Verification of the Fetal
Valproate Syndrome
Phenotype

Valproic acid (VPA) is a relatively
new anticonvulsant that was ap-
proved for use in the United States
in 1978. Its main indication is for
the treatment of absence seizures,
although it has been used, often in
combination with other anticon-
vulsants, to treat a variety of other
seizure disorders.

In 1984, DiLiberti et al described
a consistent facial phenotype in
seven children who were exposed
to VPA in utero. The facial abnor-
malities included epicanthic folds,
flat nasal bridge, small upturned
nose, long upper lip, shallow phil-
trum, thin lower lip, and down-
turned mouth. The authors also

suggested an association of this
phenotype with other anomalies,
such as low birth weight, psycho-
motor delay, congenital heart de-
fects, neural tube defects, hypospa-
dias, strabismus, and nystagmus.
In the current study, 19 children
who were exposed to VPA in utero
were carefully examined. No con-
sistent alterations of pre- or post-
natal growth deficiency were
found with exposure to VPA alone.
Postnatal growth deficiency and
microcephaly were present, how-
ever, in two thirds of the children
exposed to VPA in combination
with other anticonvulsants. Devel-
opmental delay or neurologic ab-
normality was found in 71% of
those exposed to VPA alone and in
90% of those exposed to VPA and
other anticonvulsants. Craniofa-

cial anomalies, which can be seen
in children exposed to other anti-
convulsants in utero, were also
found in infants whose mothers re-
ceived VPA. The anomalies in-
cluded midface hypoplasia; short
nose with a broad and/or flat
bridge; epicanthic folds; minor
abnormalities of the ear, philtrum,
or lip; and micrognathia. Promi-
nent metopic ridge and outer or-
bital ridge deficiency or bifrontal
narrowing, and certain major
anomalies such as tracheomala-
cia, talipes equinovarus, and
lumbosacral meningomyelocele,
seem to be peculiar to infants with
VPA exposure.
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Editor’s comment—The authors
confirm the presence of a distinct
fetal valproate syndrome that
shares many features with the
other syndromes secondary to
prenatal  exposure to anti-
convulsants, Jje, developmental
delay, craniofacial abnormalities,
congenital heart defects, uro-
genital anomalies, and limb

anomalies. In contrast to the fetal
diphenylhydantoin, trimethadione,
and phenobarbital/primidone syn-
dromes, neither prenatal nor post-
natal growth deficiency is present
in the fetal VPA syndrome. Indeed,
only those children who were ex-
posed to VPA and another anti-
convulsant in utero had growth
deficiency. Thus, each of the

commonly used anticonvulsants
appears to produce a distinct fetal
malformation syndrome pheno-
lype. It is most important, as the
authors have done in this study, to
isolate the specific effects of each
of the anticonvulsants since so
many women requiring treatment
for seizures take more than one.
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