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We examined the activity of combined bortezomib, dexamethasone, and rituximab
(BDR) in symptomatic WM patients requiring therapy, given reports of their
synergistic potential. A cycle of therapy consisted of IV bortezomib at 1.3 mg/m? and
IV dexamethasone 40 mg on days 1, 4, 8, and 11, and IV Rituximab at 375 mg/m?
on day 11. Patients received 4 consecutive cycles as part of their induction therapy,
then 4 more cycles, each given three months apart for maintenance therapy.
Twenty-three patients were enrolled and received a median of 7 cycles of therapy.
Following treatment, median bone marrow disease involvement declined from 55%
to 10% (p=0.0004), serum IgM levels declined from 4,830 to 1,115 mg/dL
(p<0.0001), and hematocrit rose from 29.8% to 38.2% (p=0.0002) at best
response. The overall and major (>50% decrease in IgM) response rates were 96%
and 83% with 5 CR/nCR; 14 PR, and 3 minor (>25% decrease in IgM) responses.
Responses were prompt, and occurred at a median of 1.4 months. With a median
follow-up of 22.8 months, 18/23 patients remain free of disease progression.
Peripheral neuropathy was the most common toxicity, and resolved to < grade 1 in
13/16 patients at a median of 6.0 months. Four of the first 7 treated patients
developed herpes zoster, resulting in valcyclovir prophylaxis with good effect. The
results of this study demonstrate that BDR produces high response rates including
complete remissions WM. Reversible peripheral neuropathy was the most common
toxicity observed on the twice a week schedule of bortezomib employed in this
study.



