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BACKGROUND RESULTS — EFFICACY & uMRD RESULTS — SUBGROUP ANALYSIS

Pooled wORR2

81.8%

95%CI 73.4–87.9%

Pooled wuMRD2

45.9%

95%CI 22.6–71.2%

1-Year wPFS2

83.7%

95%CI 75.6–89.5%

2-Year wPFS2

60.5%

95%CI 50.6–69.5%

Adjusted Meta-Regression: TFI vs. wORR2

Model β_TFI P (TFI) Adj β P

Univariate +0.044 0.252 — —

+del17p/TP53 +0.051 0.143 −1.793 0.394

+IGHV-U +0.052 0.192 −5.138 0.384

CONCLUSIONS
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• Venetoclax-based combination retreatment demonstrates consistent clinical activity with pooled wORR2 of 

81.8%, 2-year wPFS2 of 60.5% and uMRD2 of 45.9% in this pooled study-level analysis.

• TFI ≥24 months is independently associated with higher wORR2 (Spearman ρ=0.87, P=0.012) after multivariate 

adjustment for del(17p)/TP53 and IGHV status.

• TFI does not significantly affect 2-year wPFS2 (P=0.47). Del(17p)/TP53 mutation is the more dominant 

determinant of PFS2 depth (76.3% vs 49.3%).

• TFI should be incorporated as a stratification variable in prospective relapsed/refractory CLL retreatment trials.
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Clinical Context

• Fixed-duration venetoclax-based regimens in chronic lymphocytic leukemia (CLL) introduce treatment-free 
intervals (TFI), thus making retreatment strategies increasingly relevant. 

• The effects of TFI and cytogenetic/molecular risk factors on retreatment outcomes remain incompletely defined.

Objective

• Determine the independent predictive value of TFI and cytogenetic/molecular risk on weighted retreatment 
overall response rate (wORR2) and weighted retreatment 2-year progression-free survival (wPFS2).

• We performed a pooled study-level analysis of nine venetoclax-based retreatment cohorts (N=190). Patients were 
stratified by TFI (<24 vs ≥24 months) and cytogenetic/molecular risk status (IGHV mutation and 
del[17p]/TP53 mutation). 

Statistical Methods

• DerSimonian-Laird RE models 

• Spearman correlation + WLS meta-regression

• Multivariate: TFI adjusted for del(17p)/TP53 and IGHV independently

Study n Regimen Median TFI uMRD2 ORR2 2 year PFS2

MURANO 25 Ven+R 27.6 mo 32% 72% 49.0%

CAPTIVATE 11 Ven+Ibr >24 mo N/A 82% N/A

ReVenG 15 Ven+Obi 53.3 mo 84.6% 100% N/A

Shadman 2025 48 Ven-based* 21.2 mo N/A 79.5% 52.7%

Brander 2025 9 Ven+R 38.4 mo 22% 100% 86.9%

HOVON 159 14 Ven+Acala 36.0 mo N/A 100% 51.4%

BOVen 12 Ven+Zan** 29.0 mo 46% 92% N/A

GAIA/CLL13 49 Ven-based* N/A N/A N/A 81.4%

CLL2-BAG 7 Ven+Obi 68.0 mo N/A 100% 60.4%

** Ven+ Zan cohort was pretreated with zanu + obi + ven
*Ven-based included ven+obi, ven+R, ven+BTKi

CONCLUSIONS
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