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MGUS is defined by a monoclonal serum component (MC) of 3 g/dL or less, absence
of anemia, hypercalcaemia, renal insufficiency related to M protein, lytic bone
lesions, and less than 10% plasmacells in the bone marrow (BM). About 20% of
MGUS patients presented IgM subclass. IgM-MGUS progresses more often to WM or
Lymphoma, while IgA and IgG-MGUS progress to Myeloma. sWM is defined as a
IgM MC=3 g/dL and/or=10% BM lymphoplasmacytic infiltration with no evidence of
symptomatic anemia, constitutional symptoms, lymphadenopathy,
hepatosplenomegaly or hyperviscosity. Few significant studies were conducted to
identify the prognostic factors of IgM-MGUS and sWM.

In our series of 201 IgM-MGUS patients, 8% and 19.5% progressed after 5 and 10
years, respectively (Greco, Clin L&amp;M, 2011). Similar results were reported in
213 IgM-MGUS patients of the Kyle series (Clin L&amp;M, 2011), where the
cumulative probability of progression was 10% and 18% at 5 and 10 years,
respectively. Some baseline factors were associated with the progression risk. Kyle
reported that hemoglobin level (Hb), albumin value (Alb) and erythrocyte
sedimentation rate (ESR) were significant prognostic factors, while MC was of
borderline significance. Leleu (Clin Cancer Res, 2011) reported that an abnormal
Free Light Chain ratio is a significant prognostic parameter for progression. The
long-term survival of MGUS was slightly shorter than that expected for general
population (Kyle, Blood, 2003).

sWM resembles IgM-MGUS in that it is asymptomatic, but it is far more likely to
progress to symptomatic WM, amyloidosis or lymphoma after 10 years. Baldini
(JCO, 2005) and Gobbi (Clin Cancer Res, 2005) reported that the overall survival
(0OS) of sWM was similar to that of the general population. Kyle demonstrated
(Blood, 2012) that the OS of sWM was only modestly decreased compared with that
of an age matched general population, and the 71% of sWM progressed to
symptomatic WM during 15.4 years of median follow-up. Based on univariate
analysis, the percentage of BM Ilymphoplasmacytic cells, MC, Hb and an IgA
reduction were identified as significant factors for progression. Alexanian reported
that disease progression of sWM was greater with lower baseline Hb, elevated
serum B2-microglobulin (2M) and MC.

This study analyzed 243 IgM-MGUS and 140 sMW patients followed by the
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Matteo-Pavia. After a median follow-up of 4.4 years, 27 IgM-MGUS (11.1%) and 38
sWM (27.1%) progressed to symptomatic lymphoid malignancies. The progression
free survival (PFS) in IgM-MGUS at 5 and 10 years, was 96% and 78%,
respectively, with a median survival not reached. PFS in sWM at 5 and 10 years was
76% and 63%, respectively, with a median PFS of 166 months. Using univariate
analysis, the parameters significantly associated with the probability of progression
to symptomatic disease from MGUS were ESR and serum IgM values. In sWM
serum IgM value, IgA reduction, MC, ESR, Hb, B2M, absolute lymphocyte count and
BM infiltration were identified as significant factors for progression. In conclusion,
IgM-MGUS and sWM are distinct clinical entities with similar probability of OS but
different probability of transformation to lymphoid malignancies.
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