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Background In Vitro Permeability and Efflux

* Tucatinib (TUKYSA) is a HER?2 selective tyrosine kinase inhibitor . ycatinib transcellular permeability and Table 1. Apparent transcellular permeability and efflux ratios of tucatinib Figure 5. PBPK model-simulated unbound tucatinib concentrations in breast cancer brain metastasis
indicated in combination with trastuzumab and capecitabine for interaction with efflux transporters were Tucatinib showed high passive permeability (Papp, 12.6x106 cm/s) tumors with varying BBB integrity, which were > 3-fold of the in vitro ICg, for inhibition of HER2 kinase

treatment of adult patients with advanced unresectable or determined using MDCKII cell lines. Tucatinib is a substrate for ABCB1 (net efflux ratio, 13.8) and ABCG2 (7.7)

metastatic HER2-positive breast cancer, including patients with - Awhole-body PBPK model integrated with P ' Lower pH, reduced or loss of ABCB1 and ABCG2

brain metastases, who have received one or more prior anti- a 4-compartment permeability-limited Without inhibitor With ABCB1/ABCG?2 inhibitor

HERZ2-based regiments in the metastatic setting. brain model was developed and verified 1005 TumorpH 65

Simulated Breast Cancer Brain Metastasis Concentrations
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7.74%0.20 NA « Quantitative proteomics analyses of human normal brain (n = 30) and breast cancer brain metastasis (n = 30) specimens
Figure 1. Model structure of the whole-body PBPK model integrated with a 4-compartment a Bidirectional permeability experiments were performed at pH 7.4 in both apical and basolateral chambers suggest that the medl.an pgoteln abu.ndance.s of ABCB1 and AECGZ are 3.38 and 6'21 meI/mg n hqman normal .braln
ermeability-limited brain model (4Brain b Net efflux ratio was the efflux ratio in the absence of an ABCB1 inhibitor (elacridar) or ABCG2 inhibitor microvessels, respectively®; and their protein levels are lower in breast cancer brain metastasis specimens (submitted).
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' [ 31 r { 81 o (2)Blood-brain barrier each experiment) abundances at the BBB and varying brain pH were applied in the simulations following 22-day treatment at 300 mg BID.
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multiplying a relative activity factor (RAF). 7.24 ng/mL and mean CSF-to-unbound plasma ratio (CSF K, ,,) was 0.66.

« Abundance in vitro or in vivo (at BBB) represents the ABCB1 (P-gp) and ABCG2 (BCRP) transporter protein * Inthe normal brain with an intact BBB (i.e., brain pH 7.12, ABCB1 abundance 3.38

expression levels in brain microvessels (pmol/mg microvessels) or in cellular models (pmol/mg cells), respectively.? pmol/mg, ABCG2 6.21 pmol/mg), the simulated population mean steady-state average
- BMVPGB is the milligrams of brain microvessels per gram brain. brain concentration (Cg ,,.) Of unbound tucatinib was 7.19 ng/mL and mean unbound

« BW is the brain weight (gram). brain-to-plasma ratio (K, ,,) was 0.65.

patients with breast cancer brain metastasis.

Copies of this e-poster obtained through QR, AR, and/or text key codes %
are for personal use only and may not be reproduced without written
permission of the author, Anthony J. Lee, alee@seagen.com

Abstract No. 3068 Poster No. 295P

ESMO Virtual Congress, September 2020




