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The molecular specificity of clonal lymphoplasmocytic cells of WM still needs to be 
further refined in search of diagnosis and prognostic markers. Genetic and genomic 
studies revealed abnormalities of chromosomal and gene expression profile, not 
always validated on proteomic study. A recent study further looked at the differential 
expression of 512 proteins in 5 WM , 5 IgM-MGUS and healthy bone marrow control 
cells by protein microarray and found 3 proteins up-regulated in WM compared to 
IgM-MGUS (ratio>2) and 6 proteins up-regulated in WM compared to healthy cells 
(ratio>2) (Hatjiharissi et al, Cancer Res 07). This prompted us to ask whether there 
is a specific proteomic profile of MW compared to other lymphoproliferative 
disorders. In a preliminary study we included blood and, when available, bone 
marrow fresh pure cell-sorted monotypic clonal lymphocytes / lymphoplasmocytic 
cells of 10 untreated WM (2), Marginal Zone Lymphoma ( MZL) (2), frontier MZL with 
monoclonal IgM (2) and Chronic lymphocytic leukemia (CLL) (4) patients after 
informed consent. The proteomic profile was assessed by Two-Dimensional 
fluorescent Differential In-Gel Electrophoresis (2D-DIGE) which allows analyzing 
quantitative and comparative protein expression of the samples, followed by mass 
spectrometry (Maldi-TOF and LC-MS/MS) protein identification. An unsupervised 
principal component analysis based on the expression of 890 normalized polypeptidic 
spots for the 13 samples clearly isolated the group of WM patients from a second 
group constituted by the MZL and border line MZL and from a third group with CLL 
patients. This revealed a specific proteomic expression for WM cells compared to MZL 
or CLL cells. In this global proteomic expression, 129 proteins were statistically 
differentially expressed (ANOVA, p<0.05) between these three lymphoproliferative 
disorders. Some proteins like the Gelsolin (GSN) can act as regulator of cell growth 
and apoptosis in these cells. We are further refining the protein specificity of WM, 
identifying and validating 12 up-regulated and 39 down-regulated potential WM 
diagnostic markers in a larger cohort of patients. This study reveals a potential 
specific WM proteomic entity different from MZL and CLL and which needs to be 
further characterized on a large cohort to better identify diagnosis and prognosis 
markers. 
 


