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Randomised Controlled Trial of Mycophenolate Mofetil versus Azathioprine for Maintenance Therapy in ANCA-Associated Vasculitis (IMPROVE)
Hiemstra, T1, Walsh, M1, Andrews, P2, Short, A3, Savage, C4, Harper, L4, Jayne, D1

1Lupus and Vasculitis Unit, Addenbrookes Hospital and University of Cambridge; 2 Department of Renal Medicine, St Helier Hospital, Carshalton; 3Department of Renal Medicine, University Hospitals Coventry and Warwickshire;  4Department of Immunity and Infection, University of Birmingham, UK; for the EUVAS investigators
Background: Azathioprine (AZA) based regimens for remission maintenance for ANCA-associated vasculitis (AAV) are associated with a 50% five year relapse rate. Mycophenolate Mofetil (MMF) is an effective induction and remission maintaining agent in SLE, and may reduce relapses in AAV without increasing adverse events. We compared MMF to a standard AZA based regimen for remission maintenance after successful induction. 
Methods: 175 Patients with newly diagnosed AAV were recruited from 42 centres in 11 European countries between April 2002 and July 2004, and randomised to receive AZA 2mg/kg/day or MMF 2g/day after conventional induction therapy with cyclophosphamide (CYC) and glucocorticoids. Thirteen patients were excluded during induction, and 6 failed to achieve remission. 156 (AZA 80;MMF 76) received maintenance therapy and were retained for analysis. The primary endpoint was time to first relapse. Remission therapy was withdrawn after 42 months, and patients followed for 48 months.

Results: Groups were similar at entry. Mean age was 54.6±14. Wegener’s granulomatosis (WG) n=100, microscopic polyangiitis (MPA) n=56. Median follow-up was 43 months (IQR 8.75). Cumulative CYC exposure was similar between groups (8.8g). Time to first relapse was shorter in the MMF group (HR 1.7, 95%CI 1.06-2.71, p=0.03) and remained significant when adjusting for Age, Sex, Diagnosis, Route of CYC administration and Renal function at entry (HR 1.7, 95%CI 1.09-2.85, p=0.02). Adverse event rates were not significantly different. There were no differences in GFR (p=0.35) and proteinuria (p=0.26) over time between groups. 

Conclusions: MMF was no better at preventing relapse compared with AZA. The time to first relapse was shorter with MMF, with similar adverse event rates. Our data support the continued use of AZA as first line maintenance therapy.


