Background

 Although ICls have transformed the treatment paradigm for advanced solid tumors,

only a subset of patients respond and most eventually develop treatment resistance Figure 1: PROTAC mechanism of action Figure 2: ARV-6723 efficacy in highly immunogenic CT26 syngeneic colon cancer model*
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preclinical models (Figure 2)* populations*®

BALB/c mice were implanted subcutaneously with CT26 syngeneic tumor line; tumors were given time to establish, and then mice were randomized to receive listed treatment. (A) Mice were

- |In the h|gh|y immunogenic CT26 syngeneic mouse model. CRs occurred in 5 of 10 These preclinical findings Support the clinical investigation of dosed with specified treatment for 15 days; tumor volumes were measured twice weekly and percentage TGI was calculated. (B) Mice were continually dosed with specified treatment until day
’ 28 post-randomization when treatments were discontinued; survival was assessed using maximum allowable tumor volume as a surrogate for death and median survival was calculated.

mice treated with ARV-6723 combined with an anti-PD-1 antibody vs 0 of 10 mice ARV-6723, alone or in combination with ICls, as a novel IO *+%P<0.001 and ****P<0.0001 by 1-way ANOVA.
Brian S HeniCk1, Ryan SU”ivanz, ThomaS Marr0n3, treated with anti-PD-1 antibody alone and led to immunological memory4 approach to overcoming IC| resistance aFigure has been updated from its original presentation*to show data for the cohort treated with ARV-6723 in combination with an anti-PD-1 antibody.
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