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TWO SIBLINGS WITH FETAL HYDANTOIN SYNDROME"
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siblings with fetal hydantoin syndrome. Turk J Pediatr 1998; 40: 273-278.

An association between anticonvulsant drugs taken during pregnancy and congenital
abnormalities was first identified by Meadow et al. in 1968. Manson and Frederic clarified
teratogenic effects of hydantoin in their epidemiological studies in 1973. Varied
malformations due to hydantoin intake during pregnancy include digit and nail hypoplasia,
growth retardation, typical facial appearance, rib anomalies, abnormal palmar creases,
hirsutism, and low hairlines. Ambiguous genitalia is rarely assoclated with this syndrome.
We present two siblings, aged three years and three months, with fetal hydantoin syndrome
(FHS). Both were bomn to an epileptic mother who was given diphenylhydantoin (DPH)
and phenobarbital throughout her pregnanies. The patients showed many characteristics
of FHS, and ambiguous genitalia. Clinical and laboratory examinations revealed that both
have normal female internal genital organs and female karyotypes. Key words: hydantoin,
phenobarbital, pregnancy, craniofacial dysmorphism, genital anomaly.

The association between anticonvulsant drugs taken during pregnancy and an
increased incidence of congenital defects has been documented for nearly four -
decades. Among these anticonvulsant drugs, phenytoin (DPH), carbamazepine,
valproic acid, and various combinations of these three drugs have been proven
to have the most potential teratogenic effects'™.

The characteristic features of in utero exposure to fetal hydantoin syndrome
(FHS) include typical craniofacial anomalies, prenatal and/or postnatal growth
deficiency, mental retardation and increased risk of major malformations®-/.
The risk of congenital malformations for infants exposed to DPH during their
fetal lives is about 40 percent®®. The most frequent morphological abnormalities
. seen in these children are hypoplastic toes or fingernails, while genital
abnormalities are relatively rare®”.
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Discussion .

The majority of minor morphological features seen in patients with FHS are
not medically or cosmetically significant and tend to be overlooked unless
a very thorough examination is made. Major defects recorded in the literature
occur less frequently than minor defects. They include: cleft lip and/or palate,
cardiovascular anomalies, renal defects, gastrointestinal anomalies and
genital anomalies®. The alterations of growth and performance are as
important as morphological anomalies in FHS, and are not commonly detected
until later in childhood.

The patients presented here possess most of the characteristic features of
FHS (Table 1), and the genital anomalies which are rarely seen in the syndrome.
Dyke et al.® recorded no patients with genital anomaly in their study of 62
families having at least two children exposed in utero to DPH. Hanson et al.’
described only one patient with undescended testes among five patients
showing FHS. In a series of 22 patients exposed in utero to DPH, one patient
was recorded as having hypospadias’.

Our cases had been investigated for adrenogenital syndrome before they were
seen in our hospital. All laboratory tests for adrenogenital syndrome were found
to be normal, as was expected.

Several hypotheses have been proposed to explain the DPH-induced
teratogenesis. The most acceptable of these is that the toxic oxidative
intermediary metabolites of DPH cannot be detoxified due to an enzyme
deficiency in the metabolic pathway of DPH'® ', Whether or not the toxic
metabolites have an androgenic effect is not known. Since, all children born to
mothers taking DPH during pregnancy do not show FHS, and the clinical findings
of FHS differ from case to case, various enzymatic deficiencies may be
responsible for causing the syndrome. Oxidative metabolites and their effects
may differ in patients, depending on the molecular alterations in enzyme structure.

Unfortunately, the link between DPH intake during pregnancy and the
anomalies found in Case 1 was not recognized before the conception of the
second child, and genetic counseling was not given to the parents. Perhaps,
if this link had been known by the family and doctors, DPH could have been
changed to another anticonvulsant drug, or the family might have decided
against having a second child.

Van Dyke et al.® studied 62 families with DPH exposure and found that, if the
first child exposed to DPH in utero is affected, the risk for the second child will
be much higher. Our cases support this finding and we would add that not only
is the second child affected, but the abnormalities seen in the first child are
replicated in the second child.
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