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R2W: Randomised Phase 2 trial in Waldenstrőm’s macroglobulinaemia 
Subcutaneous Bortezomib, Cyclophosphamide and Rituximab (BCR) versus 
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Waldenstrőm’s macroglobulinaemia: a randomised phase II study. 
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R2W is a randomised, non-comparative phase II trial of subcutaneous bortezomib, 
cyclophosphamide, rituximab (BCR, experimental arm) versus fludarabine, 
cyclophosphamide, rituximab (FCR, control arm) for initial therapy of Waldenstrőm’s 
macroglobulinaemia (WM). The overall aim of the study is to assess the safety and 
efficacy of the proposed BCR regimen and to determine whether it warrants further 
investigation in a randomised phase III setting. This is a two stage trial where during the 
‘1st safety stage’ 6 patients are treated with BCR to assess tolerability of the combination 
therapy followed by a ‘2nd randomised stage’ where a further 50 patients are randomised 
between BCR &amp; FCR (2:1). Patients are stratified according to the International 
Prognostic Scoring System for WM. The primary endpoint of the study is overall response 
rate. Secondary endpoints include toxicity, complete response rate, speed of response, 
time to next treatment, duration of response, progression free survival, overall survival 
and quality of life. Patients are treated with BCR (Bortezomib 1.6 mg/m2 s.c. days 1, 8, 15; 
Cyclophosphamide 250 mg/m2 oral days 1, 8, 15; Rituximab 375mg/m2 i.v. days 1, 8, 15, 22 
cycles 2 and 5 only) or FCR (Fludarabine 40mg/m2 oral days 1-3; Cyclophosphamide 250 
mg/m2 oral days 1-3; Rituximab 375mg/m2 i.v. days 1, 8, 15, 22 cycles 2 and 5 only) for 6 
cycles repeated every 28 days. Patients are followed up for progression/survival every 3 
months for 5 years. Flow cytometry of peripheral blood and Freelite Serum Free Light 
Chain (SFLC) and IgM Hevylite assays will be performed on samples collected during 
treatment to assess whether tumour response can be predicted early in the treatment 
course without the need for bone marrow. A total of 23 patients have been enrolled 
between 18 January 2013 and 15 May 2014; 17 to BCR (6 during safety non-randomised 
stage) and 6 to FCR. The median age is 67 years (range 49 -87); 7 female and 16 male. 8 
patients have completed treatment (all completed 6 cycles), 1 patient was withdrawn after 
cycle 1 as found to be ineligible following central review). 5 out of 13 patients have had 
dose delays with 1 of 13 requiring a dose reduction and 1 of 13 omitting a dose. Treatment 
has been well tolerated with no grade 3 or 4 neuropathy observed. All patients are alive 
without disease progression. 
 


