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Effect of anti-IL6 monoclonal antibody therapy in experimental autoimmune glomerulonephritis in the CD1 mouse
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Our previous studies have shown that experimental autoimmune glomerulonephritis (EAG) can be induced in WKY rats by immunisation with the recombinant NC1 domain of the alpha 3 chain of type IV collagen (α3(IV)NC1). We now demonstrate for the first time that EAG can be induced in the CD1 mouse by immunisation with recombinant 3(IV)NC1. In this murine model of EAG, CD1 mice develop circulating and deposited anti-GBM antibodies, albuminuria, and focal proliferative glomerulonephritis by week 6 after immunisation, which progresses to severe crescentic glomerulonephritis by week 12. The aim of this study was to examine the role of IL-6 in the pathogenesis of EAG. Groups of CD1 mice (n=10) were given an irrelevant mAb (101.4; positive control) or anti-IL6 mAb (54E07) from day -1 prior to immunisation, at a dose of 30mg/kg s.c. weekly for 12 weeks. Animals given the anti-IL6 mAb showed a marked reduction in levels of albuminuria (Control 39mg/day vs anti-IL6 mAb 8mg/day) and in the severity of glomerular abnormalities (Control 29% vs anti-IL6 mAb 2%), when compared to positive controls. No significant reduction was observed in the levels of circulating antibodies directed towards α3(IV)NC1, or in the intensity of deposits of IgG on the GBM, suggesting an effect on cell-mediated immunity. The results from this study demonstrate that EAG can be induced reliably in the CD1 mouse, and that anti-IL6 mAb is effective in the prevention of glomerular injury in this model. This confirms the importance of IL6 in the development of EAG, and suggests that strategies targeting IL6 may provide a novel approach in the treatment of human glomerulonephritis.

