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Where Does IgM MGUS End and WM Begin? 
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IgM Monoclonal Gammopathy of Undetermined Significance (IgM MGUS) is 
characterized by the presence of an IgM monoclonal protein < 3 g/dL, < 10% 
lymphoplasmacytic infiltration of the bone marrow and absence of symptomatic anemia, 
lymphadenopathy, hepatosplenomegaly or hyperviscosity as well as no constitutional 
symptoms.  The risk of progression to lymphoma, Waldenström’s Macroglobulinemia 
(WM), AL amyloidosis or chronic lymphocytic leukemia is about 1.5% per year.  
Smoldering Waldenström’s Macroglobulinemia (SWM) is characterized by the presence 
of a serum M protein ≥ 3 g/dL and/or a bone marrow containing ≥ 10% 
lymphoplasmacytic infiltration, absence of symptomatic anemia, lymphadenopathy, 
hepatosplenomegaly or viscosity and no constitutional symptoms.  The risk of 
progression to symptomatic WM, lymphoma or AL amyloidosis is 12% each year for the 
first 5 years and then decreases to approximately 2% per year for the following five 
years.  Virtually all patients with SWM have a preexisting MGUS and the same is almost 
certainly true for WM.  The development of Waldenström’s Macroglobulinemia requires 
the presence of an IgM monoclonal protein (no size limits), bone marrow infiltration by 
lymphoplasmacytic cells which stain with IgM and are CD19 and/or CD20 positive.  CD5 
and CD23 are generally negative.  The patient may have constitutional symptoms 
consisting of fever, sweats, fatigue and weight loss or the presence of symptomatic 
hepatosplenomegaly and/or lymphadenopathy or a reduction in hemoglobin to < 10 
g/dL.  The presence of hyperviscosity syndrome requires plasmapheresis and the 
institution of systemic therapy.  Patients with severe peripheral neuropathy may also 
require therapy similar to that of WM.  The occurrence of systemic amyloidosis is also 
an indication for systemic therapy.  Patients with WM should be treated only when 
symptomatic or when significant anemia develops.   


