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Figure 2. Cytotoxicity EC_, (nM) of synthesized TOPIi payloads robustly tested in eight deruxtecan) (both ADCs, DAR ~8). (A) MDA-MB-468 (3 mg/kg, 1 dose), FaDu (1 mg/kg, -0.2 | | | | background control and to ng total EGFR protein Abstroet 1B AOOA ,
cancer cell lines and compared to SN-38 (govitecan payload) and DXd (deruxtecan 3 doses, QIW), NCI-H292 (3 mg/kg, 3 doses, QIW), (B) Bystander effect CDX model -4 -2 0 2 4 amount (total EGFR ng/mL extracted protein). Surere
payload). Each x-axis tick corresponds to a payload. The arrow marks ALX2004 _payload. composed of 11 NCI-H292 cells (~80,000 EGFR/cell surface) and SW620 cells (~2000 log [ALX2004 (nM) ]
The dashed lines show the average EC,, (nM) of DXd across cell lines. EGFR/cell surface) dosed 3 mg/kg, 3 doses, QIW. NOD SCID mice, n=5 per group.

Abbreviations: Abc - Antibody drug conjugate; ADCC - Antibody-dependent cellular cytotoxicity; ADCP — Antibody-dependent cellular phagocytosis; ALX2004 — ADC; ALX2004_linkerpayload — Linker-payload used in ALX2004; ALX2004_mAb — Antibody used in ALX2004; ALX2004_mAb-deruxtecan — Antibody used in ALX2004 conjugated to deruxtecan; ALX2004_payload — Payload used in ALX2004; CDX — Cell line derived xenograft; CRC — Colorectal cancer; DAR — Drug to antibody ratio; EGFR — Epidermal growth factor receptor; ELISA — Enzyme-linked immunosorbent assay; FACS — Fluorescence-activated cell sorting; FDA — U.S. Food and
Drug Administration; GLP — Good laboratory practice; HNC — Head and neck cancer; HNSTD — Highest non-severely toxic dose; ICD — Immunogenic cell death; 1IgG — Immunoglobulin G; IHC — Immunohistochemistry; ILD — Interstitial lung disease; IV — Intravenous; mAb — Monoclonal antibody; NHP — Non-human primate; NOAEL — No observed adverse effect level; NSCLC — Non-small cell lung cancer; PDAC — Pancreatic cancer; PDOX — Patient-derived organoid xenograft; RP-LCMS — Reversed-phase liquid chromatography mass spectrometry; SEM — Standard error of the mean; TNBC — Triple-negative breast cancer; TOPIli — Topoisomerase 1 inhibitor;
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