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INTRODUCTION

RESULTS

= PRO-based symptom endpoints are rarely associated with treatment efficacy in oncology
trials, including those conducted in patients with chronic lymphocytic leukemia/small
lymphocytic lymphoma (CLL/SLL)

= Time-to-deterioration analyses of key PRO symptoms (eg, fatigue) and functioning

(eg, physical function) are routinely employed in oncology clinical trials to evaluate the
effects of treatment on a single deterioration event

— However, PRO-based deterioration frequently has “transient” event times; for example,
a patient may experience multiple fatigue deteriorations over time

— Therefore, transient event times are best modeled as recurrent events

— Under a recurrent event process, the time to each unique deterioration is modeled, and
the overall risk of recurrent deterioration is estimated within a survival model accounting
for the correlation among recurrent deterioration events

= The objective of the current analyses was to develop a joint model to examine the
association between time to recurrent PRO-based deterioration and disease progression
(defined as PFS events) in patients enrolled in the ALPINE trial

= At data cutoff (September 15, 2023), the ITT population consisted of a total of 652 patients

(327 received zanubrutinib and 325 received ibrutinib)

— Patient demographics and baseline disease characteristics were generally balanced
across the arms

= Fifty patients were excluded from the current analyses because they did not have any
PRO data; a total of 601 patients (zanubrutinib, n=308 [51.2%]; ibrutinib, n=293 [48.8%])
were included in the PFS joint models

= Using the QLQ-C30 fatigue domain as an example, the number of recurrent symptomatic

deterioration events ranged from O to 6 (Table 1)

Table 1. Number of Recurrent Fatigue Symptom Deterioration

Events

Number of Recurrent Events

n (%)

Cumulative n (%)

= |n the recurrent event models for symptomatic deterioration, after adjusting for PFS, CFBL
in corresponding symptoms, and stratification factors, there was no difference between
treatment arms in risk of RS-D events (Table 3)

— As expected, increasing CFBL in all symptoms (appetite, diarrhea, dyspnea, fatigue,
nausea/vomiting, pain) was associated with increased risk of RS-D events, irrespective

of treatment (Table 3). This is reflected in the linear predictor coefficient (eg, for appetite:

Lin Pred = AP CFBL: R-AP-DET)

= |n the PFS model, after adjusting for recurrent symptomatic deterioration, CFBL in
corresponding symptoms, and stratification factors, zanubrutinib treatment was associated
with statistically significant reduction in the risk of investigator-assessed PFS events when
compared with ibrutinib (Table 3; PFS HRs after adjusting for symptoms of appetite:
0.55, P=0.0093; diarrhea: 0.60, P=0.0202; dyspnea: 0.59, P=0.0189; fatigue: 0.71, P=0.0191;
nausea/vomiting: 0.66, P=0.0087; pain: 0.69, P=0.0144)

= [ncreasing RS-D events for appetite, diarrhea, and dyspnea were strongly associated with
risk of PFS, irrespective of treatment (Table 3)

= Convergence for the dyspnea frailty prediction exhibited incomplete convergence (R=1.82)

Table 3. Zanubrutinib vs Ibrutinib Efficacy in Three-Component

CONCLUSIONS

= After predicting PFS from the risk of recurrent symptomatic
deterioration events and using a joint model to adjust for baseline
stratification factors and change from baseline in corresponding
symptoms, zanubrutinib remained superior to ibrutinib with respect
to disease progression in the ALPINE trial

= Recurrent symptomatic deterioration in appetite, diarrhea, and
dyspnea were leading predictors for risk of disease progression

= These analyses suggest that patient reporting of deterioration in
these symptoms may indicate a need for increased clinical monitoring
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= Analyses were conducted using the JMBayes2 package in R (version 4.3.2)

convergence. Time in this analysis is months since baseline. Significant effects are highlighted in blue. Models were adjusted for the following:
region, del(17p) mutation, age >65 years, refractory status, cancer type (CLL/SLL), and baseline COA score; efficacy reference drug is ibrutinib.
CLL, chronic lymphocytic leukemia; COA, clinical outcome assessment; QLQ-C30, Quality of Life Questionnaire Core-30; SLL, small
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aAssociation parameter and not HR.

CLL, chronic lymphocytic leukemia; COA, clinical outcome assessment; R-AP-DET, recurrent appetite deterioration; R-DI-DET, recurrent diarrhea
deterioration; R-DY-DET, recurrent dyspnea deterioration; R-FA-DET, recurrent fatigue deterioration; R-NV-DET, recurrent nausea/vomiting
deterioration; R-PA-DET, recurrent pain deterioration; SLL, small lymphocytic lymphoma.
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