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Factors predicting evolution of asymptomatic IgM MGUS and IgM-
related disorders 

Enrica Morra, Department of Hematology, Niguarda Ca’ Granda Hospital, Milan, 
Italy 

Based on long term follow-up data from the Mayo Clinic, monoclonal 
gammopathy of undetermined significance of IgM class (IgM MGUS) represents 
a precursor condition associated with an excess risk of developing WM (Kyle, 
Blood 2003). IgM MGUS is defined by a monoclonal immunoglobulin 
concentration in serum of 3 g/dL or less, absence of anemia, hypercalcemia, 
renal insufficiency related to M component (MC), lytic bone lesions, and no 
evidence of bone marrow (BM) lymphoplasmatic infiltrates.  

IgM-related disorders (IgM-RDs) are IgM monoclonal gammopathies 
characterized by the presence of specific properties of the IgM MC, such as 
cryoglobulinemic, anti-red blood cell, anti-platelet, and antineural activity, 
without evidence of lymphoma (Owen et al, 2003). IgM-RDs are similar to IgM 
MGUS in terms of the absence of an underlying lymphoma and of the similar 
probability of transformation into a malignant lymphoproliferative disorder 
(MLD). 

In the last years few large studies have been conducted to identify the 
evolution to MLD and the factors predicting transformation of IgM MGUS and 
IgM-RDs. 

In our series of 138 cases of IgM MGUS, 14 (10.1%) evolved (13 WM, 1 IgM-
MM) after a median of 75 months (Morra et al, Leukemia 2004; Clin Lymph 
2005). Similar results were observed at the Mayo Clinic in a series of 213 
patients with IgM MGUS (Kyle et al, Blood 2003). The relative risk of 
progression to lymphoma or a related disorder was 16-fold higher in IgM MGUS 
patients than in the general population with a risk of progression of 1,5% per 
year. 

In the various series there are not univocal data regarding factors predicting 
evolution of IgM MGUS. In the study of Kyle et al.(Blood 2003) initial serum 
MC and albumin levels were associated with a higher risk of progression. Other 
predictive factors reported in literature were: gender, Hb level, concentration 
of the serum M protein and reduction of normal Ig. (Cesana et al, Semin Oncol 
2003; Alexanian et al, Semin Oncol 2003; Baldini et al, JCO 2005). The 
prognostic significance of an abnormal serum free light chain ratio has been 
outlined by Rakjumar et al. (Blood, 2005). This parameter significantly 
predicted malignant transformation in a series of 1,148 MGUS patients, 
independently of the size and type of serum MC.  
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In our study on 384 patients with asymptomatic IgM monoclonal gammopathy 
(also including smoldering WM), bone marrow lymphoplasmacytic infiltration, 
high erythrocyte sedimentation rate (ESR), Hb level, IgM size and 
lymphocytosis significantly correlated with evolution probability at univariate 
analysis; the latter two parameters were strongly associated with prognosis 
also at multivariate analysis. On the basis of predictive variables, a prognostic 
index was determined allowing to identify three different risk groups (Morra et 
al, Leukemia 2004). As reported by Baldini et al.(JCO 2005), IgM MGUS and 
indolent WM recognize the same determinants of evolution: MC levels, Hb 
concentrations and sex.  

Concerning IgM-RDs, we analyzed the probability of transformation into a MLD 
in 83 patients: 19 with type I cryoglobulinemias, 56 with type II 
cryoglobulinemias, 5 with peripheral neuropathies, and 3 with idiopathic 
thrombocytopenic purpura (Cesana et al. Clin Lymphom 2005). Cumulative 
probability of evolution to MLD at 5 years was 15% (95% CI; 5%-25%). At a 
median of 62 months (12-195 months) 8 cases (8.4%) evolved to MLD: six  to 
overt WM (n = 6), one to non-Hodgkin's lymphoma, and one to B-CLL. At 
univariate analysis, male sex (P = 0.02), IgM level > or = 3g/dL (P < 0.0001), 
Bence Jones proteinuria (P = 0.0005), lymphocytosis (P = 0.049), and high 
ESR rate (P = 0.003) significantly correlated with the transformation risk. 
Although IgM-RDs represent a distinct clinical entity frequently requiring 
treatment in view of the IgM related symptoms, their evolution probability and 
prognostic factors for malignant transformation seem to widely overlap those 
described for IgM MGUS. 


