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‘Lymphopenia : Suspect SCID
Neutrophilia in C6D or LAD
‘Wiskott Aldrich platelets
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Basic laboratory tests
+Age specific reference values

*Transplacental acquisition of Ig6
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*Measurement of Enzyme activity

1.Rapid diagnosis/exclusion of syndromes in which timely
treatment may be life saving, such as:

(Severe Combined Immunodeficiency)
(Chronic Granulomatous Disease)
(X-Linked Agammaglobulinemia)

2. Step by Step testing

Clinical suspicion

Basic laboratory tests

Specialized laboratory
investigation

dentification
of genetic defect/
disease typing

Specialized laboratory
investigation

Flow Cytometry

-Detection by Monoclonal Antibodies

Western blot

CAUTIONI:

Large deletions PCR
Small insertions/deletions DNA sequencing

Polymorphisms!!!
CAUTIONIK




Clinical suspicion

Basic laboratory tests

Severe Combined Immunodeficiency
SCID

Specialized laboratory
investigation

Treatment

Identification rognosis
of genetic defect/
disease typing Genetic counseling
+Prenatal diagnosis
+Diagnosis of asymptomatic relatives

Infant with failure to thrive/intractable diarrhea/Opportunistic pathogen infections/ Infant with failure to thrive/intractable diarrhea/ .. Pathogen infections/
severe eczema severe eczema

Exclude SCID Exclude SCID
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memory T (CD4+CD45RO+) 1 memory T (CD4+CD45RO+)

1 activation (CD3+HLADR+) 1 activation (CD3+HLADR+)

Exclude HIV. Exclude HIV
Check for himera WCH T acficien Check for himera ]
€4 lymphopenia

Presence of maternal cells Presence of maternal cells
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ADA deficiency
Adenosine and

deoxyadenosine
accumulation

hocyte

progenitor]

Maternal T-cells — Check for himaera
(HLA typing)

Omenn's syndrome — clonality

CAUTIONI

Presence of T-cells
does NOT exclude SCIDI!!

*Maternal T-cells
:Omenn's syndrome

Antibody
Deficiencies

Recurrent/ severe / persistent bacterial infections
Usually NON immunological causes.

16 subclasses
“Complement (C3, C4, CHEO,
AP50)

»
-Phagocyte function

166, TgA, ToM all

Exclude SCID, XLA
com
] Lymphocyte subsets
Lymphocyte subsets (also CD27, sTgM and sIgD for isotype switching evaluation)

T+BoNK+ (Blores)
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Check for Btk expression
algorithm

Flow cytometry
ymph node pathology

Brk gene mutation analysis



Recurrent/ severe / persistent bacterial infections
Usually NON immunological causes.
Exclusion of Neutropenia and antibody
deficiency necessary

Check.
~Antigen specific response.
“Tsohemagglutinins
“Ig6 subelasses
~Complement (C3, C4, CH50,
AP50)
Phagocyte function

196, TgA, IgM all|
subclasses 1
o 196 subcl Exclude Hyper-TIgM

(possible "
Lymphocyte subsets

combination with
1962 deficiency) Lymphocyte subsefs
(also CD27, sIgM and sIgD for isotype switching evaluation)

»

TeB-NK+
Normal
T-cell

TImmunophenatype

Check for Btk expression Antigen specific response evaluation
Flow cytometry Lymphocyte cultures
Lymph node pathology
ATD/UNG mutations?
Btk gene mutation analysis cvIo?

Chronic Granulomatous Disease

Hyper-IgM syndromes

Molecules rlated to Hyper-IgM syndromes
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AR-CD40 deticiency <
y : AR-AD AID-deficiency
X-linked CD4OL deficiency AR-UNG-daficiency

. |
AR-ICOS deficiency / AR-DNA breakage syndrome

AR-AD TACI deficiency

Durandy et al Curr Opin Rheumatol 18:369-376. 2006
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Exclude
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