CASE REPORT

Cornelia de Lange syndrome - a rarely seen disorder
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Cornelia de Lange syndrome (CdLS) is a rare genetic disorder of unknown causation, associated with multiple congenital anomalies.
Prenatal genetic diagnosis is possible, and the syndrome can occur in subsequent pregnancies of families with affected children as a result
of mosaicism. The syndrome has been diagnosed antenatally by careful ultrasound examination, but is usually only diagnosed after birth.
We report the case of a patient admitted to our clinic with intrauterine death of the fetus. CdLS was diagnosed on the basis of multiple

structural abnormalities seen after delivery.
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E Cornelia de Lange syn-
=:p drome (CdLS), also known
as Brachmann de Lange

syndrome, is a rarely seen
genetic  disorder  charac-
terised by facial features such as monobrow
(synophrys), long eyelashes, anteverted
nostrils, a long filtrum and thin lips. Failure
to thrive, mental retardation, hirsutism and
multiple congenital anomalies have also
been described."

The prevalence of CdLS has been
reported to vary between 1/10 000 and
1/50 000 births, and there is a 2 - 5% risk
of recurrence in a subsequent pregnancy.
The causation appears to be multifactorial,
and most cases are sporadic. Inheritance
is autosomal dominant or recessive.!”
On microscopic examination, a decrease
in the number of oligodendrocytes and a
myelin defect in transverse fibrils are seen.
A relationship between total deficiency of
pregnancy-associated plasma protein A,
a gestational protein, and CdLS has been
reported. Increased nuchal translucency
and a dysmorphic appearance of the upper
extremities can be useful in diagnosing
CdLS prenatally. Degrees of severity differ
even between members of the same family,
and it is impossible to make a diagnosis
phenotypically in most cases. We report
the case of a patient admitted to our clinic
with intrauterine death of the fetus. CdLS
was diagnosed on the basis of multiple
structural abnormalities seen after delivery.

Case report

A 27-year-old woman, para 5, gravida 7,
was admitted to the Dr Sami Ulus Medical
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and Research Hospital, Ankara, Turkey,
with decreased fetal movement, backache
and groin pain. Her last delivery had been
by caesarean section, she did not know her
date of last menstrual period, there was no
consanguinity, and her surviving children
had no anomalies. There was no other
medical history of note. She had found
out that she was pregnant when she saw a
doctor at about 8 weeks gestation, but had
not been followed up. TORCH screening at
8 weeks had been negative.

An ultrasound scan showed no fetal
heartbeat. The biparietal diameter was
88.3 mm (corresponding to a gestation of
35 weeks and 5 days) and the femur length
68.1 mm (35 weeks). Pelvic examination
showed cephalic presentation, and the
cervix was 4 cm dilated with 60% efface-
ment. The patient was in labour, and as
she had had a previous caesarean section
and requested tubal ligation, emergency
caesarean section was performed. A
dead fetus weighing 2 980 g and 48 cm
in length was delivered. The fetus had
dysmorphic facial features, a depressed
nasal bridge, synophrys, a wide frenulum,
hirsutism, low-set ears, ectrodactyly in the
left hand and phocomelia on right (Figs 1
and 2). The skin was stained with yellow-
brown meconium. On the basis of these
findings, CdLS was diagnosed and genetic
counselling was provided to the family.
Autopsy of the fetus was suggested, but the
family did not agree to it.

Discussion
Some signal pathways with important
modulation roles in development of the
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Fig. 1. Typical facial features in CALS: mono-
brow (synophrys), long eyelashes, anteverted
nostrils, long filtrum and thin lips.

Fig. 2. Ectrodactyly on the left hand and
phocomelia on the right.

embryo, starting from the early stages
of morphogenesis, also have a basic role
in creating the anatomical structure of
the musculoskeletal system. Although
related to the

differentiation processes are very rare

malformations basic
in humans, most congenital anomalies
are related to these processes in the early
phases of morphogenesis. This applies
especially to disorders that have syndromic
characteristics as a result of their anomaly
pattern and are therefore easily recognised.
CdLS is one of these."

CdLS is a rare and clinically well-defined
Growth
cephaly, synophrys, long curved eyelashes,

syndrome. retardation, micro-

thin lips with facing-down convexity and a



long filtrum are seen in all cases."” Verma et al."”! reported in their
series of 180 cases that all patients had microcephaly and pubertal
delay, 97% had hirsutism, and 68% were of low birth weight.” In
our case, synophrys, a wide frenulum and a hirsute forehead were
noted.

The cause of CdLS is unknown. A defect on chromosome 3q26.3
has been shown in cases with a family history or intermarriage.”!
In sporadic and familial cases, mutations of the NIPBL (nipped-B-
like) gene, which is a cohesin regulator at the 5th chromosome, have
been described.”” Bhuiyan et al.” reported NIPBL mutation in 56%
of 39 cases of CdLS. Our patient reported no intermarriage or family
history.

Findings suggesting a diagnosis of CdLS in the prenatal period
are increased nuchal translucency in the first trimester, symmetrical
intrauterine developmental restriction (SIDR), significant defects
in the upper extremities, and a dysmorphic facial appearance.*'!
Sekimoto et al.”’ reported SIDR in 95% of patients diagnosed with
CdLS, skeletal anomalies in 81%, facial dysmorphism in 50% and
fetal diaphragmatic hernia in 50%. Polyhydramnios was reported in
2 cases and nuchal translucency in 4. A prenatal diagnosis could be
made in 6 cases only."""¥ Our patient also had a dysmorphic facial
appearance and phocomelia on the right.

As in our case, because the findings on prenatal ultrasonography
are nonspecific, CALS can usually only be diagnosed after birth.
As prenatal genetic diagnosis is possible and there is a risk that

the syndrome will recur in subsequent pregnancies because of
mosaicism, genetic counselling should be provided to the families of
affected children.!”
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