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CLL Progression on Ibrutinib and Resistance Mutations
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Ibrutinib discontinuation due to PD, intolerance or RT.
Resistance mutations occur up to 15 months before manifestation of clinical progression.

Wiestner A. Haematologica. 2021; Ahn IE, et al. Blood 2017
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BTK Mutations associate with Resistance

Covabert
Mrudinid  Acastridind Zarv.‘.\'umb. 7
BTK (Xa22 1) RINS 0
20% BTK / 04 EA1v e
and PLCG2 .~ . Dy o
16% BTKand>. Mot 7~ o B Gis4o ®
PLCG2 mutants 'tentified” “ o $
\,c02 ,.-/’F TN A.u:"l; L 3
oz 56% BTK $H) e ! ‘i
mutants X TeTaL o
§ 1)) s-M2 e
8 3 T&745 ‘
E = [ CA4018
- CARIR ? , <
i CARTY . L <o
) CanF . o 2
o TK CAB1W 0
R4H a
Early studies showed high prevalence of BTK S 5 ®
mutations in patients with CLL progressing on ! e
ibrutinib oA

l) u
Numbor of potmes e ...

Gruessner C et al, Leuk &Lymph 2025 M i

LR N X B



9° WORKSHOP IN EMATOLOGIA TRASLAZIONALE DELLA SOCIETA ITALIANA DI EMATOLOGIA SPERIMENTALE

Mechanisms of BTK Inhibition and Resistance
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Wiestner A. Haematologica. 2021; Woyach J, et al. N Engl J Med. 2014
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BTK mutations in pts with CLL relapsing on ibrutinib
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BTK mutations are rare in TN pts with CLL
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BTK mutations in pts with CLL relapsing on acalabrutinib
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Emergent BTK mutations observed in 31/47 (66%) acalabrutinib- and 11/30 (37%) ibrutinib-
treated patients

Woyach JA et al. Blood 2024
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BTK mutations in pts with CLL relapsing on zanubrutinib
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Kinase proficient vs impaired BTK mutations
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How to deal with PD on covalent BTKi

Symptomatic relapsed CLL
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Non-covalent BTKi: new kids on the block

Highly selective for BTKS Plasma exposures exceeded BTK ICy, Pirtobrutinib may stabilize/maintain BTK in
throughout dosing interval a closed inactive conformation’
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Inhibits both WT and C481-mutant BTK with equal low nM potency’

Steady state plasma exposure corresponding to 96% BTK target inhibition and a haif-life of about 20 hours’

In contrast to cBTKi (A), pirtobrutinib (B) appears to stabilize BTK in a closed, inactive conformation, blocking access to upstream kinases
and phosphorylation of Y551, thus inhibiting scaffolding interactions that support kinasa-independent BTK signaling”

Mato et al, Lancet 2021; Brandhuber et al. Clin Lymphoma Myeloma Leuk 2018; Gomez et al. Blood.2023
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Pirtobrutinib Phase 1/2 BRUIN Trial
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Pirtobrutinib clinical efficacy in heavily pretreated pts

Median follow-up of 30 months Progression-free survival
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ORR (including PR-L) ~80% regardless of prior BCL2i
Median PFS: 19.4 months overall, 23.0 months for BCL2i-N patients and 15.9 months for
BCL2i-E patients

Woyach JA, Oral presentation ASH 2023
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BTK mutations in pts with CLL relapsing on pirtobrutinib
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Wang E et al, NEJM 2022
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BTK degraders: are they ready for the prime time?
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Stanchina MD et al, Nat Rev Clin Oncol. 2024
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In vitro response of BTK mutants BTK-targeting agents
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QI J et al, Blood Adv 2023; Montoya S et al, Science 2024
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BGB-16673 Phase 1 Trial
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NX-5948 Phase 1 Trial
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