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Abstract Background: Ibr and Ven are oral inhibitors of BTK and BCL-2, respectively, approved as single agents or in
combination with obinutuzumab for CLL treatment (tx). With distinct and complementary mechanisms of action, Ibr and Ven
work synergistically to mobilize CLL cells from lymph nodes and lymphoid niches, enhance cell killing, and eliminate distinct
CLL cell populations. CAPTIVATE (NCT02910583) is an international, multicenter phase 2 study evaluating first-line Ibr + Ven
in patients (pts) with CLL/SLL who have indication for tx. In this MRD cohort, after completion of Ibr + Ven, pts with Confirmed
undetectable minimal residual disease (uMRD) were randomly assigned to placebo (PBO) (ie, a fixed-duration regimen), or
continued Ibr. At primary analysis, disease-free survival (DFS) rates were similar in pts from these 2 arms (95% and 100%,
respectively), 2 y after randomization (Ghia et al. ASH 2021). Here we present efficacy and safety results with median 56 mo
(range, 25-68) follow-up (median 41 mo post randomization).
Methods: Pts aged ≤70 y with previously untreated CLL received 3 cycles of Ibr lead-in then 13 cycles of combined Ibr + Ven
(oral Ibr 420 mg/d; oral Ven ramp-up to 400 mg/d). Pts achieving Confirmed uMRD (uMRD serially over at least 3 cycles, in
both peripheral blood and bone marrow) with Ibr + Ven were then randomly assigned 1:1 to double-blinded tx with PBO or
single-agent Ibr. Endpoints included investigator-assessed best response per iwCLL, rates of uMRD (<10-4 by 8-color flow
cytometry), DFS rate (time from randomization to MRD relapse [for a confirmed uMRD pt, ≥10-2 CLL cells/leukocytes
confirmed on 2 serial visits], PD per investigator assessment, or death, whichever occurs first), PFS, OS, and AEs.
Results: 164 pts were enrolled to receive combined Ibr + Ven tx; after completion, 86 pts with Confirmed uMRD were
randomly assigned to PBO or single-agent Ibr (n=43 each). Baseline characteristics were previously reported (Wierda et al. J
Clin Oncol. 2021;39:3853). For pts with Confirmed uMRD, median time on study was 56 mo (Ibr arm range, 25‒68 mo; PBO
arm range, 40‒65 mo); median post-randomization follow-up was 41.2 mo and 41.5 mo in the PBO and Ibr arms, respectively.
f Hematology
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In the PBO arm, 63% of pts have now achieved a best response of CR (increased from 60% at 2 y); among pts who continued
Ibr, 81% achieved a best response of CR (increased from 72% at 2 y). Rates of uMRD remained stable from y 2 to y 3 post
randomization (PBO, 56% [n=24] and 58% [n=25]; Ibr 60% [n=26] and 63% [n=27], respectively). The 3-y DFS rate was 85% (95%
CI, 69‒93) with PBO and 93% (95% CI, 80‒98) among pts who continued Ibr (p=0.1621). The 4-y PFS was 88% (95% CI, 74‒95)
with PBO and 95% (95% CI, 82‒99) with continued Ibr; 4-y OS was 100% (n=0 deaths) and 98% (95% CI, 84‒100), respectively.
Notably, efficacy outcomes in high-risk subgroups were consistent with the total population although low sample size in the
PBO arm limits interpretation (Table). Prevalence of AEs during the post-randomization period was generally stable in each
arm (Table). New occurrences of hypertension in post randomization ys 1-3 were generally lower with PBO vs Ibr (y 1, n=1/43
vs n=3/43; y 2, n=1/41 vs n=4/41; y 3, n=3/38 vs n=2/41, respectively). No new atrial fibrillation or grade ≥3 hemorrhage events
occurred in the PBO arm during the 3-y post randomization period; 1 pt in the Ibr arm had atrial fibrillation in 2nd y post
randomization. In the 3rd y post randomization, no pts had dose reduction or discontinuation due to an AE as expected in the
PBO arm; 1/41 pts had a dose reduction and 2/41 discontinued Ibr due to an AE. In total, 7 and 2 pts have experienced
progressive disease in the PBO and Ibr arms, respectively; 4/7 pts in the PBO arm have initiated subsequent therapy (3 with
Ibr, 1 with other agent/s; 0 pts in the Ibr arm have initiated subsequent tx).
Conclusions: First-line Ibr + Ven is an all-oral, once-daily, chemotherapy-free regimen that continues to provide deep,
durable clinical responses in pts with CLL. With an additional y of follow-up in pts with Confirmed uMRD after Ibr + Ven, 4-y
OS rates were ≥98% and 4-y PFS rates were ≥88% in pts randomly assigned to PBO (representing fixed duration) or continued
Ibr. The durability of uMRD and the 3-y DFS rate of 85% without ongoing tx are encouraging and support the promising
potential for tx-free remission. Together with the safety data, these results demonstrate a favorable benefit-risk profile with
fixed duration Ibr + Ven.

Figure 1.
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OffLabel Disclosure: Ibrutinib in combination with venetoclax is not approved in any indication.
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