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Introduction and Aim of the work

Introduction

Rheumatoid arthritis is a systemic autoimmune disease of unknown origin. The

diagnosis of RA remains empirical and imprecise, particularly early in the course of diease.

‘Because early initiation of disease modifying treatments can significantly improve long-

term outcomes for patients with RA, there is considerable motivation to accurately
diagnose RA in patients with inflammatory arthritis early in the course of disease (O’Dell,

2002; Mottonen et al., 2002).

The presence of rheumatoid factor (RF) was identified in batients with RA over 50
years ago (Rose et al., 1949), assays for RF remain one of the American College of
Rheumatology (ACR) classificition criteria for RA (Arnett et al., 1988). The RF assay, in
its current manifestation, remains suboptimal as a diagnostic test, as it lacks sensitivity (54-

88%) and specificity (48-92%) (Weinblatt et al., 1980; Schellekens et al., 2000 ).

Anti-cyclic citrullinated peptide (anti-CCP) antibody belongs to the family of
antifilaggrin autoantibodies (AFA), accompanied by the antikeratin anti body (AKA) and
antiperinuclear factor (APF) (Sebbag et al., 1995). The epitopes recognized by AFA, AKA,
and APF were found to be generated by a post-translational modification, namely
deimination of the natural amino acid arginine to the amino acid citrulline by activity of
peptidylarginine deiminase. Based on that knowledge, Schellekens et al.(1998) developed
an enzyme linked immunoéorbent assay (ELISA) using a cyclic citrulinated peptide (CCP)
derived from the sequence of human filaggrin as substrate (van Venrooji et al., 2002;
Zendman et al., 2004). The second version of the anti-CCP test (anti-CCP2) demonstrated

high specificity (89-98%) and good sensitivity (41-88%) for RA (Herold et al., 2005).
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Initial studies characterising the frequency of antibodies to CCP in mixed cohorts
containing patients with rheumatic diseases, infectious diseases, and healthy subjects, have
shown it to be moderately sensitive (68%) but highly specific (98%) for RA (Schellekens
et al., 2000). Anti-CCP gives us a tool, which is important to identify patients with early
RA (Gao et al., 2005), and helps to diagnose other inflammatory and non-inflammatory
diseases (espec;,ially connective tissue diseases) by reducing the rate of false-positive
results in comparison with RF (Sauerland et al., 2005). Anti-CCP is alsé significantly

associated with some parameters of both disease activity and severity (Samanci et al.,

2005).

Aim of the work:

This work aims to evaluate the clinical utility of the newer version of anti-CCP (anti-
CCP2) in patients with RA relative to patients with a diversity of rheumatic diseases. We
intend to study the relationship between anti-CCP and disease activity parameters,
functional disability, and radiological destruction in theumatoid arthritis patients, as well as

to examine the sehsitivity and specificity of anti-CCP in those patients.




