Inhibitory Fc gamma receptors and SLE
Receptors for the constant region of IgG (FcRs) link the humoral and cellular arms of the immune system. Their dysregulation has been implicated in the development of autoimmune conditions, particularly systemic lupus erythematosus (SLE). One such receptor, FcRIIb, is inhibitory and acts as a “brake” on the immune response by reducing activatory signaling through activatory FcRs and the B cell receptor. We have found that a polymorphism in the promoter region of FcRIIb is associated with immune dysfunction and autoimmunity in the mouse (Pritchard, Curr. Biol. 2000). More recently we have shown that an SLE-associated polymorphism in the transmembrane region of FcRIIb in humans reduces inhibition by excluding the receptor from lipid rafts (Floto, Nat. Med. 2005). These de-functioning polymorphisms result in immune “brake failure” and thus in hyperactive immune responses, and we have found that their evolutionary selection is likely to be due to protective effects against infection (Clatworthy and Smith J. Exp. Med. 2004 and Raine Award talk by Menna Clatworthy). Evidence will be presented that the effect of defective FcRIIb in predisposing to SLE is likely to be to via a novel mechanism involving the B cell - this has implications for therapy, and also for our understanding of the regulation of the immune system in general.

