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Background: Covalent Bruton’s tyrosine kinase (BTK) inhibitors such as ibrutinib are approved for treating patients with B-cell
malignancies, but their long-term ef�cacy is limited by toxicity related to off-target kinase inhibition and acquired resistance
due to BTK C481 mutation. AS-1763 is a potent, highly selective, orally available, and non-covalent BTK inhibitor, equipotent
against both wild-type and C481S-mutated BTK with sub-nanomolar IC50 values (Kawahata et al. J MedChem 2021; 64,14129-
14141). In a Phase 1 single-ascending dose study in healthy volunteers, AS-1763 was well tolerated and safe at doses of 5-600
mg and achieved maximum inhibition of B cell activation at doses of 100 mg and above at 1-2 h post-dose and the duration
of inhibitory effect increased with dose [Arimura et al. AACR 2022; Cancer Res 2022;82(12_Suppl)]. In preclinical studies, AS-
1763 demonstrated a broad spectrum of inhibition against BTK mutations that confer resistance to other non-covalent BTK
inhibitors in addition to the C481 mutation.
Study Design and Methods:

This study is an open-label, multi-center, Phase 1b study of oral AS-1763 in patients with advanced chronic lymphocytic
leukemia (CLL)/small lymphocytic leukemia (SLL) and other B-cell non-Hodgkin lymphomas (NHLs) who have failed or are
intolerant to at least two prior lines of systemic therapy. Prior therapy with a covalent BTK inhibitor is permitted; prior use of
a noncovalent BTK inhibitor is excluded. This study consists of two parts, i.e., dose escalation and expansion parts. The dose
escalation part will follow a 3+3 design with a starting dose of 100 mg BID. Each cycle will be 28 days. Three dose levels will
be selected for dose expansion part based on a comprehensive review of data from dose escalation. The dose expansion
part consists of 2 cohorts, i.e., Cohort 1 for CLL/SLL and Cohort 2 for B-cell NHL. In each cohort, the �rst 30 patients will be
allocated to the 3 dose levels (10 patients for each), then the same provisional recommended Phase 2 Dose (RP2D) will be
selected for Cohort 1 and Cohort 2 after 30 patients have enrolled in either cohort. After the provisional RP2D is selected,
up to 28 patients in Cohort 1 and up to 15 patients in Cohort 2 may be treated at the provisional RP2D. In this study, up to
110 patients will be enrolled. Treatment will continue for 24 cycles or until disease progression, occurrence of unacceptable
toxicity or discontinuation because of other reasons.
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Eligible patients include CLL/SLL, Waldenstrӧm macroglobulinemia (WM), marginal zone lymphoma (MZL), mantle cell lym-
phoma (MCL), and follicular lymphoma (FL). Patients with transformed disease (e.g., Richter’s transformation) prior to or dur-
ing screening are not eligible. Key exclusion criteria include CNS involvement by systemic lymphoma, stem cell transplant or
CAR-T therapy <30 days, and clinically signi�cant cardiovascular disease.
The primary objective of the dose escalation part is to determine the maximum tolerated dose/dose-limiting toxicity. Key
secondary endpoints include the evaluation of safety pro�le and tolerability, pharmacokinetics properties, and preliminary
anti-tumor activity based on overall response rate (ORR) by investigator according to iwCLL 2018 for CLL, IWW6 for WM, and
Lugano Treatment Response Criteria for MCL, MZL, SLL and FL.
The primary objective of the dose expansion part is to assess the preliminary anti-tumor activity based on ORR by the Safety
Monitoring Committee (SMC). Key secondary objectives are to investigate safety, tolerability, and pharmacokinetic pro�les
and to assess the preliminary antitumor activity based onORR by investigator and best overall response, duration of response,
progression-free survival and overall survival by investigator and the SMC. This trial will evaluate several key exploratory
objectives including evaluation of minimal residual disease negativity, characterization of patient subsets de�ned by mutation
status of BTK and phospholipase C gamma 2 (PLCG2), and characterize BTK and PLGC2 gene mutation before and after
disease progression. Changes in the level of biomarkers such as CCL3 and CCL4 chemokines and B-cell receptor pathway
signaling will be evaluated prior to, during therapy, and at time of disease progression. The RP2D will be determined based
on all the data generated in the study. The study has been registered on ClinicalTrials.gov (NCT05602363).

Disclosures Jain: Beigene: Consultancy, Honoraria, Other: Travel, Accommodations, Expenses; CareDX: Consultancy, Hon-
oraria, Other: Travel, Accommodations, Expenses; Incyte: Research Funding; Loxo Oncology: Research Funding; Novalgen:
Research Funding; Ipsen: Consultancy, Honoraria, Other: TRAVEL, ACCOMMODATIONS, EXPENSES; Genentech: Consul-
tancy, Honoraria, Other: Travel, Accommodations, Expenses, Research Funding; Kite/Gilead: Consultancy, Honoraria, Other:
Travel, Accommodations, Expenses, Research Funding; Aprea Therapeutics: Research Funding; MEI Pharma: Consultancy,
Honoraria, Other: TRAVEL, ACCOMMODATIONS, EXPENSES; AbbVie: Consultancy, Honoraria, Other: Travel, Accommoda-
tions, Expenses, Research Funding; Cellectis: Consultancy, Honoraria, Other: Travel, Accommodations, Expenses, Research
Funding; TransThera Sciences: Research Funding;Medisix: Research Funding; Fate Therapeutics: Research Funding; Servier:
Research Funding; Adaptive Biotechnologies: Consultancy, Honoraria, Other: Travel, Accommodations, Expenses, Research
Funding; BMS: Consultancy, Honoraria, Other: Travel, Accommodations, Expenses, Research Funding; AstraZeneca: Con-
sultancy, Honoraria, Other: Travel, Accommodations, Expenses, Research Funding; Pharmacyclics: Consultancy, Honoraria,
Other: Travel, Accommodations, Expenses, Research Funding; P�zer: Research Funding; ADC Therapeutics: Research Fund-
ing;Newave: Research Funding; Takeda: Research Funding;Dialectic Therapeutics: Research Funding; TG Therapeutics:Con-
sultancy, Honoraria, Other: Travel, Accommodations, Expenses; Precision Biosciences: Consultancy, Honoraria, Other: Travel,
Accommodations, Expenses, Research Funding; Janssen:Consultancy, Honoraria, Other: Travel, Accommodations, Expenses;
Mingsight: Research Funding. Shah: BMS/Juno: Consultancy; Abbvie: Consultancy; Lilly Oncology: Consultancy, Research
Funding; Incyte:Consultancy; Umoja:Consultancy; LOXO-Lilly:Consultancy, Other: Travel support; Tundra Therapeutics:Cur-
rent holder of stock options in a privately-held company;Novartis: Consultancy; Janssen: Consultancy; Epizyme: Consultancy;
TG therapeutic: Consultancy; Seattle Genetics: Consultancy; Gilead/Kite: Consultancy; Miltenyi Biotec: Consultancy, Other:
Travel support, Research Funding. Pinilla-Ibarz: Secura Bio: Consultancy, Speakers Bureau; Takeda: Consultancy, Speakers
Bureau; Beigene:Consultancy, Speakers Bureau; AstraZeneca:Consultancy, Speakers Bureau; AbbVie:Consultancy, Speakers
Bureau; Lilly: Consultancy, Speakers Bureau; Genentech: Speakers Bureau. Coombs: Janssen: Honoraria; Octapharma: Con-
sultancy; TG Therapeutics: Honoraria; Bluebird Bio: Current equity holder in publicly-traded company; Loxo Oncology/Eli
Lilly and Company: Consultancy, Honoraria, Research Funding; AstraZeneca: Consultancy, Honoraria, Membership on an en-
tity’s Board of Directors or advisory committees; Genentech: Consultancy, Honoraria, Membership on an entity’s Board of
Directors or advisory committees; AbbVie: Consultancy, Honoraria, Membership on an entity’s Board of Directors or advisory
committees, Research Funding;Mingsight: Honoraria; BeiGene: Consultancy, Honoraria, Membership on an entity’s Board of
Directors or advisory committees;MEI Pharma: Honoraria. Barrientos: AstraZeneca: Consultancy, Honoraria; BeiGene: Con-
sultancy, Honoraria; AbbVie: Consultancy; Jannsen: Consultancy. Ma: Genentech: Consultancy; AstraZeneca: Consultancy,
Membership on an entity’s Board of Directors or advisory committees, Research Funding, Speakers Bureau; Janssen Pharma-
ceuticals: Consultancy, Membership on an entity’s Board of Directors or advisory committees, Research Funding; Juno/BMS:
Consultancy, Membership on an entity’s Board of Directors or advisory committees, Research Funding; Eli Lilly and Com-
pany/Loxo Oncology: Membership on an entity’s Board of Directors or advisory committees, Research Funding, Speakers
Bureau; BeiGene: Consultancy, Membership on an entity’s Board of Directors or advisory committees, Research Funding,
Speakers Bureau;Abbvie:Consultancy, Research Funding. Sawa:Carna Biosciences, Inc:Current Employment, Current equity
holder in publicly-traded company, Membership on an entity’s Board of Directors or advisory committees, Patents & Royalties.
Miyamoto: CarnaBio USA, Inc.: Current Employment. Arimura: Carna Biosciences, Inc: Current Employment, Current equity
holder in publicly-traded company, Membership on an entity’s Board of Directors or advisory committees. Gandhi: Phar-
macyclics: Research Funding; Clear Creek Bio: Consultancy, Research Funding; AbbVie: Research Funding; LOXO: Research
Funding; Dava Oncology: Honoraria; Sunesis: Honoraria, Research Funding. Wierda: National Comprehensive Cancer Net-
work:Other: Nonrelevant Financial Relationship/Chair, CLL). Supported by the NIH/NCI under award number P30 CA016672
and used MDACC Cancer Center Support Grant (CCSG) shared resources; KITE Pharma: Research Funding; Nurix THera-
peutics: Research Funding; Juno Therapeutics: Research Funding; Loxo Oncology, Inc./Lilly: Research Funding; Oncternal

ABSTRACTS 2 NOVEMBER 2023 | VOLUME 142, NUMBER Supplement 1 3289

D
ow

nloaded from
 http://ashpublications.net/blood/article-pdf/142/Supplem

ent 1/3288/2197000/blood-9890-m
ain.pdf by guest on 16 M

ay 2024



POSTER ABSTRACTS Session 642

Therapeutics, Inc.: Research Funding; Accutar Biotechnology: Research Funding;NIH P30 CA016672/MDACC Cancer Center
Support Grant: Research Funding; GlaxoSmithKline: Research Funding; Janssens Biotech: Research Funding; GSK/Novartis:
Research Funding; Numab THerapeutics: Research Funding; Janssens Biotech Inc: Research Funding; Cyclacel: Consultancy,
Research Funding; Miragen: Research Funding; Sunesis: Research Funding; Bristol Myers Squibb (Juno & Celgene): Consul-
tancy, Research Funding; Gilead Sciences: Research Funding; AstraZeneca/Acerta Pharma: Consultancy, Research Funding;
Pharmacyclics LLC: Research Funding; Genentech: Research Funding; AbbVie: Consultancy, Research Funding.

https://doi.org/10.1182/blood-2023-182568

3290 2 NOVEMBER 2023 | VOLUME 142, NUMBER Supplement 1 ABSTRACTS

D
ow

nloaded from
 http://ashpublications.net/blood/article-pdf/142/Supplem

ent 1/3288/2197000/blood-9890-m
ain.pdf by guest on 16 M

ay 2024

https://doi.org/10.1182/blood-2023-182568

