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Dipeptidyl peptidase 3 (DPPH a zinedependent exopeptidase that, beyond its
catalytic function, participates in the regulation of the Keadf2 signalling

pathway. By binding to thEelchdomain of Keapl through its ETGE motif, DPP3
disrupts Keapdnediated Nrf2 degradation, thereby promoting the expression of
antioxidant andcytoprotectivegenes. While transient Nrf2 activation is beneficial for
cellular protection, sustained activation has been associated twrtiour

progression and therapy resistance. Therefore, targeting the Bf#&p1 interaction
represents a potential strategy for modulating Nsignalling
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Computational Screening of DPR&jands Selected compounds from the ZINC20, Enamine GirteMBlibraries were
screened using the Schrodinger Suite, followed by molecular dynamics (MD) simulations to evaluate the stability of tled predic
DPP3ligand complexesBinding free energies were subsequently estimated using the MM/PBSA approach to prioritize the mos
promising candidates.
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Ongoing experimental validation ofandidateligands ITC [sothermalTitration Calorimetry experimentswvere performedon the MalvernPEAQTC
microcalorimeterto characterizerotein-protein or protein-ligandinteractionsat 25°CandpH = 7.5n 20 mM Trisbuffer with 150mM NaCland 1
mM TCEP
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stoichiometry of the interactions was fixeN € 1) based on previous studies
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