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INTRODUCTION

* The recent availability of covalent Bruton tyrosine kinase inhibitors (cBTKis) has contributed to the rapidly evolving treatment
landscape for relapsed/refractory (R/R) mantle cell ymphoma (MCL)

* Newer cBTKis (second-generation acalabrutinib and next-generation zanubrutinib) were developed to address concerns with
off-target inhibition and side effects, with zanubrutinib being more selective against several off-target kinases than acalabrutinib
and ibrutinib

* There is no direct evidence from randomized controlled trials to discern between the efficacy of available cBTKi therapies for R/R
MCL, and little is known about their utilization and comparative effectiveness in the real-world (RW) setting

OBJECTIVE

* To describe the RW characteristics and utilization patterns, and evaluate the comparative effectiveness of zanubrutinib, acalabrutinib,
and ibrutinib monotherapy in second- or third-line (2L/3L) treatment among patients with R/R MCL in the United States (US)

RESULTS

Patient Baseline Characteristics

* Of the 1,377 patients with R/R MCL who received any therapy in the 2L+ setting, 602 patients received 2L/3L cBTKi monotherapy
for MCL and were included in this study

* Median age at the start of 2L therapy was 74 years (range 34-85), and the majority of patients were male (74%), identified as

White (76%), did not identify as Hispanic or Latino (75%), had stage |V disease (63%), and an Eastern Cooperative Oncology

Group Performance Status (ECOG PS) score of 0-1 (60%) (Table 1)

* Most patients (96%) had undocumented and/or negative tests for TP53 status

Table 1. Baseline Demographic and Clinical Characteristics of Patients With R/R MCL Who Received 2/3L cBTKi Monotherapy

Characteristic

Overall
(N=602)

Zanubrutinib

(n=107)

Acalabrutinib

(n=301)

Ibrutinib
(n=194)

Treatment Patterns (Table 1)

* Among patients who received 2L/3L cBTKi monotherapy, 107 (17.8%), 301 (50.0%), and 194 (32.2%) patients received 2L/3L
zanubrutinib, acalabrutinib, and ibrutinib, respectively

* Median (IQR) follow-up from the start of index 2L/3L cBTKi monotherapy was 14 (8-26), 32 (18-48), and 51 (31-61) months for
zanubrutinib, acalabrutinib, and ibrutinib, respectively

rwTTNT and rwOS

* Among the overall population, unadjusted median rwTTNT and rwOS were 111 (95% Cl 9.2-12.9) and 29.2 (95% Cl 24.3-36.5)
months, respectively (Figure 2)

* Unadjusted median rwTTNT was 16.8 (95% CI 11.8-23.7) months for 2L/3L zanubrutinib, 11.5 (95% CI 8.6-14.6) months for 2L/3L
acalabrutinib, and 8.6 (95% CI 7.2-11.3) months for 2L/3L ibrutinib

* Median rwOS was not reached for 2L/3L zanubrutinib (95% CI 23.7-NR), and the unadjusted median rwOS was 27.4 (95% Cl 22.7-
36.5) months for 2L/3L acalabrutinib and 29.3 (95% CI 21.1-40.5) months for 2L/3L ibrutinib (Figure 2)

CONCLUSIONS

* Among patients with R/R MCL treated with cBTKi monotherapies in the US,
patients who received 2L/3L zanubrutinib had significantly longer rwTTNT and
rwOS compared with 2L/3L ibrutinib, and there was a trend favoring improved
clinical outcomes for 2L/3L zanubrutinib compared with 2L/3L acalabrutinib

* Future research into identifying factors influencing utilization of cBTKis, and
reasons for differences in rwTTNT and rwOS across cBTKis are warranted

* Adjusted models showed significantly longer rwTTNT and rwOS for 2L/3L zanubrutinib vs 2L/3L ibrutinib and trends for improved
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