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Waldenstrom macroglobulinemia (WM) is a lymphoproliferative disorder associated with a heterogeneous 

clinical course characterized either by an indolent or smoldering status or a symptomatic profile that 

needs chemotherapy to control the progression of tumour cells. The majority of patients evolve from 

indolent to symptomatic, and the mechanisms of progression of WM are not fully understood to date. 

MYD88L265P is the most frequent mutation described in WM. This initiating event may be followed by 

other gene mutation, copy number alteration (CNA) or copy neutral loss of heterozygosity (CN-LOH) that 

drive tumor progression and or emergence of mechanisms of resistance to drugs. SNP array (SNPa) was 

developed to detect CNA and CN-LOH. We aimed to identify genomic aberrations using SNPa in WM 

with paired samples. Methylation status and mutation were analyzed on target genes. The CNA were 

widely distributed throughout the genome, including recurrent regions and identified new cryptic clonal 

chromosomal lesions that were mapped. We then studied methylation status and sought for mutations in 

altered regions on  target genes. We observed methylation of DLEU7 on chromosome 13 with WM, and 

mutations of CD79B/CD79A genes (17q region), a key component of the BCR pathway, in nearly 15% of 

cases. Most importantly, higher frequency of ≥3 CNA was observed in symptomatic WM.  A longitudinal 

study refines our understanding of the dynamic genetic changes in progressive WM and offers a better 

understanding of the clonal evolution that can occur in an individual WM before and after therapy. In 

conclusion, SNPa study expands the view of the genomic complexity of WM, especially in symptomatic 

WM.  

 


