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Anti-GBM disease presents with rapidly progressive glomerulonephritis, often associated with lung haemorrhage.  This is caused by anti-GBM antibodies detectable in the circulation and deposited on the GBM.  The target antigen has been identified as the NC1domain of the a3 chain of type IV collagen.  The prognosis of untreated anti-GBM disease was extremely poor, but the introduction of treatment with prednisolone, cyclophosphamide and plasma exchange has revolutionised the outcome.  Patients treated with a creatinine <500 µmol/l show excellent recovery of renal function, and recovery is also seen in those with creatinine >500 µmol/l, but not on dialysis.  However, outcome for those patients established on dialysis remains poor.

Small vessel vasculitis, including Wegener’s granulomatosis and microscopic polyangiitis may also present with rapidly progressive glomerulonephritis, together with the involvement of a wide range of other organs.  Recognition that these diseases are associated with anti-neutrophil cytoplasm antibodies (ANCA) has led to improvements in diagnosis and monitoring.  Untreated, the prognosis was poor, but the introduction of treatment with prednisolone and cyclophosphamide can induce remission in the majority of patients.  

Many questions about treatment have been addressed by multicentre European trials organised by EUVAS.  Currently, induction therapy comprises oral prednisolone, together with intravenous pulse cyclophosphamide, followed after 3-6 months by maintenance therapy with tapering doses of prednisolone and azathioprine.  Patients with a creatinine >500 or other life threatening features also receive plasma exchange.  An initial response is seen in over 80% of patients, although relapse occurs in between 30 and 50% of patients, and is commoner in those with Wegener’s granulomatosis or PR3 ANCA.  Many alternative approaches are now available, including the use of methotrexate, mycophenolate mofetil and rituximab.

In both anti-GBM disease and small vessel vasculitis, further research is needed to identify more specific interventions directed at the autoimmune response or downstream inflammatory pathways.  Studies using accurate experimental models of these diseases are proving valuable, in identifying pathogenic mechanisms and therapeutic targets.

