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GUIDE FOR HEALTHCARE PROFESSIONALS
RISK OF CONGENITAL MALFORMATIONS AND NEURODEVELOPMENTAL
DISORDERS FOLLOWING USE OF SODIUM VALPROATE
Note: This guide is to inform you of important information and strengthened warnings
related to this risk

BACKGROUND INFORMATION: SAFETY DATA

1. Congenital Malformations

Data derived from two meta-analysis (including registries and cohort studies) have shown
that 10.73% (95% Confidence Interval: 8.16-13.29%)' to 10.93% (95% Confidence
Interval: 8.91-13.13%) of children of epileptic women exposed to sodium valproate
monotherapy during pregnancy suffer from congenital malformations)?. This represents a
greater risk of major malformations than for the general population, for whom the risk is
equal to about 2-3%". Available data show that the risk is dose dependent.The risk is
greatest at higher doses (above 1g daily). A threshold dose below which no risk exists
cannot be established based on available data.

The most common types of malformations include neural tube defects, facial
dysmorphism, cleft lip and palate, craniostenosis, cardiac, renal and urogenital defects,
limb defects (including bilateral aplasia of the radius), and multiple anomalies involving
various body system.

2. Developmental Disorders

Exposure to sodium valproate in utero can have adverse effects on mental and physical
development of the exposed children. The risk seems to be dose-dependent but a
threshold dose below which no risk exists cannot be established based on available data.
The exact gestational period of risk for these effects is uncertain and the possibility of a
risk regardless of when during the pregnancy exposure occurs cannot be excluded.

Studies®®in preschool children show that up to 30-40% of children with a history of sodium
valproate exposure in utero experience delays in their early development such as talking
and walking later, lower intellectual abilities, poor language skills (speaking and
understanding) and memory problems.

Available data show that children with a history of sodium valproate exposure in utero are
at increased risk of autistic spectrum disorder (an approximately three-fold) and childhood
autism (an approximately fivefold) compared with the general study population®.

Limited data suggests that children with a history of sodium valproate exposure in utero
may be more likely to develop symptoms of attention deficit/hyperactivity disorder
(ADHD)".

RECOMMENDATIONS

1. The use of sodium valproate had been restricted in pregnancy as such:
* In epilepsy
- sodium valproate is contraindicated unless there is no suitable alternative
treatment.
« In bipolar disorder
- sodium valproate is contraindicated in pregnancy.

2. The use of sodium valproate in women of childbearing potential is contraindicated
unless patient had been assessed and counselled appropriately on the risks
associated with sodium valproate.

3. Treatment should only be initiated if other treatments ineffective or not tolerated.
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4. Treatment should only be initiated after pregnancy has been excluded (negative
pregnancy test).

5. The benefit and risk should be carefully reconsidered at regular treatment reviews.
Preferably, sodium valproate should be prescribed as monotherapy and at the lowest
effective dose. A prolonged release formulation is preferred to avoid high peak plasma
concentrations. The daily dose should be divided into at least two single doses

6. Carry out annual review and ad-hoc treatment review when required. The benefit and
risk should be carefully reconsidered during every treatment review.

7. In the case where sodium valproate must be used during pregnancy, prenatal
monitoring is recommended to detect any malformations.

COUNSELLING POINT

> advise patient/ caretaker on the risk of congenital malformations and
neurodevelopmental disorders associated with sodium valproate. Inform patient
also about the risks of untreated seizure or bipolar disorder.

> advise patient to use effective contraception without interruption throughout the
entire duration of sodium valproate treatment

> advise patient not to stop treatment abruptly and to urgently contact the doctor
when planning for pregnancy or in the case of suspected pregnancy.

> ensure that patient has received educational materials such as patient card and
patient guide that has been provided by the supplier of sodium valproate.
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