mitigation Strategies (REMS) Page 10




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Tasigna (nilotinib) Risk Evaluation & Mitigation Strategies (REMS) Page 11




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Tasigna (nilotinib) Risk Evaluation & Mitigation Strategies (REMS) Page 12

Tasigna (nilotinib) Important Physician and Patient Educational Materials
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Tasigna (nilotinib) Safety and Administration Brochure
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Tasigna (nilotinib) Patient Medication Guide Brochure
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Tasigna (nilotinib) Important I nfor mation About Tasigna Brochure
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Drug Timing Dial
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Tasigna (nilotinib) M edication Wallet Card
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Tasigna (nilotinib) Patient Education Resour ce Kit
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