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A pan-RASI antibody-drug conjugate platform with high activity in RAS-mutant cancers

o

Graham A. E. Garnett, Victoria K. Harman-McKenna, Taixiang Wang, Jodi Wong, Truman Hirkala-Schaefer, Michael G. Brant, Mark E. Petersen, Catalina Suarez, Khushi Lodaya, Rehan Higgins, Jesse H. Leblanc, Linglan Fu, Cathy Fu, Sara Weéres,
Manuel Lasalle, Kaylee J. Wu, Vidhi Khanna, Sam Lawn, Kurt Stahl, Andrea Hernandez Rojas, Vincent Fung, Raffaele Colombo, Stuart D. Barnscher, Jamie R. Rich p _:

Zymeworks Inc., Vancouver, BC, Canada ‘l zym ewo r‘ I(S

RASi ADCs were highly active in G12C and G12D CDX In vivo studies reveal distinct PK/PD profile between

Novel RASi payloads were screened for activity and
models at a single dose of 1 mg/kg RASi ADC and oral RMC-6236

biophysical characteristics

Introduction

Tricomplex RAS inhibitors (RASI) are an emerging class of drugs that >170 novel small molecule RASi were generated. RASi were optimized for RASi ADCs exhibit strong anti-tumor activity in H1373 and HPAC CDX models. /n vivo studies were conducted to explore the pharmacological basis of
disrupt RAS signaling by forming a ternary complex with cyclophilin A potency and linkability to provide high-quality ADC payloads. RASI ADC activity using a prototype RASi ADC (TAA-P1).
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