Important information for healthcare

professionals about the serious risks associated
with CAPRELSA® ¥ (vandetanib) tablets

¥ This medicinal product is subject to additional monitoring. This will allow quick
identification of new safety information. Healthcare professionals are asked to report any
suspected adverse reactions.

WARNING: QTc PROLONGATION, TORSADES DE POINTES, SUDDEN DEATH
AND POSTERIOR REVERSIBLE ENCEPHALOPATHY SYNDROME (PRES;
ALSO KNOWN AS REVERSIBLE POSTERIOR LEUKOENCEPHALOPATHY
SYNDROME [RPLS])

CAPRELSA can prolong the QTc interval. Torsades de pointes, sudden death and PRES (also
known as RPLS) have been reported in patients receiving CAPRELSA

CAPRELSA should not be used in patients with hypocalcaemia, hypokalaemia or
hypomagnesaemia. CAPRELSA treatment must not be started in those patients whose QTc
interval is >480 msec,who have congenital long QTc syndrome or who have a history of
Torsades de pointes unless all risk factors that contributed to Torsades have been corrected.
Hypocalcaemia, hypokalaemia and/or hypomagnesaemia must be corrected prior to
CAPRELSA administration and should be periodically monitored

Drugs known to prolong the QTc interval are contraindicated or are not
recommended. If a drug known to prolong the QTc interval must be administered,
more frequent ECG monitoring is recommended

Given the half-life of 19 days, ECGs should be obtained to monitor the QTc at

baseline, and 1, 3, 6 and 12 weeks after starting treatment with

CAPRELSA and every 3 months for at least a year thereafter. Following any dose reduction for
QTc prolongation, or any dose interruptions greater than 2 weeks, QTc assessment should be
conducted as described above

Because of the 19-day half-life, adverse reactions including a prolonged QTc
interval may not resolve quickly. Monitor appropriately

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals should report any adverse events suspected to be associated with the use of
CAPRELSA to Sanofi Malta Ltd., 3rd Floor, Avantech Building, St. Julian’s Road, San Gwann SGN
2805. Tel: 21493022, fax 21493024

Alternatively any suspected ADRs and medication errors can be reported to the Medicines Authority.
Report forms can be downloaded from www..medicinesauthority.gov.mt/adrportal and posted to
Medicines Authority Post-licensing Directorate, Sir Temi Zammit Buildings,Malta Life Sciences
Park,San Gwann SGN 3000, MALTA, or sent by email postlicensing.medicinesauthority@gov.mt
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Important information for healthcare

professionals about the serious risks associated
with CAPRELSA® ¥ (vandetanib) tablets

CAPRELSA can prolong the QTc interval, and cases of Torsades de
pointes, sudden death and posterior reversible encephalopathy syndrome
(PRES; also known as reversible posterior leukoencephalopathy syndrome
[RPLS]) have been reported in clinical trials

Physicians prescribing CAPRELSA (vandetanib) should:

* Review the HCP education materials and the full Product Information for
CAPRELSA, including:

— Risk information including QTc prolongation, Torsades de pointes,
sudden death and PRES (also known as RPLS) with CAPRELSA

— Considerations for patient selection
— ECG and electrolyte monitoring requirements
— Drug interaction information

* Review the Patient Alert Card and explain its role and use to patients who
will receive CAPRELSA. The patient should be provided with the Patient
Alert Card with each prescription

— It is important to counsel patients about the risk of prolonged QTc and
PRES and inform them of what symptoms and signs to be aware of and
actions to take

These education materials focus on the risks of QTc prolongation, Torsades
de pointes, sudden death and PRES associated with CAPRELSA. These are
not the only risks associated with CAPRELSA. Please see the accompanying
full Product Information for CAPRELSA.

Report cases of QTc prolongation, Torsades de pointes, sudden death and
PRES to Sanofi Genzyme; case reporting should respect national
pharmacovigilance legislation.
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professionals about the serious risks associated
with CAPRELSA® ¥ (vandetanib) tablets

QT prolongation, Torsades de pointes and sudden death

Drug interactions
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Important information for healthcare

professionals about the serious risks associated
with CAPRELSA® ¥ (vandetanib) tablets

Posterior reversible encephalopathy syndrome (reversible
posterior leukoencephalopathy syndrome)

» Posterior reversible encephalopathy syndrome (PRES; also known as
reversible posterior leukoencephalopathy syndrome [RPLS]) is a syndrome
of subcortical vasogenic oedema diagnosed by an MRI of the brain

*  PRES has been reported infrequently in patients administered
CAPRELSA. There have been no confirmed cases of PRES in patients
with medullary thyroid cancer receiving CAPRELSA; however, cases of
PRES have occurred in the CAPRELSA clinical programme

+  This syndrome should be considered in any patient presenting with
seizures, headaches, visual disturbances, confusion or altered mental
function

» Patients should be informed of the symptoms of PRES and should be
instructed to contact a physician immediately if they experience any of the
Symptoms

» If a patient presents with symptoms suggestive of PRES, it is
recommended that physicians immediately perform an MRI of the
brain

Approval ID: GZEMEA.CAPR.16.09.0454 DOP: September 2016

www.vandetanibinfo.cu SANOFI GENZYME wg
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professionals about the serious risks associated
with CAPRELSA® ¥ (vandetanib) tablets

Patient selection

When thinking about the risks of QTc prolongation, Torsades de pointes,
sudden death and PRES (also known as RPLS) associated with CAPRELSA,
consider the following when deciding whether a patient is appropriate for
CAPRELSA treatment:

Other facts about CAPRELSA
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ECG monitoring

Electrolyte monitoring
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