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Abstract

Biologic drugs are now available for the treatment of some rheumatic
diseases. Etanercept (Enbrel) is a soluble receptor fusion protein that
binds to soluble TNF neutralizing its biologic activities. Infliximab
(Remicade) is a chimeric monoclonal antibody that binds to both soluble
and membrane bound TNF, whereas adalimumab (Humira) is a fully
human monoclonal antibody with binding properties similar to Infiximab.
Anakinra is a human recombinant interleukin-1 receptor antagonist.
Newer drugs include, Abatacept, Rituximab and Tocilizumab. Abatacept
(Orencia) modulates T cell activation. Rituximab (Mabthera) is a
chimeric anti-CD20 monoclonal antibody. Tocilizumab (Actemra) is an

interleukin-6 receptor antagonist

Key  words: Biologics;  Etanercept, Infliximab,  adalimumab,

Abatacept, Rituximab ,Tocilizumab
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Introduction and Aim of Work ===

Introduction

Rheumatoid arthritis (RA) is the most common inflammatory
arthritis, affecting, from 0.5 to 1% of general population worldwide
(Firestein, 2005).

The etiology of RA remains poorly understood. However,
evidence supports an immune-mediated process that leads to joint
inflammation and destruction. Genetic studies have demonstrated
links to major histocompatibility class 1l molecules. in particular
HLA-DRB 1. RA is characterized by synovial inflammation with
hyperplasia  and  increased  vascularity  (pannus  formation)
in addition to leukocytic infiltration. Several cytokines, including
IL-1, IL-6 and TNF-alpha, have been found to be associated with
inflammatory cascade and provide targets for anti-inflammatory
therapy (Choy and Panayi, 2001).

TNF- alpha and IL-lare considered to exert pivotal roles in the
pathogenesis of RA both are present in synovial fluid and synovial

tissue.

TNF-alpha has been identified in approximately 40% of lining
cells and 5-10% of sub lining cells. While IL-1 is found in 20% of
lining cells and 25% of sub lining cells. Double- staining
immunochemical  experiments have  demonstrated that cells
expressing macrophage surface markers, in particular produce these
tow cytokines (Moreland et al., 1997). TNF-alpha and IL1stimulate
the development of a pro-inflammatory phenotype on responding

cells, this gives rise to positive effects on chemotaxis, angiogenesis,
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vessel permeability, matrix metalloproteinase production
(responsible for matrix degradation), and T- and-B-cell recruitment
and activation (Vassalli, 1992). IL-land TNF-alpha have been
shown to exert a synergistic effect, the addition of both factors
resulting in even greater effector stimulus (Buch and Emery,
2002).

Meanwhile a revolution occurred in the therapy of rheumatoid
arthritis with the realization that the pro inflammatory cytokine
tumor necrosis factor alpha played a central and hierarchical part in
the pathogenesis of the disease, and that its blockade would lead to
major improvement in symptoms and signs (Feldmann and
manini,  2003). TNF-alpha antagonists include, infliximab
(Remicade), etanercept (enbrel), adalimumab (humira). Anakinra is
a human recombinant interlukin-1 receptor antagonist. New
biological treatment of AR includes CTLA4IG or abatacept

(orencia), rituximab (mabthera) and tocilizumab.

The availability of TNF-alpha antagonist (both monoclonal
antibodies and a receptor fusion protein) led to landmark studies,
which showed that these agents where remarkably effective in
patients who has not responded to disease modifying antirhematic
drugs including methotrexete (Manini et al., 1999 & Weinblatt et
al., 1999).
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Aim of Work

The goals of treatment of rheumatological diseases are to
alleviate  pain, control inflammation, preserve and improve

activities of daily living and prevent progressive joint destruction.

DMARDs can slow or arrest the progression of some
rheumatological diseases. Many of the DMARDs have significant
potential toxicities and may take several months to attain optimal

clinical benefit.

Patients who are refractory to traditional DMARDs are

candidates for the use of biological agents.

The aim of this study was to highlight the use of biologic agent
in the management of some rheumatic diseases through discussing

recent published researches concerning this issue.
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