PHASE III INTERGROUP STUDY OF LENALIDOMIDE VERSUS PLACEBO MAINTENANCE THERAPY FOLLOWING SINGLE AUTOLOGOUS STEM CELL TRANSPLANT (ASCT) FOR MULTIPLE MYELOMA (MM): CALGB ECOG BMT-CTN 100104 
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Disease relapse/progression is the primary cause of treatment failure after ASCT for MM. The primary objective of this study was to investigate if maintenance lenalidomide (Len) would prolong time to progression (TTP) following single ASCT with melphalan 200 mg/m2. Eligibility included Stage I-III MM, ≤1 year from diagnosis, ≥2 months of induction with stable disease or better (≥SD), age <70 years. Patients (pts) with ≥SD were randomized at day 100 post-ASCT to Len or placebo until disease progression, after stratification by β-2 microglobulin level and prior thalidomide or Len therapy. Starting Len dose was 10 mg/day, increased to 15 mg/day or decreased for toxicity; 568 pts were enrolled (04/2005-07/2009). The fifth interim analysis based on 460 randomized pts at a median follow-up of 17.6 months at study unblinding (12/2009) demonstrated a significantly longer TTP with Len. 46/231 Len and 97/229 placebo pts experienced an event (one-sided unadjusted P<0.0001); estimated HR of 0.37. The median TTP was 43.6 months for Len and 21.5 months for placebo. Using all follow-up events as of 02/2011, 65/231 Len and 114/229 placebo pts have experienced an event (one-sided unadjusted P<0.0001); HR of 0.43. Deaths in the Len and placebo arms were 13 and 24 respectively (unadjusted P<0.049) up to 12/2009 and as of 2/2011 are 21 and 37 respectively (unadjusted P<0.019). Significant delay in TTP in the Len arm was observed, regardless of stratification. Len initiated at day 100 post-ASCT in MM patients significantly improves TTP and appears to improve overall survival.

