_ @ PRC2 Inhibition Enhances KRAS Inhibitor Response to Delay Treatment Relapse in KRAS-mutant
le C Preclinical Lung and Colorectal Cancer Models

Stephanie W Ni, Natalie Yuen, Livia Ulicna, Denise F Reyes, Eunice Lopez-Fuentes, Michal Pawlak, Frank L Duong, Jason E Long, Aleksandr Pankov, Lori S Friedman, Anneleen Daemen, Melissa R Junttila
ORIC Pharmaceuticals, Inc., South San Francisco, CA 94080 Abstract A048

BACKGROUND 3. ORIC-944 Improves Adagrasib Durability In Vivo in KRAS G12C 6. ORIC-944 Prevents Adagrasib Tumor Relapse in KRAS G12C
~ CRC Xenografts Adenocarcinoma NSCLC Xenograft Model

- ORIC-944 Combined with Adagrasib Prevents Relapse

 PRC2: Polycomb repressive complex 2 (PRC2) silences transcription
by tri-methylating histone H3 at lysine 27, thereby regulating cell
growth and differentiation. Elevated PRC2 activity promotes lineage
plasticity and therapeutic resistance and has been associated with

Combination Treatment Significantly ORIC-944 Combined with Adagrasib Prevents Acquired Resistance

Combination Treatment Regressed

in KRAS G12C SW1463 CRC Xenograft Model Reduced Tumor Volume to Adagrasib in NCI-H2030 NSCLC Xenograft Model
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