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Peptide size has a non-linear impact on tumor PDC & payload

e Peptide-drug conjugates (PDCs) are being developed as new cancer treatments. The choice of peptide will
impact both the pharmacokinetics and distribution to the tumor. Can the choice of peptide be optimized?

exposures when PDC doses are normalized by clearance

While PDCs with smaller peptides are predicted to have faster plasma clearance, higher tumoral Cmax, only a small
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Figure 4A. Simulated plasma concentration of PDCs vs. data Figure 4B. Tumoral PDC Cmax vs. MW (1 nM bolus IV dose).
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where the MW is the molecular weight of peptide Figure 5A. Global sensitivity analysis of tumor-related parameters on tumoral free  Selecting the optimal peptide and target is critical for PDCs, as these choices dictate exposure levels in both
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Figure 2. Validation of glomerular sieving coefficient. weight and tumor-specific characteristics.
B C D e The PBPK-QSP model that was developed provides a deeper understanding of complex, intertwined dynamics.
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