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Waldenström’s Macroglobulinemia (WM) is characterized by bone marrow (BM) infiltration by 

a tumor population identified as lymphoplasmocytic lymphoma capable to produce and se-

crete an IgM monoclonal protein to the serum.1 Recently, MYD88 L256P mutation has been 

strongly associated to WM, while it is virtually absent in most B-cell lymphoproliferative dis-

orders (exception, some ABC-type diffuse large B-cell lymphomas).2;3 WM cells usually are 

unable to undergo class switch recombination and typically have IGHV rearranged genes 

heavily mutated.4 Most typical immunophenotype of B-cells in WM is CD19+/CD22lo/CD23–

/CD25+/CD27+/CD45+/CD38–/+/SmIgM+, although it is also characterized by the absence of 

CD5, CD10, CD11c and CD103 expression.5 This immunophenotype perfectly matches with 

memory B-cells (sIgM–/+/CD10–/CD19+/CD20+/CD27+/CD38–/+/CD45+) present in the periph-

eral blood (PB) at a proportion of 30% of total PB B-cells.6 Around 50% of such cells have 

not undergone class switch recombination (CSR) and express SmIgM+/SmIgD+ (or only 

SmIgM+). Since these cells have passed through the germinal center (GC) and suffered the 

somatic hypermutation (SHM) process, the idea that WM cells can emerge from these cells it 

is plausible, once such cells have converted into crippled cells for CSR, maybe via MYD88 

mutation.7 Interestingly, genetic abnormalities affecting WM cells do not abrogate the capaci-

ty to progress to plasma cells (PC), since WM have a substantial clonal PC compartment 

with completely normal immunophenotypic and functional characteristics.5 However, there 

are some data that do not fit with a conventional memory B-cell origin: 1) there are some WM 

that are not positive for CD27;8 2) there are some WM that do not harbor an MYD88 mutated 

gene;2;3 3) there are some WM cases without SHM;9 and, 4) some cases retain a blocked but 

intact CSR machinery, since there are evidences demonstrating that such function can be 

eventually reactivated.4 Although most data support a B-memory cell origin for WM, a small 

fraction of cases could have a different origin that should be searched in the naïve cell com-

partment. Anyway, these two possible origins of WM cells seem to not affect the final clinical 

behavior that could be more related to some specific genetic lesions. 
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