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INTRODUCTION AND AIMS: Rituximab (RTX) is an established treatment for remission-induction in ANCA-associated vasculitis (AAV). Data for its use in immediately organ-or life-threatening disease, however, are limited. We have studied the use of RTX as an adjunctive therapy to plasmapheresis (PEX), cyclophosphamide (CYC) and oral steroids in patients presenting with severe renal failure (requiring dialysis or a serum creatinine > 500 µmol/L) or diffuse alveolar haemorrhage (DAH).
METHODS: This is a retrospective cohort study of patients treated for severe AAV between 2011-2015 with a combination of PEX, IV CYC (6 x 500-750 mg) and RTX (2 x 1 g, administered after completion of PEX) and rapidly tapered oral corticosteroids (initial dose 1 mg/kg, maximum 60 mg OD) without IV steroids. Maintenance therapy was commenced at 3 months with azathioprine (MMF if intolerant). PCP, osteoporosis and peptic ulcer disease prophylaxis was commenced at onset of treatment. Data are reported as median +/- IQR.
RESULTS: Thirty patients have been treated with this regimen, with median follow-up 2.1 years. The median age at presentation was 62 years (55-75) and the cohort was multi-morbid with pre-existing respiratory disease (40%), diabetes (20%) and previous renal diagnosis (17%). 50% were PR3-ANCA positive, 50% MPO-ANCA positive. BVAS score at presentation was 21 (15-25). Patients at presentation had creatinine 452 µmol/L (338 - 590), with 43% requiring dialysis. DAH was present in 43%. Patients received 7 (7 - 10) plasma exchanges, and cumulative doses of RTX 2 g and CYC 3 g (2.5 - 3.5). Remission was achieved in 90% of patients at 6 months (BVAS Score = 0). B cell depletion (<1 cell/µL) was achieved in all patients and 83% became ANCA negative at median 5.1 months post-treatment. The median time to B cell repopulation (>10 cells/µL) was 35 months. Sustained B cell depletion was associated with low rates of relapse during long-term follow-up: at 1, 3 and 5 years, 96%, 84%, and 75% of patients, respectively, remained in remission (Figure A). The serious infection rate was 0.3/patient/year, and was associated with leucopenia in 2/17 cases. Six patients developed hypoIgG. Sustained renal recovery occurred in 5/13 of patients who were dialysis-dependent at presentation, and overall renal survival was 72%, 64% and 64% at 1, 3 and 5 years respectively. Overall patient survival was 93%, 79% and 79% at the same respective time-points (Figure B).
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CONCLUSIONS: The combination regimen of PEX, CYC, RTX and rapidly tapered oral corticosteroids was a safe and effective remission-induction strategy in a cohort of patients presenting with life-threatening disease manifestations of AAV. A large, multicentre, randomised controlled trial (PEXIVAS) is currently investigating the benefit of PEX with either CYC or RTX-based induction therapy in AAV. Our data suggests that combination therapy with CYC and RTX, which has been associated with lower rates of relapse in other cohorts, can be used safely in conjunction with PEX in severe AAV
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