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Long term follow-up of Bortezomib, Dexamethasone and Rituximab in
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Monoclonal antibody therapy targeting CD20 has been the mainstay of therapy for WM for
several years, however, since it has only modest efficacy as a monotherapy another partner
is added to enhance efficacy and rapidity of response. Bortezomib is the first in class
proteasome inhibitor, affects NF-kB signaling in WM cells, induces apoptotic signaling
through multiple pathways, has significant single agent activity and also enhances the
cytotoxic activity of rituximab. The European Myeloma Network designed and conducted a
study of the combination of rituximab with bortezomib and dexamethasone (BDR) in newly
diagnosed, previously untreated, symptomatic patients. In this phase 2, multicenter trial 59
newly diagnosed WM patients received bortezomib induction (1 21-day cycle of bortezomib
alone given at 1.3 mg/m2 IV on days 1, 4, 8, and 11), followed by weekly IV bortezomib
(2.6mg/m2 on days 1, 8, 15, and 22) for 4 additional 35-day cycles, with IV dexamethasone
(40 mg) and IV rituximab (375 mg/m2) on cycles 2 and 5. This design of the treatment
regimen was adjusted to the unique WM features such as the need to rapidly reduce IgM
and avoid rituximab related IgM-flare. On intent to treat, 85% of the patients responded (3%
complete response, 7% very good partial response, 58% partial response), after a fixed
duration of therapy of 23 weeks. Importantly, prolonged follow up of the study has allowed to
further evaluate long term efficacy: after a minimum follow-up of 6 years, the median
progression-free survival was 43 months and the median duration of response for patients
with at least partial response was 64.5 months. The overall survival at 7 years was 66%,
despite the fact that most patients had advanced stage, intermediate/high risk disease. The
long term safety of the regimen is also quite favorable, with low incidence of transformation
or secondary MDS. Neurotoxicity, a major concern with bortezomib, is expected to be less
prominent with the weekly schedule and subcutaneous administration of bortezomib.
Furthermore, the cost of BDR is expected to be significantly lower in the near future. The
addition of bortezomib to standard DRC is evaluated in a large prospective phase 3 study by
ECWM; thus, BDR remains an important option for patients with WM, even in the ibrutinib

era.
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