ARX517, a Next Generation Anti-PSMA Antibody Drug Conjugate (ADC) Demonstrates Stability,
Dose-Dependent Exposure, and Long Half-Life

Scott Tagawal, John ShenZ, Russell Pachynski3, Luke Nordquist4, Nabil Adra>, Mehmet Asim Bilen®, Rahul Aggarwal’, Zachery Reichert8, Michael Schweizer®, Sandra Aung'9, Colin Hessel'9, Lillian Skidmore19, Jay Nelson'9 Shawn Zhang'% Doug Greene'0

Urology, Hematology and Medical Oncology Department, New York-Presbyterian Hospital/Weill Cornell Medical Center, New York, NY, United States of America; 2Medical Oncology Department, Jonsson Comprehensive Cancer Center at UCLA, Los Angeles, United States of America; 3Medical Oncology, Washington University School of Medicine in St. Louis, St. Louis, United States of America;
4Medical Oncology, Urology Cancer Center and GU Research Network, Omaha, United States of America; >"Hematology-Oncology, Indiana University Simon Cancer Center, Indianapolis, United States of America; ®Oncology Department, Winship Cancer Institute of Emory University, Atlanta, United States of America; “Medicine Dept, UCSF - University of California San Francisco - Parnassus Campus, San Francisco, United States of America;
8Internal Medicine, University of Michigan, Ann Arbor, United States of America; ?Division of Hematology and Oncology, University of Washington, Seattle, United States of America; °Clinical Research, Ambrx, Inc., La Jolla, United States of America

INTRODUCTION RESULTS

Previous PSMA-targeted ADCs demonstrated early clinical efficacy in metastatic castration-resistant Table 2. Baseline Demographics of the Pharmacokinetic Population (N=32) Figure 4. Virtually overlapping TA and ADC PK curves demonstrate strong stability at all Figure 6. Drug exposure increases proportional to ARX517 dose

prostate cancer (mCRPC), but drug development was discontinued due to intolerable toxicities, dose levels
resulting from premature release and off-target delivery of the cytotoxic payload (Table 1) (Figure 1). Dose (mg/kg) ARX517 Exposure (AUC) ARX517 Cmax
. . . . . . . 0.64 mg/kg Q3W 1.07 mg/kg Q3W 1.4 mg/kg Q3W _
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Conventional conjugation techniques can result in premature release of the cytotoxic payload in circulation, potentially Mean 69.3 (NA) 102 (20.3) 83.4(29.3) 78.6(17.5) 80.7(159) 88.0(21.4) 85.3(18.0) Cycle Cycle Cycle O
increasing adverse events and reducing amount of payload delivered to target.
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