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Pulse versus daily oral cyclophosphamide for induction of remission in ANCA-associated Vasculitis

A European, multicenter randomised controlled trial - Long term Follow up
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Introduction: The CYCLOPS study suggested that a consensus pulse cyclophosphamide regimen was as effective as daily oral (DO) cyclophosphamide using the same steroid protocol. A significant limitation of this study was the duration of follow up to assess the effect on relapse rates. This study aims to describe the long-term patient survival and relapse rates of patients recruited to the CYCLOPS study.

Methods: As part of the long term outcome study, a questionnaire was sent to the CYCLOPS participating physicians. Data on survival, renal survival, relapse rate, immunosuppressive therapy, cancer rate, bone fractures, thrombo-embolic disease and cardiovascular morbidity were recorded. Returns were received on 134 of 149 patients recruited to the original study. Analyses were performed by intention to treat. Survival analyses were performed using Cox regression. 

Results: Median duration of follow up was 4.3 years (IQR 2.95 – 5.44 years), with no difference between the two limbs (p=0.5). 12 patients in the DO and 13 in the pulse limb died during follow up, median time to death was 813 days (IQR 117-1143) with no difference between the two limbs (p=0.94). 44 patients (29 pulse and 15 DO) had 67 relapses, 28 of which were renal. The time to relapse was significantly longer in the DO limb (HR=0.51 95% CI 0.27-0.95; p=0.033). Patients who were PR3-ANCA at diagnosis were more likely to relapse than those who were not PR3-ANCA positive (HR=0.49 95% CI 0.27-0.91). In a multivariate model inputing ANCA and trial limb both were significant independent predictors of relaspe. Despite a reduced time to relapse there was no difference in renal function (Pulse median 116 IQR 89-185, DO median 119 IQR 102-143 p=0.84), adverse events, total dose of immunosuppression or VDI between the two limbs.

Conclusion: Pulse cyclophosphamide is associated with a higher relapse rate than DO cyclophosphamide however this is not associated with increased death or worse renal function.
