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BMS-986397, a first-in-class molecular glue degrader of Casein Kinase 1a (CK1a) for the
treatment of AML and HR-MDS harboring functional TP53
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Figurel f\ CK1a and p53ll modulation by BMS-986397 in leukemic vs device
— . : . . . . . . normal hematopoietic cells '
* The Casein Kinase 1 (CKia) gene is encompassed in the 59 commonly BMS-986397 anti-tumor activity mediated by CK1a degradation demonstrated its value as a I
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« BMS-986397 ialso known as CC-91633) is a novel, first-in-class cereblon E3 Figure 8. Model-simulated CK1a degradation, antitumor efficacy and normal blood counts generated from in vivo MV4-11 xenograft mouse model and 2 % 1001 L E Fe 3
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stabilization and the consequent induction of p53 transcriptional targets , . . :
lncludmg P21 (cyclm-dependent kinase inhibitor 1;_, (PUMA, and BAX, Efflcacy: MV4-11 AML xenograft model Toxicity: Cyno Studies AML, acute myeloid leukemia; DMSO, dimethyl sulfoxide; HD, healthy donor; h, hours; nM, nanomolar; p53, tumor

thereby inducing cell cycle arrest and apoptosis in AML (Figure 1). protein p53.

e BMS-986397 is being developed for the treatment of human
_rl_eplggse/ refractory (R/R) AML or high-risk (HR)-MDS harboring functional

« Here, we present preclinical evidence of cereblon (CRBN) and p53-
dependent efficacy of BMS-986397 in AML and MDS.
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In vivo pharmacology studies were to determine the PK/PD relationship
_ and antitumor activity of BMS-986397 as a single agent
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orotein p53; UB, ubiquitin, Figure 7. Pharmacokinetics and pharmacodynamics of BMS-986397 in

MV4-11-luc AML xenograft model
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