Monoclonal Gammopathy of Renal Significance: establishing a Renal–Haematology– Histopathology MGRS Working Group. 
Problem: 
MGRS is a recently introduced term that encompasses renal disorders caused by deposition of Monoclonal Immunoglobulins (MIg) in renal compartments in patients who do not meet the criteria of overt Multiple Myeloma (MM) or lymphoma. Chemotherapy directed against the pathogenic clone improves renal prognosis. However, a clone is not always detected with the available assays resulting in diagnostic dilemmas and disparities in therapeutic strategies. 
Purpose: 
We aimed to describe the incidence of MGRS disorders, detection rate of MIgs and treatment approaches in our centre.  
Design: 
[bookmark: _GoBack]We reviewed the records of patients who underwent renal biopsy in January 2015 - July 2017. Inclusion criteria: (1) evidence of MIg or light chain in glomeruli, tubules, vessels and/or interstitium; (2) exclusion of MM or overt lymphoma. C3GN and TMA cases associated with MIg were excluded. 
Findings: 
23 out of 1032 (2.2%) biopsies were consistent with MGRS. Histopathological diagnoses were: 9/23 Proliferative Glomerulonephritis with Monoclonal Immunoglobulin Deposits (PGNMID), 4/23 Light chain tubulopathy, 3/23 Monoclonal Immunoglobulin Deposition Disease (MIDD), 3/23 Type 1 Cryoglobulinemic GN and 4/23 AL amyloidosis. The mean age at diagnosis was 66.4 years and 12/23 (52%) patients were female. Mean eGFR at presentation was 50±28.5 ml/min/1.73m². Notably, the first point of contact was renal services in 19/23 patients for a wide spectrum of renal manifestations and only 9/23 had full screen for MIgs prior to renal biopsy. MIg restriction on renal tissue prompted further screening. However, an M-spike was detected with SPEP/immunofixation in only 50% of the patients tested. Serum Free Light Chain (SFLC) ratio was abnormal in 66% of the cases. 16/23 patients had a bone marrow biopsy (BMAT), confirming small clones of kappa or lambda restricted plasma cells in 12/16 (median 5%, range 4%-20% plasma cells). In one patient, a B-cell clone was detected on lymph node biopsy. PGNMID cases were less likely to have a detectable circulating paraprotein or abnormal SFLC ratio (37%) and a clonal plasma cell population was detected on BMAT in only 3/7. In all other histopathological entities, BMAT demonstrated the pathogenic clone. Treatment approaches were variable and 17/23 patients had documented haematological assessment. From patients with identified nephropathogenic clones, 8/13 received clone-directed chemotherapy. 
Conclusions: 
Dysproteinemia could not be identified in all renal biopsy proven MGRS in this case series study. SFLC assays increase sensitivity in detecting MIgs, however detection was suboptimal. Treatment strategies remain variable reflecting diagnostic dilemmas and the extremely heterogeneous nature of these renal diseases. Novel diagnostic tools are needed and a dedicated renal-haematology-histopathology multidisciplinary approach is essential to identify patients suitable for clone-directed therapies. Multi-centre national studies are also needed to study outcomes and establish treatment standards. 
Relevance: 
Nephrologists are increasingly called to manage MGRS. Our findings support the establishment of an in-centre renal – haematology – histopathology group and the necessity of national collaborative efforts to improve standards of care.
