Diverse ADC Novel Payloads, Comprehensive Screening and Evaluation Platform
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Figure 6. Common assays for assessing all different types of payloads. A. Cytotoxicity evaluation of payload (DXd) in CRC cell panel. B. Resistance index (RI) verifi-
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Figure 1. Cytotoxic payload screening assays. A. Inhibitory effect of MMAE on tubulin polymerization, detected by Fl assay. B. Inhibitory activity of DXd on Topoisom- Figure 4. Binding activity and potency evaluation of STING agonist or antagonist. A. Biochemical binding assay. B. THP1-ISRE reporter assay. C. THP1-Dual reporter P P PP y-stag g y pay ’ y pay g
erase | (Top 1), detected by DNA relaxation assay and spectral shift (SPS) assay. C. Different HTRF, ADP-Glo, and Chemiluminescent assays for DDR inhibitors includ- assay for STING antagonist evaluation with 2'3-cGAMP stimulation. D. THP1-Dual reporter assay of different STING variants for STING agonist evaluation. E. tion for both traditional ADCs and emerging novel ADC/XDC formats with novel payloads—including cytotoxic agents, novel degraders, and im-

ing DNA-PK, ATM, ATR, WEE1/2, CHK1/2, and PARP1/2. D. Inhibitory effect of NMT inhibitor IMP-1088 on NMT 1/2, detected by F| assay. THP1-Dual STING-KO reporter assay to evaluate non-specific activities. Assays for STING agonist can also be used for antagonist screening. mune-related payloads, etc.—thereby significantly accelerating early-stage ADC research.
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