The role of PURINE analogs in the front line treatment OF Waldenstrom’s macroglobulinemia
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Waldenstrom’s macroglobulinemia (WM), a rare B-cell malignancy, is incurable. Conventional treatment consists of alkylating agents (especially chlorambucil), purine analogs and Rituximab. Purine analogues such as fludarabine and cladribine are active. Response rates to first-line therapy range from 38 to 95%. Discrepancies in response rates between different studies could be due to the small patient populations and to differences in patient characteristics and response criteria. Trials of purine analogs combination therapy with drugs such as cyclophosphamide with or without Rituximab give higher response rates in small series. To better determine the efficacy of purine analogs as first line therapy, we have conducted a randomized trial in France and UK, comparing the efficacy of chlorambucil to fludarabine in untreated patients. The WM1 study was a prospective international randomized open-label study that included patients with previously untreated WM MZL and LPL. At registration, patients were stratified as having WM, SLVL, or LPL, and were randomized in the two arms. The aim of the study was to compare the efficacy of oral CBL at a dose of 8 mg/m2 for 10 days every 28 days to a maximum of 12 cycles with oral F at a dose of 40 mg/m2 orally for 5 days every 28 days to a maximum of 6 cycles. 418 patients were enrolled into the study from 07/01 to12/09. 414 patients received at least one course of chemotherapy. There were 339 WM, 37 MZL and 38 LPL with a median age of 68 years (40-89).  207 patients were randomized in the F arm and 207 patients in the CBL arm. At inclusion, the median of haemoglobin (g/l), platelets (Giga/l), albumin (g/l) and beta 2 microglobulin (mg/l) were 10, 220, 37.1 and 3.7 respectively. The overall response rate (CR+PR) was 47.8 in the F arm versus 38.6 in the CBL arm (p=0.06). With a median follow-up time of 36 months, the median of progression free survival time (PFS) and disease free survival (DFS) were statistically longer in the F arm: PFS 36.3m vs 27.1 m ( p=0.02, figure 1) and DFS 38.3m vs 19.9 m ( p= 0.001, figure 2). In WM group, factors influencing negatively PFS were CBL arm, albumin< 40 g/l and Beta2 microglobulin>3mg/l. Main toxicity was haematological with 13.7% vs 3.4% of grade IV neutropenia and 12% vs 7% of grade IV anemia in F and CBL arms respectively. F by oral route is a safe and effective ambulatory treatment in WM patients, even the elderly and more effective than CBL with a duration of response over 3 years
[image: image1.jpg]PFS

Months

60

80




  Figure 1 : Progression  free survival   (p=0.02) 
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Figure 2: Disease free survival   (p=0.001) 








