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WHY TARGETING PIN1 FOR CANCER THERAPY? INTRODUCTION TO PIN1
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Flexible Pin1 catalyses the cis/trans isomerisation of a substrate that is
Linker phosphorylated on the Ser/Thr-Pro motif, thus inducing a
conformational change. For instance, Pin1 proline isomerisation
creates an open/close state of a neurotransmitter ion channel in

the cell membrane 3. (PDB:8C20 and 6Y12)

Pin1 is a hub protein involved in cancer progression, activating oncogenes or growth WW domain
factors, and inhibiting those proteins that stop the cell cycle, tumour suppressors 1. (Binding activity) /,\/

The inhibitors

Pin1 is a difficult protein to target. Our objective, a cooperativity destabilisation with to covalent Pin1 inhibitors
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RESULTS
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> Substrate binding was assessed by Fluorescence Polarization Assay Juglone to bind > Protein Stability was measured by Thermal Shift Assay using a
using a fluorescent substrate - J dye thatis fluorescent when binds inside the protein.
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