FRYNS SENDROMU BENZERI FENOTIPLI BiR OLGU

A CASE WITH FRYNS SYNDROME-LIKE PHENOTYPE
Abdulgani TATAR, Sitki OZTAS, Rahmi ORS

Department of Medical Genetics (AT, S0) and Department of Pediatrics (RO), Ataturk University, School of
Medicine, Erzurum, Turkey ’

Ozet

Fryns sendromu, heterojen fenotipli nadir bir otozomal resesif hastaliktir. Literatiirde 112 vaka rapor edilmis,
ayrica fenotipik heterojenite ortaya konulmustur. Biz burada, in vitro fertilizasyon sonrasi dogmus, dismorfik bir
yenidogan tanimladik. Hastanin muayenesinde, fasiyal dismorfizm, radial polidaktili, timak hipoplazisi, intestinal
adezyonlar, ventrikiiler septal defekt ve patent duktus arteriosus tespit edildi ve Fryns sendromu benzeri bir olgu
olarak tanimlandi. ' ‘ ‘
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Summary

Fryns syndrome is a rare autosomal recessive disorder with a heterogeneous phenotype. So far, about 112
- cases have been reported and phenotypic heterogeneity has been shown. We are describing a male patient
having facial dysmorphism, radial polydactyly, nail hypoplasia, ventricular septal defect, patent ductus arteriosus
and intestinal adhesions. The patient was born after in vitro fertilization. With these findings, we thought that the
patient may be a case with Fryns syndrome-like phenotype. '
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Figure 1. Frontal view of the Patient Showing Bilateral
Cleft lip and Palate, Radial Hypoplastic-Accessory Digit
(polydactyly) at the Right Hand

Introduction

Fryns syndrome (MIM 229850) is a rare autosomal
recessive disorder and comprises craniofacial
anomalies including a coarse face, cloudy cornea, a
broad and flat nasal bridge, low-set and poorly-formed
ears, macrostomia and microretrognathia, congenital
diaphragmatic defects, pulmonary hypoplasia, distal
limb hypoplasia and internal malformations (1). This
syndrome has an excessive phenotypic heterogeneity
with multi-system disorders and is generally lethal
when present diaphragmatic defect (2). About 112
patients have been reported up to now (3).

Although submicroscopic chromosome deletions
on different chromosomes (chromosome region 1g41-
q42.12, 15026.2 and 8p23.1) were detected in some
patients diagnosed as Fryns syndrome, the molecular
pathogenesis of Fryns syndrome is yet unclear and
generally, the patients have normal karyotypes (4,5).

Case Report

Our patient was a male 25-day old baby born to
healthy and not consanguineous parents. The mother
was 29 years old and the faiher was 28 years old. The
pregnancy was the result of an in vitro fertilization
(IVF) due to infertility of unknown etiology. During
gestation, the mother did not take any drug or toxic
agent and polyhydramnios was not detected. Family
history was negative for inherited diseases and
congenital anomalies.

He was born by caesarean section at 37th weeks
of gestation with weight of 2520 gr, height of 45 cm
and head-circumference of 32.5 cm. At day 9 post-
natally, he was operated because of intestinal
adhesions and obstructions.
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Figure 2. Lateral view of the Patient Showing Cleft lip and
Palate, low-set, Asymmetric and Hypoplastic Ears

At clinical examination, we detected a bilateral cleft
lip and palate, bilateral low-set, asymmetric and
hypoplastic ears, retrognathia, radial hypoplastic-
accessory digit (polydactyly) at the right hand,
hypoplasia of all nails at both feet, low posterior
hairline (fig. 1-2). An apical muscular type of
ventricular septal defect (VSD) and a patent ductus
arteriosus were detected by echocardiography.
Additional radiographical, biochemical, hemathologic
and endocrinologic analyses were normal.

At karyotype analyses, a 46, XY normal karyotype
was detected.

Discussion

Fryns syndrome was described for the first time in
1979. The number of reported cases has increased
since firstly described and phenotypic heterogeneity
has been revealed for Fryns syndrome (1).

Diaphragm defects were present in 60.7% of
broadly defined cases (3). A few cases without
diaphragmatic defect have been reported (6).
Diaphragm abnormality without hernia such as lack or
rarefaction of muscular fibers andfor insufficient
innervation of the striated muscle only can be detected
by postmortem examination (7,8). In our patient, we
could not detect diaphragm hernia but the other
diaphragm abnormalities could not be eliminated.

Any eye abnormality was not seen in our patient.
Initially, cloudy cornea was considered as a major
feature of Fryns syndrome, but later it had been
accepted as a minor diagnostic finding, since it had not
been commonly reported in patients with Fryns
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syndrome (9). Craniofacial dysmorphism is one of the
major diagnostic criteria (2,10). Low-set, asymmetric
and hypoplastic ears, retrognathia, cleft lip and palate
strongly supported Fryns syndrome were present in
our patient.

The patient had radial polydactyly at right hand and
nail hypoplasia at both feet. The nail hypoplasia or
distal limb hypoplasia is one of the major diagnostic
criteria of Fryns syndrome. In addition, polydactyly was
reported in three sibs with Fryns syndrome (7).

Cardiovascular anomalies have been seen
frequently at Fryns syndrome, which are important
findings related with Fryns syndrome (3). The patient
had a VSD, and VSD was reported in about half of
cases (46.5%) with Fryns syndrome in the literature
(3). Moreover, there was a patent ductus arterious not
reported before that.

It was suggested that gastrointestinal abnormalities
-such as imperforate anus or anal atresia, bowel
fistulae, malrotation, Meckel's  diverticulum,
Hirschsprung disease were related to the formation of
the diaphragm defect (1,10). In this case, it was
detected intestinal adhesions caused to intestinal
obstructions. This type of intestinal anomaly has not
been reported in Fryns syndrome until now (10).

Karyotype analyses of our patient revealed a
normal male karyotype with 46,XY. Karyotype
analyses may be used to differential diagnosis of Fryns
syndrome from cases with similar features as in
trisomy 22, ring chromosome 15, tandem duplication
1924-31.2, terminal deletion 6q and isochromosome
12p (2).Although there are a few cases reported
distinct chromosomal abnormality, any specific
chromosomal abnormality for Fryns syndrome was not
shown (9,11).

Until now, diagnostic criteria for Fryns syndrome
have not been currently standardized. It was proposed
that major criteria for diagnosis of Fryns syndrome are
diaphragmatic defects, distal limb hypoplasia, and
craniofacial dysmorphism (9). We considered the
Diagnostic Guidelines for Fryns Syndrome reevaluated
by Slavotinek (2004) and thought to may be Fryns
variant because of findings of craniofacial
dysmorphism, nail hypoplasia, intestinal adhesions
and VSD. In the absent of the congenital diaphragm
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hernia, the diagnosis is difficult (10). Furthermore, it
was essentially proposed that the diagnostic criteria of
Fryns syndrome should be broadened at that day while
compared with previous criteria (1,2). Heterogeneity in

~ Fryns syndrome supports this approach.

No case with Fryns syndrome borned after IVF was
reported. But it is known that application of assisted
reproductive techniques has been increased the risk of
congenital malformations (12).
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