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INTRODUCTION

» The use of covalent Bruton tyrosine kinase inhibitors (cBTKis) has contributed to the evolution of
the treatment landscape for relapsed/refractory (R/R) mantle cell ymphoma (MCL)

» Second-generation (acalabrutinib) and next-generation (zanubrutinib) cBTKis were developed to
address off-target inhibition and side effects seen with ibrutinib, the first-generation cBTKi

« We have previously reported differences in real-world time to next treatment (rwTTNT) and overall
survival (rwOS) among patients treated with ibrutinib, acalabrutinib, and zanubrutinib;'? however,
reasons for these differences were unknown

« The objective of this study is to further evaluate rwTTNT and rwQOS using an updated dataset
with 4 additional months of follow-up, assess treatment patterns of cBTKis (including switching),
describe reasons for cBTKi discontinuation, and compare the real-world effectiveness of ibrutinib,
acalabrutinib, and zanubrutinib monotherapy among patients with R/R MCL in the United States (US)

METHODS

 In unadjusted analyses, rwTTNT and rwOS were compared between 2L/3L cBTKi treatment
groups without any covariate adjustment. Median survival estimates, and 95% confidence

intervals (Cls) were reported

» In adjusted analyses, propensity scores were estimated using multivariable logistic regression
models, and inverse probability of treatment weighting (IPTW) was conducted to estimate the

average treatment effect

— Adjusted models were: (i) multivariate (Cox model), (ii) IPTW minimally adjusted (which
was adjusted for age, sex, time from first-line [1L] to 2L, number of prior lines), and (iii)

IPTW fully adjusted (which was adjusted for age, sex, time from 1L to 2L, number of prior

lines, Eastern Cooperative Oncology Group score, stage at initial diagnosis, lactose

dehydrogenase status, bulky disease status, and Ki67 status)

« Cox proportional hazards regression models were used to generate unadjusted or adjusted
hazard ratios (HR) for the treatment comparisons with associated 95% Cls and P values

RESULTS

Treatment Patterns

« Median (range) length of follow-up from the start of index 2L/3L cBTKi monotherapy was 36 (19-56)
months in the overall cohort, 15 (10—-25) months in the zanubrutinib cohort, 36 (20-52) months
in the acalabrutinib cohort, and 57 (35-67) months in the ibrutinib cohort (Table 1)

IWTTNT and rwOS

« Trends in rwTTNT and rwQOS favoring zanubrutinib over acalabrutinib and ibrutinib are observed
in Figure 2
« The fully adjusted multivariate model (Table 2) showed:
— Alonger rwTTNT with zanubrutinib compared with ibrutinib (HR 0.75 [95% CI 0.55-1.04;
P=.08]) and acalabrutinib (HR 0.91[95% CI 0.68-1.22; P=.50))
— Significantly longer rwOS for zanubrutinib compared with ibrutinib (HR 0.63 [95% Cl 0.42-0.96;
P=.03])
— A nonsignificant difference in rwOS for zanubrutinib compared with acalabrutinib
(HR 0.77 [95% CI 0.53-1.11; P=.20])

CONCLUSIONS

- Among patients with R/R MCL who received 2L/3L cBTKi monotherapy, zanubrutinib
was associated with significantly improved rwOS compared with ibrutinib

« Trends in rwTTNT and rwQS favoring zanubrutinib over acalabrutinib and ibrutinib
were observed

« 88% of patients included in this study did not have documentation of TP53 testing,
suggesting that TP53 testing is underutilized in the real world

« For patients who switched cBTKi monotherapies, the most common reason for switching
was toxicity, which provides a broader scope of reasons for differences in rwTTNT that
are not exclusive to disease progression

Table 3. Reasons for Discontinuation Among Patients Receiving 2L/3L cBTKi Monotherapy

Zanubrutinib | Acalabrutinib Ibrutinib
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« Descriptive statistics including medians, interquartile range (IQR), and minimum and maximum
values were reported for continuous variables and frequencies and percentages were

@ Extracted from unstructured documents using natural language processing when ECOG information from structured data is unavailable in the

baseline ECOG table. ECOG values represent the score closest to the index date. ECOG values of 5 are transformed to “Unknown” for
de-identification purposes. Additional information can be found on Flatiron’s Knowledge Center.

(Table 4); median (IQR) time to next cBTKi among these patients was 8 (4—21) months
— Among the 31(4.4%) patients who switched from ibrutinib to acalabrutinib/zanubrutinib,
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reported for categorical variables
« Survival curves were generated using Kaplan-Meier analyses and the log-rank test was used
to compare survival distributions across treatment groups

the most documented reasons for discontinuation were toxicity (61.3%), and progression
(19.3%) (Table 4)

— Among the 12 (1.7%) patients who switched from acalabrutinib to zanubrutinib, the most
documented reason for discontinuation was toxicity (58.3%) (Table 4)

® As documented with dates occurring at any point from initial diagnosis to 30 days after index date.

¢ Index here refers to start of earliest cBTKi monotherapy start date (either 2L or 3L).

1L, first-line; 2L, second-line; 3L, third-line; cBTKi, covalent Bruton tyrosine kinase inhibitor; ECOG, Eastern Cooperative Oncology Group;

IQR, interquartile range; LDH, lactose dehydrogenase; LOT, line of treatment; NOS, not otherwise specified; R/R MCL, relapsed/refractory mantle
cell lymphoma; ULN; upper limit of normal.
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