Preclinical Characterization of Tucatinib in HER2-Amplified Xenograft and CNS Implanted Tumors
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The combination of Tucatinib and T-DM1.
can have increased cytotoxic activity In Vitre

Background

Tucatinib is an oral, small molecule tyrosine kinase inhibitor for the treatment of HER2+
metastatic breast cancers.
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Tucatinib demonstrates potent and
selective anti-tumor activity in vitro

Figure 6. (A) BT-474 tumor cells were injected into the right striatum of nude mice. Thirteen days post-implant, MRI was used
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Figure 1. (A) Tucatinib and T-DM1 were screened in a panel of breast cancer [yoamvsass 1.702 17.601 23378 Figure 7. Schematic of development of BT-474-Redluc* cell line. BT-474 parent cells were treated with RediFect™ Red- DISCLOSURES: DJO, AK, JT, MZ, AN, KH, MU, NS, and SRP are employees of Seattle Genetics.
cell lines spanning a range of HER2 overexpression. Drugs were titrated from | nss7er 1663 12,304 11,493 Figure 4. (A) Model of tucatinib-mediated inhibition of HER2 signaling pathways. (B) Luminex Assays quantifying Fluc-Puro lentiviral particles and put under puromycin selection to create a stable pool. The pool was single cell cloned _ _ _ _ .
0.01 - 25,000 nM (tucatinib) or 0.01 — 25,000 ng/ml (ADCs) in CellTiter-Glo  |wmpams-4ss 1 9,617 7,695 phosphorylation of signaling components downstream to HER2 in BT-474 cells. HER2, HER3 (total Tyr), ERK1/2 and clonal cells were evaluated on the IVIS SpectrumCT for relative luminescence per cell. The sensitivity to tucatinib of Copies of this poster obtained through Quick Response (QR) code are for personal use only and may not be reproduced without
cytotoxicity assays. (B) Summary of EC50 values for tucatinib in CTG assays. DU4475 1 8,973 >25000 (Thr185; Tyr187), MEK1 (Ser222) and AKT (Ser473) were measured in cell extracts after 2-hour tucatinib treatment. the top clone was confirmed to be equivalent to that of the parental cell line in a CellTiter-Glo assay. permission from AACR and the author of this poster. Contact akulukian@seagen.com for permission to reprint and/or distribute.
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