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An Unusual Case of Cryoglobulinemic Glomerulonephritis Revealing Waldenstrom’s 
Macroglobulinemia

Figure 1: Cryoglobulinemic glomerulonephritis with membrano-proliferative pattern: A 
glomerulus showing mesangial hypercellularity and cryoglobulin plugs within capillary 
loops (black arrows) (H&E stain, original magnification ×400).

Dear Editor,

Kidney complications in multiple myeloma are well described, 
but kidney pathology encountered in waldenstrom’s 
macroglobulinemia (WM) has received less attention.1 
Cryoglobulinemic membrano-proliferative glomerulonephritis 
(CMGN) has been described in only few isolated cases of WM.

We present the case of a 68-year-old woman with 
lower limb edema, creatinine clearance 24.8 mL/min 
with hematuria and proteinuria. Protein electrophoresis 
revealed a monoclonal band in the Gamma region with 
monoclonal gammopathy in Immunoglobulin M (IgM) and 
Kappa region. Free kappa (68 mg/L), free lambda (26,39 
mg/L), and kappa/lambda (2,58) were observed.

Kidney biopsy shows membranoproliferative 
glomerulonephritis (MPGN) with intracapillary proliferation. 
Eosinophilic endoluminal and glomerular deposits with 
double-contoured basement membranes were seen [Figure 
1]. Direct immune-fluorescence was diffusely positive for 
IgM, C3, and kappa light chains.

Bone marrow infiltrating lymphoid cells comprised 
small lymphocytes (6%) and  plasmacytoid lymphocytes 
(15%). On immunohistochemistry, small lymphocytes and 
plasmacytoid lymphocytes were positive for CD20, with 
Kappa clonality compatible with WM.

Treatment with rituximab, edoxan, and prednisone with 
eight plasma exchange sessions was done, leading to 
progressive decrease of proteinuria, remission of edema, 
and amelioration of renal function.

Renal involvement of WM is a rare manifestation. The first 
reported case of acute kidney injury associated with WM 
was described by Argani in 1964.2 Glomerular diseases are 
a result of direct infiltration of malignant cells, an immune-
mediated reaction to the cells, or production of an 
abnormal paraprotein. Kidney biopsy findings include light 

chain amyloidosis, cryoglobulinemic glomerulonephritis 
(CG), and direct infiltration by lymphoid cells with 
intracapillary aggregation of IgM.3 WM is characteried by 
an indolent course. However, in some cases, it is associated 
with a worse prognosis. Recent studies recommend a 
combination of rituximab with cyclophosphamide.4

This observation of severe CMGN revealing WM 
demonstrates the value of renal biopsy coupled with 
careful hematological evaluation in managing nephropathy 
associated with monoclonal Ig.
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