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MS risk allele rs1883832T is associated with decreased mRNA

expression of CD40
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Abstraet CD40-CDOL interactions mediate T-dependent B
cell response and efficiem T eell priming. Therefore, genes
encoding these malecules are attractive candidates for studies
on autoimmune discases, such as multiple sclerosis (MS), in
which activated T and B cells are involved. Thus, we analyzed
CD40and COMH mRNA expression in whole blood samples
from MS patients and controls. Additionally, we examined the
effect of three SNPs of CD40 (rsI883832C>T,
rs 1 1569343C>G, and rs752118C>T) and two SNPs of
COLIL (rs3092923T=C and rs3092952A=0) on their mRENA
expression. Our results showed that the rs| 883832C>T SNP
affects CO40 gene expression. Our analysis revealed that in-
dividuals possessing CT and TT genotypes (predisposing to
MS) had decreased level of CO40 mRNA in comparison to
those with CC, Moreover, we demonstrated the potential role
of impaired CD40-CD40L interaction in developing of multi-
ple sclerosis.
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Introduction

CD40 (TNFRSF5) 15 a member of the tumor necrosis factor
receptor superfamily which is expressed as a costimulatory
molecule on the surface of vanety of immune cell types like
B cells. macrophages. dendritic cells, and microglia. Its li-
gand, CDG0L (CII54), is expressed mainly on the surface
of CD4+ T cells {Australia and New Zealand Multiple Scle-
rosis Genetics Consortium 2009, Peters et al, 2000), CD40-
CDR40L. interactions mediate T-dependent B cell response and
efficient T cell priming (Peters et al. 2009) and play an impor-
tant role in the intiation and progression of ecllular and hu-
moral adaptive immunity (Elgueta et al. 2009; Peters et al.
20009, Therefore, CD40 wgether with its ligand, CDA0L, ane
attractive candidates for studies on autoimmune diseases such
as multiple sclerosis (MS) in which activaed T and B cells are
involved (Peters et al. 2009),

MS is an inflammatory demyelinating disease of the central
nervows system that gmdually leads to physical and cognitive
disability (Goris er al. 2012; Saweer et al. 2004). It affects
about 2.5 million people worldwide. Moreover, it is suggested
that the incidence of MS is incrensing. The discase stnrts main-
ly between 20 and 40 years of age, and it 1s a1 least twice as
commaon in women is in men (Sawcer et al. 2014). The pre-
cise etiology of MS is still not well established; however, it is
believed that understanding of the genetics of MS requires
analysis of both gene-environment and gene-gene
interactions,

In our previous study (Wagner et al. 2014), we investigated
three single nucleotide polymorphisms (SNPs) of CD0
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