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Abstract

Apert syndrome or acrocephalosyn-
dactyly is a rare genetic disease character-
ized by craniofacial dysmorphism and syn-
dactyly of the hands and feet. We report an
observation in a 4-month-old female infant,
whose father was 65 years old. The infant
was admitted to the neonatology of Sourd
Sanou University Hospital (Burkina Faso)
for respiratory distress in a congenital mal-
formation disorders context with the notion
of resuscitation for 10 minutes at birth. Her
clinical examination revealed a craniofacial
dysmorphism, syndactyly, choanal atresia, a
cleft palate and a retardation of the psy-
chomotor development. The paraclinical
assessment consisted of a radiograph of the
skeleton and a cerebral tomodensitometry
confirming bicoronal synostosis and bone
syndactyly; an abdominopelvic, cardiac
ultrasound didn’t reveal any abnormalities;
toxoplasmic serology was negative and
rubella serology positive. The association of
Apert syndrome with positive rubella serol-
ogy seems fortuitous. Also, the association
of choanal atresia and cleft palate has not
commonly been reported in Apert syn-
drome. In the absence of surgical the infant
has been followed until 9 months with ther-
apeutic prospects.

Introduction

Apert syndrome, Online Mendelian
Inheritance in Man number 101200, is an
acrocephalosyndactyly characterized by a
craniofacial dysmorphism, syndactyly of
the hands and feet and other brain malfor-
mations.2 The inheritance of Apert syn-
drome is autosomal dominant with the locus
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of a mutation of FGFR2 on chromosome
10q (10925-26); two most frequent muta-
tions located in exon 7 (Ser252Trp or
Pro253Arg) have been found to cause Apert
syndrome.2-4 It is a rare genetic disease, but
sporadic cases are common.2 This patholo-
gy raises some difficulties of diagnostic
confirmation because it makes use of a par-
aclinical assessment involving carrying out
a karyotype and molecular biology. This
creates technical and financial problems in
our context. Although rare, cases have been
reported in Africa and one case of Apert
syndrome was previously reported by Y¢ et
al. in Ouagadougou, Burkina Faso.5 We
also report in this study, an observation of
an Apert syndrome case of neonatal discov-
ery at Sourd Sanou University Hospital of
Bobo-Dioulasso through which we illus-
trate limits in diagnosis as well as in the
management of this pathology in our con-
text.

Case Report

Y.F is a 4-month-old female infant, the
first and only child of her 17-year-old moth-
er, living and apparently healthy; the father
is 65 years old; YF has been followed since
her birth on 17/04/2016 in the Pediatrics
Department of Sourd Sanou University
Hospital for congenital malformation disor-
ders. As past history, YF, resuscitated at
birth for 10 minutes, was hospitalized in
neonatology from 17 to 18/04/16 for neona-
tal suffering on congenital malformation
disorders type of craniofacial dysmorphism
and syndactyly and benefited from antibiot-
ic therapy and a blood test: toxoplasmic
serology was negative and rubella serology
(IgG) positive. There is a slight develop-
mental delay at 4 months marked by the
absence of head holding, the grip hardly
appreciable because of syndactyly but she
does not try to reach the objects with the
hands and the language is limited to a vocal-
ization. There would be no similar cases or
other reported malformations in the family.
The family tree of YF family is represented
by Figure 1.

The physical examination shows a good
general state; a temperature at 37.1°C, the
weight at 6.710 kg (Weight for Age per-
centile = 63.5%; Weight For Length per-
centile = 17.1%), the height at 66 cm
(Length For Age percentile = 96.4%), the
brachial perimeter at 13 cm and the cranial
perimeter at 43 cm (Head Circumference
for Age percentile = 97.1%). YF presents a
craniofacial dysmorphism composed of a
cranial deformity with a flat neck and a
domed forehead, a very broad anterior
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fontanel extending to the forehead, hyper-
telorism with telecanthus, a prognathia
(Figure 2A). We note bilateral and symmet-
rical syndactyly of the five fingers giving
the appearance of the hand in “muffle” cor-
responding to the type 3 “pink hand”
described by Upton, and feet (Figure 2B,C).
There are also abnormalities notably consti-
tuted ophthalmological asymmetry of the
orbits and prominent right eye (grade I) due
to shallow orbits (Figure 2A).

At the Oto-rhino-laryngological level,
the examination found noisy breathing with
a clinical suspicion of choanal atresia, an
isolated alveolar palatal cleft. There is no
particular aspect of the otological and cervi-
cal examination. The complete physical
examination of Y.F including examination
of apparatuses revealed no particular aspect
apart from the abnormalities mentioned
above. X-ray of the skull (Figure 3A) shows
coronal synostosis; X-ray of the thorax, of
the rest of the skeleton without limbs is nor-
mal (Figure 3B). Radiography of the limbs
(Figure 3C) found bone syndactyly associ-
ated with membranous syndactyly found at
clinical examination.

The face and brain scanner show a
bicoronal synostosis, a large anterior
fontanel with a gaping metopic suture sug-
gestive of cranial bone dysplasia. A grade |
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bilateral exophthalmos is also noted; There 1

is no brain abnormality (Figure 4). O Q
The positive diagnosis of Apert syn-

drome in YF is based on the following

points.
Anamnestic arguments: very advanced

paternal age (65 years). YF
Clinical arguments: characteristic cran- 1 B

iofacial dysmorphia, syndactyly of the four
limbs and slight developmental delay.

Paraclinical arguments: bicoronal syn-
ostosis with exophthalmos at the scanner,
bone syndactyly of fingers on X-ray. O @

The confirmation of the diagnosis by H I:] D EI
complementary investigations notably the
carrying out of the karyotype and the Figure 1. Family tree of YF.
molecular biology looking for an abnormal-
ity of the karyotype or a mutation of the
coding gene for FGFR 2, located at the level
of loci q25 and q26 of the chromosome 10
(Ser252Trp and Pro253Arg) would certain-
ly have comforted us in this diagnosis.

In terms of care and follow-up, YF,
aged 4 months, could not benefit from
orthopedic surgery or orthognathic surgery
because of loss to follow-up at the age of 9
months; surgeons had proposed when the
baby was 12 months, an operation was done
to correct anomalies of fingers and feet. The
baby should check at intervals of 8 weeks
for a period of 12 months by the pediatri-
cian (in order to manage feeding issues,
developmental, ills....) and intervals of 6
months by ophthalmologist and otolaryn-
gologist. If it was necessary, she could
check any time. No consultation in neuro-
surgery was performed because of a lack of
neurosurgeon in our city.

When YF was reviewed at 9 months,
she had a slight psychomotor delay. Indeed,
YF sat in a tripod, gripping was always dif-
ficult to appreciate because of the syndacty-
ly but she tried to reach objects with the
hands. The language was limited to sounds
in syllables.

Figure 2. A) Cranio-facial dysmorphia in YF; B) syndactyly of the fingers in YF; C) syn-
dactyly of the toes in YF.

Figure 3. A) X-ray of YFs skull; B) X-ray of YF’s thorax and skeleton; C) X-ray of YF’s

limbs.

Discussion

According to Skidmore,6 there is a pos-
sibility of antenatal diagnosis of Apert syn-
drome. This diagnosis is also possible by
amniosynthesis and genetic analysis, but
this medical examination is not a common
practice in our context. At birth, the mor-
phological abnormalities (skull and limbs)
observed in the context of the dysmorphic
syndrome are characteristic and suggestive
of Apert syndrome as described in YF.
These different elements have also been

noticed in almost all the observations and
have sometimes been the only clinical evi-  Figure 4. Cerebral CT showing more visible exophthalmia on the right and atresia of the
choanal and the absence of parenchymatous lesions.

dence that some authors have relied upon to
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make a diagnosis of Apert syndrome.’
However other authors could, in addition to
the above-mentioned clinical findings, con-
firm the diagnosis through molecular biolo-
gy.24 In fact, Burkina Faso does not have a
cytogenetics laboratory for carrying out this
checkup, which requires the help of a for-
eign laboratory, resulting in a cost that is
difficult for patients to bear in our context.
In addition, some authors have reported the
possible role of advanced parental age, par-
ticularly that of the father, in the occurrence
of Apert syndrome.8 The positive serology
of rubella without cardiac abnormality and
a normal cranial perimeter in YF suggest a
juxtaposition of pathologies. Craniofacial
anomalies predispose children to airway
obstruction. YF had noisy breathing with
choanal atresia an isolated alveolar palatal
cleft. Association of choanal atresia and
cleft palate has not commonly been report-
ed in Apert syndrome. The management of
Apert syndrome is complex and requires
multidisciplinary collaboration in order to
establish a therapeutic schedule considering
the abnormalities observed.# YF has not
received any specific treatment to date
because of loss to follow-up at the age of 9
months; so the multidisciplinary follow-up
program we had established for YF in the
short term could not be implemented.
However, the management program we had
established was not optimal for several rea-
sons. Indeed, this child should be treated at
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a medical center where she will have access
to pediatric specialists across the many clin-
ical areas she may need. In our center, there
were not pediatric specialists. Additionally,
the craniofacial team must maintain close
collaboration with genetics, ophthalmology,
speech, otolaryngology, audiology and neu-
rosurgery to help provide comprehensive
craniofacial care. Most of these specialties
didn’t exist in our countries.

Conclusions

This observation made it possible to
highlight the limits in diagnosis confirma-
tion namely in the carrying out of molecular
biology as well as in the management of this
disease in our severity and a significant
amount of aesthetic damage. Finally, a spe-
cial emphasis should be placed on preven-
tion, because in our study, the very
advanced paternal age is incriminated in the
occurrence of this disease.
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