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            Abstract
Tumor necrosis factor (TNF)-Î± has an important role in the pathogenesis of autoimmune and inflammatory diseases such as rheumatoid and septic arthritis. The biological effects of TNF-Î± are mediated by binding to TNF receptors TNFR1 (also known as P60) or TNFR2 (also known as P80). The pre-ligand assembly domain (PLAD) is a portion of the extracellular region of TNFRs that mediates receptor-chain association essential for signaling. We found that soluble versions of PLAD, especially those derived from P60, block the biochemical effects of TNF-Î± in vitro and potently inhibit arthritis in animal models. Thus, targeting the PLAD may have clinical value in the treatment of human arthritis and other disorders involving receptors of the TNFR superfamily.
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                    Figure 1: Expression of recombinant bacterial PLAD proteins.[image: ]


Figure 2: Effects of PLAD proteins in TNF-Î±â€“induced cell death.[image: ]


Figure 3: Effects of P60 and P80 PLAD proteins on arthritis induced by intra-articular injection of TNF-Î± in BALB/c mice and bacterial CpG DNA in C3H/HeJ mice.[image: ]


Figure 4: Effects of P60 and P80 PLAD proteins on CIA in DBA/1J mice.[image: ]


Figure 5: TNFR expression in arthritic joints and PLAD protein inhibition of TNF-Î± binding and NF-ÎºB activation.[image: ]


Figure 6: P60 PLAD protein inhibits osteoclastogenesis and RANK and RANKL expression.[image: ]
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