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Notes




Under certain circumstances, it may not always be possible to switch to another
treatment. Please refer to your doctor for additional information.

Make sure that you and your baby are very closely monitored:
e This is to make sure your illness is controlled.
e |t is also to check how your baby is developing.

For more information, refer to the Depalept Chrono
Patient Information Leaflet (PIL).
Reporting suspected adverse reactions to the Ministry of Health
by using an online form https://sideeffects.health.gov.il
Or report directly to Sanofi :09-8633700

The format and content of this Patient guide was approved by the
Ministry of Health in August 2022.




| am taking valproate* and planning to become pregnant

If you are planning to became pregnant, schedule an appointment with
your doctor and in the meantime:

o Keep taking valproate
o Keep using contraception until you have talked with your doctor.

It is important that you do not become pregnant

until you and your doctor have talked.

e Your doctor may need to change your medicine
a long time before you become pregnant — this
is to make sure your illness is stable.

e You should discuss the possible ways to reduce Q
the risks for your baby’s health while keeping S
your illness under control.

o Ask your doctor about taking folic acid when planning a pregnancy. Folic acid
can lower the general risk of spina bifida and early miscarriage that exists
with all pregnancies. However, it is unlikely that it will reduce the risk of birth
defects associated with valproate use.

e You will need to review your treatment with your doctor regularly (at least
each year), and during this visit the doctor will explain the risks associated
with valproate treatment.

| am taking valproate and | have become pregnant

If you think you might be pregnant:

* Do not stop taking valproate - This is because the epilepsy or bipolar
disorder may become worse and can be dangerous for you and your baby.

¢ Schedule an urgent appointment with the doctor if you think you are
pregnant. This is so you can discuss your treatment options. Your
doctor may inform you that you need to switch to another treatment
and will explain how to make the transition from valproate to this new
treatment.

The babies of mothers who take valproate during pregnancy

are at a higher risk of:

o Birth defects

e Physical and mental development problems of the child as it
grows after birth

Both birth defects and physical and mental development
problems can seriously affect your child’s life.

* Valproate also known as Depalept Chrono




4. What does this mean for me?

Please choose and read the situations which apply to you from the situations
described below:

¢ | am starting treatment with valproate®.

¢ | am taking valproate and not planning to become pregnant.

e | am taking valproate and planning to become pregnant.

e | am taking valproate and | have become pregnant.

I’m starting treatment with valproate

Your doctor will explain you why they think valproate is the

right medication for you and tell you about all the known

risks:

o Always use effective contraception during the entire
treatment period with valproate.

o Tell your doctor immediately if you are pregnant or think you might be pregnant.

e During your visit the doctor will explain the risks associated with valproate
treatment.

Further information for girls and female adolescents:

e The doctor will explain to the patient and to her parents/caregiver about the
treatment of valproate. The doctor will also explain risks of valproate when
used during pregnancy. This is so that the patient and the parents/caregivers
can know what to do when the patient old enough to have children.

e The patient or parents/caregivers should contact the doctor once you
experience menarche in order to discuss with the doctor about the next steps.

| am taking valproate and not planning to become pregnant
Always use effective contraception.

Talk to your doctor or gynecologist/obstetric specialist for consultation on the
method of contraception.

Tell your doctor immediately if you think you might be pregnant.

Do not stop taking valproate until you have discussed this with your
doctor, even if you have become pregnant, as this could be dangerous
for you and your baby.

You will need to review your treatment with your doctor regularly (at least each
year), and during this visit the doctor will explain the risks associated with
valproate treatment.
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3. Contraception for female adolescents and women
who are able to become pregnant

Why do | need to use contraception?

Valproate* can seriously harm the unborn child when taken during pregnancy.

Always use effective contraception when taking valproate:

e You should use at least one highly effective contraception (such as intra-
uterine device or implant) or two forms of effective contraception that work by
different methods when at least one of them is a barrier method (such as a
condom).

e The doctor will talk to you about the most appropriate contraceptives.

What type of contraception should | use?

Please discuss with your doctor about the best method of contraception for you.
Please refer to the doctor or gynecologist/obstetric specialist for full
consultation.

Let's talk about
contraception

v v
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2.2. Physical and mental development problems

Taking valproate* while pregnant could affect
your child’s development as they grow up.

In women taking valproate while pregnant:
e Up to 30 to 40 in every 100 may have problems
with development.

The long-term effects are not known.

The following effects on development could be

observed:

e Being late in learning to walk and talk.

o Lower intelligence than other children of the
same age.

e Poor speech and language skills.

e Memory problems.

Children of mothers who take valproate in pregnancy are at higher risk for
autistic spectrum problems (approximately 3 times higher) and autism in
children (approximately 5 times higher) compared to the general population.

Also, children of mothers who take valproate in pregnancy are at increasing
risk of developing Attention Deficit and/or Hyperactivity Disorder (ADHD).

* Valproate also known as Depalept Chrono



2. What are the risks of taking valproate*
during pregnancy?

If you take valproate when you are pregnant, it can

seriously harm your unborn child.

e The risks are higher with valproate than with
other medicines for epilepsy or bipolar disorder.

e The risks are present even with smaller doses
of valproate - the higher the dose the higher the
risk. But all doses carry a risk, including when
valproate is used in combination with other
medicines to treat epilepsy or bipolar disorder.

How could my child be harmed?

Taking valproate whilst pregnant can harm your child in two ways:
¢ Birth defects when the child is born
¢ Physical and mental development problems of the child as it grows after birth

2.1. Birth defects
Taking valproate during pregnancy can cause serious birth defects.

In women in the general population:
e About 3 in every 100 babies will be born with a birth defect.

In women who take valproate while pregnant:
e Around 11 in every 100 babies will have a birth defect.

What type of birth defects can happen?

e The most frequently reported:

o Spina bifida - where the bones of the spine do not develop properly.

o Face and skull malformations - including ‘cleft lip’ and ‘cleft palate’.
This is where the upper lip or and bones in the face are split.

o Malformations of the limbs, heart, kidney, urinary tract and sexual organs
and multiple associated malformations affecting several organs and parts
of the body.

o Those birth defects may result in disabilities which may be severe.

e Hearing problems or deafness.
e Eye malformations in association with other congenital malformations. These
eye malformations may affect vision.
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1. What you need to know about valproate*
v Valproate is an effective medicine for epilepsy and bipolar disorder.

v Valproate should only be taken by women and girls only if other
treatments are ineffective or not tolerated.

v Valproate can seriously harm an unborn child when taken during
pregnancy. Whatever your medical condition, never stop taking
valproate before discussing with your doctor first as your condition
may became worse.

Ve Always use effective contraception when taking valproate.

v/ Make an urgent appointment with your doctor if you think you are
pregnant.

v/ Consult your doctor promptly if you are thinking about having a baby
and do not stop using contraception until you consult your doctor.

v/ Remember to visit your specialist regularly - at least once a year.

During this visit, you and your specialist will discuss the risks
associated with valproate use during pregnancy.
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This booklet is for girls and women of childbearing age taking
medicine which contains valproate*, or their caregiver/legal
representative.

e The guide contains key information about the risks of taking
valproate during pregnancy.

e It is important to read this guide if your doctor recommended
valproate as the best treatment for you.

e The type of risks of using valproate during pregnancy is the same
for all girls and women using valproate.

From time to time read this guide along with the patient leaflet
inside the medicine box.

You might find it helpful to talk about this guide with your
partner, friends and family.

e Ask your doctor if you have any questions.

Keep this guide. You may need to read it again.

This guide is part of the Risk Minimization measures of valproate
Pregnancy Prevention Program and aims to avoid the use of
valproate during pregnancy.
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Patient’s Guide

Valproate* (Depalept Chrono)
contraception and pregnancy:
What you should know

This booklet contains important information about
the risk associated with valproate (Depalept Chrono)
treatment during pregnancy related to birth defects,
physical and mental development problems. This
guide is part of a risk minimization program designed
to maintain the benefit/risk ratio of valproate (Depalept
Chrono) and as part of Depalept Chrono Marketing
Authorization.

Therefore, this guide aim is to ensure patient are
well aware of and understand the risks of valproate
(Depalept Chrono) use during pregnancy.
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* Valproate also known as Depalept Chrono SA N O F I \J






