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Waldenstrom’s Macrioglobulinemia (WM) and Multiple Myeloma (MM) are plasma cell 

dyscrasias that share some clinical commonalities including production immunoglobulins as well 

as infiltration of bone marrow with clonal plasma cells. Another disease involving late B cell 

lineage cells is chronic myeloid leukemia (CLL) with which WM also shares some biological 

features. However, recent high-throughput genomic studies have identified both similarities but 

mainly differences in disease process at genomic level. Whole genome and exome studies for 

example have identified diverse groups of mutations in myeloma with no single mutation 

observed in more than 20% or cases and majority in less than 10% of patients. The most 

frequent mutations have involved N-Ras, K-Ras, B-raf, p53 and FAM46C in myeloma. On the 

other hand, the L265P mutation in Myd88 is observed in to 90% of patients with WM, along with 

mutations in CXCR4 in over 30%, and mutations involving ARID1A in 17% of WM patients.  

Different groups of genes are mutated in CLL suggesting obvious differences in genomic origin 

of these diseases with similar cellular origin but with different clinical behavior and potential 

therapies. Both MM and WM samples show differences in copy number changes, as well as 

differences in expression profile. However, between WM and MM, the origin of these changes 

may have common threads. In MM, we observe evolution of genome overtime as well as 

dysfunctional recombination, both homologous as well as non-homologus end-joining, which 

plays a significant role in acquisition of genomic changes. A similar pattern is also observed in 

WM. These data suggests that although primary therapeutics of MM and WM are different to an 

extent, methods to affect genomic stability which may be root cause of evolution and 

development of resistant phenotype could be targeted using similar strategies in both WM and 

MM.  

 
 


