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Cutis Laxa, Autosomal Recessive, Type IIIB 
 
Alternative Names 
ARCL3B 
De Barsy Syndrome B 
 
Record Category 
Disease phenotype 
 
WHO-ICD 
Congenital malformations, deformations and 
chromosomal abnormalities > Other congenital 
malformations 
 
Incidence per 100,000 Live Births 
0-1 
 
OMIM Number 
614438 
 
Mode of Inheritance 
Autosomal recessive 
 
Gene Map Locus 
17q25.3 
 
Description 
ARCL3B, also known as de Barsy syndrome B, is a 
rare congenital disorder characterized by a progeria 
like appearance, intrauterine and postnatal growth 
retardation, ophthalmological abnormalities, 
skeletal deformities and cutis laxa.  Dysmorphic 
features usually include large fontanelles, a 
prominent forehead, large low-set ears, a pinched 
nose and sparse hair.  Skin is usually thin, 
translucent and wrinkled with prominent superficial 
blood vessels.  Ophthalmological anomalies may 
include cataracts, corneal opacities and congenital 
glaucoma.  Skeletal findings usually include 
adducted thumbs, flexion deformities and 
congenital hip dislocation.  Patients affected by the 
disorder suffer from global developmental delay 
and a failure to thrive.  De Barsy syndrome has 
been reported in fewer than 50 cases worldwide.  It 
has been found to affect males and females equally.  
 
Treatment for this multi-system disorder is 
symptomatic.  Surgery can help treat 

ophthalmological abnormalities while 
physiotherapy may help improve joint contractures.  
 
Molecular Genetics 
De Barsy syndrome B follows an autosomal 
recessive pattern of inheritance.  It is caused by 
homozygous or compound heterozygous mutations 
in the PYCR1 gene.  This gene encodes a 
mitochondrial enzyme responsible for catalyzing 
the final step in the synthesis of proline.  Mutations 
in PYCR1 have been shown to result in altered 
mitochondrial function and progeroid changes in 
connective tissues. 
 
Epidemiology in the Arab World 
 
Saudi Arabia 
 
Al-Owain et al. (2012) described a Saudi girl with 
severe growth retardation and striking facial 
dysmorphism.  The patient was born at term to 
healthy consanguineous parents but weighed only 
1.2 kg at birth.  She was found to have a progeroid 
appearance, a large anterior fontanel, widely 
separated sutures and dilated skull veins.  
Dysmorphic facial features also included large, 
low-set ears, a depressed nasal bridge with a 
pinched nose, a prominent forehead, thin, 
translucent and wrinkled skin, micrognathia, and 
sparse hair.  An eye examination revealed 
buphthalmos, glaucoma and bilateral anterior polar 
cataracts.  An echocardiogram found patent 
foramen ovale with small left to right shunt, while 
an abdomen ultrasound discovered bilateral cystic 
lucencies indicating renal tubular ectasia with 
horseshoe kidneys.  In the patient’s MRI scan, the 
corpus callosum appeared atrophic and the extra-
axial CSF spaces showed a mild prominence.  The 
patient also had adducted thumbs and flexion 
deformity of the elbows and left knee.  Other 
findings included a hypertrophied clitoris, 
dislocation of both hip joints and recurrent chest 
infections with low IgA levels.  She had a 
significant failure to thrive and severe global 
developmental delay.  Based on her symptoms, the 
patient was diagnosed as having De Barsy 
syndrome.  Testing of the PYCR1 gene revealed a 
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homozygous missense mutation. The CYP1B1 gene 
was also sequenced due to the patient’s glaucoma, 
but no mutation was discovered.  
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External Links 
http://debarsysyndrome.org/ 
http://rarediseases.org/rare-diseases/de-barsy-
syndrome/ 
http://www.orpha.net/consor/cgi-
bin/OC_Exp.php?lng=en&Expert=2962 
https://rarediseases.info.nih.gov/diseases/49/de-
barsy-syndrome 
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