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Introduction: AutoHCT is an effective therapy for patients (pts) with DLBCL who are refractory or relapse following �rst-line
chemotherapy, but long term outcomes remain suboptimal. The BTK inhibitor ibrutinib has shown promising activity in pts
with ABC-DLBCL (Wilson et al, NatMed 2015). In 2016 we launched a randomized phase III clinical trial to evaluate the addition
of ibrutinib to AutoHCT as part of conditioning and as consolidation therapy for pts with relapsed/refractory ABC-DLBCL.
Patients and Methods: Following assessment of open-label treatment in a safety cohort of 6 pts, we randomly assigned
pts with chemotherapy-sensitive persistent or relapsed ABC-DLBCL to receive ibrutinib 560 mg [Arm A] or placebo [Arm
B] concurrently with conditioning on days -6 to -1 of AutoHCT (Cycle 1). Following count recovery and resolution of acute
toxicities, pts continued ibrutinib 560 mg in Arm A or placebo in Arm B for 12 additional 28-day cycles. Crossover to Arm A
using single agent ibrutinib was allowed for pts progressing on Arm B. Central pathology review was performed for disease
con�rmation and subtype assignment. Initially, ABC subtype assignment was performed using the Nanostring Lymphoma
Subtyping Test (LST) but the study was amended to use the IHC-based Hans classi�er for non-GCB on 8/15/19. Other key
eligibility criteria included receipt of no more than 3 prior regimens, no active CNS involvement, no need for long-term
anticoagulation, and no prior progression on Ibrutinib. Pts were strati�ed by time to relapse (<=12 mos vs >12 mos), type
of conditioning (BEAM or CBV) and prior ibrutinib use. The original design required 296 patients with 82% power to detect
a difference in 2-year progression-free survival (PFS) rates of 67% vs. 50% with a two-sided alpha of 0.05. A revised statistical
design allowed an interim futility analysis to be conducted after 40 pts were enrolled and followed for 2 years. Even though
the study met criteria to continue accrual to a target of 160 pts, we decided to close it early due to declining accrual on
12/20/2022. We hereby present the primary analysis of the evaluable patients enrolled (data as of 07/17/2023).
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Results: Between 2/6/17 and 8/24/18, we screened 255 pts but enrolled only 34 (13%) largely due to long assay turnaround
times and performance characteristics with the LST. Following the switch to the IHC-based Hans classi�er (after 8/15/19), 60
out of 110 pts screened were enrolled (54%) in line with our a priori expectation. In total, 45 pts were randomized to Arm A
vs. 43 to Arm B, with 39 and 38, respectively, being evaluable for the primary endpoint at this time. Median age was 61 years
(range 20-75 years), median number of prior lines of therapy was 2, 46% of the pts were female, 21% were refractory or had
early relapse, 94% were planned to receive BEAM conditioning. Overall, 87% of pts in Arm A and 88% in Arm B underwent
conditioning while 70% and 67% respectively, started maintenance therapy. The median number of cycles received was 6 in
Arm A vs. 5 in Arm B. The primary endpoint of 2-year PFS was 57.6% (95% CI: 42.1%, 78.8%) in Arm A vs. 40.8% (95% CI: 26.5,
62.8%) in Arm B (HR=0.54; 95% CI: 0.26, 1.10; log-rank p = 0.087). Median PFS was 26.5 months (95% CI: 10.2, not reached
[NR]) in Arm A vs. 8.1 months (95% CI: 5.4, NR) in Arm B. Only one pt crossed over to Arm A after progression on Arm B. The
most common grade 3-4 AEs in each of the arms were: neutropenia (A: 14%, B: 14%), febrile neutropenia (A: 11%, B: 9%), and
thrombocytopenia (A: 11%, B: 7%). Rates of any grade atrial �brillation were similar between arms (12.8% in Arm A vs. 10.5%
in Arm B); one patient had grade 3 and one patient had grade 4 atrial �brillation, both in Arm B. Six pts had reported grade
5 events (Arm A: 2 sepsis, 1 COVID-19, 1 respiratory failure and 1 disease progression and Arm B: 1 disease progression) but
only one grade 5 event (sepsis, Arm A) was deemed probably related to treatment.
Conclusions: Despite an early high rate of screen failures and declining accruals due to competition with CAR-T cell therapy,
the primary analysis suggests that ibrutinib with and following AutoHCT in relapsed/refractory ABC-DLBCL is well-tolerated
and may improve PFS in this high-risk patient population.
This trial was supported by: U10CA180821, U10CA180882, U24CA196171; U10CA180820, UG1CA233234 (ECOG-ACRIN);
U10CA180868 (NRG); U10CA180888 (SWOG)
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Figure 1
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