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Introduction: MYD88 L265P and CXCR4 nonsense and frameshift mutations are the 
most common recurrent somatic mutations in Waldenström macroglobulinemia (WM), 
with detection rates of 90% and 40%, respectively. These mutations are also prevalent 
in IgM monoclonal gammopathy of undetermined significance (MGUS) or smoldering 
WM (SWM).   

Main points: Mutational burden in MGUS and SWM are related to bone marrow tumor 
infiltration and also with the risk of progression to symptomatic WM, particularly in 
SWM. Due to lower infiltration, digital droplet PCR (ddPCR) can have higher clinical 
applicability to assess MYD88 and CXCR4 mutations in IgM MGUS and SWM, 
providing a molecular-based risk classification. In WM, CXCR4 mutations (usually 
subclonal) can have impact in clinical presentation and also in response to Bruton 
tyrosine kinase inhibitors (BTKi). The infrequent cases with wild-type MYD88 have 
lower responses to BTKi and carry a higher risk of transformation.  

Conclusion: The development of high-throughput technologies has allowed us to 
characterize the molecular landscape of MW and the asymptomatic IgM 
gammopathies. As a result, we can now use these technologies to diagnose, model 
risk factors for progression, make treatment decisions, potentially track response to 
treatment, and design clinical trials in this disease. 
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