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Predictors of Outcomes with Venetoclax-Based Treatment in Patients with Progressive Disease or Intolerance
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Background: Venetoclax (Ven) is a standard of care for the treatment of patients (pts) with CLL/SLL. In the relapsed setting,
there is very limited data on the efficacy of Ven after covalent BTK inhibitors ([cBTKi], ibrutinib, acalabrutinib, or zanubrutinib),
and there is no prospective trial data on the feasibility of a Ven-based fixed-duration therapy after cBTKi failure. Recently,
novel treatment options like pirtobrutinib, a non-covalent BTKi, have shown high efficacy after cBTKi, prompting scrutiny of
Ven-based therapies after cBTKi failure, including Ven monotherapy and combination treatment with anti-CD20 antibodies.
In this study, we aim to evaluate: 1) The efficacy of Ven-based therapy after cBTKi, 2) Predictors of the efficacy of Ven in this
setting, and 3) The feasibility of fixed-duration therapy with Ven after BTKi.

Methods: In this single-institution, retrospective study, we used our institutional CLL registry to identify patients with a CLL/SLL
diagnosis who received Ven (with or without anti-CD20 antibodies) for at least two months after prior treatment with a cBTKi.
Patient-level clinical data were extracted from electronic medical records. Progressive disease (PD) was defined by the treating
physician based on clinical, laboratory, and/or imaging data. Progression-free survival (PFS) and Overall survival (OS) were
calculated using the Kaplan-Maier estimates.

Results: We identified 80 pts who started Ven between 1/2016-12/2022 after prior treatment with a cBTKi. Median age was
62 (range: 40-80), and 53% were male. FISH abnormalities included: 58% del17p, 25% del11q, 48% del 13q, and 19% with
trisomy 12. The median prior lines of treatment were 2 (range: 1-7). Prior first cBTKis were ibrutinib (92.5%), acalabrutinib
(6.5%), and zanubrutinib (1.5%). A total of 7 pts (9%) received more than one prior cBTKi (1 ibrutinib, 6 acalabrutinib). Prior
cBTKi was used as first-line treatment in 21 pts (26%), and 51 (64%) pts received prior treatment with chemotherapy. The
median duration of cBTKi treatment was 25 months (range 1-92). Reasons for cBTKi discontinuation were PD (n=56, 70%) and
intolerance (n=24, 30%). Most pts started Ven-based therapy immediately after cBTKi (n=53, 66%), although 21 (26%) received
one interim line, and 6 (7.5%) received more than one interim line. Ven was used either as monotherapy (n=45, 56%) or with
anti-CD20 antibodies (n=35, 44%). The median time on Ven was 11 months (2-55 months). At the time of analysis, 75% of pts
had stopped Ven, with the most common reason for discontinuation being PD (31, 53%), followed by treatment completion
(19, 32%). Median PFS after starting Ven was 29 months (95% Cl: 17-44) for the entire cohort. Median PFS was significantly
inferior in pts who experienced PD on prior ¢BTKi compared with those who were intolerant to prior cBTKi (17 months vs. 55
months, p=0.002). Inferior PFS was also observed in patients with del17p (7 months vs. 26 months without del17p, p=0.003)
and in pts who received Ven monotherapy vs. combination therapy with anti-CD20 antibodies (21 months vs. not reached,
p=0.01). There was no difference in PFS based on prior treatment with chemotherapy or for pts who received treatments
between cBTKi and Ven. In multivariable analysis, having del17p (HR 3.04, 95%CI [1.38-6.65]), Ven monotherapy (HR 3.19, 95%
Cl[1.52-6.68]) and PD on prior cBTKi (HR 4.29, 95% [1.50-12.29]) were associated with inferior PFS. With a median of 28 months
of follow-up, 26 pts (32%) stopped Ven and did not experience PD. This included 23% of pts with PD after prior cBTKi and
54% of pts intolerant to prior cBTKi (p=0.007).
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Conclusion: Venetoclax-based therapy after ¢cBTKi provides disease control, but not to the extent reported by the only
prospective trial in this setting (Jones, Lancet Oncol, 2018). Inferior PFS was observed in pts who had PD after prior cBTKi
(vs. being intolerant), pts who received Ven monotherapy (vs. combined with anti-CD20 antibodies), and those with del17p.
While this study may be limited in assessing the feasibility of fixed-duration Ven therapy after cBTKi, our results indicate that
such an approach may only be feasible in a subset of pts who stopped cBTKi because of intolerance and not PD.
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