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CASE REPORT

Introduction:

Johanson-Blizzard syndrome (JBS) is a very 
rare autosomal recessive disorder first described 
in 1971 by Johanson and Blizzard [1]. It is 
characterized by exocrine pancreatic insufficiency, 
nasal wing hypoplasia, ectodermal scalp defect, 
growth retardation and other abnormalities. It is 
caused by mutations of the UBR1 gene, which is 
highly expressed in pancreatic tissue (2).

Less than 100 cases of JBS have been reported 
worldwide and very few from India. We here 
report a rare case of JBS who presented with 
steatorrhoea and failure to thrive.

Case report: 

Two month old female baby presented with 
complains of chronic diarrhoea with greasy 
stools since birth. She was first child of her 
parents, born out of consanguineous marriage at 
full term. Her birth weight was 2 kg and was 
exclusively breastfed. She also had failure to 
thrive with weight at presentation of just 1.7 kg. 
She had peculiar dysmorphic facies with 
hypoplastic alae nasi, upslanting palpebral 
fissure and patchy loss of hair on scalp (Image 1)

Her routine investigations including complete 
blood count, liver function tests, serum 
electrolytes were normal. TSH was normal. 
Stool for fat globules showed 30 droplets/high 
power field. Ultrasound abdomen showed fatty 
infiltration of pancreas. Echocardiography was 
normal. BERA and fecal elastase were not done.

Her characteristic facies with evidence of 
exocrine pancreatic insufficiency (steatorrhoea 
& fatty infiltration of pancreas) led to syndromic 
diagnosis of Johanson Blizzard Syndrome. Her 
blood sample for genetic testing of JBS was 

sent. She was started on pancreatic enzyme 
supplementation (2000 IU lipase per feed, with 
estimated 20000 IU/day for 8-10 feeds/day ) 
along with fat-soluble vitamin supplements. 

Outcome:

Baby was lost to follow up and later on enquiry 
found to have died at home at 3 months of age.

Later genetic testing confirmed the heterozygous 
missense mutation (c.1688C>A, p.Ala563Asp) 
in exon 44 in both alleles by Sanger sequencing 
and diagnosis of Johanson blizzard syndrome.

Discussion:

Classic cases of JBS present in early infancy 
with syndromic features and severe exocrine 
pancreatic insufficiency. The genetic defect of 
JBS is a homozygous loss-of-function mutation 
in the Ubiquitin-Protein Ligase E3 Component 
N-Recognin 1 (UBR1) gene, located on 
chromosome 15q15-21.UBR1 is essential in the 
development and maintenance of acinarcells 
and mutation in this gene results in in-utero 
destruction of acinar tissue followed by fatty 
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Image : 1 : Characterstic facies of the baby
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replacement (3). This defect leads to almost 
complete absence of pancreatic enzymes in 
duodenal secretions. Additional features 
include:  short  s tature (>80%),  dental 
abnormalities (>80%), sensorineural hearing 
loss (80%), mental retardation(77%), scalp 
defects including alopecia (76%), hypothyroidism 
(40%) ,  imper fora te  anus  (39%) ,  and 
genitourinary malformations (38%)[2]. 
Abdominal imaging of affected patients shows 
replacement of the exocrine pancreas by 
lipomatous and connective tissues [1, 2]. 

An exocrine pancreatic defect is a constant 
feature of this condition. The diarrhoea caused 
by pancreatic enzyme deficiencies leads to 
hypoproteinaemia, edema, anaemia, and failure 
to thrive. Hence pancreatic enzyme replacement 
with fat-soluble vitamins supplementation is the 
mainstay of the treatment.

Pancreatic insufficiency and severe hypo-
proteinaemia may lead to death in infancy or 
early childhood.

It is important to recognize this rare syndrome 
with characteristic facies in infants associated 
with severe exocrine pancreatic insufficiency. 
Early supplementation of pancreatic enzyme is 
required in neonatal period along with 
nutritional support. Prenatal counseling should 
be done for future pregnancies owing to 
autosomal recessive mode of inheritance of this 
condition.
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65 days old male infant, born full term small-

for-gestational age (birth weight = 2.1 kg) of a 

non-consanguineous marriage, presented with 

conjugated hyperbilirubinemia since Day 15 of 

l i fe .  He  had  h is tory  of  symptomat ic 

hypoglycaemia within first hour of life which 

lasted for 2 days. His development was 

appropriate for age. Examination revealed a 3 

cm soft palpable liver and grade III ejection 

systolic murmur at pulmonary area. Stools were 

well pigmented. Laboratory tests revealed 

conjugated hyperbilirubinemia (total bilirubin 

4.1 mg/dL, direct fraction 2.4 mg/dL) and 

elevated transaminases (AST/ALT 439/154 

IU/L), fasting hypoglycaemia (blood glucose 

<40 mg/dL after 4 hours fast) with positive urine 

non-glucose reducing substances. Ammonia 

level was 217 microgm/dL and alpha-

fetoprotein level was 192,000 ng/mL. 

Galactose-1-phosphatase uridyl transferase 

(GALT) assay was normal. Echocardiography 

showed ostium secundum atrial septal defect (5 

mm). His ultrasonography of abdomen (Picture 

1) showed something characteristic for which 

he was taken up for computerized tomography 

(Picture 2). What is his diagnosis and how can 

we manage him?  
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Pictures 1 (A and B) and 2




