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Congenital Diarrhoeal Disorders - History

e First described as ‘infantile intractable diarrhea’ (1)
o Age: Under 3 months old.
o  Duration: Diarrhea persisting for more than two weeks.
o Negative Cultures: Three or more stool cultures negative for standard pathogenic organisms.
o Refractory Nature: Prolonged diarrhea despite extensive hospital therapy and intravenous fluids
o  Despite hospital management, diarrhoea was persistent and intractable
o  High mortality
e Why Dr Avery’s 1968 paper mattered (2)
o  Diarrhoea was highly fatal in infants if it could not be pinned to an obvious infection.
o  Highlighted that many of these infants had previously unrecognized underlying conditions.
e Overall classification (3)
o  Failure to make a diagnosis of any kind
o  Specific diagnosis but no therapy
o  Specific diagnosis but therapy of variable efficacy
o  No specific or only partial diagnosis



Congenital Diarrhoeal Disorders - Current concepts
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e Number of well-characterized disorders has increased

over the last 20 years

e Many new genes identified have been functionally
related (4, 5)
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Overview of congenital diarthoea Abbreviation: VEO-IBD, very early onset inflammatory bowel
disease (6)



Congenital Diarrhoeal Disorders - Current concepts Part 2

e Molecular analysis has changed the
diagnostic scenario in congenital
diarrhoeal disorders.

e Major advances have been made in
terms of pathogenesis. (6)
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Congenital Tufting Enteropathy - Genomics Part 1

It is primarily caused by biallelic mutations in two distinct genes, EPCAM and SPINT2.[13, 14, 15]

Mutations in the EPCAM (Epithelial Cell Adhesion Molecule) gene (classic form) are the most common cause,
accounting for roughly 73% of CTE cases. These mutations generally lead to isolated intestinal disease. [8]

e Frameshift Mutations: The most frequently reported variant worldwide is the ¢.499dupC (previously
c.498insC) (8, 16, 17, 18)

e Splice Site Mutations: Intron mutations, such as ¢.556-14A>G (common in Mediterranean populations) and
c.491+1G>A (16, 19, 20)

e Nonsense Mutations: Premature stop codons (e.g., p.Trpl43*, p.Lys106X) disrupt protein translation(8, 21,
22)

e Missense Mutations: Amino acid substitutions (e.g., p.GIn109Arg) cause misfolding and endoplasmic
reticulum (ER) retention of the protein (8, 23, 24)
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Congenital Tufting Enteropathy - Histopathology

Biopsy

Crypt distortion

Villous blunting
Multifocal epithelial tuft-like appearance
Nuclear pseudostratification and loss of polarity
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Congenital Tufting Enteropathy - Further Work
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Congenital Tufting Enteropathy - Further Work contd.

MOC-31: loss of expression of EPCAM in congenital tufting enteropathy
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