
Sotos syndrome or cerebral gigantism is a rare genetic
disorder that is often misidentified.

It was first described in 1964 by Juan SOTOS (1). After the

discovery in 2002 of the NSD1 gene encoding a histone
methyltransferase responsible for catalyzing the transfer of

methyl groups to lysine residues of histone tails (2), which is
crucial for various aspects of normal embryonic

development, molecular diagnosis became available as
more than 75% of cases of Sotos syndrome harbored NSD1

mutations (3).

Clinical suspicion of Sotos syndrome is based on the typical

facial dysmorphia, excessive growth associated with
macrocephaly and intellectual disability of varying

degrees from mild to moderate (4).

The characteristic facial morphology (Fig 1) includes:

 A long face

 A broad forehead with high hairline

 Lower and lateral palpebral slits

 A pointed chin

There is also a broad spectrum of behavioural disorders, a
delayed acquisition of developmental milestones and

other signs including neonatal hypotonia and feeding
difficulties (5).

Sotos syndrome is suggested to be with an increased risk of

tumorigenesis (6).
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The index case was diagnosed with Sotos syndrome based
on the three major clinical manifestations that are:

Facial dysmorphism

Learning difficulties

Excessive growth

The characteristic facial features included a long, narrow
face, a high forehead, flushed cheeks, a small, pointed

chin, down-slanting palpebral fissures and an unusually
large head or a macrocephaly. There was a macrosomia,

tall stature, and an advanced bone age.

Mental retardation was severe with an autistic behavior.

Cytogenetic analysis revealed normal karyotypes.

Genetic counselling offered to the boy’s parents consisted

in informing them of the 50% risk of transmitting the
syndrome with each pregnancy, the availability and the

importance of a genetic testing and the gains of a
multidisciplinary management in particular regarding

intellectual disability and the increased risk of developing
cancer, particularly in childhood.

A 12-year-old male child was seen at our genetic
counselling for genetic management of intellectual

disability.

Physical and dysmorphological examinations were

conducted.

Cytogenetic exploration of the child and his parents was

carried out using RHG banding.

Approximately 3% of individuals with Sotos syndrome

develop tumors (7).

Neurological cancers are rarely described in patients

with Sotos syndrome and the genotype-phenotype

correlation is unclear (8).

Very few Sotos cases with NSD1 anomalies have been

reported with ganglioglioma, neuroblastoma and

astrocytoma (9).

While, the risk of tumors in childhood appears low and

the absolute risk of sacrococcygeal

teratoma and neuroblastoma is low (~1%), the relative

risk of sacrocoggygeal teratomas and neuroblastoma

may be increased (7, 8).

Recently, a heterozygous germline NM_022455.4
(NSD1): c.5510-1G >A mutation was detected in a

child harboring Sotos syndrome and a pineoblastoma

(Fig 2) (11).

Molecular studies are needed in Sotos patients in

order to improve the management of brain cancer

predisposition and to improve molecularly targeted

therapies.

Here, we report medical and genetic assessment of a
Tunisian child from Sfax town, who harbor a suspected

Sotos syndrome.

Assessment of the neurologic cancer risk was conducted to

provide enlightening genetic counseling for appropriate
clinical follow-up of the patient and his family.
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Fig 2: MRI revealed a space-occupying lesion in the 

preoperative (A-C) and postoperative (D-F) pineal 

region. HE staining from pineal regions suggested 

pineoblastoma (G) (11).

Fig 1: Facial dysmorphia of Sotos syndrome


