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Hexagon HER2 ADC With Translation Inhibitor Payload
Demonstrates Antigen-dependent Cytotoxicity in Vitro

HER2 + translation inhibitor payload ADC (HA-00006; DARS8) demonstrates

lllustration from Maecker et al., MAbs, 2023

Hexagon’s Platform Uses DNA Sequencing to Identify

Small Molecule Natural Products for Novel ADC Payloads antigen-dependent cell killing
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We applled this InSIth using Al to ldentlfy new ADC payloads CellTiter-Glo luminescent assay was performed to measure cell viabilities upon 120 h treatment. Dose response curves were generated for
10 concentrations of each test compound and the half-maximal effective concentrations (EC50) were calculated.
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The in vivo therapeutic efficacy of HER2 ADCs (HA-00006, Trastuzumab-Dxd and Trastuzumab-vedotin) was evaluated in the
treatment of the subcutaneous human gastric cancer xenograft model NCI-N87 in female BALB/c nude mice (N=8 mice/group). Mice
were dosed with each test articles at Day 0 when tumors reached a volume of 175 mm3. A second dose was given 7 days later. Data
are Mean £ SEM.
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Optimization of Translation Inhibitor Yields Improved ADCs
Medicinal chemistry campaign has produced new payloads with significantly
Translation Inhibitor as a Novel ADC Payload Mechanism improved ADC activity (HA-00006: original payload, HA-00089: improved analog)
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 Attractive physicochemical properties

CellTiter-Glo luminescent assay was performed to measure cell viabilities upon 120h treatment. Dose response curves were
generated for 10 concentrations of each test compound and the half-maximal effective concentrations (EC50) were calculated.
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