
EWRR abstracts

Ann Rheum Dis 2011;70(Suppl 2):A1–A94A14

A33   GENETIC ASSOCIATION AND FUNCTIONAL 
CONSEQUENCES OF A COMMON SNP IN THE CD40 
REGION WITH SYSTEMIC LUPUS ERYTHEMATOSUS AND 
RHEUMATOID ARTHRITIS IN A HOMOGENEOUS GREEK 
POPULATION

Vassilios Vazgiourakis,1 Maria Zervou,1 Christianna Choulaki,1 George Bertsias,1 

Darren Plant,2 Leendert A Trouw,3 Rene E Toes,3 Eleni Kabouraki,4 Jane Worthington,2 

Prodromos Sidiropoulos,4 Dimitrios T Boumpas,1,4 G N Goulielmos1 1Department 

of Internal Medicine Medical School, University of Crete, Crete, Greece; 2Arthritis 

Research UK Epidemiology Unit, University of Manchester, Manchester, UK; 
3Department of Rheumatology, Leiden University Medical Center, Leiden, The 

Netherlands; 4Department of Rheumatology, Clinical Immunology and Allergy, 

University Hospital of Heraklion, Heraklion, Greece

10.1136/ard.2010.148965.3

Background There is increasing evidence that different 
autoimmune diseases may share some common pathoge-
netic pathways. The CD40 locus has recently been identifi ed 
by a genome-wide study as a genetic risk factor for rheuma-
toid arthritis (RA). CD40 is a member of the tumour necrosis 

factor receptor superfamily which is constitutively or induc-
ible expressed on the surface of a variety of immune and non-
 immune cell types, indicating that this locus might be involved 
in several autoimmune diseases.
Aim To investigate whether the rs4810485 single-nucleotide 
polymorphism (SNP) of CD40 gene is associated with the 
development of RA and systemic lupus erythematosus (SLE) 
in the genetic homogeneous population of the island of Crete. 
The functional signifi cance of this gene polymorphism will 
also be analysed.
Materials and methods The SLE and RA sample sets 
 consisted of 351 and 272 patients, respectively, while the 
control group consisted of 670 samples. Genotyping of the 
rs4810485 SNP was performed by PCR-restriction fragment 
length polymorphism or using the Sequenom MassArray 
technology. Genotyping of rs4810485 was performed by 
PCR-restriction fragment length polymorphism and by the 
Sequenom MassArray technology. The expression of CD40 in 
SLE patients with different genotypes was assessed in periph-
eral blood mononuclear cells (PBMCs) by fl ow cytometry. 
Quantifi cation of CD40 mRNA was performed by quantita-
tive real time PCR in freshly isolated PBMCs from patients 
with different genotype.
Results The risk allele G of the CD40 rs4810485 SNP was 
more frequent in individuals with SLE and RA than in healthy 
controls (p<0.0001, OR 1.5, 95% CI 1.3 to 1.9 and p<0.0001, 
OR 1.6, 95% CI 1.3 to 1.9 respectively). SLE patients with 
the rs4810485 G/G genotype had signifi cantly higher CD40 
mRNA and protein expression in freshly isolated peripheral 
blood B cells and monocytes, compared to patients with the 
G/T or T/T genotype.
Conclusions The CD40 rs4810485 SNP is associated with 
increased susceptibility to both SLE and RA in a homogeneous 
Greek population. Identifi cation of shared genetic suscepti-
bility loci may provide insight to their understanding of the 
pathophysiology of autoimmune diseases. The risk allele G 
seems to confer susceptibility to clinically distinct disorders 
through similar or differential effects on disease-specifi c cell 
types. Quantitative analysis of the allelic expression of CD40 
in SLE patients demonstrated that the risk allele was accompa-
nied by higher expression of CD40 both at mRNA and protein 
level especially in B lymphocytes and CD14 monocytes.
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