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How important is MYD88 mutation status for the diagnosis of WM? 

 
Roger Owen, St James’s Institute of Oncology, Leeds, UK. 

 

It is now firmly established that the MYD88 L265P mutation is present in the majority of 

patients with WM and its demonstration, along with the WM-specific B-cell phenotype 

(CD22dim CD25+) allows for a definitive pathologic diagnosis, using WHO principles, in most 

patients. For routine haematopathology laboratories this represents a significant advance, 

particularly given the poor reproducibility of LPL as a diagnostic category using conventional 

morphologic and immunophenotypic approaches.  

 

The systematic application of MYD88 L265P mutation screening as well as flow cytometric 

B-cell immunophenotyping also allows for 

 

 More detailed evaluation of IgM MGUS and IgM related syndromes 

 Diagnosis of Bing-Neel syndrome 

 Development of MRD strategies that will become relevant with more effective 

therapies 

 Potential for peripheral blood diagnostics and disease monitoring  

 

MYD88 screening should also be considered in primary CNS lymphoma, testicular 

lymphoma and primary cutaneous diffuse large B-cell lymphoma, leg type. 

 

Challenges remain for haematopathology laboratories in the diagnosis of WM particularly the 

diagnosis of MYD88 WT patients and their distinction from other indolent B-cell 

lymphoproliferative disorders. Furthermore screening for CXCR4 mutations (present in 30-

40% and associated with outcome) also provide technical challenges for laboratories as a 

consequence of their diversity and subclonal nature. One possible approach to this is the 

application of high-throughput sequencing with targeted panels which allow for the 

identification of all known MYD88 (including non-L265P) and CXCR4 variants as well other 

genes implicated in MZL such as KLF2, NOTCH2, TNFAIP3 and others. These approaches 

would also allow for the identification of prognostically significant TP53 mutations. However 

for this methodology to be fully applicable there is a requirement for B-cell selection 

particularly in cases with low-level marrow disease.   

 


