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Should nucleoside analogues be used in young patients with WM? YES 
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The nucleoside analogues (NA) fludarabine (F) and cladribine (2-CdA) proved to be 

effective in Waldenström Macroglobulinemia (WM), both in untreated patients and in the 

salvage setting. High rates of responses, including attainment of CR, and prolonged PFS 

were reported with the combination of NAs with rituximab (R) in studies using FR (Treon 

et al, Blood 2009), FR plus cyclophosphamide (FCR) (Leblond et al, ASH 2010; Tedeschi 

et al, Cancer 2011), and s.c.2-CdA (Lazlo et al, JCO 2010), in untreated and previously 

treated WM patients. 

 

However, the use of NA should be carefully considered due to the potential short- and 

long-term consequences: myelosuppression with increased infection rate, prolonged 

immunosuppression, stem cell damage, second malignancies and MDS/AML 

development. Histologic transformation to high grade B-cell NHL has been reported in 

5% to 10% of cases (time to event >3-4 years), and development of MDS/AML in 1.6% 

to 9%, (time to event >4-5 years) (Leblond et al, JCO 1998; Treon et al, Blood 2008; 

2009; Rakkhit et al, ASH 2008; Leleu et al JCO 2009).  

 

Leleu et al (2009) reported increased risk of disease transformation and of MDS  in NA–

treated WM patients. More recently, two cases of MDS have been observed in Tedeschi 

series in previous alkylator recipients, and one in Lazlo study (unpublished data), while 

no patient had a transformation to high-grade NHL.  

 

Because of the potential impact of NA-related immunosuppression on the development of 

secondary malignancies, it has been recommended to avoid NAs as first line treatment in 

younger patients and in those eligible for stem cell mobilization. An oncogenic role of 

previous or concurrent  treatment with alkylating agents cannot be excluded. 

Interestingly, a phase III study comparing chlorambucil (CBL) and oral fludarabine in 

primary therapy of WM, showed higher ORR and PFS in patients who received 

fludarabine, but higher incidence of second malignancies in CBL arm (Leblond et al, ASH 

2011).  

 

Should nucleoside analogues be used in young patients with WM?  

“Yes” in selected cases, after an accurate risk-benefit assessment. NAs plus Rituximab 

produce rapid disease control with good quality of  responses (CR-nCR-VGPR) even in 

pretreated WM patients. Young patients (under 60 years) with adverse prognostic 

factors, advanced/ bulky disease requiring rapid control, and those not eligible for stem 

cell mobilization, may receive Rituximab-NA based treatments. As myelosuppression is 

responsible for frequent prolonged neutropenia and premature discontinuation of 

treatment, abbreviated courses should be considered. Studies are needed to optimize  

dosages, drug combination and duration of treatments (e.g. four instead of six courses, 

addition of cyclophosphamide, maintenance with Rituximab, FCR “lite” regimen).  

 

With modulation of doses and duration of treatment, FR, FCR and R-CdA may be 

effective salvage regimens able to neutralize adverse prognostic factors in younger 

patients with WM.  


