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Teratogenic effects of antiepileptic drugs and the
importance of pregnancy registries

Torbjérn Tomson
Department of Clinical Neuroscience, Karolinska institute, Stockholm, Sweden

The risk of adverse effects on the foetus of antiepileptic drugs (AEDS) is one of the most
important health issues for women with epilepsy that are of childbearing potential. The risk of
major birth defects among children born to drug-treated women with epilepsy is 2-3 times that of
the general population. Prenatal growth retardation and impaired postnatal development have
also been reported at increased rates. Although it is well established that AEDs is_the major
cause at least for the birth defects, the information on the comparative teratogenicity of AEDs in
humans is conflicting. This prevents a rational approach to treatment in women of childbearing
potential, which is reflected in marked differences between physicians and countries in the
choice of AEDs for the treatment of epilepsy in conjunction with pregnancy. This unfortunate
situation is mainly due to inadequate sample size and other methodological shortcomings of
previous studies. In order to provide a better basis for the management of epilepsy during
pregnancy, registries of the outcome of pregnancies involving AED exposures have been
established the last few years. Such registries should ideally enrol pregnancies prospectively and
ascertain data on exposure before outcome is known. Information on other potential risk factors
should also be included. Large numbers of pregnancies have to be evaluated to establish the
relative safety of each regimen. Independent prospective epilepsy and pregnancy registries are in
function in the US and the UK. However, recognising the difficulties for any individual country
to obtain a sufficient sample size, collaboration has been initiated to establish an International
Antiepileptic Drugs and Pregnancy Registry (EURAP). EURAP has been successfully
implemented in some 40 countries worldwide. To date, more than 4,000 pregnancies have been
included and close to 150 new pregnancies are enrolled each month. With the present enrolment
rate EURAP and other pregnancy registries can be expected within few years to provide more
conclusive data on the risk for major malformations with the more frequently used old and new
generation drugs and possibly also with the most common drug combinations. New countries
and physicians that are able to comply with the study protocol are welcome to join the EURAP
collaboration and thus contribute to more conclusive data concerning the optimal treatment
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choice for women with epilepsy considering pregnancy.
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: To terminate, observe, or treat?

Discussion of the options chosen for controversial cases including
oligohydramnios, hydrops fetalis, or true mosaicism

- RENEEgRE 15



FERBEEAENEZRS Rl &%

100
At EEH R

E5E : (02)2381-6198
EE : (02)2381-4234




