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Background: Long term management of ANCA vasculitis remains contentious.  Whilst there is no doubt that current immunosuppressive regimens have made a marked difference to patient and organ survival, toxicity associated with long term treatment is well recognised.  Withdrawal of treatment is associated with disease relapse, and recent publication has demonstrated that prolonged maintenance treatment beyond 24 months after diagnosis reduces relapse risk out to 48 months and improves renal survival. However, it is not clear whether there are cohorts of patients in whom immunosuppression can safely be withdrawn, thereby minimising treatment related toxicity, and if so after what time frame. We report, from our single centre on the long term outcomes on 93 patients in whom steroid maintenance treatment was withdrawn after a stable remission was achieved.  
Methods: We identified 219 patients from our local database presenting over a 13 year period.  Data were collected from paper and electronic medical records.  Follow up for these patients ranged from 6 months to 14 years with a median of 5 years.  From these patients there was data available on 185 and of those 93 had their maintenance steroid withdrawn.  Remission was achieved with standard induction treatment [plasma exchange, cyclophosphamide oral or intravenous, mycophenolate mofetil (MMF) or rituximab; all in combination with corticosteroid] and maintained with azathioprine or MMF in combination with corticosteroid. In patients in whom a stable remission was achieved, withdrawal of corticosteroid would typically begin at 18 to 24 months. We have examined data from all patients looking at withdrawal of immunosuppression and subsequent disease activity.
Results: We report on 93 patients, 38/93 female, 87 white ethnicity, median age at diagnosis of 69 yrs (range 18-89 yrs).  Median creatinine at presentation was 309 with 22 patients with a serum creat>500. Induction treatment:  86 patients received cyclophosphamide (6 oral, 80 IV).  7 other patients: 1 rituximab, 1 azathioprine, 5 MMF.  30 patients received plasma exchange at induction.
93 patients had their prednisolone stopped at a median time of 20 months (0-88) after commencement of maintenance treatment.  Of those 93 patients, 72 (77%) patients remain relapse free at a median time of 39 months since steroid withdrawal (3-126).  Antibody class (50% anti-PR3 antibodies) at presentation or induction with plasma exchange (24 pts (33%)) did not predict relapse free status.  There was no significant difference in presentation renal function (median creat 309 in non relapse pts / creat 330 in relapse).  
Follow up of patients who had relapsed was longer than for those who are disease free; 110 (53-163) versus 66 months (14-165), however 62 patients have remained disease free for over 18 months off steroid (median 24, range 4-93).    In 26 out of 62 patients, withdrawal of all maintenance agents was achieved and remained relapse-free.
Conclusions: In maintenance withdrawal clinical trials, follow up reported is usually up to 4 years after induction treatment.  Here we report in a large cohort followed up to 14 years.   77% of patients had a relapse-free follow up, with 62 tolerating steroid withdrawal and 26 a withdrawal of all immunosuppression. Although severity of relapse may be less than at initial presentation, there is still a risk of significant organ damage as a result of disease relapse, and balancing this risk against the cumulative toxicity of immunosuppressive treatment is challenging.  In our hands, we have successfully withdrawn immunosuppression in a significant proportion of patients, without incurring major morbidity. We would suggest that withdrawal of treatment should be the aim when patients have achieved a stable remission, and that this can be achieved safely with close monitoring.
