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From WHO to IUIS, from PID to IEI
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Accumulative discovery 
of novel inborn errors
of immunity: 1980–
2024
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Types of IEI

IUIS Classification 2024 – 10 tables
1. Immunodeficiencies affecting cellular and humoral immunity (3)*
2. Combined immunodeficiencies with associated or syndromic features (9)*
3. Predominantly antibody deficiencies (3)*
4. Diseases of immune dysregulation (7)*
5. Congenital defects of phagocyte number or function (4)*
6. Defects in intrinsic and innate immunity (9)*
7. Autoinflammatory disorders (3)*
8. Complement deficiencies
9. Bone marrow failure
10. Phenocopies of inborn errors of immunity 

* number of sub-tables

https://iuis.org/committees/iei/
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Decision tree 
orienting through
phenotypic IEI 
classification 
categories





• 1966: Job Syndrome described 
• 1972: Syndrome further characterised - elevated IgE, chronic eczema
• 1980: AD-inheritance 
• 2004: AR-inheritance
• 2006: Homozygous TYK2 mutation
• 2007: Heterozygous STAT3 mutations in AD-HIES affecting the DNA 

binding and SH2 domains 
• 2009: AR-HIES due to DOCK8 mutation
• 2010 and later:  Updates from the last 2 decades

6 decades of observation



Syndromes associated with eczematous dermatitis
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Updated timeline of genes discovered responsible for IEI associated with atopy
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16 patients with severe 
allergic disease and STAT6 
variants in different protein 
domains

Sharma M, et al. J. Exp. Med. 2023 Vol. 220 No. 5



Molecular basis for the shared 
clinical and immunological 
phenotypes in HIES - 1
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Molecular basis for the shared clinical 
and immunological phenotypes in 
HIES - 2



Genetic mutations associated with primary atopic disorders
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Schematic representation of pathways leading to primary atopic disorders
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Clinical characteristics for 
classical allergic disease and 
primary atopic disorder

Thakur V, et al. Front. Allergy 6:1617714
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Diagnostic algorithm in patients 
with suspected primary atopic 
disorder


