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IgH Clonotypic sequence analysis in WM and its support in WM. 
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IgH genes rearrangement studies provides clues on B-cell origin. WM precursor cell 

was shown to have undergone SHM but to lack CRS and to have a preferential 

IGHV3 usage. In agreement, we found SHM in 91% of 34 WM patients that exhibited 

an IGHV3 overrepresentation (74%) with IGHV3–23 gene usage in 26% and IGVH3-

74 in 17%. These results suggest that WM cells are usually derived from post-

germinal center (GC) B cells although unmutated IGHV genes were detected in 3 

cases, implicating the possibility that in these patients the cell of origin was derived 

from an earlier stage. 

WM progenitor cell is believed to have failed to perform CSR in the course of the GC 

reaction; however, whether it really totally lacks intraclonal heterogeneity and to what 

extend it is capable of undergoing CSR remains to be resolved. Biclonal WM has 

been described and the coexistence of 2 clones could suggest the presence of 

completely independent clones, or intraclonal heterogeneity and some degree of 

CSR functionality. In one of our patient two different productive IgH VDJ sequences, 

corresponding to two different B-Cell clones, were identified. Furthermore, serial Ig 

measurements by the new Hevylite assay in 23 patients showed an abnormal IgG 

ratio in 11 patients. The IgG monoclonal component either existed from diagnosis or 

developed during follow-up and was of the same light chain restriction in 8 and of the 

other in 3. Caution is needed to understand this finding that may imply clonal 

heterogeneity (intra- or etero-). 

 Concluding, IgH clonotypic analysis in WM, as shown by several groups including 

ours, suggest that the precursor cell arise from an antigen-experienced B cell that 

exits the GC as a memory B cell. However, as there are also other sources of IgM 

memory B cells in spleen and peripheral blood that could constitute the source of the 

originating cell, it cannot be excluded that in rare cases, malignant transformation 

occurs earlier in B lineage differentiation as observed in other B-cell disorders such 

as SMZL, FL, MCL and CLL. In addition the eventuality that WM may exhibit clonal 

heterogeneity requires further studies. 
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