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Introduc�on 

BTKis are the standard of care for CLL/SLL in the first-line (1L) and relapsed/refractory (R/R) se�ngs. The 
next-genera�on BTKi zanubru�nib (zanu) demonstrated superiority over the first-genera�on BTKi 
ibru�nib (ibr) in trea�ng R/R CLL, while the second-genera�on BTKi acalabru�nib (acala) only showed 
noninferiority to ibr. We previously reported that 138 pa�ents (pts) treated with zanu were more likely to 
remain on treatment and less likely to require subsequent treatment (tx) compared with those treated 
with acala in 1L CLL in community oncology prac�ces (ASH 2024) in a 1:2 matched analysis. Here, we 
provide updates on the full cohort in these se�ngs (∼200 pts more than the previous report). 

Methods 

US adult pts diagnosed with CLL/SLL who ini�ated 1L tx between January 1, 2020, and November 30, 
2023, were iden�fied using the Integra Connect PrecisionQ de-iden�fied real-world database. Pa�ents 
were followed un�l July 3, 2024. This matched cohort study used structured and curated data in which 
pts who ini�ated zanu were matched at a 1:2 ra�o based on age and sex with pts who ini�ated acala. 
The probabili�es of ongoing tx and not advancing to next line of therapy (LOT) from zanu or acala 
ini�a�on and overall survival (OS) were es�mated using Kaplan–Meier methods. Hazard ra�os (HRs) 
were es�mated using Cox propor�onal hazard models, adjusted for matching set. 

Results 

Six hundred pts were included in the study, including 200 zanu pts matched with 400 acala pts. The 
median dura�on of follow-up was 13.4 (range 0.9, 53.3) mos: 15.9 (0.9, 53.3) mos for acala and 11 (2.3, 
32.2) mos for zanu. The median age was 75 (interquar�le range 67, 81) yrs and 36.5% were female in 
both groups. Baseline ECOG performance status was similar between groups, with 87.8% acala pts and 
87.5% zanu pts having an ECOG status of 0/1.  

The ongoing tx probability and the probability of not advancing to next LOT at 6, 12, 18, and 24 mos 
were higher for zanu than acala (Table). The adjusted HRs (95% CI) with acala as the reference for 
ongoing tx probability at 6 and 12 mos were 0.51 (0.32, 0.80) and 0.51 (0.33, 0.74), respec�vely. The 
adjusted HRs (95% CI) for the probability of not advancing to next LOT at 6 and 12 mos were 0.75 (0.40, 
1.35) and 0.75 (0.43, 1.23), respec�vely. Median OS was not reached in either the acala or zanu group. 

Conclusions 

In this real-world compara�ve effec�veness analysis in 1L CLL/SLL, pa�ents who received zanu were 
significantly more likely to remain on treatment compared with those who received acala; they were also 
less likely to require the next LOT. Limita�ons include shorter follow-up �me for zanu vs acala. 

 1L, Ongoing tx probability, % 1L, probability of not advancing to 
next LOT, % 



ASCO 2025 

Mo Acala Zanu Acala Zanu 

6 78.2  88.0 88.6  91.5 

12 66.6  80.6  80.5  84.6  

18 58.6  75.9  73.9  77.3  

24 52.8  75.9  66.5  71.7  

 


