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OBJECTIVE 1: Demonstration of c-Myc degradation with PROTAC molecules.

c-Myc is a key therapeutic oncogene that orchestrates a potent pro-cancer programme across multiple cellular pathways. Previous attempts to develop any clinically useful drug directly
targeting it have been unsuccessful, partly because it is an Intrinsically Disordered Protein!. Indeed, the disordered nature of unbound c-Myc has become an inherent challenge for
standard structure-based drug development and novel drug modalities are needed to develop therapeutics directly affecting c-Myc activity?.

Thus, the aim of this objective is to prove that c-Myc, an undruggable transcriptor factor, can be degraded by using the PROTAC machinery with low binding affinity compounds.

DESIGN AND SYNTHESIS OF c-MYC - BASED PROTACS
A first series of VHL- and CRBN- based PROTACs were synthesized by using two fragment-sized derivatives of 10058-F43, a low affinity c-Myc inhibitor, as the warhead ligands.

VHL- and CRBN- cMyc based PROTACs ]

The two c-Myc vectors were unexpectedly obtained during the N-alkylation reaction of
10058-F4 due to the NH reactivity in basic conditions. X-ray structure elucidation of both
compounds was confirmed by Prof. Dr. Elies Molins.

Due to polarity similiarities and difficult chromatographic separation, different synthetic
strategies were tried so as to synthesize ASA-5 and ASA-6, separately. After performing several
attempts, Intermediate 1_ASA-5 was synthesized in a one-pot reaction with high yield.
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to the Fbxw7 E3 ligase and to c-Myc, to retarget it for degradation.

We want to prove that PROTAC molecules targeting the natural pair E3 ligase-natural substrate (c-Myc-Fbxw?7) can
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