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Dangers of valproate in pregnancy
New measures expected to improve protection for unborn children
Angelika Wieck honorary consultant perinatal psychiatrist, Sarah Jones consultant perinatal
psychiatrist
Greater Manchester Mental Health NHS Foundation Trust, Manchester, UK

In the UK, valproate is licensed for the treatment of all forms
of epilepsy and manic episodes in bipolar disorder when lithium
is contraindicated or not tolerated. In patients whose manic
symptoms have responded, valproate can be continued to prevent
recurrence. In practice, valproate is also prescribed for
unlicensed indications, including prophylaxis against migraine,
prevention of clozapine induced seizures, and reduction of
aggression, impulsivity, and other symptoms in adults with
severe mental disorders.

dose has not been identified, and concomitant folic acid
provides, at best, only partial protection from adverse effects.8

On 9 February this year, the Pharmacovigilance Risk
Assessment Committee of the European Medicines Agency1
published its recommendation that valproate should not be used
in pregnancy unless the woman has a form of epilepsy that is
unresponsive to other anti-epileptic drugs. The committee also
recommended that the drug should not be prescribed to patients
with childbearing potential unless they follow a comprehensive
“pregnancy prevention programme.” These recommendations,
which go further than previous European and UK guidance,
were adopted by the Coordination Group for Mutual
Recognition and Decentralised Procedures of the European
Union on 23 March.2 The European Commission will decide
within two months of this date whether the recommendations
will become legally binding across the EU. A positive decision
would be desirable, and looks likely.

If the European Commission accepts the recommendations, all
women of childbearing age who are being prescribed valproate
will probably have to be identified and their treatment reviewed
within a specified time frame. Recent prescribing data from
England15 indicate that on average there will be less than one
patient per general practitioner. Close collaboration between
primary and secondary care will be needed.

Why have these steps been taken?
There is consistent evidence that valproate exposure is a major
risk to the intrauterine development of children. About 11% of
exposed children are born with congenital malformations,3 a
roughly three times higher risk than in the general population.
Anomalies can be severe and affect several organ systems.
Compared with children of mothers without epilepsy or who
have untreated epilepsy, exposed children have been reported
to be intellectually less able,4 seven times more likely to have
developmental delay,5 and three and five times more likely to
have autism spectrum disorder or autism, respectively.6 Taking
into account other developmental problems, it has been
estimated that 30-40% of exposed preschool children may be
affected.7 The spectrum of harm suggests that the developing
child is vulnerable to valproate throughout pregnancy. A safe

Despite these well known safety concerns, limited data suggest
that valproate prescribing has not shown a consistent large
decline across Europe or across indications. Recent audits and
surveys conducted in the UK and other European countries also
indicate that substantial proportions of girls and women of
childbearing age taking valproate have not been informed of
the risks by health professionals, or are not aware of them.9-14

Women must not stop taking valproate without first consulting
their doctor. If they are not currently not pregnant, a specialist
should review whether valproate is still needed or can be
replaced by another drug. All those who continue treatment with
valproate must follow the pregnancy prevention programme.2
This includes an assessment of their potential to become
pregnant, pregnancy tests before and during treatment, and
counselling about the risks of valproate to unborn children and
the importance of effective contraception throughout treatment.
Patients will be required to have specialist reviews and complete
a risk acknowledgement form every year.2 Valproate packaging
will carry a visual warning of the pregnancy risks and patients
will receive a warning card with each prescription.2 Pharmacists
will be required to discuss the risks every time they dispense
valproate to women of childbearing age.2

Urgent action
Patients who are pregnant and taking valproate should be
reviewed urgently by a specialist—ideally within 72 hours.
Unless the woman has epilepsy and has not responded to
alternative medication, the aim is to discontinue valproate,
replace it with another drug if required, and put a management
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plan in place to minimise the risk of a deterioration in mental
state or seizure control.
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It has taken half a century since valproate was first introduced
to understand the full extent of harm to unborn children. Current
regulatory systems are clearly inadequate at identifying and
assessing the reproductive risks of medicines. Pregnant women
are usually excluded from drug development studies on ethical
grounds, and postmarketing surveillance of pregnancy outcomes
is largely unplanned and uncoordinated. Although challenging
to achieve, we urgently need a regulatory system for the
standardised and timely collection of pregnancy outcome data
for new and existing drugs that may harm offspring. Mandatory
pregnancy registers, targeted data mining of other resources,
and regular evaluation of all available evidence would be key
elements to achieve this aim.
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