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Should nucleoside analogues be used in young patients with WM? [NO] 
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Waldenstrom macroglobulinemia (WM) is a low grade B-cell Non-Hodgkin Lymphoma of 

lymphoplasmacytic type, defined by the presence of a serum IgM component, accompanied 

by intra-trabecular bone marrow infiltration of small lymphocytes (with plasmacytoid or 

plasma cell differentiation). Although a low grade lymphoma, most patients with WM will 

die from WM or any other comorbid condition in relation to WM, in a median of 10 to 11 

years. The Third International Workshop on MM updated the treatment recommendations 

for frontline and salvage therapy of WM, and the panel recommended alkylating agents, 

nucleoside analogs, and the monoclonal antibody rituximab should be considered for 

upfront therapy. The panel also emphasized that many factors should be considered in 

making the decision: the age of the patient, presence of cytopenias, and the rate of disease 

progression; but also the presence of heavy comorbid conditions in relation to the age, the 

median age at diagnostic being approximately 70 years old. Several regimens that include 

nucleoside analogs, especially fludarabine, have been developed in WM and have 

dramatically improved the prognosis of WM by increasing the median PFS, essentially, and 

in a lesser extent the OS. The response can be delayed with nucleoside analogs up to 2 

years, and therefore a prolonged follow up is required for patients with WM treated with 

nucleoside analogs- based regimens. Furthermore, the use of these agents may hamper the 

ability to subsequently collect stem cells for autologous stem cell transplant (ASCT). 

Therefore, the patients must proceed to the collect of CSP prior to start nucleoside analogs, 

ideally, and the patients may then suffer from the lack of debulking prior to the collect of 

CSP that can also hamper this collection.  

However the main issues remain the short and long terms toxicity profiles, especially the 

myelosuppression that can be very limiting for the patients. Beyond the neutropenia that 

commonly occurred following prolonged exposure to either of the nucleoside analogues, 

lymphopenia with sustained depletion of both CD4+ and CD8+ T-lymphocytes was observed 

in WM patients 1 year following initiation of therapy. Therefore, treatment-related mortality 

due to myelosuppression and/or opportunistic infections attributable to immunosuppression 

occurred in up to 5% of all treated patients in some series with either nucleoside analogue. 

The long term safety of nucleoside analogs in WM was recently examined by several 

investigators in large series of WM patients. A 7-fold increase in transformation to an 

aggressive lymphoma, and a 3-fold increase in the development of acute myelogenous 

leukemia/myelodysplasia (t-MDS/AML) was observed amongst patients who received a 

nucleoside analogue versus other therapies for their WM. Although the observation that the 

median survival of patients developing nucleoside analogs related transformation did not 

differ from other treated WM patients following salvage therapy for transformed disease, 

the development of t-MDS/AML was associated to an strong adverse prognostic.  

In view of these data, we suggested at the 6th International Workshop on Waldenstrom that 

guidelines recommending nucleoside analogs therapy for WM patients be updated to reflect 

the increased risk of disease transformation and t-MDS/AML. These nucleoside analogs 

treatment associated risks should not by themselves be used to justify avoidance of 

nucleoside analogs therapy for all WM patients but should be used in considering risk 

versus benefit for a particular patient given the expanding options of therapy for WM 

patients. However, very effective regimens were developed recently in WM, with apparent 

better short and long term toxicity profiles, of note DRC (Dexamethasone, 

Cyclophosphamide and Rituximab) and R- Bendamustine; and thus question on the 

recommendation to limit the use of nucleoside analogs therapy to patients with very 

adverse prognostic features.  


