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Valporal Syrup (Sodium valproate 200mg/5ml)

Risk of abnormal pregnancy outcomes

Dear Healthcare professional,

This letter is sent in agreement with Israeli Ministry of Health to inform you of important new
information and strengthened warnings related to safety of medicines related to valproate
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Summary for abnormal pregnancy outcomes

e Children exposed in utero to valproate are at a high risk of serious
developmental disorders (in up to 30-40% of cases) and/or congenital
malformations (in approximately 11% of cases)

e Valproate should not be prescribed to female children, female adolescents,
women of childbearing potential or pregnant women unless other treatments are
ineffective or not tolerated.

e Valproate treatment must be started and supervised by a doctor experienced in
managing epilepsy or bipolar disorder.

e Carefully balance the benefits of valproate treatment against the risks when prescribing
valproate for the first time, at routine treatment reviews, when a female child reaches puberty
and when a woman plans a pregnancy or becomes pregnant.



Further information on the safety concern and the recommendations

Risk of abnormal pregnancy outcomes

Valproate is associated with a dose-dependent risk of abnormal pregnancy outcomes, whether taken
alone or in combination with other medicines. Data suggest that when valproate is taken for epilepsy
with other medicines, the risk of abnormal pregnancy outcomes is greater than when valproate is
taken alone.

e The risk of congenital malformations is approximately 11 % while studies in
preschool children exposed in utero to valproate show that up to 30-40% experience
delays in their early development such as talking, and/or walking, have low
intellectual abilities, poor language skills and memory problems®?34°.

e Intelligence quotient (1Q) measured in a study of 6 years old children with a history
of valproate exposure in utero was on average 7-10 points lower than those children
exposed to other antiepileptics®.

e Available data show that children exposed to valproate in utero are at increased risk
of autistic spectrum disorder (approximately three-fold) and childhood autism
(approximately five-fold) compared with the general study population

e Limited data suggests that children exposed to valproate in utero may be more likely
78,9

to develop symptoms of attention deficit/hyperactivity disorder (ADHD) ",
Given these risks, valproate for the treatment of epilepsy or bipolar disorder should not be used
during pregnancy and in women of child-bearing potential unless clearly necessary i.e. in situations
where other treatments are ineffective or not tolerated.
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Carefully balance the benefits of valproate treatment against the risks when prescribing valproate for
the first time, at routine treatment reviews, when a female child reaches puberty and when a woman
plans a pregnancy or becomes pregnant.

If you decide to prescribe valproate to a woman of child-bearing potential, she must use effective
contraception during treatment and be fully informed of the risks for the unborn child if she becomes
pregnant during treatment with valproate.

Treatment during pregnancy

If a woman with epilepsy or bipolar disorder who is treated with valproate plans a pregnancy or
becomes pregnant, consideration should be given to alternative treatments.

If valproate treatment is continued during the pregnancy:

e The lowest effective dose should be used and the daily dose should be divided into
several small doses to be taken throughout the day. The use of a prolonged release
formulation may be preferable to other treatment forms;

e Initiate specialised prenatal monitoring in order to monitor the development of the
unborn, including the possible occurrence of neural tube defects and other
malformations.

e Folate supplementation before the pregnancy may decrease the risk of neural tube
defects common to all pregnancies. However the available evidence does not suggest
it prevents the birth defects or malformations due to valproate exposure.

Call for reporting

This medicinal product is subject to additional monitoring.

Any suspected adverse events must be reported to the National Spontaneous Reporting System
according to the National Regulation by using a form
(http://forms.gov.il/globaldata/getsequence/getsequence.aspx?formType=AdversEffectMedic@moh.
health.gov.il) or by email (adr@MOH.HEALTH.GOV.IL).

Company contact point for additional reporting:

Teva Pharmaceutical Industries Ltd., Israel, Tel. 03-6864506; email: Safety.lsrael@tevapharm.com

Annexes
Relevant sections of the Product Information that will be revised:
o 4.2 Posology
e 4.4 Special warnings and special precautions for use

e 4.6 Pregnancy and lactation
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