_ _ o . A : : . . o : 3D : 4 ,
Poster #D20 Michael Thomas Schweizer,'2 Li Liu,® Szu-Yu Tang,3 Whijae Roh,3 Vinicius Bonato,3 Division of Medical OncoIOIQY, University of_Washlngton Seattle, WA, USA; Clinical Research Division, I_:red Hutchlr_lson Cancer Céent_er, Seattle, WA, USA; Pfizer Inc., San Dlego7, CA, USA; _VaII d H(_ebron
3 Carles 4 Beni in G 5 Curtis J. D hee 6 Guill de Vel 7 Institute of Oncology, Vall d'Hebron University Hospital, Barcelona, Spain; >°Sarah Cannon Research Institute, Nashville, TN, USA; ®Arizona Urology Specialists, Tucson, AZ, USA; "Hospital Universitario 12 de
_ oan Larles,” benjamin Garmezy,” Lurllis J. bunshee,” Gulliermo de ~e asco, Octubre, Madrid, Spain; 8General Department, Private Medical Institution "Euromedservice", St Petersburg, Russian Federation; °Pfizer Inc., Collegeville, PA, USA; °Pfizer Inc., Los Angeles, CA, USA:;
Modulation of enhancer of zeste Konstantin Penkov,® Claudia Andreu-Vieyra,? Neelesh Soman,1°® Begofia Mellado™! 1Hospital Clinic i Provincial de Barcelona, Barcelona, Spain
p h armaco dyn amic mar kerS an d  Despite initial response to androgen deprivation therapy, many patients with prostate cancer develop resistance and progress to CRPC.1 « Mevro in combination with the AR pathway inhibitor, enza, may restore gene functions repressed by EZH2 and the AR, which results in robust inhibition of
tumor g ene eXp ression by « EZH2 is overexpressed in CRPC,2 and is associated with more advanced disease and poor prognosis. EZH2 has histone methyltransferase activity and tumor cell proliferation, survival, and cell cycle progression.
catalyzes H3K27 trimethylation (H3K27Me3), leading to chromatin condensation and the epigenetic silencing of target genes, including tumor-suppressor * Dose exploration of mevro in combination with enza showed a manageable safety profile and promising activity in patients with CRPC in a phase 1 study
mevrom etostat (P F_O682 1497) 1N genes, leading to prostate cancer cell growth.3 EZH2 is a coactivator for critical transcription factors, including the androgen receptor (AR),* and also (NCT03460977),” where mevro has exhibited dose-dependent pharmacokinetic exposure increases up to 1250 mg BID in combination with enza
_ ] ] _ ) induces neuroendocrine differentiation.> (160 mg QD).
combination with enzalutamide In « Mevro is a potent and selective small molecule inhibitor of EZH2.6 - We report the pharmacodynamic effects of EZH2 inhibition and tumor gene expression changes by mevro with enza in patients with CRPC.
patients with castration-resistant
rostate cancer (CRPC) I\/I ethOdS Figurg 1. .Per_ipheral H3K27Me3 reduction by mevro + enza Figure 2. Volcano plot of gene expression changes in tumors Table 2. Dose-dependent gene pathway/signature changes in
p . . _ combination in CRPC tumors following treatment with mevro + enza
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This presentation is intended for a healthcare provider audience. ~50% and decreased expression of genes involved in the E2F pathway, K 0.9 5.5 +511 Al Sbiterone. AR, androgen recaptor BID, tiice daily: chomo. chematerapy: . complets response, CRBG, castration-resistant prostate cancer. DDR. DNA damage response: nza, enzalutamide, EXH?, enhancer of zeste
Presented at the American Society of Clinical Oncology Genitourinary the G2-M checkpomt, Myc responsive genes, and/or cell cycle progression tPaired t-test, unadjusted. *Archival tumor sample used as baseline. homolog 2; GSVA, gene set variation analysis; mevro, mevrometostat; NE, non-evaluable; PARPI, poly(adenosine diphosphate-ribose) polymerase inhibitor; PD, progressive disease; PR, partial response; PRC2, polycomb repressive
Cancers Symposium, San Francisco, CA, & online, February 13-15, 2025. (e.g., AURKA, CDK1, FOXM1, RAD54L, TOP2A, and TYMS; Table 3). BID, twice daily; Cl, confidence interval; enza, enzalutamide; mevro, mevrometostat; N/A, not applicable. complex 2; SD, stable disease.
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