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ABSTRACT 

Bruton tyrosine kinase inhibitors (BTKi) are highly effective against several B-cell 

malignancies; however, their use is limited by adverse events (AEs), potentially due to 

off-target kinase inhibition. The next-generation BTKi zanubrutinib (zanu) was designed 

to minimize off-target effects to prolong treatment duration and limit AEs. In phase 3 

trials in WM and chronic lymphocytic leukemia/small lymphocytic lymphoma (CLL/SLL), 

zanu has consistently shown higher tolerability vs ibrutinib (ibr). Previous results from 

the ongoing, multicenter, single-arm, phase 2 study, BGB-3111-215 (NCT04116437), 

show that zanu was well tolerated in patients (pts) who discontinued (d/c) ibr and/or 

acalabrutinib (acala) due to AEs. Here, we report updated results from acala-intolerant 

pts in BGB-3111-215. Eligible acala-intolerant pts with CLL/SLL, WM, MCL, or MZL 

were enrolled in cohort 2; progression on prior BTKi was not allowed. Pts received zanu 

160 mg twice daily or 320 mg once daily and were evaluated for efficacy and safety, 

including recurrence of intolerant AEs from prior BTKi. Investigator-assessed responses 

were recorded every 3 cycles per standard response criteria. As of 6Jan2022, 13 pts 

received zanu (9 CLL/SLL; 2 WM; 1 MCL; 1 MZL); 10 pts remain on treatment. Median 

age was 73 y (range 51-83); median treatment duration was 9.2 mo (range 0.5-16.0) 

and median follow-up was 12.9 mo (range 0.8-16.0). Median number of prior therapies 

was 2; 62% of pts received ibr before acala, which was the most recent therapy for all. 

Three pts d/c treatment (myalgia, progressive disease, and withdrawal; 1 each) and 

withdrew from the study thereafter. 22 acala-intolerant AEs occurred in 13 pts, most 

commonly, arthralgia (4), myalgia (3), headache (2), and hemorrhage (2). 73% of acala-

intolerant AEs did not recur on zanu; 62% of pts had no AE recurrence. 6 AEs recurred: 

1 at lower grade, 5 at same grade, and 0 at higher grade (figure). One pt d/c due to 

recurrence (myalgia, same grade). 3 pts who experienced the same intolerant AEs (pain 

in extremity, diarrhea, and atrial fibrillation) on ibr and acala did not have recurrence on 

zanu. Among 10 pts on zanu with ≥90 d of follow-up, 80% had at least stable disease 

and 70% had a deepening of response. These data suggest that zanu may be a viable 

therapeutic option for pts who are acala-intolerant–80% of pts received clinical benefit, 
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and most did not experience recurrence of prior intolerant AEs. Enrollment and follow-

up are ongoing. 

Figure: Recurrence and Severity of Acala-Intolerant AEs While on Zanu Treatment 

 

 

 




