
Drug efflux activity by transmembrane protein Patched : a preliminaryin silico study
Simsir M.,1,2,3,4 Cazals F.,2,4 Mus-Veteau,2,31 simsir@ipmc.cnrs.fr2 Université Côte d’Azur, Campus Valrose, 06100 Nice, France3 CNRS UMR7275, Institut de Pharmacologie Moléculaire et Cellulaire, Sophia Antipolis, 06560Valbonne, France4 Inria Sophia-Antipolis-Méditérannée, Algorithm-Biology-Structure, Sophia-Antipolis, France

Aberrant activity of the Hedgehog (Hh) signalling pathway has been observed in nearly 25% ofcancers. The majority of these cancers contain cells that are resistant to chemotherapy. Ptch1, atransmembrane Hhmorphogen receptor protein, is overexpressed in most of these cancers.Our team has recently shown that Ptch1 has cholesterol and drug efflux activity, and contributes tothe chemotherapy resistance of cancer cells [1]. Our team has identified two inhibitors of this drug effluxactivity, and shown that these molecules increase the efficacy of different chemotherapeutic agents in vitroand in vivo [2, 3]. However, the drug efflux mechanism of Ptch1 and the mode of action of inhibitors remainto be elucidated.Since the publication of Cryo-Em structures of Ptch1 in 2018, we have used available in silico tools such asDocking andMolecular Dynamics to understand the transport mechanism of this protein.
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