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Two Year Follow-up Results from a Randomised Trial of Rituximab versus Cyclophosphamide for ANCA-Associated Renal Vasculitis: RITUXVAS
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Problem: Cyclophosphamide (CYC) based induction regimens are standard therapy for ANCA-associated renal vasculitis (AAVr); however, associated mortality and adverse event rates are high and safer regimens are required. 
Purpose: We investigated whether a rituximab (RTX) based regimen is a potential alternative to a standard CYC based induction regimen for AAVr. Two year outcomes were assessed in terms of relapse, mortality and end stage renal failure.
Design: An international randomised controlled trial was performed comparing a RTX based induction regimen with a standard intravenous CYC regimen for new AAVr. All patients had newly diagnosed AAVr and ANCA positivity. 44 patients were randomised; 33 to RTX 4x375mg/m2 & 2x15mg/kg IV CYC; and 11 to IV CYC 6-10x15mg/kg. Both groups received the same IV and oral prednisolone regimen. Follow-up was two years.
Findings: At entry: median age was 68 years, Wegener’s granulomatosis 50%, microscopic polyangiitis 50%; CRP 28; BVAS 18; PR3-ANCA 57%, MPO-ANCA 43%, GFR 18ml/min, 20% required dialysis. At two years, the primary composite outcome of relapse, death or end stage renal failure (ESRF) occurred in 14/33 (42%) RTX versus 4/11 (36%) CYC (p=1.00). Relapse occurred in 7/33 (21%) RTX versus 2/11 (18%) CYC (p=1.00), death in 6/33 (18%) RTX versus 3/11 (27%) CYC (p=0.67) and ESRF in 2/33 (6%) RTX versus 0/11 CYC (p=0.57). Median estimated glomerular filtration rate was 20 & 44ml/min/m2 in RTX patients at 0 and 24 months respectively compared to 12 & 31ml/min/m2 in CYC patients. Serious adverse events (SAEs) occurred in 61% RTX (50 events, 20/33 patients) versus 36% CYC (15 events, 4/11 patients) (incidence rate ratio 1.16; 95% confidence interval 0.64-2.22) (p=0.64).
Conclusions: RTX based induction therapy is efficacious but is not superior to IV CYC at two years in terms of combined relapse, mortality and ESRF outcome. Further strategies to reduce mortality and SAEs and prevent relapse should be considered.
Relevance: RTX based induction therapy offers a potential alternative to CYC based regimens in situations where CYC is contraindicated.
