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  Scientific Abstract	

Provide a structured abstract for the proposed study, using the following sub-headings: Background; Objective; Study Design; Participants; Primary and Secondary Outcome Measure(s); and Statistical Analysis.

Background: Subcutaneous (SC) formulations of antibodies are increasingly available, offering patients several potential benefits, including time/cost savings and enhanced safety. The randomized Phase 3 COLUMBA trial (NCT03277105) demonstrated the non-inferiority of SC daratumumab (DARA) vs. intravenous (IV) DARA in patients with relapsed or refractory multiple myeloma (RRMM) for overall response rate and maximum mean Ctrough, with a lower observed rate of infusion-related reactions and grade 3 (G3) / grade 4 (G4) treatment-emergent adverse events (TEAEs). However, the time course of G3/G4 and serious TEAEs remains unexplored.
Objective: To assess the time course of G3/G4 TEAEs and serious TEAEs for DARA SC vs IV.
Study Design: We plan to conduct a post hoc analysis of safety outcomes from the COLUMBA trial, a multicenter, open-label, non-inferiority, randomized Phase 3 trial of adult (age ≥18 years) patients with confirmed RRMM who had received at least 3 previous lines of therapy including a proteasome inhibitor and an immunomodulatory drug, or who were double-refractory to a proteasome inhibitor and an immunomodulatory drug. In the trial, patients were randomized 1:1 to receive DARA SC (1800 mg DARA coformulated with 2000 U/mL recombinant human hyaluronidase PH20) or DARA IV (16mg/kg) once weekly for the first two cycles, every 2 weeks for cycles 3-6, and every 4 weeks afterward until progressive disease or toxicity. 
Participants: All RRMM patients in the safety-evaluable population in the COLUMBA trial (n=260, DARA SC; n=258, DARA IV).
Primary / Secondary Outcome Measures: The primary endpoint is the occurrence of G3/G4 TEAEs over time between patients receiving DARA SC vs DARA IV.  Secondary endpoints include the occurrence of treatment-related G3/G4 TEAEs, serious TEAEs, and treatment-related serious TEAEs over time between patients dosed with DARA SC vs DARA IV. 
Statistical Analysis: This post hoc cumulative incidence analysis will estimate time-to-event distributions for (1) G3/G4 TEAEs (2) treatment-related G3/G4 TEAEs (3) serious TEAEs (4) treatment-related serious TEAEs.  Hazard ratios and 95% CIs will be estimated using a stratified Cox proportional hazard regression model. Stratification factors will be baseline body weight (≤65 kg, 66-85 kg, >85 kg), previous lines of therapy (≤4 vs >4), and myeloma type (IgG vs non-IgG).

Yale University Center for Outcomes Research and Evaluation (CORE)
195 Church Street, 6th Floor, New Haven, CT 065101 1

image1.png




image2.png




