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DR SPUR’S MYSTERY CASE
Primary immunodeficiency disorders

Welcome to Dr Spur’s Immunology Clinic 
Dr Spur took a thorough personal and family history from Mr 
Will and noted that he had no previous history of recurrent 
or atypical infections as a child or in early adulthood. There is 
also no significant family or medical history of note prior to his 
diagnosis of Evans syndrome.  

Dr Spur started his investigations with baseline serum 
immunoglobulins, and found severely decreased IgG, IgM 
and IgA levels. Further immunological tests included specific 
antibodies against recall antigens, namely, Tetanus toxoid, 
Diphtheria toxoid, S pneumoniae and H influenza, which were 
all markedly decreased. Memory B-cells were decreased and 
an immunophenotype of the lymphocyte subsets showed 
a mild decrease in B-cell numbers. Mr Will was revaccinated 
against the recall antigens with a vaccine containing the protein 
antigens Tetanus and Diphtheria toxoids and a polysaccharide 

vaccine containing 23 S pneumoniae serotypes in order to test T 
cell-dependent and T cell-independent vaccine responsiveness 
respectively. The vaccine responses were tested four weeks 
later, with a suboptimal response noted to the protein antigens 
(Tetanus and Diphtheria Toxoids) and polysaccharide antigens 
(S pneumoniae). Serum immunoglobulin levels were also 
repeated and were still markedly low.

Dr Spur made the diagnosis of common variable immune 
deficiency (CVID), initially presenting with autoimmune 
cytopaenias. Mr Will was immediately started on intravenous 
immunoglobulin replacement therapy (IVIG) together with 
his immunosuppressive medication for the cytopaenias. 
This combination not only increased his IgG levels but also 
improved his haemoglobin and platelet count. Dr Spur advised 
Mr Will that he would need IVIG 3–4 weekly together with 
close immunological and haematological monitoring.  

Referral letter: 

Howdy!
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PRIMARY IMMUNODEFICIENCY DISORDER

Dr Spur’s take-home message:

Dr Spur’s mystery SOLVED: “An unexpected case of CVID"

At least one of the following:
•	 Increased susceptibility to infection
•	 	Autoimmune manifestations
•	 	Granulomatous disease
•	 	Unexplained polyclonal 

lymphoproliferation
•	 	Affected family member with antibody 

deficiency

•	 Marked decrease of IgG and marked 
decrease of IgA with or without low 
IgM levels (measured at least twice; 
<2SD of the normal levels for their 
age)

At least one of the following:
•	 Poor antibody response to vaccines 

(and/or absent isohaemagglutinins);
•	 Absence of protective levels despite 

vaccination where defined
•	 Low-class-switched memory B-cells 

(<70% of age-related normal value)

•	 Secondary causes of 
hypogammaglobulinaemia have 
been excluded (eg infection, protein 
loss, medication, malignancy)

•	 Diagnosis is established after the 4th 
year of life (but symptoms may be 
present before)

•	 No evidence of profound T-cell 
deficiency, defined as 2 out of the 
following (y = years of life):

•	 CD4 numbers/microlitre: 2–6y <300, 
6-12 y <250, >12 y <200

•	 % naive of CD4: 2–6 y <25%, 6–16 y 
<20%, >16 y <10% T-cell proliferation 
absent

AND AND

AND

ANDAND

AUTHORS 
Petri Swanepoel
Cathy van Rooyen
Sylvia van den Berg
Department of Immunology, Ampath

Robin Green
Department of Paediatrics and Child Health, University of 
Pretoria and Steve Biko Academic Hospital

ILLUSTRATORS:

Rinette Theron
Marlene Buitendach

REFERENCES: 
1.	 Seidel MG, Kindle G, Gathmann B et al. The European Society 

for Immunodeficiencies (ESID) Registry Working Definitions for 
the Clinical Diagnosis of Inborn Errors of Immunity.  J Allergy Clin 
Immunol Pract. Volume 7;nr 6. Jul 2019

2.	 Bonilla FA, Barlan I, Chapel H et al.  International Consensus 
Document (ICON): Common Variable Immunodeficiency Disorders.  
J Allergy Clin Immunol Pract. 2016;4(1):38–59. doi:10.1016/j.
jaip.2015.07.025.

CVID is the most  
common humoral  
immunodeficiency in 
children and adults. 

Autoimmunity occurs 

in 25-30% of patients 

with CVID and can 

be the presenting 

symptom.

Only 10-20% of patients 

have an identifiable 

genetic defect. 

Autoimmunity is a  

manifestation of 

immune dysregulation 

together with  

inflammatory and 

lymphoproliferative 

disorders.

Treatment of CVID comprises a multifactorial approach and includes infection control methods, prophylactic antibiotics, immunoglobulin replacement therapy, social and psychological support and regular focussed monitoring.


