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Klinefelter Syndrome and Corpus Callosum Agenesis
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To the Editor:A 5-mo-old male infant was brought by parents
as the antenatal ultrasound at 26 wk of gestation detected
agenesis of corpus callosum and dilatation of bilateral lateral
ventricles. This pregnancy was the first conception for the
mother. It was a booked pregnancy with normal antenatal
and perinatal periods. Routine antenatal investigations includ-
ing the TORCH profile were normal. History for drug intake,
antepartum hemorrhage, febrile illness, and radiation expo-
sure, was negative. He was born at term with a birth weight
of 3.2 kg. Physical examination at one month was unremark-
able, except for slight axial and appendicular hypotonia. MRI
brain confirmed fetal ultrasonography findings and revealed
corpus callosal agenesis, dilatation of bilateral lateral ventri-
cles with colpocephaly. Skeletal X-rays, ultrasonography of
abdomen and echocardiogram were unremarkable.
Karyotyping revealed 47, XXY karyotype, suggestive of
Klinefelter syndrome (KS).

Hypoplasia or agenesis of the corpus callosum in children
with KS rarely reported. In the published literature there is one
case each of corpus callosum agenesis in a child of KS with
co-existing Aicardi syndrome [1] and Schinzel-Giedion syn-
drome [2]. The index case did not have any seizures,
chorioretinal/skeletal abnormalities or typical facial features
suggestive of Schinzel-Giedion syndrome. The other two re-
ports of corpus callosum hypoplasia in children with KS were
in those with 49, XXXY karyotype reported by Hoffman et al.
[3]. One child also had diffuse cerebral and cerebellar atrophy
with scattered punctate foci of T2 signal hyperintensity in the
white matter. However, in our case apart from mild dilatation
of lateral ventricles, colpocephaly and agenesis of the corpus
callosum, no other neuroimaging abnormalities were present.

They believed that these white matter lesions may be part of
the clinical spectrum of this syndrome. Adverse effects of sex
chromosome polysomy on brain development manifesting as
a learning disability, subaverage cognitive performance, mo-
tor dyspraxia, and behavioral/neuropsychiatric abnormalities
may correlate with these white matter abnormalities [4, 5].
The advancement in prenatal screening has increased the early
detection of congenital malformations and coexisting genetic
syndromes. Prospective longitudinal studies with appropriate
imaging modalities and neurological assessment can deter-
mine the significance of these neuroimaging abnormalities.
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