1553702 INTRODUCTION

« Covalent Bruton tyrosine kinase (cBTKi) and B-cell lymphoma 2 (BCL2i) inhibitors
have demonstrated improved treatment efficacy and safety compared to
chemotherapy/chemoimmunotherapy (CT/CIT) for patients with chronic lymphocytic
leukemia and small lymphocytic lymphoma (CLL/SLL)!3

cBTKi-based regimen discontinuation. Then, 2 mutually
exclusive cohorts were derived based on the treatments
these patients received: cBTKi cohort (i.e., cBTKi—cBTKi) or
BCL2i cohort (i.e., cBTKi—BCL2i)

* Logistic regression models assessed the odds of achieving
an OR; Cox proportional hazards (PH) regressions assessed
PFS and TTNT-D

METHODS

» Data were obtained as part of the CLL Collaborative Study of
Real-World Evidence (CORE), an international, retrospective

observational study involving 23 centers — All models controlled for age at initiation, sex, time from

CLL/SLL diagnosis to initiation, duration of discontinued
cBTKi therapy, ECOG, and lactate dehydrogenase (LDH)

» Treatment outcomes included overall response (OR; i.e.,
complete [CR] or partial response [PR]), progression-free
survival (PFS; i.e., time from initiation to PD/death (event),
with censoring at last follow-up), and time to next treatment
or death (TTNT-D; i.e., time from initiation to start of next
treatment/death (event), with censoring at last follow-up)

Switching from Covalent BTKI to BCL2I Is
Associated with Improved Clinical
Outcomes Compared to Switching to a
Different Covalent BTKI in Patients with
CLL/SLL Treated in the Real-world Setting

« Adult patients were included if they were diagnosed with
CLL/SLL, were naive to BCL2i, discontinued their first
treatment with a cBTKi-based regimen in any line of therapy
for reasons other than PD or therapy completion, and
initiated a cBTKi or BCL2i-based regimen after their first

 Although some patients progress and discontinue their cBTKi-based regimens
prematurely (12-17%), a substantial proportion (24-62%) discontinue due to reasons
other than disease progression (PD) and often switch to another targeted agent with
the same or different mechanism of action (MOA)*-°

« Kaplan-Meier (KM) estimates were also used to estimate
PFS and TTNT-D rates at 12 months

Table 2. Treatment characteristics for the cBTKi and BCL2i cohorts

Treatment characteristics CBTKI et -value
N = 44 N = 77 p-

Time from CLL/SLL diagnosis to cBTKi

RESULTS

Patient characteristics

Overall response (OR) (unadjusted hazard ratio [HR]: 0.6 [confidence interval [CI]: 0.3;
1.5]; adjusted HR: 0.3 [CI: 0.1; 0.8], p=0.023) compared to cBTKi

« Of the 79 patients with recorded response, the BCL2i cohort had cohort in the Cox PH regression

significantly greater odds of achieving a response compared to

* The study included 121 BCLZ2i-naive patients who discontinued their the cBTKi cohort (Figure 2)
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cBTKi discontinuation and subsequent treatments

 Patients in the cBTKi cohort were treated longer with their first cBTKi-

based regimen before discontinuation and had longer time from

CLL/SLL diagnosis to cBTKi-based regimen initiation than those in

the BCL2i cohort (Table 2)

* The most common reason for cBTKi-based regimen discontinuation

was intolerance (80.2%; n=97)

N =1 (0.8%)

Ibrutinib + obinutuzumab
N =1 (0.8%)

cBTKi - cBTKi cohort

Rituximab
N =1 (0.8%)

BCL2i, B-cell ymphoma 2 inhibitor; cBTKi, covalent Bruton tyrosine kinase inhibitor; 1The most common first cBTKi-based

regimens received by patients were ibrutinib-based (118/121 [97.5%]) and acalabrutinib-based (3/121 [2.5%)]) regimens; 2Among
patients who did not initiate a subsequent line of therapy, a greater proportion were from the BCL2i cohort (67/102 [65.7%)])
relative to the cBTKi cohort (35/102 [34.3%]); 3One patient who was treated with both a cBTKi and a BCL2i as part of the same

regimen was included in the BCL2i cohort

BCL2i, B-cell ymphoma 2 inhibitor; cBTKi, covalent Bruton tyrosine kinase inhibitor; KM, Kaplan Meier; PFS, progression-
free survival; RMST, restricted mean survival time

1The estimated RMST at Tau = 39.7 months was 33.1 months (standard error = 2.7) for the BCL2i cohort and 31.1 months
(standard error = 1.7) for the cBTKi cohort.

2Curves are limited to the time point with at least 10% of the starting population at-risk in both groups.

BCL2i, B-cell ymphoma 2 inhibitor; cBTKi, covalent Bruton tyrosine kinase inhibitor; KM, Kaplan Meier; RMST, restricted
mean survival time; TTNT-D, time to next treatment or death

1The estimated RMST at Tau = 43.3 months was 33.6 months (standard error = 2.0) for the BCL2i cohort and 33.4
months (standard error = 3.0) for the cBTKi cohort.

2Curves are limited to the time point with at least 10% of the starting population at-risk in both groups.

LIMITATIONS

» As this was a retrospective chart review across multiple centers, there may be
differences in clinical data interpretation and possibility of data entry errors

» Findings should be interpreted with care given the limited durations of follow-up,
especially in the cBTKi cohort
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