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Information Form for Patients - Treatment with Tysabri

Read this form carefully before the start of treatment with Tysabri, in order to ensure that you are
fully informed of the risk of PML (progressive multifocal leukoencephalopathy), IRIS (Immune
reconstitution Inflammatory Syndrome) during and for up to 6 months after the discontinuation of
treatment with Tysabri.

Before starting treatment with Tysabri you should:

¢ Read the Package Leaflet which is included in each box of Tysabri

e Read the “Patient Alert Card” given to you by your attending physician. Keep this information
card for 6 months after discontinuation of the treatment, as it contains important information
about PML for you to read

o Discuss the benefits and the risks associated with this treatment with your attending physician

The Leaflet and the “Patient Alert Card” contain important safety information about PML, a rare brain
infection that has occurred in patients who have been given Tysabri, that may lead to severe disability or
death. PML has been reported up to 6 months after the discontinuation of treatment with Tysabri.

The JC virus is a common virus which infects many people but does not normally cause noticeable illness.
PML is associated with an uncontrolled increase of the JC virus in the brain, although the reason for this
increase in some patients treated with Tysabriis unknown.

The risk of PML with Tysabri is higher:
e Ifyou have antibodies to the JC virus in your blood
e Thelongerthat you are on treatment with Tysabri, especially if you have been on treatment for
more than two years
e Ifyou have taken an immunosuppressant (a medicine that reduces the activity of your body’s
immune system) at any time before starting Tysabri treatment.

Your attending physician should discuss the potential risk of developing PML with you before you start
treatment with Tysabri and after you have completed two years of treatment with Tysabri.

Your attending physician may test your blood to check if you have antibodies to the JC virus before you
start treatment with Tysabri. Your attending physician may repeat the test while you are on Tysabri
treatment to check if anything has changed. The risk of PML is higher if you have all of the risk factors
described above, or if you have not taken an immunosuppressant medication prior to starting Tysabri and
have higher levels of antibodies to the JC virus, and you have been on Tysabri for more than 2 years. Your
attending physician will monitor you more closely if you are at higher risk for PML.

You should discuss whether Tysabri is the most suitable treatment for you with your doctor before
you start taking Tysabri and after completing two years of treatment with Tysabri.

The symptoms of PML include:
e Changesin mental ability and concentration
e Behavioral changes
e Weakness on one side of the body
e Vision problems
e New neurological symptoms that are unusual for you




In patients with PML, a reaction known as IRIS (Immune Reconstitution Inflammatory Syndrome) is likely to
develop after treatment for PML, as Tysabri leaves your body. IRIS may lead to a worsening in your
condition, including a deterioration in brain function.

The Package Leaflet should be read each time that you take Tysabri because it may have new information
that is important for your treatment.

You should keep the “Patient Alert Card” with you to remind you of the important safety information, in
particular any symptoms which could possibly indicate PML. If appropriate, you should show the “Patient
Alert Card” to your partner or caregiver.

If you do not have the Package Leaflet or the “Patient Alert Card”, please ask your attending physician to
provide them to you before starting the treatment with Tysabri.

The symptoms of PML may be similar to an MS relapse. Therefore, if you believe your multiple sclerosis is
getting worse or if you notice any new symptoms while you are on treatment with Tysabri, or for up to 6
months after stopping treatment with Tysabri, it is very important that you consult your attending
physician as soon as possible.

During the 6 months after the discontinuation of treatment with Tysabri, your attending physician will
monitor your condition and decide when you should complete an MRI scan. In general, you will continue to
complete an MRI scan once every 3 - 6 months, if you have one of the following combinations of risk factors
for PML:

e You have antibodies against the JC virus, you have used Tysabri for more than two years, and you
have used an immunosuppressant (a medicine that reduces the activity of your body’s immune
system) at any time before starting treatment with Tysabri.

e You have never taken an immunosuppressant prior to starting treatment with Tysabri, but you have
taken Tysabri for more than two years and you have a high anti-JCV antibody index (an increased
number of antibodies in your blood).

If you do not belong to one of the two groups above, you will continue to complete routine MRI scans in
accordance with the recommendation of the attending physician.

In case of any questions concerning the information above, consult your attending physician.




Risk estimate for the development of PML:

Anti-JCV antibody status

Negative antibody status
0.1 of every 1,000 patients

Positive antibody status

Exposure to PML risk estimate per 1,000 patients Patients with prior

Natalizumab Patients without prior immunosuppressant use immunosuppressant
No index Antibody Antibody Antibody use
value index <0.9 index>0.9 < index>1.5
15

1-12 months 0.1 0.1 0.1 0.2 0.3
13- 24 months 0.6 0.1 0.3 0.9 0.4
25 - 36 months 2 0.2 0.8 3 4
37 - 48 months 4 0.4 2 7 8
49 - 60 months 5 0.5 2 8 8
61 - 72 months 6 0.6 3 10 6

Patients who are anti-JCV antibody negative

Based on global data, if you do not have antibodies to JCV, your chance of getting PML is 0.1/1000 (or 1 in
10,000) patients.

Patients who are anti-JCV antibody positive

If you do have antibodies against JCV, your risk of developing PML will vary depending on the duration of
treatment with Tysabri, the level of anti-JCV antibodies in your blood and whether you have received prior
treatment with an immunosuppressant. Your attending physician will discuss the potential risk with you
before you start treatment.

Reporting side effects

In case of any side effects (including any possible side effects not listed in the package leaflet), refer to your
attending physician or pharmacist.

By reporting side effects, you can help provide more information on the safety of this medicine.

Side effects can be reported to the Ministry of Health via the portal for the report of side effects on the
Ministry of Health homepage at www.health.gov.il or by entering the link
https://sideeffects.health.gov.il/

You can also report side effects to Medison Pharma Ltd., at email pvisrael@medisonpharma.com or at fax
number: 03-9234218.

This form was reviewed and approved by the Ministry of Health in February 2025.

This form has been adapted locally by Medison Pharma based on the Biogen educational material.
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