Epitope-targeted peptide inhibitors of Myc-Max Dimerization
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Motivation: Eliminate need to manually remove beads from anti-screen (1 day to 2 weeks
Motivation: Myc dimerizes with Max to promote the transcription of genes associated with cellular y ( y )

proliferation, differentiation, and survival. Deregulation of Myc expression initiates and maintains Anti Screen: Improve Binding Selectivity Example Enzymatic Development Scheme

approximately 30% of human cancers, making Myc an excellent target in oncology. Streptavidin Alkaline Phosphatase
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Counterstaining Approach
Objective: Develop potent inhibitors of Myc-Max dimerization that are suitable as an in vivo therapy. 9 APP
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Hypothesis FRSERERAQGNERE +  Some beads exhibit yellow color, which likely

We hypothesize that epitope-targeted peptide ligands that adsorb at the Myc-Max dimer v MKF(LOJ}(% interferes with pre-clear

interface will disrupt the interprotien interactions and prevent dimerization.  Red and blue beads have unique
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Epitope-targeted Screening Approach developed in Das, S. et. al., Angew. Chem. Int. Ed., 2015, 54, 13219-13224 o Collaborate Wlth |nd| Molecular tO Funding: Collaborators:

sequence hits from our screen

+ Typically yields ligands with high affinity (K, of 100 pM - 10 uM) to target epitope {111 T I T A . oL O | K 4
» Rapid sub-month development time 1 || e ‘ E . Sl e Y @ | o~ (i) CAL POLY Indi

Tl —\ Rl SAN LUIS OBISPO Molecular®

a0 : : 0 o S : =@~ FOUNDATION

- Judiciously target three epitopes on Myc dimer interface " Lee et al. J. Comb Chem. 2008. 10. 807-809.




