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Should ibrutinib be the standard for frontline treatment of WM ? 
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WM is a rare disease and a standard of care has not been established across 

Europe and USA. Rituximab combinations remain the most commonly used 

regimens and short duration regimens (treatment lasts about 4 months) of 

rituximab with either alkylating agents such as cyclophosphamide (as in the 

DRC regimen) or with bendamustine (BR regimen), are associated with high 

rates of clinical responses, with a PFS exceeding 3 years and a longer 

duration of response. Depending on the clinical presentation and the bulk of 

the disease either BR or DRC may be preferred. Furthermore, re-treatment 

may be effective. Polymorphisms in FcRgammaIII receptor may affect 

response to rituximab but it has not moved to routine. The cost of these 

regimens is relatively low and improvements in the administration of rituximab 

(subcutaneous instead of intravenous infusion) may further improve 

tolerability.  Two studies have proven the efficacy of single agent ibrutinib, 

given until disease progression, in patients with relapsed or refractory WM. 

The trial by Treon et al included 63 previously treated patients, and the study 

by Dimopoulos et al included 31 patients with rituximab-refractory disease. 

Single agent ibrutinib was associated with an overall response rate (ORR) of 

90%-91% (≥PR in 71%-73%) and estimated 2-year PFS and OS of 69%-80% 

and 95%-97%, respectively. Clinical improvement and IgM decrease were 

rapid while toxicity of ibrutinib was rather mild. Both studies indicated that 

mutations of MYD88 and CXCR4 may affect the response quality to ibrutinib. 

Thus, ibrutinib is the most acting single agent in WM, with high rates of rapid 

and major responses and favorable toxicity profile. However, complete 

responses are uncommon with ibrutinib and we still lack data on ibrutinib 

therapy in previously untreated patients, pending the results of the iNNOVATE 

study. Ibrutinib is given for prolonged periods, until progression, and is very 

expensive, in contrast to short duration and cheaper regimens such as BR 

and DRC. Furthermore, we have no data on the salvage therapy after 

ibrutinib. Thus, although it is early to nominate ibrutinib as the primary choice 

for frontline therapy, it may be the preferred choice for certain patients. 


