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200 word summary of presentation
The haemolytic uraemic syndrome (HUS) is a clinical triad of a microangiopathic haemolytic anaemia, thrombocytopenia and acute renal failure.  HUS is classified as either diarrhoeal-associated, (D+), caused by a preceding infection with E. coli O157:H7 or the less common ‘Atypical’ (D-) form, which has a genetic basis. The trigger here is often unknown but may include pregnancy, infection, malignancy and drugs.  

Work from the Goodship laboratory first identified linkage to chromosome 1q32 in HUS in 1998.  Mutations have now been reported in the genes for the complement regulatory proteins Factor H, membrane cofactor protein (MCP) and Factor I.  Antibodies to factor H and haplotypic associations between the genes for the complement regulatory proteins are new pathogenic mechanisms underlying atypical HUS.  

Factor H, MCP and Factor I regulate complement activation through cofactor activity, the inactivation of C3b by limited proteolytic cleavage. Excessive complement activation follows the endothelial cell injury that characterises HUS. The glomerulus, glomerular basement membrane and renal vasculature are the focus for this endothelial cell injury.  Establishing a microvascular endothelial cell model of HUS should allow investigation of the balance between complement-mediated protection and complement-mediated injury in the presence of mutated complement proteins.

