Design and selection of the novel camptothecin analog ZD06519: A payload optimized for ===

antibody-drug conjugates
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Introduction

» Antibody-drug conjugates (ADCs) have emerged as an effective and
promising class of anticancer therapeutics. Over the past 40 years, >370

Library synthesis, payload in vitro cytotoxicity, and ADC generation
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* Irrespective of the target, radiolabeled antibodies show high normal tissue
distribution and generally <1% tumor uptake in humans.?2

« ADC efficacy is likely driven by a combination of antigen-mediated (targeted)

delivery, bystander effect, and circulating payload exposure.’3

Figure 2. (left) Platform discovery workflow. (right) Potency/hydrophobicity profile of FD library (circles and stars) and benchmark payloads (purple triangles).

« M7 is major metabolite in rodents and monkeys; M1 in human microsomes.
« CYP profiling revealed FD1 is a substrate for CYP2D6.
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Figure 3. Structures of C7 hemiaminal (AM) linked payloads, C10 amide-linked payloads and controls (DXd and DXd2 drug-linkers). Figure 4. Viability of antigen negative MDA-MB-468 cells treated with 1 nM ADC when grown in monoculture (orange) or in co-culture with high HER2 expressing TBSO/\/OYO L
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payloads and other parameters (e.g. DAR,

Figure 5. A) JIMT-1-human fibroblast spheroid cytotoxicity assay. B) DAR8 ADCs in Balb/c nude mice implanted with HER2 expressing
JIMT-1 cells. C) In vitro spheroid assay correlation with in vivo tumor growth inhibition (JIMT-1). D) PK analysis of ADCs.

Figure 6. A) Tolerability in 8-week-old non-tumor bearing Balb/c mice following IP injection of either 60 mg/kg or 200 mg/kg of ADC. Three animals were included per group and body weight loss is
represented as the % change from baseline. B) Tolerability of ADCs in female Sprague Dawley rats following IV injection at either 30, 60, or 200 mg/kg on day 0 and day 21. Six animals were included per
group and body weight loss is represented as the % change from baseline. FRa = folate receptor alpha.
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linkers, stabilities, cleavage sequences).



