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developmental delay (GDD)/intellectual disability (ID) and seizures.

Figure A. macrocephaly and hypertelorism; B. flat nasal bridge; C. triangular face
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o 11 * Smith-Kingsmore syndrome (SKS) is a rare genetic disorder with autosomal
3 D ' mTOR (1p36.2) dominant inheritance, caused by mutations of the MTOR gene on
c chromosome 1p36.

T q * The most consistent findings are macrocephaly, overgrowth, global
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:l 12 years, born at term. 14 years, born at 25 weeks.

(': * Congenital macrocephaly with delayed anterior fontanelle closure * Hospitalized in Neonatal Intensive Care Unit 2 months because of difficult-to-manage

A * Without major facial dysmorphisms hypoglycemia

L * Currently with height >P97 * Congenital macrocephaly with delayed anterior fontanelle closure
* GDD, worst in graphomotricity = ID, ADHD and language disorder * Without major facial dysmorphisms

2 * Transfontanelle ultrasound: mildly dilated ventricles = MRI: reduction of white matter in left * Currently height >P97

s parietal region * GDD = ID e ADHD

E * Metabolic screen, karyotype and array CGH were normal * Metabolic screen, karyotype and array CGH were normal

S * Diagnostic at 11 years. Exome: heterozygous variant c.5663T>G(p.Phe1888Cys) in MTOR gene. * Diagnostic at 11 years. NGS panel for macrosomic syndromes: heterozygous variant
* Adicionally, pathogenic variant in GLA gene, associated with Fabry Disease ¢.5395G>A p.(Glu1799Lys) in MTOR gene

* SKS is a rare genetic disorder with about 150 cases reported worldwide. There is a high phenotypic similarity with other syndromes associated with the mTOR pathway, which can lead to
underdiagnosis.

* The 2 cases followed at our Unit show macrocephaly, overgrowth and ID, as reported in the literature. Although seizures are reported in more than 75% of patients, none of our girls had
epilepsy. ADHD is described in about 11% of these children and, interestingly, is present in both of our patients.

* We draw attention for this syndrome hoping that it may contribute to earlier diagnosis and therefore allow individual therapeutic intervention and genetic counselling to these patients and
their families.
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