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    Abstract



Background In published case reports, tocilizumab (TCZ) exhibits a brilliant efficacy on AA amyloidosis in almost all patients1.





Objectives We investigated the efficacy and safety of TCZ in AA amyloidosis in a multicentric study of unselected cases.





Methods Using the Club Rhumatismes Inflammation (CRI) network and the French TCZ registry REGATE, we contacted by mail rheumatology and internal medicine departments from France, Switzerland and North Africa to gather data from consecutive patients with histologically proven AA amyloidosis who were treated by at least 1 TCZ infusion. Efficacy was defined as a sustained decrease of proteinuria and/or stable or improved glomerular filtration rate (GFR) as well as by the TCZ maintenance.





Results Twelve AA amyloidosis patients were treated by TCZ in monotherapy (mean ± SD age 63±16.2 years, amyloidosis duration 20.6±31.4 months). Eight patients had rheumatoid arthritis (RA) whose 6 who have previously failed to anti-TNF. Eleven patients had renal involvement with 2 patients already in haemodialysis (not included in the renal efficacy assessment). For the nine others, baseline GFR and proteinuria were 53.6±32.8 mL/min and 5±3.3 g/24h. TCZ was efficient on 6 cases of 8 RA patients (87.5%) according to EULAR response (4 good and 2 moderate responders). As expected, all CRP decreased. Renal amyloidosis (n=9) progressed in 3 patients and was stabilized in 3 patients. Three patients improved since they experienced a sustained decrease in proteinuria (of 42%, 82% and 96% respectively). Patients who responded or stabilized under TCZ had a higher CRP level at baseline or a proteinuria due to nephrotic syndrome with a preserved GFR at baseline (Table). Among the 6 RA patients previously treated by anti-TNF, amyloidosis was improved in 1 and was stabilized in 3 cases. Three serious adverse events occurred (2 diverticulitis and 1 major calciphylaxia due to renal failure). Finally, 7/12 (58%) patients pursued TCZ.
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Conclusions Efficacy of TCZ in AA amyloidosis is variable depending on the severity of the renal disease and on the inflammatory status at the treatment onset. Discrepancy between our study on unselected consecutive patients and the reported cases in the literature may be explained by publication bias. TCZ should be proposed as early as possible in the course of renal AA amyloidosis and in patients who are refractory to anti-TNF therapy.
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