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Association of the -2849
Interleukin-10 Promoter Polymorphism With Joint
Destruction in Rheumatoid Arthritis

Introduction:

Rheumatoid arthritis (RA) is a chronic autoimmune disease
characterized by joint inflammation and joint destruction. Cell
types that are thought to play a role in the pathophysiologic
mechanism leading to joint destruction in RA are B-cells, T-cells,

synoviocytes, macrophages and osteoclast (Lassere et al., 2002).

The immunoregulatory cytokine interleukin-10 (IL-10)
increases autoantibody production by B-cells from RA patients
(Reparon et al.,, 2001). IL-10 stimulates B cell survival,
proliferation, differentiation and antibody isotype switching. A
side from this immunostimulatory function, IL-10, inhibits the
activation and effector functions of T -cells, macrophages and
monocytes (Moore et al., 2001).

In the effector phase of RA, the joint is destroyed by the
interplay of invading lymphocytes, monocytes, macrophages and
proliferating fibroblast-like synoviocyte (FLS). Experiments on
joint tissue have indicated that IL-10 inhibits the production of
proinflammatory cytokines, such as tumor necrosis factor alpha

(TNF-o) and IL-l, and decreases levels of matrix



metalloproteinases produced by macrophages and FLS. Thus, the
Immune response suppressing effect suggests that high levels of
IL-10 might protect against RA (Van Roon et al., 2001).

Different studies from various laboratories have
demonstrated that the. -2849 gene polymorphism has been
associated with low production of IL-10 and this could influence

the RA disease progression (Lassere et al., 2002).
Aim of the study:

The present study aims to examine the influence of IL-10

promoter polymorphism on the pathophysiology of RA disease.
Patients and Methods:

This study will comprise 35 patients with RA as well as 15

age and sex matched healthy controls in Ain Shams University

Hospital.
They will be subjected to the following:
1. Full history taking and clinical examination.

2. 1L-10 -2849 gene polymorphism by PCR.
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LIST OF Abbreviations

A : Adenine

ADCC :Antibody dependent cell mediated cytotoxicity.
APC  : Antigen presenting cell

Blys  : B lymphocytes stimulator

C : Cytokine

CAMP : Cyclic adenosine monophosphate
CBC : Complete blood count

CCP  : Cyclic citrullinated peptide

CD : Cluster of differentiation

cDNA : Complementary deoxyribonucleic acid
CRP  : C-reactive protein

CS-1  : Connecting segment-one

CSIF  : Cytokine synthesis inhibitory factor
CTLA4 : Cytotoxic T- lymphocyte antigen 4
d NTP : Deoxynucleotide triphosphate

DAS : Disease activity score

DC : Dendritic cell

DNA : Deoxyribonucleic acid

EAM : Extra-articalar manifestation
EDTA : Ethylene diamine tetra-acetic

ESR : Erythrocyte sedimentation rate

Fc - Crystallizable fragment

FczRIl : Fc epsilon receptor type Il

FGF : Fibroblast growth Factors

FISH : Fluorescence insitu hybridization
FLS - Fibroblast-like synoviocyte

G : Guanine

GM-CSF: Granulocyte macrophage colony timulating factor
Hap — Map: Haplotype map

HBGF-1: Heparin binding growth factor one
hIL-10 : Human Interleukin ten



HLA
HSPs
ICAM-1:
IFNR

IFN-y

IL
IL-1p
IL-1a
IL-1
IL-10R :
IL-10
IL-Ira
IP-10
Kb
Kd
LFA
LIF
LPS
MAb
MAP
MCP
MDC
MHC
MIG
MIL-10 :
MIP
MIP-1
MMPs
mMRNA
NFB
NK

: Human leukocyte antigen
: Heat shock proteins.

Intracellular adhesion molecule one.

. Interferon receptor

. Interferon gamma

- Immunoglobulin

- Interleukin

. Interleukin one beta
. Interleukin one alpha
. Interleukin one beta

Interleukin ten receptor

- Interleukin ten

. Interleukin one receptor antagonist

. Interferon gamma inducible protein-10

: Kilobase

- Dissociation constant

: Lymphocyte function associated antigen
. Leukemia inhibitory factor

- Lipopolysaccharide

: Monoclonal antibody

: Mitogen activated protein

: Monocyte chemoattractant protein

: Macrophage derived chemokine

: Major histocompatibility complex

: Monokine induced by interferon gamma

Mouse Interleukin ten

: Macrophage inflammatory protein
: Macrophage inhibitory protein-one
: Matrix metalloproteinases

: Messenger RNA

- Nuclear factor kappa B

: Natural killer



ORF  : Open reading frames.
PAF : Platelet activating factor

PCR  :Polymerase chain reaction
PDGF : Platelet derived growth factor
PG : Prostaglandin

PMNL : Polymorphonucleav leukocyte
RA : Rheumatoid arthritis

RANTES: Regulated on activation, normal T cell expressed and
secreted.

RF : Rheumatoid factor
RFLP : Restriction fragment length polymorphism
RNA  : Ribonucleic acid

RT-PCR  : Reverse transcriptase polymerase chain reaction
SDF-1 : Stromal cell-derived factor-1
SLE : Systemic lupus erythematosus

SNPs : Single nucleotide polymorphisms

SSLP : Simple sequence length polymorphism

STAT-1 : Signal transducer and activator of transcription-1
T : Thymine

TACI : Transmembrane activator and cellular interactor
Tag polymerase: Thermus aquaticus polymerase

TCR T cell receptor

TGF  : Transforming growth factor.
TGF-B : Transforming growth factor Beta.
Th : T helper

TIMP  : Tissue inhibitor of metalloproteinases
TLR  : Toll like receptor

TNF-o. :Tumor necrosis factor — alpha
VCAM-1: Vascular cell adhesion molecule-1
VIL-10 : Viral Interleukin ten

VLA : Very late activation antigen
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