
Session VI: Treatment of Waldenström’s Macroglobulinemia 

Abstract 134 

Presenter: C. Chen 

Bortezomib in Relapsed/Refractory Waldenström’s macroglobulinemia. 
Christine Chen, C. Tom Kouroukis, Darrell White, Michael Voralia, Edward 
Stadtmauer, A.Keith Stewart, John J.Wright, Jean Powers, Wendy Walsh, Elizabeth 
Eisenhauer Princess Margaret Hospital, University of Toronto, Ontario, CANADA. 

Bortezomib is a potent, reversible proteasome inhibitor.  Proteasomes catabolize a wide 
array of regulatory proteins, leading to inhibition of certain pathways (eg, cyclins) and 
activation of others (eg, NF-k B-dependent pathways) involved in cell proliferation.  
Bortezomib induces cellular arrest and apoptosis of cells in a WM cell line model (WM-
WSU) and in tumor cells isolated from WM patients (pts).  Three studies (64 pts in total) 
have been published evaluating the use of single-agent bortezomib in patients with WM 
(Dimopoulos 2005; Treon 2007; Chen 2007).  Two studies (Treon, Dimopoulos) used a 
preset number of cycles (4-8) of bortezomib (1.3 mg/m2 IV days 1,4,8,11 on a 21 day 
cycle) in the relapsed/refractory setting.  Both studies showed activity of the drug with at 
least a 50% paraprotein reduction seen in 48% and 60% of patients, respectively, with a 
reasonable toxicity profile. We published results from a Canadian, multicentre, phase II 
study evaluating single-agent bortezomib in WM using the same dose and schedule but 
unlike the other studies, we did not limit the number of cycles and continued therapy until 
PD.  We recently updated our study results with follow-up extended to a median 48 mos.  
Twenty-seven previously treated and untreated pts were enrolled, receiving a median of 8 
cycles of bortezomib (range 2-74).  Based on both paraprotein and bidimensional disease 
(using routine CT scanning), partial responses were seen in 7 pts (26%), including one 
CR unconfirmed by immunofixation.   IgM reductions were achieved in 21/27 pts (78%) 
including 50% reduction in 12 pts (44%) and 25% reduction in 9 pts (33%).  IgM 
reductions were rapid in onset (median 2 cycles) whereas nodal responses were slower to 
achieve (median 4 cycles).  Median duration of response if PR achieved was 13.2 mos 
and 14.3 mos for SD.  Neuropathy and late toxicity data will be presented.  Though 
promising, these studies demonstrate only moderate activity with single-agent bortezomib 
in WM.   Based on preclinical evidence of synergistic cytotoxicity of bortezomib with 
agents such as rituximab, perifosine (Akt inhibitor) and steroids in WM cell lines, 
combinations using these agents on a bortezomib backbone are now a focus of 
investigation. 

 


