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Introduction: Bortezomib has shown single agent activity in Waldenstrom’sé
Macroglobulinaemia (WM) and Rituximab is now an integral part of treatment for B-
cell malignancies; hence the rationale for evaluating the combination. Patients and
methods: Seventeen patients (pts.) with recurrent WM have received either,
Bortezomib alone: 1.3 mg/m? on days 1, 4, 8 and 11 every 3 weeks (J Clin Oncol
2006, 24: 2105) or Bortezomib in conjunction with Rituximab (Blood 2007, 110:
Abstr. 2559) in the context of a phase I/II study. The latter group, median age 67
years (range 45-71 years), median number of previous treatments, 1.5 (range 1-4)
were randomised to receive 1 of 2 schedules of Bortezomib. Treatment comprised
either: Bortezomib as above, with Rituximab 375 mg/m? on day 1 for 8 cycles or:
Bortezomib 1.6 mg/m? on days 1, 8, 15 and 22 of a 5-week cycle + Rituximab 375
mg/m? on days 1, 8, 15 and 22 of cycles 1 and 4. All pts. were symptomatic and
pancytopenic on entry to the study. Responses were evaluated using the IWR criteria
(JCO 1999, 17:1244) and the updated response criteria from the 3™ International
Workshop on WM (Blood 2006, 107: 3442). Results: Overall, a partial response was
observed in 12/17 patients (71%), 4/7 treated with Bortezomib alone and 8/10
receiving the combination. In the latter group, there was a median reduction of 78%
in the M band and haematological parameters improved significantly. Two patients
(considered to have had ‘stable disease’ because of unchanged lymphadenopathy)
had a > 50% reduction in the level of the M band and became transfusion
independent. In terms of toxicity, patients with follicular and mantle cell lymphoma
were also included in the study of the combination, so toxicity data are available for
a total of 45 patients. Haematological toxicity (neutropenia and thrombocytopenia)
grade = 3 occurred in 25% and 22% of patients respectively. The other most
common adverse events were fatigue (76%), nausea (56%), diarrhoea (56%), and
lethargy (46%). Neurotoxicity occurred in a total of 19 pts. (46%) but was
reversible. The dose of Bortezomib was reduced in 7 pts. and 5 doses were omitted
because of neurological or haematological toxicity. In 24 pts. treatment was stopped
prematurely, the reasons for stopping being: treatment-related toxicity (11 pts.),
progressive disease (9 pts.), the patients’ wishes (3 pts.) and myocardial infarction
(1 pt.). The weekly schedule was more convenient and as effective as the twice
weekly one and was not more toxic. Conclusion: These results confirm the single
agent activity of Bortezomib in WM. The combination of Bortezomib and Rituximab is
clearly active in recurrent WM even in patients who have received multiple previous
therapies and warrants further evaluation.



