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the first-in-class CDK4-selective Introduction Materials and methods
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- In an ongoing phase 1/2a trial (NCT04557449), atirmociclib plus ET antitumor activity, and exploratory biomarkers of atirmociclib administered as a single agent and in combination with patients enrolled in China).
m demonstrated favorable safety, tolerability, and promising clinical activity ET (letrozole or fulvestrant) or enzalutamide in patients with metastatic or advanced solid tumors. )
l n CO b l n atl O n Wlth e n d O C rl n e in patients with HR+/HER2— mBC,"2 as well as potent pharmacodynamic » Patients with HR+/HER2— mBC were treated with atirmociclib (100, 300, or 400 mg twice daily) in combination with fulvestrant. RNA-SEQUENCING AND GENE EXPRESSION ANALYSES

» Single-sample gene set variance analysis (GSVA) was performed on the log2(TPM) RNA-seq gene expression data using the

h . f . - h effects on surrogate biomarkers, including inhibition of serum thymidine » Tumor response was assessed using the Response Evaluation Criteria in Solid Tumors (RECIST) v1.1. R package GSVA (v.1.50.5).
t e ra py | n tU | l | O rS O an e ntS Wlt kinase activity and early decrease of circulating tumor DNA (ctDNA).>* * Fresh tumor biopsies were collected at baseline before the first dose (screening) and following one 28-day treatment cycle . The Molecular Signatures Database Hallmark gene sets v.2023.2 were used to represent broad biological processes.
. | Hﬁgflmvgecgcejpﬁgtn:iecsgilgsrr]:;?’[(neggrr:ceir ee);lpeloeft?erzs?:r?lyiszlgi in tumor yele 2 day 1, £251) » An RB loss-of-function palbociclib resistance signature® and selected immune-related gene sets (PD1_signaling, antigen_
H R'l'/ H E RZ — [T eta Statl C Eio e fro>r/n e —— HR+/HEIgZ— mBgtreated Bvith By * Plasma samples were collected at C1D1. processing_cross_presentation)® were also included. Cell-type deconvolution of the bulk RNA-seq data was performed using
pS1es T b . IHC ANALYSIS BayesPrism. For PAM50 subtyping, the R package genefu (v.2.34.0) was used to predict PAM50 subtypes from the log2(TPM)
combination with fulvestrant, to demonstrate proof-of-mechanism and RNA-seq data
b re a St Ca n Ce r further elucidate the MOA of atirmociclib. » Formalin-fixed paraffin-embedded tumor biopsy samples were stained for expression of phospho-Rb (Ser807/811, pRb), 9 '

Ki67, and FOXM1 by IHC.
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presentation pathway. the fracti : : : : : :
actions of CAFs (A), an increase in macrophages in tumor biopsies (B), and changes in gene
J PATIENTS * Treatment with atirmociclib in combination with fulvestrant resulted in a shift of tumor intrinsic molecular expression in the antigen presenting pathway (C)
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