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Dipeptidyl peptidase 3 (DPP3) is a zinc-dependent exopeptidase that, beyond its
catalytic function, participates in the regulation of the Keap1—Nrf2 signalling
pathway. By binding to the Kelch domain of Keap1 through its ETGE motif, DPP3
disrupts Keapl-mediated Nrf2 degradation, thereby promoting the expression of
antioxidant and cytoprotective genes. While transient Nrf2 activation is beneficial for
cellular protection, sustained activation has been associated with tumour
progression and therapy resistance. Therefore, targeting the DPP3—Keap1 interaction
represents a potential strategy for modulating Nrf2 signalling.
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Computational Screening of DPP3 Ligands. Selected compounds from the ZINC20, Enamine, and ChEMBL libraries were
screened using the Schrodinger Suite, followed by molecular dynamics (MD) simulations to evaluate the stability of the predicted
DPP3-ligand complexes. Binding free energies were subsequently estimated using the MM/PBSA approach to prioritize the most
promising candidates.
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Ongoing experimental validation of candidate ligands. ITC (Isothermal Titration Calorimetry) experiments were performed on the Malvern PEAQ-ITC
microcalorimeter to characterize protein-protein or protein-ligand interactions at 25°C and pH = 7.5 in 20 mM Tris buffer with 150 mM NaCl and 1
mM TCEP.
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