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Suspected B
cell defects

Screening tests

Humoral IEls

( Quantitative immunoglobulins )
(leG, lgA, lgM, IgE)
- Specific antibody titers
- Natural antibodies

> (e.g., isohemagglutinins)
[ Random, pre/post immunization
titers to protein (e.g., tetanus toxoig

polysaccharide antigens
(pneumococcal vaccine)
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Advanced tests

- Class switching
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- Mutation analysis (e.g., BTK,
AlD, IGHM, ...)
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TABLE I. PIDTC 2022 Definitions for SCID

SCID subtype Diagnosis requires Criterion 1 Criterion 2 Criterion 3 Criterion 4
Typical SCID (very Criteria 1 & 2 Very low T cells Pathogenic No alternate explanation Presence of TME®
low autologous OR Criteria | & 3 (<0.05 X 10°/L) gene for low T-cell count?
T cells) OR Ceriterion 4 variant(s)* AND, EITHER:
Undetectable or low
TRECs$

Leaky/atypical SCID
(low T cells)

Omenn syndrome

Criteria 1 & 2 & 4
OR Criteria | & 3 & 4

All 4 Criteria

Two or more of:

® Low T-cell number
for age (0.05-1.0
X 10°/L)#

@ Oligoclonal T cells

® Abnormal TRECs
OR <20% of CD4"
T cells are naive

>80% of CD4" T cells
have CD45RO ™
memory phenotype

Pathogenic
gene
variant(s)

Pathogenic
gene
variant(s)

OR <20% of CD4"
T cells have naive
cell surface markers
Reduced proliferation™+

Generalized rash
AND Absence of TME

Does not have:
® Other SCID subtype
® CID with
known genotype
® Thymic disorder
® Other disorder
with low T-cell
numbers!
Two or more of:
® Eosinophilia
(>0.8 X 10°/L)
® Elevated IgE
® Abnormal TRECs
® Lymphadenopathy
® Hepatomegaly
and/or splenomegaly
@ Oligoclonal T cells




SCID

At least one of the following:
e invasive bacterial, viral or fungal/opportunistic infection
e persistent diarrhoea and failure to thrive
o affected family member
AND manifestation in the first year of life
AND HIV excluded
AND 2 of 4 T cell criteria fulfilled:
e low or absent CD3 or CD4 or CD8 T cells
e reduced naive CD4 and/or CD8 T cells
e elevated g/d T cells
e reduced or absent proliferation to mitogen or TCR
stimulation



CID

At least one of:
e at least one severe infection (requiring hospitalization)
e one manifestation of immune dysregulation
(autoimmunity, IBD, severe eczema, lymphoproliferation,
granuloma)
e malignancy
e affected family member
AND 2 of 4 T cell criteria fulfilled:
e reduced CD3 or CD4 or CD8 T cells (using age-related
reference values)
e reduced naive CD4 and/or CD8 T cells
e elevated g/d T cells
¢ reduced proliferation to mitogen or TCR stimulation
AND HIV excluded
AND exclusion of a clinical diagnosis associated with CID
(e.g., defined syndromic diseases, DKC, AT, CHH)
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