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FAP-TOP1i/ATRi Dual Payload Compounds Elicit FAP-Enabled Killing of Tumor Cells FAP-TOP1i/ATRi Compounds Demonstrate FAP-enabled Biomarker Induction Cleavage of pre|CISION® Dual Payload Compound at the Tumor Site Results in High

Introduction Indicative of Synergy and Tumor Killing, and Synthetic Lethality in SLFN11-deficient cells Intratumoral and Low Plasma Concentrations of TOP1i and ATRi

The pre | CISION® dual payload technology comprises a single molecule that can simultaneously deliver two payloads in FAP-TOP1i/ATRi dual payload compound activity is FAP-dependent * The gene Schlafen 11 (SLFN11) has emerged as a dominant determinant of response to TOP1i and other * Levels of dual payload compound-released-TOP1i and -ATRi were assessed in the tumor and plasma following a single

a FAP-selective manner, and offers key advantages: *  FAP-TOP1i/ATRi dual payload compounds showed greater FAP-dependent killing compared to the highly potent DNA damaging agents subcutaneous dose of dual payload compounds in a HEK293T-FAP CDX model
* Circumvent resistance mechanisms that cancer cells develop against single-drug therapies TOP1i alone, highlighting potential synergy * As expected, SLFN11-proficient wild-type (WT) cells were more sensitive to TOP1i compared to SLFN11 *  Compound A and B showed high intratumoral TOP1i and ATRi concentrations at 4, 24 and 48h
* Maximize the therapeutic effect by effectively delivering the combination of payloads to the same cells knock-out (KO) cells, which are more reliant on ATR for survival

* Levels of released TOP1i and ATRi payloads in the plasma were far lower than tumor levels for both compounds, indicating
*  FAP-TOP1i/ATRi compound C in the presence of FAP reversed TOP1i resistance in SLFN11 KO cells to efficient delivery of payloads by the preCISION® linker
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AVA6103 is a FAP-enabled pre|CISION® peptide-drug CAFs FIGURE 6. 3D spheroids of MDA-MB-231-GFP cells alone or co-cultured with primary human mammary fibroblasts (1:3 ratio) were treated with indicated
’ Compounds. Spheroids were imaged on Incucyte for 168h. Tumor spheroid death was analyzed as % reduction in GFP intensity vs. vehicle control.
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pre|CISION® is a payload delivery system based on a tumor-specific protease (FAP) that concentrates potent payloads in the tumor microenvironment: the
peptide-linker complex has been adapted to deliver two payloads from a single FAP cleavage event

The pre|CISION® Linker Design Enables Dual Payload Release By a Single FAP

* Loss of ATM function (through pharmacological inhibition) enhanced the ability of FAP-TOP1i/ATRi to kill tumor The AVA6207 dual payload is designed to simultaneously release a topoisomerase | inhibitor (TOP1i) and a DNA Damage Repair (DDR) inhibitor by FAP cleavage,
—— cells in the presence of FAP resulting in synthetic lethality in two models of TOP1i resistance: ATM-deficiency and loss of SLFN11. These studies demonstrate the ability to overcome
mechanisms of TOP1i resistance and mediate synergistic tumor cell killing
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~7 Compound +hFAP +ATM: FAP-low and HER2+ Gastric PDX model demonstrates optimal activity of the dual payload TOP1i/ATRi compound over the HER2-targeted TOP1i ADC (Enhertu)
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Tumor-specific dual payload delivery has the potential to dramatically increase the therapeutic window and reduce systemic toxicities when delivering
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Payload 2 0 0- combination therapy, offering improved outcome for patients with cancer
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