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Should Nucleoside analogues be the standard for frontline treatment of WM? 

Véronique  Leblond  Hôpital Pitié- Salpêtrière Paris France 

Nucleoside analogues (NA),used alone or in combination, have been extensively 

evaluated in untreated as well as previously treated WM patients. Fludarabine (F) 

used as a single agent was more effective than chlorambucil in a large randomized 

study with a longer PFS (36 months versus 27m) and longer OS[Leblond et al 2013]. 

Combination therapy with rituximab(R)and /or with cyclophosphamide (C) led to a 

better response with a majority of patients achieving a major responseand a longer 

progressionfree survival in a historical comparison with other combinations. Treon 

published a phase II trial regarding RF association in 43 patients, including 27 in first 

line, with a 4-year PFS of 67%, and a median time to progression of 77 months[Treon 

et al 2009].Rituximab + cyclophosphamide+ fludarabine (FCR) was studied in one 

prospective study regarding 43 WM, in which 28 were in first line. ORR was 79% with 

74.4% of major responses [Tedeschi et al 2012]. Finally, RFC was studied 

retrospectively in 82 patients including 25 patients untreated. ORR was 85.4% with 

78% of major responses [Souchetet al 2016]. The PFS was 79% and 67% at 3 and 4 

years respectively.The duration of response (DOR) and PFS time were statistically 

longer in untreated patients (median not reached) compared to relapsing patients 

(median DOR 74 months, median PFS: 79 months). The safety of nucleoside 

analogues has been the subject of investigation in severalstudies. The principal 

toxicity of NA wasmyelosuppression. Long lastingcytopenia was described in one 

third of patients treated with RFC. The long term safety of nucleosideanalogues of 

these highly active regimens on the incidence of therapy related complications 

(transformation to an aggressive lymphoma, and development of acutemyelogenous 

leukemia/myelodysplasia or solid cancer) must be assessed in prospective trials. In 

conclusion,combination of purine analogues with monoclonal antibodies +/- alkylating 

agents increases the quality and the duration of the response.The use of this 

combinationin first line in fit patients must take into account the long- term toxicity. 


