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Wolf–Hirschhorn syndrome (WHS) is a well-known contiguous gene
syndrome due to 4p16.3 deletion. The phenotype is characterized by
typical facial features (‘Greek warrior helmet’), intellectual disability,
pre- and postnatal growth retardation, seizures and additional find-
ings such as skeletal anomalies, congenital heart defects, midline de-
fects, ocular and renal anomalies. These malformations are more
frequent in the patients with larger deletions, involving a large por-
tion of 4p16 chromosome region.
In the last several years, the characterization of patients with micro-
array platforms allowed to elucidate the role of some genes mapping
to 4p16. WHSC1 is responsible for different WHS clinical features,
whereas LETM1 is the candidate gene for seizures.
We report on three new patients with small interstitial deletions
mapping to 4p16.3: two (P1 and P2) with deletions very similar
for localization and extent and both presenting with mild intellec-
tual disability, growth retardation, microcephaly and dysmorphic
features, the other (P3) with a deletion just partially overlapping
to the others and showing intellectual disability, growth retard-
ation, microcephaly, partial atrioventricular canal and the typical
WHS facial features. All deletions involved WHSC1 gene, but in
Patient 3 the deletion also encompassed the more proximal
genes NELFA, POLN and miRNA943. Interestingly, among the
three affected children herein reported, this patient presented
with a more severe malformative phenotype including a congeni-
tal heart defect.
These three new cases of interstitial deletions 4p16.3 highlight that
WHSC1 is not sufficient per se to generate the full clinical spectrum,
in particular the facial gestalt, of WHS. Moreover, it confirms that a
more proximal region of deletion, mapping approximately to 2 Mb
from the subtelomeric region is causative of congenital malforma-
tions, such as heart defects, shown by WHS patients with larger
deletions.
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Chromosome 18q- syndrome is a rare chromosomal disorder with an
incidence of 1 in 40 000 live births. The phenotype is highly variable,
depending on the amount of deleted genetic material, and is charac-
terized by mental retardation, developmental delay, hypotonia, sei-
zures, obesity, abnormal behavior, short stature and craniofacial
dysmorphisms.
We report a patient with mental retardation, dysmorphic features,
hypotonia, growth retardation, severe expressive speech delay and
Duane syndrome, with an insertion of 18q in 15q causing a 183Kb
deletion in18q.
Cytogenetic and SNP array analysis showed a female karyotype pre-
senting a de novo rare chromosome rearrangement: an insertion of
the 18q21q23 on the 15q22 region, with deletion 18q12.3
(chr18:42,484,980-42,667,966, [GRCh37]), involving only the MIR4319
and SETBP1 genes.
There are few reports of 18q12.3 deletion associated with mild dys-
morphic features, mental retardation and impairment of expressive
language. To our knowledge this is the smallest deletion described,
involving two genes: SETBP1 and a microRNA (MIR4319). SETBP1
gene is associated to expressive speech delay. The authors present a
literature review of 18q12.3 deletion.
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A 3-year-old male infant, was referred to our Cytogenetics Unit due
to his short stature and phenotypic features. The child was born after
a spontaneus conception and a pregnancy with no sign of abnormal-
ities (low risk prenatal screening test and no ultrasonographic alter-
ations), so no prenatal genetic study was carried out.
The karyotype in peripheral blood (PB) lymphocytes showed chromo-
some abnormalities in many regions, including in chromosomes 1,8
and 9, in a three-way balanced translocation. This finding was con-
firmed by the multiple FISH (M-FISH) technique.
Investigations by array-based comparative genomic hybridization
(array-CGH) revealed a 6.7 Mb interstitial deletion on the short arm
of chromosome 8 in the region 8p11.22 - 8p12. This de novo intersti-
tial deletion in 8p involves 37 genes. There is no evidence of this
constitutional deletion being previously described in the literature.
The karyotypes of the parents and the brother were normal. The
couple was recomended to attend a genetic counselling appoint-
ment and to undergo prenatal diagnosis testing for future pregnan-
cies, despite the low risk of recurrence.
This type of chromosomal rearrangements, involving 3 breakpoints,
is a very rare occurrence in the population. Either the interstitial loss
of 8p arm alone or such interstitial loss plus the triple translocation
are likely to be responsible for the child's pathology.
This case has shown once again the necessary contribution of each
cytogenetic technique to a comprehensive approach of any disease.
Through this work, the mechanisms that lead to the generation, the
selection and the stabilisation of such complex karyotypes —within
cells and human tissues— are discussed.
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