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Despite the description of activating somatic mutations effecting receptor signalling1, 

the availability of rituximab and other effective treatments, Waldenström 

Macroglobulinemia (WM) remains associated with significant morbidity, especially in 

symptomatic patients. Whole genome sequencing studies identified a highly recurrent 

somatic mutation, myeloid differentiation factor 88 [MYD88] L265P, in 90% of WM 

patients1 as well as several mutations affecting the C terminus of CXCR4 (WHIM-like 

mutations, non-sense or frameshift) in roughly 30% of patients2. Better understanding 

of the pathogenesis of WM provide a framework in the development of several 

targeted therapy, including inhibitor of the Bruton’s tyrosine kinase, and also in the 

identification of effective predictive factors.  

 

Polymorphisms in FcγRIIIA (CD16) receptor modulate human immunoglobulin G1 

binding and antibody-dependent cell-mediated cytotoxicity and WM patients with 

FcγRIIIA-158V/V (40.0%) or -V/F (35%), who received rituximab-based therapy, had 

higher response rate than FcγRIIIA-158F/F patients (9.0%; P = .030) 3. Similarly, the 

major response rate, the decrease in IgM M-spike and the peripheral lymphocytosis 

after ibrutinib treatment were lower in patients with a WHIM-like CXCR4 mutation 

versus those with wild-type CXCR42. 

 

Molecular markers have been associated with differences in clinical characteristics or 

in outcome: In a series of 175 patients with untreated or symptomatic WM (median 

follow-up of 4.8 years, 15 WM-related deaths) 4, MYD88 wild-type was an adverse 

prognostic factor for survival. Patients with wild-type MYD88 presented at an older 

age. They had less bone marrow involvement. Patients with mutated MYD88 and 

CXCR4 WHIM non-sense mutations presented with higher levels of bone marrow 

infiltration, higher serum immunoglobulin M levels, and more frequently with 

symptomatic disease and hyperviscosity syndrome, than remaining patients. 

However, overall survival of patients with CXCR4 WHIM non-sense mutation was not 

adversely impacted. 

 

At present, prognostic assessment of WM patients is based on the identification of 

asymptomatic and symptomatic patients and the international scoring system in the 

latter patients5. The accurate delineation of the respective role of conventional clinical 

characteristics, new biological prognostic factors and molecular markers is one of the 

challenging issues for improving prognostication in WM patients 
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