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Etiologies and interventions for renal failure in WM 
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Renal lesions are less frequent in IgM-secreting monoclonal proliferation than in other 

monoclonal gammopathies. They may occur as a consequence of a high tumor mass 

proliferation, either because of tumoral infiltration of the kidney or because of the secretion of 

large amounts of all or part of the monoclonal immunoglobulin (Ig). Alternatively, the renal 

disease may occur independently of the clonal B-cell burden, usually through deposition of a 

fragment of the secreted monoclonal Ig. In this setting, the real culprit is the monoclonal Ig 

and not the clone itself which, in most cases, has a low malignant potential and may feature 

any indolent B-cell lymphoid disorder, including asymptomatic Waldenström’s 

macroglobulinemia (WM) and IgM monoclonal gammopathy of undetermined significance 

(MGUS). The term monoclonal gammopathy of renal significance (MGRS) was recently 

introduced to highlight this causal relationship between a small “dangerous” B-cell clone and 

renal disease. 

 

Three types of renal manifestations of IgM gammopathies should not be considered as 

MGRS since they almost invariably occur in the course of a high tumor mass IgM-secreting 

proliferation: i) Light chain (LC) cast nephropathy (LCCN), featured by the massive 

precipitation of LC in the lumen of distal tubules, is a potential cause of acute kidney injury in 

WM, although much less frequent than in Myeloma ii) Glomerular intracapillary deposition of 

monoclonal IgM is a rare but specific entity, which is usually revealed by acute kidney injury 

with nephrotic syndrome and microscopic hematuria, in the context of high serum level of the 

monoclonal IgM and hyperviscosity. Renal lesions are featured by granular IgM thrombi 

occluding glomerular capillary lumens without associated cellular proliferation iii) Infiltration of 

the interstitium by lympho-plasmacytic clonal B cells is more frequent and usually causes low 

grade proteinuria and moderate renal impairment. 

 

The spectrum of IgM MGRS includes various renal disorders, according to distinct 

localization and pattern of ultrastuctural organization of Ig fragment deposits. Monoclonal IgM 

LC can rarely injure the tubular structure of the kidney, causing Fanconi’s syndrome. 

Glomerulopathies are more frequent, featured either by organized deposits, fibrillar (AL 

amyloidosis) or microtubular (type I and type II cryoglobulinemias, immunotactoid 

glomerulopathy [ITG]) or by non organized deposits (Randall type monoclonal Ig deposition 

disease [MIDD] and non-Randall type proliferative glomerulonephritis with monoclonal Ig 

deposits [PGNMID]). Importantly, the spectrum of MGRS is evolving, and, in addition to 

kidney deposition of Ig material, other mechanisms may be implicated, involving the 

secretion of various biological factors and/or autoantibody activity of the monoclonal Ig. 

 

Thus, renal complications of WM and other IgM-secreting monoclonal proliferation are 

diverse. Early recognition and prompt characterization of their type is crucial, as it strongly 

impacts renal prognosis. Due to patient’s age, this approach is often complicated by frequent 

medical past story susceptible to produce renal damage, such as hypertension or diabetes. 

In most situations, a kidney biopsy with immunofluorescence and electron microscopic 

studies is needed to demonstrate a causal link between the lymphoproliferation and the renal 

damage and for assessing the type and severity of renal disease, thus providing essential 

information to determine the best therapeutic approach.   


