For Prescribers

LEMTRADA REMS Education
Program for Prescribers _~

This education program includes information about:
> The LEMTRADA REMS Program requirements
> Serious risks of autoimmune conditions, infusion reactions, and malignancies

> Counseling and management of your patient
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What Is the LEMTRADA REMS Program?

A REMS (Risk Evaluation and Mitigation Strategy) is a strategy to manage known or potential risks associated
with a drug, and is required by the FDA to ensure that the benefits of the drug outweigh its risks. Due to
serious risks of autoimmune conditions, infusion reactions and malignancy, LEMTRADA is only available
through a restricted program called the LEMTRADA REMS Program.

This brochure has been developed as part of the LEMTRADA REMS Program to help educate prescribers about
the risks associated with LEMTRADA and how to help mitigate these risks through periodic monitoring for, and
prompt identification of, signs and symptoms of these events.

Prescribers must be enrolled in the LEMTRADA REMS Program to be able to prescribe LEMTRADA.
Pharmacies must be enrolled in the LEMTRADA REMS Program to be able to dispense LEMTRADA.

Healthcare Facilities must be enrolled in the LEMTRADA REMS Program to be able to dispense and
administer LEMTRADA.

Patients must be enrolled and authorized in the LEMTRADA REMS Program in order to receive LEMTRADA.

Steps for Prescriber Certification and Enrollment in the
LEMTRADA REMS Program

1. Complete the training program, which includes reviewing the following materials:
LEMTRADA Prescribing Information
LEMTRADA REMS Program QOverview
LEMTRADA REMS Education Program for Prescribers
2. Successfully complete the 8-question Knowledge Assessment
3. Enrollin the program by completing a LEMTRADA REMS Prescriber Enrollment Form
4. Submit the completed and signed forms to the LEMTRADA REMS Program

The LEMTRADA REMS Program Overview, Knowledge Assessment, LEMTRADA Prescribing Information, and other
REMS materials are available online at www.LemtradaREMS.com or by contacting the LEMTRADA REMS Program
at 1-855-676-6326.

To enroll in the LEMTRADA REMS Program, call 1-855-676-6326 or go to www.LemtradaREMS.com

Genzyme will send confirmation of a prescriber’s enrollment in the LEMTRADA REMS Program,
including the prescriber’s assigned LEMTRADA REMS Program identification number.

You will not be able to prescribe LEMTRADA without completing your certification in the LEMTRADA REMS Program.

You should understand that if you fail to comply with the Program requirements, you may no longer be able to
participate in the Program.



http:www.LemtradaREMS.com
http:www.LemtradaREMS.com

Overview of Important Safety Information

INDICATION

LEMTRADA is indicated for the treatment of patients with relapsing forms of multiple sclerosis (MS).
Because of its safety profile, the use of LEMTRADA should generally be reserved for patients who have had
an inadequate response to two or more drugs indicated for the treatment of MS.

The Prescribing Information includes a BOXED WARNING for LEMTRADA.

Please see the Prescribing Information for complete safety information, including BOXED WARNING.

SERIOUS RISKS ASSOCIATED WITH LEMTRADA

Autoimmune Conditions

LEMTRADA has been associated with risk of autoimmune conditions, including immune thrombocytopenia,
other cytopenias (including neutropenia, hemolytic anemia, and pancytopenial, thyroid disorders

and glomerular nephropathies, which may occur many years after treatment and may be serious or
life-threatening. Early detection can help to improve the outcomes of patients experiencing these events.

Please review the sections that follow to gain a better understanding of the risks of autoimmune conditions.

Immune Thrombocytopenia (ITP)

Immune thrombocytopenia occurred in 2% of LEMTRADA-treated patients in clinical studies in MS. Immune
thrombocytopenia is an autoimmune disorder usually associated with anti-platelet antibodies. Platelet
depletion reduces the ability of the blood to clot. Symptoms of ITP could include (but are not limited to) easy
bruising, petechiae, spontaneous mucocutaneous bleeding [epistaxis, hemoptysis), and heavier than normal or
irregular menstrual bleeding. These clinical signs of ITP may be apparent before serious bleeding develops.

ITP can be a serious condition leading to morbidity and mortality, and may occur several years after dosing.
It is important to monitor all patients for ITP as follows:

> Complete blood counts with differential should be obtained <30 days prior to initiation of treatment and at
monthly intervals thereafter until 48 months after the patient’s last infusion of LEMTRADA. After
this period of time, testing should be performed based on clinical findings suggestive of ITP.

Check the patient for clinical symptoms of ITP.

Counsel the patient on the importance of complying with monthly monitoring of their blood and the need to
continue for 48 months after their last infusion.

Educate the patient on how to recognize ITP-related symptoms, and emphasize the need to remain vigilant
for them.

> If ITP is suspected, appropriate medical intervention should be promptly initiated, including immediate
referral to a specialist. Severe or widespread bleeding is life-threatening and demands immediate care.

The potential risk associated with retreatment with LEMTRADA following the occurrence of ITP is unknown.
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Potential Clinical Presentations of ITP

Note: These pictures are only a guide in order to show examples of bruises or petechiae.
The patient may have a less severe type of bruise or petechiae than these pictures and still have ITP.

:

This is an example of a leg with This is an example of easy
petechiae. or excessive bruising.
Petechiae are small, scattered, This could occur anywhere

“pinprick” spots under the skin on the patient’s body.
that are red, pink or purple.

Petechiae can occur anywhere
on the patient’s body, not just
the legs.
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Other Autoimmune Cytopenias
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This is an example of purpura under
the tongue.

Purpura could occur on any mucous
membrane, including anywhere

in the mouth (under the tongue,

roof of the mouth, inner cheeks,
tongue, gums).

Autoimmune cytopenias such as neutropenia, hemolytic anemia, and pancytopenia have been infrequently
reported in clinical studies in MS. Symptoms of autoimmune hemolytic anemia may include weakness, chest
pain, jaundice, dark urine, and tachycardia. Use the monthly CBC results to monitor for cytopenias.

If a cytopenia is confirmed, appropriate medical intervention should be promptly initiated.




Glomerular Nephropathies

Glomerular nephropathies, including anti-glomerular basement membrane (anti-GBM) disease, have
been reported after treatment with LEMTRADA in multiple sclerosis patients in clinical trials. Cases
of anti-GBM disease have been diagnosed up to 40 months after the last dose of LEMTRADA.

Anti-GBM disease is life-threatening if not treated and therefore demands immediate care. Without prompt
treatment, patients can rapidly develop renal failure requiring dialysis and/or kidney transplantation, and this
may lead to death.

Clinical manifestations of nephropathy may include elevation in serum creatinine, hematuria, and/or proteinuria.

While not observed in clinical trials, alveolar hemorrhage manifested as hemoptysis may occur with anti-GBM
disease. Since patients may be asymptomatic, it is important that the monthly tests are conducted.

> Serum creatinine levels should be obtained <30 days prior to the first infusion of LEMTRADA and at monthly
intervals thereafter until 48 months after the patient’s last infusion. After this period of time, testing should
be performed based on clinical findings suggestive of nephropathies.

> Urinalysis with urine cell counts should be obtained <30 days prior to the first infusion of LEMTRADA and at
monthly intervals thereafter until 48 months after the last infusion. After this period of time, testing should
be performed based on clinical findings suggestive of nephropathies. In menstruating females, consider the
timing of urinalysis to avoid false positives. The observation of clinically significant changes from baseline
in serum creatinine, unexplained hematuria, and/or proteinuria should prompt further evaluation for
nephropathies, including referral to a specialist.

> Early detection and treatment of nephropathies may decrease the risk of poor outcomes.

Immediate referral to a specialist for further assessment for patients with suspected nephropathy is
strongly recommended.

Thyroid Disorders

During clinical trials, autoimmune thyroid disorders including Graves’ disease, hyperthyroidism, and
hypothyroidism were reported. Autoimmune thyroid disorders occurred in 34% of LEMTRADA-treated patients
in clinical studies.

Newly diagnosed thyroid disorders occurred throughout the uncontrolled clinical study follow-up period, more
than 7 years after the first LEMTRADA dose. Serious thyroid events occurred in 2% of patients. Most thyroid
disorders were managed with conventional medical therapy; some patients required surgical intervention.

It is important to monitor all patients for thyroid disorders as follows:

Thyroid function tests such as thyroid-stimulating hormone (TSH] levels should be obtained <30 days
prior to the first infusion of LEMTRADA and then every 3 months thereafter continuing for 48 months
following the last infusion. Continue to test thyroid function after 48 months if clinically indicated.

Additionally, watch out for signs and symptoms of thyroid disorders, which may include excessive sweating,
unexplained weight loss, eye swelling, nervousness and fast heartbeat (hyperthyroidism), or unexplained
weight gain, feeling cold, worsening tiredness, and newly occurring constipation (hypothyroidism).
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Thyroid disease poses special risks in women who become pregnant. Untreated thyroid disease
can cause harm to the unborn and newborn baby. Special caution should be taken for pregnant
women with Graves’ disease, as maternal thyroid-stimulating hormone receptor antibodies can be
transferred to a developing fetus and can cause transient neonatal Graves’ disease. The HCP
responsible for managing the patient’s pregnancy must be made aware of the increased risk of
thyroid disorders due to the patient's LEMTRADA treatment, and the need for these to be
appropriately treated.

Strategies to Mitigate the Risk of Autoimmune Conditions

In order to minimize possible risks and side effects of LEMTRADA, prescribers and patients must commit to
48 months of follow-up after the last infusion of LEMTRADA. It is important that patients understand
that they should continue with the monitoring, even if they are feeling well.

Creating a partnership between you and your patient, along with careful review of the patient education tool
(What You Need to Know About LEMTRADA Treatment: A Patient Guide) with your patient, will help
patients to:

Comply with periodic tests
Identify and report symptoms early

Receive prompt and appropriate treatment if needed

To enhance your understanding of the duration of the effects of treatment and the length of required
follow-up, please refer to the diagrams below titled Overview of LEMTRADA Treatment and Overview
of LEMTRADA Monitoring.

Overview of LEMTRADA Treatment

Year 1 Year 2 Year 3 Year 4 Year 5

Course 1 Course 2
TREATMENT ""l I"
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MONITORING
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Start blood and
urine testing And continue for 4 years after last treatment course
before treatment - /
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Overview of LEMTRADA Monitoring

Condition Activity Timing

Monthly until

Immune Complete blood count Prior to initiating 48 months after
Thrombocytopenia (ITP) with differential LEMTRADA treatment last i .
ast infusion
Glomerular Prior to initiatin Monthly until
Nephropathies, including Serum creatinine LEMTRADA trea%ment 48 months after
anti-GBM disease last infusion
Glomerular . L . e Monthly until
B : Urinalysis with Prior to initiating
Nephropathies, including microscopy LEMTRADA treatment 48 months after
anti-GBM disease last infusion
. . . o Every 3 months
A Thyroid function tests Prior to initiating .
Thyroid Disorders (such as TSH) LEMTRADA treatment |  untit 48 months

after last infusion

Infusion Reactions

Most patients treated with LEMTRADA in controlled clinical trials in MS experienced infusion reactions during or
after LEMTRADA administration. In some patients, infusion reactions were reported more than 24 hours after
LEMTRADA infusion. Serious reactions occurred in 3% of patients, including cases of anaphylaxis in 2 patients
(including anaphylactic shock], angioedema, bronchospasm, hypotension, chest pain, bradycardia, tachycardia
(including atrial fibrillation), transient neurologic symptoms, hypertension, headache, pyrexia, and rash. Other
infusion reactions included nausea, urticaria, pruritus, insomnia, chills, flushing, fatigue, dyspnea, pulmonary
infiltrates, dysgeusia, dyspepsia, dizziness and pain. In clinical studies, 0.6% of patients with infusion reactions
received epinephrine or atropine.

Premedicate with high-dose corticosteroids (1000 mg of methylprednisolone or equivalent) immediately
prior to LEMTRADA infusion and for the first 3 days of each treatment course. Consider pretreatment with
antihistamines and/or antipyretics prior to LEMTRADA administration. Infusion reactions may occur in patients
despite pretreatment.

LEMTRADA can only be administered in certified healthcare settings that have on-site access to
equipment and personnel trained to manage infusion reactions (including anaphylaxis and cardiac
and respiratory emergencies).

Patients must be observed for infusion reactions during and for at least 2 hours after each LEMTRADA
infusion. Consider longer periods of observation if clinically indicated. Vital signs should be monitored before
the infusion and periodically during the infusion. If an infusion reaction occurs, appropriate symptomatic
treatment should be provided as needed. The duration of the infusion may be extended if clinically indicated.
If severe infusion reactions occur, immediate discontinuation of the infusion should be considered.
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Malignancies

LEMTRADA is an immunomodulatory therapy, and caution should be exercised in initiating LEMTRADA in patients
with pre-existing or ongoing malignancies.

Thyroid Cancer

LEMTRADA may increase the risk of thyroid cancer. In controlled clinical studies, 0.3% of LEMTRADA-treated
patients developed thyroid cancer, compared to none in the interferon beta-1a-treated group. However,
screening for thyroid cancer was performed more frequently in the LEMTRADA-treated group, because of the
higher incidence of autoimmune thyroid disorders in those patients. Two additional cases of thyroid cancer in
LEMTRADA-treated patients occurred in uncontrolled studies.

Melanoma

LEMTRADA may increase the risk of melanoma. In uncontrolled studies, 0.3% of LEMTRADA-treated patients
developed melanoma or melanoma in situ. One of those patients had evidence of locally advanced disease.

Lymphoproliferative Disorders and Lymphoma

Cases of lymphoproliferative disorders and lymphoma have occurred in LEMTRADA-treated patients with MS,
including a MALT lymphoma, Castleman’s Disease, and a fatality following treatment of non-Epstein Barr Virus-
associated Burkitt's lymphoma. There are postmarketing reports of Epstein Barr Virus-associated
lymphoproliferative disorders in non-MS patients.

Monitoring for Malignancies

Patients and healthcare providers should monitor for symptoms of thyroid cancer, including a new lump or
swelling in the neck, pain in the front of the neck, persistent hoarseness or other voice changes, trouble
swallowing or breathing, or a constant cough not due to an upper respiratory tract infection.

Perform baseline and yearly skin examinations to monitor for melanoma in patients receiving LEMTRADA.




Patient Enroliment, Counseling, and Management
To enrollyour patient in the LEMTRADA REMS Program, you must:

> Complete the LEMTRADA REMS Patient Enrollment Form for each patient and provide a completed copy to
the patient. The completed form should be submitted to the LEMTRADA REMS Program and a copy stored
in the patient’s records.

> Enrollment forms can be obtained online [www.LemtradaREMS.com) or by phone (1-855-676-6326).
> Completed forms should be faxed to 1-855-557-2478.

> Genzyme will provide confirmation of patient enrollment.

As part of patient management and counseling, you must:

> Inform your patient about the risks associated with LEMTRADA, including the risks of autoimmune conditions,
infusion reactions, and malignancies, and the need for baseline and periodic monitoring. A patient-directed
educational guide has been developed foryou to use in counseling your patients on the risks associated with
LEMTRADA (What You Need to Know About LEMTRADA Treatment: A Patient Guide). You should review this
guide with your patient on an ongoing basis. You must provide each patient with a copy of this guide and a
LEMTRADA Patient Safety Information Card.

> Perform the baseline and periodic monitoring described above and in the Prescribing Information
for LEMTRADA.

> Complete the LEMTRADA REMS Patient Status Form 6 months after the patient’s first infusion with
LEMTRADA, and every 6 months thereafter, until 48 months after the completion of the patient’s last
infusion of LEMTRADA, and submit the completed form to the LEMTRADA REMS Program.

> Notify Genzyme if an enrolled patient who has received LEMTRADA within the last 48 months is no longer
under your care.

Ordering LEMTRADA

To order LEMTRADA, you must submit a LEMTRADA REMS Prescription Ordering Form for each
LEMTRADA prescription to the LEMTRADA REMS Program. The ordering form can be obtained online
(www.LemtradaREMS.com) or by phone (1-855-676-6326).

Completed forms should be faxed to 1-855-557-2478.
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Administering LEMTRADA

As part of the LEMTRADA REMS Program, a healthcare facility must be enrolled in the LEMTRADA REMS
Program to be able to dispense/administer LEMTRADA. It is important that you select a healthcare facility
that is enrolled and active in the LEMTRADA REMS Program for your patient’s infusion. A database of
certified healthcare facilities is available by phone at 1-855-676-6326.

Prior to your patient’s infusion, you must submit a LEMTRADA REMS Patient Authorization and
Baseline Lab Form to the LEMTRADA REMS Program indicating completion of each patient’s
baseline labs within 30 days of the infusion date.

PRIOR TO EACH TREATMENT COURSE OF LEMTRADA

Administer corticosteroids (1000 mg methylprednisolone or equivalent) immediately prior to LEMTRADA
administration for the first 3 days of any treatment course

Administer anti-viral prophylaxis for herpetic viral infection starting on the first day of each treatment
course and continuing for a minimum of 2 months following treatment with LEMTRADA or until the
CD4+ lymphocyte count is 2200 cells per microliter, whichever occurs later

Consider pretreating patients with antihistamines and/or antipyretics prior to LEMTRADA
administration as needed

Adverse Event Reporting

Report suspected adverse events to Genzyme Medical Information at 1-800-745-4447 (option 2)
or to FDA at 1-800-FDA-1088 or www.FDA.gov/medwatch



www.FDA.gov/medwatch

LEMTRADA

alemtuzumab ™
1



LEMTRADA

LEMTRADA and Genzyme are registered trademarks of Genzyme Corporation. I -I- b ]2mg
©2015 Genzyme Corporation, a Sanofi company. All rights reserved. US.MS.LEM.14.10.003-v2 O el I I u ZU| I IO IV





