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Abstract: Rheumatoid arthritis ( RA) is a severe chronic systemic autoimmune disease. Destruction of articular cartilage and bone
is the main pathological changes of RA  which is the main cause of disability in patients. Osteoclasts ( OC) play a key role in the
pathological process in bone destruction of RA. The regulation depends on the formation differentiation and activation of OC.
Macrophages and synovial fibroblasts are the main source of osteoclastogenesis. Proinflammatory cytokines play an important role in
this process. The main cytokines are RANK/RANKL/OPG M-CSF TNF IL4 and IL47. They promote the maturation and
differentiation of OC through different pathways of signal transduction. In addition some cytokines have negative effects on the
differentiation and bone resorption of OC such as [L27 IL4 IL40 IFN—y and so on. Most cytokines function through RANK/
RANKL/OPG system in a direct or indirect manner. The balance between these two types of cytokines determines the outcome of
bone destruction. These cytokines mediate the role of OC in the regulation of bone destruction through multiple signal transduction
pathways. NFATcl is a key regulator. The activation of NFATcl is regulated by RANKL in two ways the NF«B/AP-/cHos
pathway and calcium signaling resulting in the activation of OC. TNF activates NFATcl to promote the formation of OC through
activation of NF+«B JNK and p38 pathways. Other pathways include MAPK and STAT. In depth understanding of the
pathological process of OC and the mechanism of bone formation and resorption monitoring and intervening the cytokines of OC
activation may provide new targets for the treatment of early RA.
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