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Keypoints

What is known:

- Kabuki syndrome is characterized by typical facial features, minor
skeletal anomalies, mild-to-moderate intellectual disability, and
postnatal growth deficiency.

- The facial features of Kabuki syndrome are well described. Other
anatomical malformations may be associated in varying degree,
some of which may be present at birth, while others arise later.
Furthermore, not all features are present in all children.
-Kabukisyndrome has abroad clinical range of neurodevelopmental

pathology, that presents as a degree of intellectual disability.
\

What is added:

- This case highlights the importance of a prompt cooperation
between the different health professionals when a diagnosis is
made, given the positive impact of multidisciplinary therapy in
pediatric age, like reported in this case.

- It highlights also the importance of parents’ genetic counseling,
ensuring that they are equipped with the medical information
necessary for their decision-making, adjustments and family
reorganization, given the probability of transmission of the
syndrome to offspring.

Introduction

Kabukisyndromeisarare geneticsyndrome characterized
by intellectual disability, distinctive facial appearance,
skeletal anomalies, and postnatal growth deficiency.*?
The prevalence of Kabuki syndrome is 1/32 000 people
in Japan. Currently, only 16 patients are described in
Portugal.® It can have several manifestations, some
of which present at birth, while others arise later.
Furthermore, not all features are present in all children.
Aside from the cardinal diagnostic manifestations of
Kabuki syndrome, other manifestations may include
cardiopathy, neuromuscular dysfunction with neonatal
hypotonia, seizures, genitourinary, orthodontic,
ophthalmological, and endocrinologic abnormalities.
Kabuki syndrome can be diagnosed at any age based
on clinical manifestations and a history of infantile
hypotonia, developmental delay, and intellectual
disability.> The majority of Kabuki syndrome cases are
due to KMT2D gene variants with autosomal dominant
inheritance.> However, a minority of them are due to the
KDMG6A gene variant, an X-linked dominant inheritance.
These genes play a role in the regulation of other genes
expressions.

We present the case of a 9-year-old Caucasian male,
currently followed up by consultation, who was born
at term by eutocic delivery. His birth weight and length
were 2990 g (percentile 10) and 45 cm (percentile 3),

respectively. Since birth, he presented with severe
axial hypotonia and feeding difficulties. Over time, he
failed to thrive and achieve psychomotor milestones,
and developed dysmorphic facial features, leading to
suspicion of congenital metabolic or genetic diseases as
a differential diagnosis. Results of an initial metabolic
work-up and an array comparative genomic hybridization
CytoScan® 750K were normal. However, a genetic
molecular test identified a hemizygous KDM6A gene
mutation, which is associated with Kabuki syndrome.
He presented distinctive dysmorphic facial features
(Figs. 1 and 2), including long palpebral fissures, broad
eyebrows with a sparse lateral third, depressed nasal tip
with a flat nose base, thin upper lip, and arched palate.
On follow-up, he manifested severe intellectual disability,
moderate motor impairment, convergent strabismus,
brachydactyly (Fig. 3), and skeletal and orthodontic
issues. Currently, he is totally dependent, benefiting
from multidisciplinary interventions (therapies and
special education) and medical follow-up. This study
aimed to disclose a rare genetic disease and alert the
medical community.
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Figure 1. Distinctive features: palpebral fissures, a depressed nasal
tip with flat nose base, thin upper lip, orthodontic problems, and
convergent strabismus.

Figure 2. Distinctive features: broad eyebrows sparse in the lateral
third, a depressed nasal tip with flat nose base and convergent
strabismus.

Figure 3. Brachydactyly.

Author Contribuitions

AGP, JS and NRS participated in the analysis or interpretation
of data. RIP participated in the drafting of the manuscript. All
authors approved the final manuscript and are accountable
for all aspects of the work in ensuring that questions related
to the accuracy or integrity of any part of the work are
appropriately investigated and resolved.

Conflicts of Interest

The authors declare that there were no conflicts of interest in
conducting this study.

Funding Sources

There were no external funding sources for the realization of
this paper.

Provenance and peer review

Not commissioned; externally peer reviewed.
Confidentiality of data

The authors declare that they have followed the protocols of
their work center on the publication of patient data.

Consent for publication

Consent for publication was obtained.

References

1. Niikawa N, Matsuura N, Fukushima Y, Ohsawa T, Kajii T.
Kabuki make-up syndrome: A syndrome of mental retardation,
unusual facies, large and protruding ears, and postnatal
growth deficiency. J Pediatr 1981;99:565-9. doi: 10.1016/
s0022-3476(81)80255-7.

2. Kuroki Y, Suzuki Y, Chyo H, Hata A, Matsui I. A new
malformation syndrome of long palpebral fissures, large
ears, depressed nasal tip, and skeletal anomalies associated
with postnatal dwarfism and mental retardation. J Pediatr
1981;99:570-3. doi: 10.1016/s0022-3476(81)80256-9.

3. Adam MP, Banka S, Bjornsson HT, Bodamer O, Chudley

AE, Harris J, et al. Kabuki syndrome: International consensus
diagnostic criteria. J Med Genet 2019;56:89-95. doi: 10.1136/
jmedgenet-2018-105625.

4. Dupont J, Dias P, Medeira A, Santos H, Cordeiro I. Sindrome
de Kabuki: Caracterizagdao de 16 doentes portugueses. Acta
Pediatr Port 2010:41:86-91. doi: 10.25754/pjp.2010.4417.

5. Xin C, Wang C, Wang Y, Zhao J, Wang L, Li R, et al.
Identification of novel KMT2D mutations in two Chinese
children with Kabuki syndrome: A case report and systematic
literature review. BMC Med Genet 2018;19:31. doi: 10.1186/
$12881-018-0545-5.

Portuguese Journal of Pediatrics 137 u'J.H



