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Fludarabine based combinations are highly effective as first-line or salvage 
treatment for patients with Waldenström’s Macroglobulinemia. S Peinert1, CS 
Tam2, HM Prince1, J Scarlett3, MM Wolf1, EH Januszewicz1, D Westerman1, JF 
Seymour1 1Department of Haematology and Medical Oncology, Peter MacCallum 
Cancer Centre, East Melbourne, AUSTRALIA; 2Department of Haematology, St 
Vincent's Health Melbourne, Fitzroy, AUSTRALIA; 3Gippsland Cancer Care Centre 
Latrobe Regional Hospital, Traralgon, AUSTRALIA. 

Introduction/Background: Treatment with single agent rituximab, alkylators or 
purine analogues is safe and moderately effective as first-line treatment for patients 
(pts) with Waldenström’s Macroglobulinemia (WM). However, response durations and 
efficacy in relapsed/refractory WM are unsatisfactory. Combinations of fludarabine 
(F) with alkylators and/or rituximab (R) are promising but data are limited. Materiel 
and Methods: 26 episodes of intravenous F-combination therapy were administered 
to 24 pts from 12/94 - 06/08: FC (F 25mg/m2 d1-3, cyclophosphamide (C) 
250mg/m2 d1-3; n=7); FCR (FC+R 375mg/m2 d1; n=15); FM (F+mitoxantrone (M) 
10mg/m2 d1; n=3); FR, n=1). Pts who have completed at least two treatment cycles 
are considered evaluable. Patient characteristics: Median age 57yrs [range; 36-89], 
84% male, 6 pts were previously untreated (25%), 18 pre-treated pts had a median 
number of 2 [1-7] prior treatments, prior single-agent F in 5 pts (21%), 9 pts 
(37.5%) were alkylator-refractory, median time from diagnosis 22 Mo [0-153], 
baseline paraprotein (PP) 31g/L [7-64]. Results: A total of 96 cycles were 
administered, median 4 [2-6] per pt. Grade ≥3 neutropenia and infections 
complicated 20% and 3% of cycles, respectively, none of which were life-
threatening. However, three heavily pre-treated pts subsequently developed 
secondary AML/MDS (1 fatal) at 52, 61 and 99 Mo. post-treatment. Of 23 evaluable 
pts, 18 (78%) responded with a median PP reduction of 90% [24-100%]. One pt 
achieved an immunofixation-negative CR, 17 pts had a partial response (> 50% fall 
in PP). The median time-to-progression for all pts was 57 Mo. With a median follow-
up of surviving pts of 63 Mo. the 5- and 10-year-actuarial survival rates are 85 ± 
8%, and 68 ± 13%, respectively. Within the limitations of sample-size, there were 
no significant differences in response rates between patient sub-groups, regimens, 
R-utilisation or known prognostic parameters. With a median follow-up of 50 Mo. 
[12-96] all 6 previously untreated pts remain alive and progression-free. 
Conclusion: F-combination therapy is highly active in WM, both, untreated and 
alkylator-refractory, leading to high response rates and prolonged remissions. 
However, possible contribution to the cumulative risk of treatment-related MDS/AML 
in heavily pre-treated pts is a potential concern. 

 


