of hepatic drug metabolism or effects on plasma protein binding),
and changes in medication compliance. It is useful to see patients at
frequent intervals during pregnancy and monitor serum antiseizure
drug levels. Measurement of the unbound drug concentrations may
be useful if there is an increase in seizure frequency or worsening of
side effects of antiseizure drugs.

The overall incidence of fetal abnormalities in children born to
mothers with epilepsy is 5—6%, compared to 2-3% in healthy
women. Part of the higher incidence is due to teratogenic effects of
antiseizure drugs, and the risk increases with the number of
medications used (e.g., 10—-20% risk of malformations with three
drugs) and possibly with higher doses. A meta-analysis of published
pregnancy registries and cohorts found that the most common
malformations were defects in the cardiovascular and
musculoskeletal system (1.4—1.8%). Valproic acid is strongly
associated with an increased risk of adverse fetal outcomes (7—
20%). Findings from a large pregnancy registry suggest that, other
than topiramate, the newer antiseizure drugs are far safer than
valproic acid.

Because the potential harm of uncontrolled convulsive seizures
on the mother and fetus is considered greater than the teratogenic
effects of antiseizure drugs, it is currently recommended that
pregnant women be maintained on effective drug therapy. When
possible, it seems prudent to have the patient on monotherapy at the
lowest effective dose, especially during the first trimester. For some
women, however, the type and frequency of their seizures may allow
for them to safely wean off antiseizure drugs prior to conception.
Patients should also take folate (1-4 mg/d), because the antifolate
effects of anticonvulsants are thought to play a role in the
development of neural tube defects, although the benefits of this
treatment remain unproved in this setting.

Enzyme-inducing drugs such as phenytoin, carbamazepine,
oxcarbazepine, topiramate, phenobarbital, and primidone cause a
transient and reversible deficiency of vitamin K—dependent clotting
factors in ~50% of newborn infants. Although neonatal hemorrhage
is uncommon, the mother should be treated with oral vitamin K (20



