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v This medicinal product is subject to additional monitoring. This will allow quick

identification of new safety information. You can help by reporting any side effects you
may get.

Welcome

Your doctor has given you this Patient Guide and a Patient Alert Card to inform you about your current

treatment with LEMTRADA.

- This Patient Guide is to be carefully reviewed with your doctor when you are first prescribed
LEMTRADA and on a regular basis at follow-up visits.

This Patient Guide is to make you aware of symptoms of autoimmune disorders (these are conditions
in which your immune system mistakenly attacks your body) and serious infections as well as the
need to be compliant with testing and be vigilant for symptoms and to seek immediate medical
attention should these occur.

There is also a section that will help you understand some of the medical words in this booklet, and a
section to keep track of all of the doctors you may be seeing for your healthcare. This includes the
doctor treating your MS and any other doctor you see on a regular basis.

- The Patient Alert Card is to inform any healthcare professional about your LEMTRADA treatment.
You must carry the Patient Alert Card with you at all times and show it to any healthcare
professional.

In addition, if your nurse or doctor has not given you the Patient Information Leaflet (package insert),

please ask for it.

This guide is not intended to take the place of discussions with your doctor or other healthcare
professionals who are treating your MS. It should also be read along with the Package Leaflet for
LEMTRADA. Be sure to tell your doctor or healthcare professional if you notice any of the signs or
symptoms described in this guide.



Section 1. Introduction to LEMTRADA
What is LEMTRADA and how does it work?

LEMTRADA is a prescription medicine used to treat relapsing remitting multiple sclerosis (MS) in adults.
LEMTRADA does not cure MS but it can decrease the number of MS relapses. It can also help to slow
down signs and symptoms of MS. In clinical studies, patients treated with LEMTRADA had fewer relapses
and were less likely to experience disability progression compared to patients treated with a beta-
interferon injected multiple times per week.

Multiple sclerosis (MS) is an autoimmune disease that affects the central nervous system (brain and spinal
cord). A substance called myelin protects the nerve fibers in the central nervous system, which helps
messages travel quickly and smoothly between the brain and the rest of the body. Normally, your immune
system protects your body from attacks by organisms which cause disease. In MS, cells responsible for
attacking invading organisms (“lymphocytes”, a type of white blood cell) can mistakenly attack the myelin
that forms a protective layer around nerve fibers.

When your lymphocytes attack your nervous system, this causes inflammation which is often associated
with a relapse. The symptoms you experience are determined by which part of your central nervous
system is affected. The damage done during this inflammation may be reversible, but as your disease
progresses the damage may accumulate and become permanent.

LEMTRADA adjusts your immune system to limit its attacks on your nervous system. After having
treatment with LEMTRADA you may be at greater risk of developing other autoimmune conditions, or
experiencing serious infections. It is important you understand these risks and how to monitor for them.



Overview of LEMTRADA Treatment

How is LEMTRADA given?
LEMTRADA is given to you by infusion, using a needle through which it will be delivered into your blood

stream. LEMTRADA is given in at least two courses of treatment. You will receive the first course for a
few hours per day for 5 days in a row. Then, one year later, you willreceive the next course for 3 days in
a row. LEMTRADA is not like some other drugs that you have to take regularly (for example, once a
day) to have an effect. Studies have shown that the 2 courses work for most patients for 6 years and
longer. In some patients additional treatment for 3 more days may be needed in the years after the
initial 2 courses.

You will need to be monitored for side effects for 4 years after your last infusion of LEMTRADA (see
‘Will I need to have any tests done after treatment with LEMTRADA?’)

Do I need to do anything BEFORE | will be treated with LEMTRADA?
To make sure LEMTRADA is the right therapy for you, your doctor needs some information.
Therefore, you need to inform your doctor about:

oAll medicines that you are taking.

olf you are suffering from any infection.

olf you have been diagnosed with cancer.

olf you have been diagnosed with abnormalities of the cervix.

olf you are pregnant or plan to become pregnant very soon.

— Your doctor will check the vaccinations that you have had and may advice you to complete the
standard vaccination programme if you have not done so. Your doctor may also advice
additional vaccinations to be done before you start treatment with LEMTRADA.

— If you live in an area where tuberculosis is often seen, your doctor will arrange
screening.

— Your doctor will also discuss your diet. To reduce the risk of infections after your treatment,
you are recommended to avoid uncooked or undercooked meats, soft cheeses and
unpasteurized dairy products two weeks prior to, during and for at least1 month after your
LEMTRADA infusion.

— Your doctor will perform blood and urine tests before you start treatment with LEMTRADA.

— These tests are done to see whether that you may take LEMTRADA.

Will | need to have any tests done after treatment with LEMTRADA?

Treatment with LEMTRADA may increase the risk of autoimmune conditions (conditions in which your
immune system mistakenly attacks your body). These may occur even many years after your
treatment (described in Section 4 of this guide). Therefore you will have to be monitored monthly by
having your blood and urine tested for several years. Your doctor will check the results of these tests
to see if you have developed any side effect(s).

It is very important that you continue to have these checks for 4 years after your last course of treatment
with LEMTRADA, even if you are feeling well (this means that you have no symptoms or side effects)
and your MS symptoms are under control. Side effects may occur even many years after your last
course of treatment with LEMTRADA. In rare cases, they can be life- threatening, so it is very important
that you continue to be checked, and that you watch out for symptoms. By doing so, it will be most likely
that a problem will be detected early and treatment can start right away.

This means that you need to commit to the monthly blood and urine tests, continuing for 4 years after your
last course of treatment with LEMTRADA. You and your doctor will work together as a team to make sure
you get these tests done, and to plan them around your normal activities. If you are a woman, it is also



important to avoid urine testing during your menstrual periods as this may give a false result.

To help you better understand the duration of the effects of treatment and the length of required follow-up,
Figure 1 shows this process.

Figure 1 - Duration of the effects of treatment and the length of required follow-up
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* NOTE A study following patients for 6 years after first infusion [course1) has shown that a
majority of patients do not need further treatment after the 2 initial treatment courses.

The following table shows you which tests are done, when, and for how long.

Table 1 - Type and timing of tests

Test When ‘ For how long? ‘

Blood Before treatment starts and every For 4 years after your last
test month after treatment LEMTRADA infusion

Urine Before treatment and every month For 4 years after your last
test after treatment LEMTRADA infusion

To help you remember, there are tools available to plan your tests. You can refer to Section 5 of this
brochure.




Side effects

As mentioned above, patients receiving LEMTRADA are at risk of serious infections and certain
autoimmune conditions. These side effects can occur weeks, months or years after treatment with
LEMTRADA (delayed side effects).

The autoimmune conditions include:

e Thyroid disorders

¢ A condition called Immune Thrombocytopenic Purpura (ITP) (described in the next section);

e Certain types of kidney diseases

The cause of these side effects is not clear. However, it is known that you are at higher risk for these
events if you have received LEMTRADA.

All of these conditions can be treated when identified early, but delaying treatment increases the risk of
complications. This is why it is so important to recognize and immediately report any signs or
symptoms of these conditions to your doctor.

In the following sections, you will learn more about each of these side effects, including the signs
and symptoms that you may experience and what to do if they happen.

Serious infections

Patients treated with LEMTRADA are at a higher risk for getting a serious infection. If you develop
symptoms of serious infection such as fever, chills, and/or swollen glands, you may have to go to
hospital for treatment.

You should also report to your doctor symptoms like shortness of breath, cough, wheezing, chest
pain or tightness and coughing up blood, as these could be caused by pneumonitis. It's important
to tell the doctors in the hospital that you have received treatment with LEMTRADA.

Tell your doctor if you are suffering from a serious infection before the initiation of your LEMTRADA
treatment, your doctor should delay the treatment until the infection is resolved.

You must not be vaccinated with certain types of vaccines (live viral vaccines) if you have
recently received treatment with LEMTRADA.

Delayed side effects

1. Thyroid disorders

The thyroid is a gland in the lower part of the neck. The thyroid produces hormones that are important
throughout your body. In some people, the immune system may mistakenly attack the cells of the
thyroid gland (autoimmune thyroid condition). This affects its ability to make and control the level of
hormones.

LEMTRADA very commonly causes development of thyroid disorders including:
¢ Overactive thyroid gland (also called hyperthyroidism): the thyroid produces too much
hormone.
¢ Underactive thyroid gland (also called hypothyroidism): the thyroid does not produce
enough hormone.
Your blood will be checked before you start your treatment with LEMTRADA, and every 3 months after
your initial treatment course until 4 years after your last infusion. This blood test will help your doctor
detect any thyroid disorders early.



What are the signs and symptoms of an overactive thyroid?
Symptoms may include:
e Excessive sweating

Unexplained weight loss
Eye swelling
Nervousness

Fast heartbeat

What are the signs and symptoms of an underactive thyroid?
Symptoms may include:

o Unexplained weight gain

o Feeling cold

. Worsening tiredness

. Newly occurring constipation

What if | develop a thyroid disorder?

Tell your doctor if you experience any of these symptoms.

Depending on the type of thyroid disorder you are experiencing, your doctor will decide which treatment
is best for you. It is very important that you follow your doctor’'s recommendations to be sure that you
will benefit most from your treatment. Sometimes you do not need medication. However in some cases,
you will have to take medication for the rest of your life for your thyroid disorder. In some situations the
thyroid may need to be removed.

If you develop a thyroid disorder, it is very important that you are properly treated for it, especially if you
are female and become pregnant after using LEMTRADA. Having an untreated thyroid disorder could
harm your baby before it is born or after birth.

2. Immune Thrombocytopenic Purpura (ITP; a bleeding disorder)

ITP is a condition which results in a decrease in the number of platelets in the blood. Serious ITP
occurs in approx. 1% of patients taking LEMTRADA. Platelets are necessary for normal blood
clotting. ITP can cause severe bleeding. If detected promptly, it is treatable, but if left untreated it
may lead to serious health problems and possibly death

A blood test will help your doctor watch for changes in your platelet count, in order to catch this side
effect early. Therefore, your doctor will have your blood tested before starting LEMTRADA, and on a
monthly basis after your initial treatment course. The monthly testing must continue for 4 years after
your last treatment course.

Importantly, ITP can start quickly and may occur in between the blood tests. It is therefore
important that you are aware of the signs and symptoms.

What are the signs and symptoms of ITP?
e Small scattered spots on your skin that are red, pink or purple
e [Easy bruising

Bleeding from a cut that is harder to stop than usual

Heavier, longer or more frequent menstrual periods than normal.

Bleeding between your menstrual periods

Bleeding from your gums or nose that is new or takes longer than usual to stop
Coughing up blood

Take a look at Figure 2 which shows examples of bruises and rashes caused by ITP.



Call your doctor immediately if you have any of these signs or symptoms.
If you cannot reach your doctor, seek immediate medical attention (e.g. at A&E
department of the hospital) and show them your LEMTRADA patient card.

What if I develop ITP?
It is best to identify and treat ITP as early as possible. That is why it is so important that you continue to
have your monthly blood test, which could detect a problem before you notice any symptoms. It is also

important that you, your family members and/or caregivers are watching for any of the signs or symptoms
described in this guide. Delaying treatment of ITP raises the chance of more serious problems.

Figure 2 — Examples of bruises and rashes caused by ITP

These pictures show some examples of bruises and rashes caused by ITP

Note: These pictures are only a guide in order to show examples of bruises or rashes
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If detected early, ITP is usually treatable. If you develop ITP, you and your doctor will decide which
treatment is best for you.

If you notice any of the signs or symptoms (as described above), call your doctor right away to report the
symptoms. If you cannot reach your doctor seek immediate medical attention (e.g. at A&E department of
the hospital). Show them your LEMTRADA patient card.

3. Kidney disorders (such as anti-Glomerular Basement Membrane disease) LEMTRADA rarely causes



kidney problems, such as a condition known as anti-Glomerular Basement Membrane or anti-GBM
disease. Anti-GBM disease is an autoimmune condition that can result in severe damage to the kidneys.
Damage to the lungs may also occur with anti-GBM disease, although this was not seen in studies with
LEMTRADA. If not treated, it can cause kidney failure requiring chronic dialysis or transplantation, and
may eventually lead to death.

A blood test and urine test will help your doctor watch for signs of kidney disease to catch this side effect
early. Your doctor will have your blood and urine tested before starting LEMTRADA, and on a monthly
basis after your initial treatment course. If you are a woman, it is also important to avoid urine testing
during your menstrual period as this may give a false result. This testing will continue for 4 years after your
last infusion.

Importantly, anti-GBM disease can also be detected by certain signs and symptoms that you need to be
aware of.

What are the signs and symptoms of kidney problems, such as anti-GBM disease?
* Blood in the urine: your urine may be red or tea-colored.

* Swelling: in your legs or feet.

Anti-GBM disease could potentially also damage your lungs, which can result in coughing up
blood.

What if I develop kidney problems?

Most of the time, doctors can treat kidney problems. It is best to begin treatment as early as possible. It is
important that you are familiar with the signs and symptoms of kidney problems and anti-GBM disease,
and complete your regular laboratory tests (blood tests and urine tests). Kidney problems will almost
always need treatment. Treatment can begin right away, if needed. If you notice any of the signs or
symptoms (as described above), call your doctor right away to report the symptoms. If you cannot reach
your doctor seek immediate medical attention.



IMPORTANT!

Since all of these autoimmune conditions could occur soon but also long after you
received a course of treatment with LEMTRADA, it is very important that you continue
to have your monthly tests (even if you are feeling well).

You must also continue to watch for signs and symptoms.

- Do this for 4 years after your last course of treatment with LEMTRADA

- Early detection and diagnosis may give you the best opportunity for
improvement

- Carry your Patient Alert Card with you and show it to any health care
providers who are providing you treatment (including for non-MS conditions)
and especially in the event of a medical emergency.




Other helpful information

What do | need to know about vaccination?

Before receiving each course of your treatment with LEMTRADA, your doctor will check that you are up to
date with your vaccinations. If you need a vaccination, you will have to wait for 6 weeks after vaccination to
have your LEMTRADA treatment. Tell your doctor if you have already had a vaccination within the last 6
weeks.

Fertility/Pregnancy/Contraception

It is not known if LEMTRADA will have an effect on fertility during the time when it is in your system. Talk
to your doctor if you are thinking about trying to become pregnant.

It is not known if LEMTRADA could harm an unborn child. You should use effective contraceptives when
you receive your course of treatment with LEMTRADA and for 4 months following each course of
treatment with LEMTRADA (unless your doctor tells you it is not needed since you are unable to have a
child, for example if you have had a hysterectomy). This is to ensure there is no LEMTRADA left in your
body before you conceive a child. You should be sure to discuss with your doctor if you are planning to
become pregnant.

If you are already pregnant, you and your doctor will need to decide whether the benefit of you receiving
treatment outweighs the potential risk to your unborn baby.

It is unknown if LEMTRADA can be transferred to a baby through breast milk, but there is a possibility that
it could be. It is recommended that you do not breastfeed during each course of treatment with
LEMTRADA and for 4 months after each treatment course. However, there may be benefits of breast milk
(which can help protect a baby from infections) so talk to your doctor if you are planning to breastfeed your
baby. He/she will advise you what is right for you and your baby.

What other information should I tell my doctor?

Be sure to tell your doctor or healthcare team about any new health problems you have developed and
any new medicines you have taken since your last appointment. Those medicines may include
prescription and non-prescription medicines, vitamins, and herbal supplements. It is important for your
doctor to know this and to manage your treatments.



Planning your monitoring schedule

The autoimmune conditions described in this guide could occur long after you received a course of
treatment with LEMTRADA. It is very important that you continue to have your monthly tests (even if you
are feeling well) for 4 years after your last treatment course.



Helpful words to know

Anti-Glomerular Basement Membrane disease (anti-GBM): a disease caused by your immune system
turning against the kidneys (and rarely also the lungs). The kidneys are damaged and do not work
properly, or completely fail. As a result you may require dialysis, and/or kidney transplantation. If detected
promptly it is treatable, but if untreated, it can lead to death.

Autoimmune Conditions/Disorders: Usually the immune system protects the body from bacteria,
viruses, and other harmful agents. If the immune system turns against a person’s own cells and organs,
this is known as an autoimmune disorder or condition. In MS, the immune system mistakes the brain or
spinal cord as foreign and damages them. Other autoimmune conditions can damage other organs or
blood cells.

Autoimmune Thyroid Disorder: When the immune system mistakenly attacks the thyroid gland.
Autoimmune thyroid disorders are treatable. They can come in different types:

* Hyperthyroidism: When the thyroid produces too many hormones.
* Hypothyroidism: When the thyroid does not produce enough hormones.

Dialysis: A process for removing waste and excess water from the blood when the kidneys are not
working properly.

Immune System: The body’s defense system against such things as infection, foreign substances, and
abnormal cells.

Infusion: when a solution (a liquid containing a medicine) is slowly passed into your vein through a
needle.

ITP (Immune Thrombocytopenic Purpura): ITP is a condition which results in a decrease in the number
of platelets in the blood. Platelets are necessary for normal blood clotting. ITP can cause severe bleeding.
If detected promptly it is treatable, but if left untreated it may lead to serious health problems and possibly
death.

Lymphocytes (a type of white blood cell): cells in your blood which help your body fight infection. These
cells form part of your immune system.

Platelets: Platelets are necessary for normal blood clotting. Platelets travel in the bloodstream. They help
stop bleeding by sticking together to form a clot. The clot helps seal small cuts or breaks in the skin.

Thyroid: A gland found in the lower part of the neck. This gland produces hormones that are important to
regulate your metabolism.



How to reach your doctors

To make it easier to contact your doctor(s) or healthcare team, please fill in their
telephone numbers and addresses in the chart below.

Doctor / Healthcare Telephone Address

Team
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