3301 Introduction

e Continuous Bruton’s tyrosine kinase inhibitor (BTKi) treatment with ibrutinib (lbr) is a
standard of care option for patients (pts) with previously untreated chronic lymphocytic
leukemia (CLL), including pts with high-risk cytogenetics

— lbris the only BTKi that has demonstrated survival benefits comparable with an

R I t' h - - th age-matched general population’
e a I O n S I p I n e e The RESONATE-2 trial demonstrated sustained progression-free survival (PFS)
benefits, with up to 10 years of follow-up, in first-line pts with CLL treated with Ibr.
P ro s e Ct i v e P h a s e 2 Ibr dose modification improved or resolved adverse events (AEs) in =2 85% of pts?®
p * Additionally, real-world (RW) evidence has shown that Ibr dose modification may
enhance overall tolerability and decrease side effects without impacting efficacy
TAI L O R St u dy : Ex p I o rato ry * Previous research has shown that total BTK protein levels decrease during
lbr treatment*
E P - A I - f h * |n support of clinical and real-world data, model-based research has demonstrated
n o I n n a ys IS o e sustained BTK inhibition when lbr is reduced to 280 mg following an initial 28-day
cycle at 420 mg, and pilot clinical data have shown that the biological activity of
I b ru ti n i b M o n ot h e ra py Ibr can be retained following similar dose modification approaches®®
N o [ Results
Cohorts in Patients With

Previously Untreated Chronic | ooz S

Methods

* In the phase 2 TAILOR Ibr monotherapy
cohort, pts were randomized 1:1 to receive lbr
420 mg once daily (QD; Cohort 2a) or 1 cycle
of Ibr 420 mg QD followed by lIbr 280 mg QD
(Cohort 2b) until progression or intolerability

* Blood samples were taken from pts in
Cohorts 2a and 2b at screening, Cycle (C) 1
Day (D) 14, and C4D1 to assess predose
BTK occupancy

* lbr plasma concentration was assessed using
samples at predose, 2 hours (h), and 4 h after
dosing at C1D14/C4D1

* Results were summarized using descriptive
statistics, |br plasma concentrations
calculated as geometric means, and
BTK occupancy as median of data from
the specified cohort/time point

Ibrutinib plasma concentration at C1D14 and C4D1

* All results are from the ibrutinib monotherapy  Mean Ibr plasma concentration in Cohort 2a was similar between C1D14 and C4D1 (Table 2,

* Blood samples from 41 pts were evaluated » At C1D14, Ibr plasma concentration was similar between Cohorts 2a and 2b (Table 2)

i |
L m h o C tl c Le u ke m I a e Pts had a median age of 73 years (range, * |In Cohort 2b, mean Ibr plasma concentration was lower at C4D1 compared with C1D14 (Table 2,
53-84), and 75.6% were aged = 65 years Figure 2B)

* 65.9% of pts were from Europe and 34.1% from » At C4D1, Ibr plasma concentratio
North America
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n was lower for Cohort 2b versus 2a (Table 2)

Figure 1: TAILOR study design
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CV, cardiovascular; ECOG PS, Eastern Cooperative Oncology Group performance status; PD, progressive disease.

Median BTK occupancy

* Median predose BTK occupancy was similar between Cohorts 2a

(n=17)and 2b (n = 23) at C1D14 (99.8% [range, 98.7-100.0%] and
99.8% [range, 92.9-100.0%]), and C4D1 (99.8% [range, 98.3-100%)]

and 99.8% [range, 96.9-100.0%)]) (Figure 3)

* Combined median C1D14 and C4D1 BTK occupancy was 99.8% for
Cohort 2a and 99.8% for Cohort 2b (Figure 4)

 BTK occupancy was observed to be nearly complete for all Ibr plasma

concentration levels measured at predose C1D14 and C4D1

Figure 3: BTK occupancy in Cohorts 2a and 2b
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Please scan the QR code https://www.congresshub.com/ASH2025/Oncology/Ibrutinib/Barrientos

The QR code is intended to provide scientific information for individual reference,

and the information should not be altered or reproduced in any way. 240 pts assessed. *32 pts assessed 2Data from evaluable pts
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