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A single Renal Unit’s experience of using Rituximab in the management of Lupus Nephritis and ANCA associated Vasculitis using a dosing to target approach.
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The management of SLE and the ANCA associated vasculitides can be difficult when attempting to induce and maintain remission.  The cocktail of immunosuppressive agents currently used is associated with a multitude of side effects.  Rituximab, a chimeric human monoclonal antibody with anti CD20 B cell depleting action, has been reported to be an effective additional agent in managing these conditions.  However, the drug itself is expensive and has to be administered in a hospital setting under close supervision.  Most reports describe standard dosing with Rituximab according to a protocol devised for B cell Lymphoma and involving repeat infusions at weekly intervals for 3-4 weeks.  Many also administer concurrent pulsed cyclophosphamide.  We have assessed the efficacy and tolerability of this agent in patients with chronic or resistant Lupus Nephritis or ANCA associated Vasculitis where the Rituximab was administered as an adjuvant to existing therapy and the dosing schedule was tailored to achieve absolute CD19 cell depletion.  Repeat doses were administered either when relapse with CD19 cell recovery (>0.02) or CD19 cell recovery alone occurred.  Rituximab was administered according to this schedule in 20 patients with biopsy proven Lupus Nephritis and 7 patients with ANCA associated vasculitis.  All patients were either resistant to, or had suffered complications or toxicity secondary to conventional treatments.  One patient with a previous renal transplant was treated.

Efficacy was assessed by monitoring clinical symptoms and disease activity, CD19 B cell lymphocyte subset absolute numbers, complement levels, DNA binding and ANCA antibody titres (as appropriate). Immunoglobulin levels, renal function, proteinuria, urinanalysis and urine sediment activity, as well as requirement for prednisolone and other immunosuppressive agents were tabulated.  Patient tolerance to treatment, and side effects and complications were recorded.  Time taken to achieve clinical benefit was assessed.  The duration of follow-up ranged from 1 to 44 months.

A single dose of only 375 mg/m² was required to successfully deplete CD19 cells to target in all patients.  Most achieved at least some clinical benefit.  To date 13 of the patients have needed further infusions, the median time to re-treatment was 9 months (range 1-36 months).  One patient required admission for a serum sickness like reaction (which resolved rapidly) 5 days after a rituximab infusion. One inpatient suffered moderately severe anaphylaxis during infusion.  All other patients tolerated the treatment well.  One patient required admission for a diarrhoeal illness during follow-up.  No other infectious complications occurred.

We have found that Rituximab is a useful adjuvant to conventional treatment in both Lupus Nephritis and the ANCA associated vasculitides. For individual patients, dosage and frequency of repeat administrations can be tailored to achieve effective CD19 cell depletion and reduce the cost of treatment.


