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Abstract: Williams-Beuren syndrome is a rare genetic disease with an incidence of
1/ 200000, characterized by evocative facial dysmorphism, cardiac malformations,
psycho-motor retardation, specific cognitive and behavioral profile and impairment
endocrine. Its treatment is symptomatic so that its management is multidisciplinary.
We report a case of Williams-Beuren syndrome revealed by stunting.

Keywords: Williams-Beuren syndrome, growth retardation, microdeletion of
chromosome region q11.23.

INTRODUCTION

Williams-Beuren syndrome (SWB) is a developmental anomaly, most
often sporadic, due to a micro-deletion of the chromosomal region 7gq11.23 [1]. The
latter causes the loss of an allele of 26 to 28 genes, including that of elastin and
other genes involved in hypercalcemia, stunting, intellectual disability and
behavioral disorders. It is not visible on a standard karyotype, but diagnosed by
Fluorescent in Situ Hybridization of the SWB specific region [2].

Clinical recognition is not always easy as it is a rare condition with some clinical
variability between patients and age. As a result, the diagnosis is exceptionally
made during the antenatal period outside of a context of family history, in front of
the accidental discovery on prenatal ultrasound of the association of cardiopathy
and intrauterine growth retardation [3, 4].

In childhood, this syndrome is suspected in
association with congenital heart disease, such as
supravalvular aortic stenosis, stenosis of the branches of
the  pulmonary artery; retarded psychomotor
development, characteristic facial dysmorphia and
specific cognitive and behavioral profile [5, 6].

CASE REPORT

This is a man, aged 17 and 6 months, from a
non-consanguineous marriage, consulting for stunting
and weight-loss. These antecedents note: neonatal
suffering, with a low birth weight - 2300g-, difficulties
in feeding with minimal weight gain; a slightly
narrowed stenosis of the pulmonary valve with right
ventricular hypertrophy revealed by endocarditis at the
age of two years and a half having regressed
spontaneously. An amblyopia discovered at the age of
5, a bilateral cryptorchidism operated at the age of 3,
and a dorsal scoliosis appeared for a month.

The anamnesis noted a momentary visio-
spatial benchmarks defect contrasting with correct
language and soliloquy, without elements in favor of a
thyropathy, nephropathy, celiac disease, or taking long-
term corticotherapy, nor irradiation, or cranial trauma or
similar cases in the family.

The clinical examination revealed a triangular
face, an ogival palate, drooping full cheeks, a wide
mouth with fleshy lips and an inverted lower lip, a
bulbous tip, a clinodactyly, a ligamentous hyperlaxity, a
dorsal scoliosis with stiffness articular (difficulty of
transition from the supine position to the upright
position).

A severe stunting delay "at less than 3 standard
deviations for weight (31 kg) and at least 4 standard
deviations for height (1.46m), a yard of 9cm, a stage of
Tanner to P4 G4, without spots coffee with milk nor
breath cardiac (figure-1,2).
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Fig-1: A) Small size and low weight with projected thorax aspect forward in relation to dorsal scoliosis. B)
Triangular appearance of the face with a retracted nose and thick lips

Fig-2: a, b. clinodactyly. c: Ili-gamentbus hyperlaxity

The biological assessment showed no
abnormality (blood count, phospho-calcium, renal and
hepatic balance, anti-transglutaminase Ab, anti-gliadin
AC, IGF1 and pituitogram). The ECG and the trans-
thoracic ultrasound were without normal. The
hypothalamic-pituitary MRI  performed  returned
without abnormality. The bone age is 14, with a Risser
test rated at 4. Although the genetic study was not
performed (not available at our level), the diagnosis of
Williams Beuren syndrome was retained in front of
facial dysmorphism and all malformative and cognitive-
behavioral abnormalities.

DISCUSSIONS

Williams-Beuren syndrome is a rare genetic
disease whose incidence is estimated at 1/20 000 births
- with partial forms whose incidence is poorly known -
due to a micro-deletion of chromosomal region 7g11.
23 which results in the loss of an allele of 26 to 28
genes, including that of elastin and other genes involved
in hypercalcemia, stunting, intellectual disability and
behavioral disorders [7]. This anomaly is sporadic most
often diagnosed by Fluorescent In Situ Hybridization
(FISH) of the specific SWB region, except in less than
1% of cases where microdeletion is not detected; this
can be seen in the attenuated forms of this syndrome
and the different so-called "allelic" diseases resulting
from genetic mutations located in the critical region of
SWB.

This syndrome should be suspected in
association with congenital heart disease, such as
supravalvular aortic stenosis, stenosis of the branches of
the  pulmonary artery, delayed psychomotor
development, growth retardation, characteristic facial
dysmorphia (cheeks full, upper-palpebral edema, wide
mouth with fleshy lips and an inverted lower lip, a
small bulbous tip and strabismus) [8, 9], a specific
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cognitive and behavioral profile characterized by great
difficulties in the visual-spatial domain contrasting with
a apparently correct language with psychiatric disorders
of anxio-depressive type [10].

From the endocrine point of view, growth in
patients with this syndrome has been studied, describing
a stereotyped growth: the birth size is below normal and
the deficit accelerates during the first two years up to
nine years of age for girls and eleven for boys; this
could result from low caloric intake, due to eating
difficulties and  significant  metabolic  needs,
hypothyroidism which is present in 10% of cases [12,
13]. In addition, abnormalities in growth hormone have
been eliminated in several series, except 3 cases
reported in the literature [14, 15]. To all this is added
the progressive stiffening of the joints and contractures
in the knees, tibio-tarsal joints and hips, as well as the
presence of kyphosis or lordosis. A peak of pubertal
growth exists but is anticipated from one to two years;
thereafter the size follows the 3rd percentile.

Skeletal maturation progresses according to
age in both sexes. The growth of the head seems to
follow the same pattern as the somatic growth.
Hypercalciuria is associated in 30% of cases. Often
there may be bilateral cryptorchidism; a pubertal
advance and not an early puberty has been described in
50% of cases with rarely hypogonadism [16, 17],
hypospermatozoidy, hypergonadotropism and a micro-
penis can also be seen.

Our patient did not benefit from an exploration
of the somatotropic axis because of the lack of means,
subsequently assigned to psychiatry, rehabilitation
session and he was sent to the neurosurgery for a
management of his scoliosis. Genetic consultation is
essential. The risk of recurrence is very low, if it is
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verified that the genetic abnormality has appeared de
novo in the patient. But an affected individual will have
a 50% risk of transmitting the SWB to each of his
children.

CONCLUSION

Williams-Beuren syndrome is a rare genetic
disorder,  characterized by evocative facial
dysmorphism, cardiac malformations, psychomotor
retardation, a specific cognitive and behavioral profile
and endocrine disorders such as growth retardation,
hypercalcemia, hypercalciuria, hypothyroidism and
pubertal advance. His treatment is symptomatic that his
care is multidisciplinary: general pediatrician,
cardiopediatre, neuropediatric lan, clinical geneticist,
cardiologist, nephrologist, ophthalmologist,
endocrinologist, orthopedist, and psychiatrist and
rehabilitation physician. At the present state of our
knowledge, because of the level of intellectual disability
of SWB, not allowing, in the vast majority of cases,
autonomy in adulthood and in the absence of curative
treatment of this deficiency, the request for a medical
termination of pregnancy is most often accepted.
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