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WM / LPL in the era of molecular diagnostics. 
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The high incidence (~90%) of the MYD88 L265P mutation in WM has led to a re-

evaluation of current diagnostic criteria and investigation protocols. The availability 

of simple molecular methods, such as ASO-PCR, for demonstrating the mutation 

has raised the possibility of peripheral blood molecular screening as the primary 

diagnostic assay in patients with IgM monoclonal gammopathy. As a consequence 

the value of traditional morphological and immunophenotypic assessment of bone 

marrow has now become a matter for debate.  

Detailed morphological assessment of bone marrow aspirate and trephine biopsies 

along with flow cytometric and / or immunohistochemical immunophenotyping 

remains the mainstay of diagnosis and provides for the following -  

 Definitive diagnosis of WM and exclusion of other LPDs including IgM 

myeloma  

 Distinguishing WM from IgM MGUS 

 Identification of WM specific phenotypes – this allows for the prediction of 

outcome in patients with asymptomatic WM / MGUS and for flow cytometry-

based response assessment in the post treatment setting.  

 Appreciation of the cellular heterogeneity seen in WM / LPL. This cellular 

heterogeneity is also an important factor to consider in the post treatment 

setting.   

 Identification of additional clonal B cell and plasma cell populations 

 Assessment of underlying haemopoiesis 

 

There are some potential limitations to the use of peripheral blood screening for 

MYD88 L265P in the diagnosis of WM.  

 Presence of the mutation in other disorders. MZL and occult circulating 

disease in patients with ABC-type DLBCL are the main concern in this regard 

 Absence of the mutation in ~10% of patients 

 Absence of peripheral blood disease in some patients with asymptomatic 

WM, MGUS and IgM related syndromes 

 Synchronous presentation of DLBCL and WM 

 

I would conclude that molecular studies for the MYD88 L265P (and possibly 

CXCR4) are an important component of the diagnostic workup of patients with IgM 

monoclonal gammopathy. Historical studies have previously shown LPL to be one 

of the least reproducible morphological entities but progress in identifying WM 

specific phenotypes as well as the use of molecular diagnostics will considerably 

enhance diagnostic accuracy in haematopathology laboratories. 


