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Summary

PIDs are a group of mostly monogenic disorders arising from mutations in genes responsi-
ble for immune host defense and immunoregulation. Typical clinical features include recurrent
infections, autoimmunity, inflammatory lymphoproliferation, and malignancy. Common allergic symptoms
may also represent one of the PID related comorbidities. The recognition of A PID in the context of an allergic
phenotype is crucial to ensure prompt diagnosis and appropriate treatment. Indeed, clinical management and
expected outcomes are profoundly different from the ones reported for typical allergic conditions. Also, the
correct diagnosis could pave the way for targeted therapies

Some PIDs are more commonly associated with allergic manifestations (eczema, asthma, allergic rhinitis, or
food allergy), including Hyper-IgE syndromes (HIES), WAS and IPEX, for which Milner proposed the term
‘primary atopic syndromes [1]. High IgE plasma levels (often higher than 2,000 [U/mL) and/or peripheral or
organ-specific hypereosinophilia, associated with a variety of atopic symptoms, may be masquerading a PID/
IEL Type I or immediate type hypersensitivity reactions are almost always IgE mediated against normally
nonpathogenic antigens (commonly called allergens).

According to the USIDNET registry, 1 in 5 PID patients attributable to a monogenic defect had eosinophilia
and/or an elevated IgE level. Type 2 inflammation has been reported in SCID patients, such as RAG1, RAG2,
ADA, DOCKS, CD40LG and JAK3 [2].

Prevalence of allergic comorbidities in PIDs is poorly estimated. In a recent publication, compiling data ob-
tained from a questionnaire from in 30 PID centers in 23 different countries, showed that a median of 16%
of patients experienced at least 1 allergic disease during their life course: asthma, atopic dermatitis, allergic
rhinitis and food allergy were the most frequent allergic manifestations [3]. However, data from the USIDnet
only showed that 69% of patients had at least 1 allergic manifestation (bronchial asthma in 46.9%). Predomi-
nantly antibody deficiencies and combined immunodeficiency were the 2 most frequent PIDs with allergic
disease with a frequency of 40% and 20%, respectively [2].

Data from the French PID registry (CEREDIH) on more than 7,000 patients show that at least 26% of them
experienced at least one allergic comorbidity at a median age at 1st manifestation at 4 years.
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