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This project aims at building the foundation of the next generation of biomedicines based on
nonstandard macrocyclic peptides. The molecules will be generated by the RaPID (Random non—
standard Peptide Integrated Discovery) system developed by the PI of this project, which
enables for the discover of potent ligands and inhibitors against various protein targets with
an extraordinary speed. In this fiscal year of 2016, we set two specific aims toward the
overall goal.



Specific aim @ Innovative development of cyclic peptide drug conjugates (cPDCs) as drug

delivery vehicles against disease targets

We have aimed at to develop cPDCs capable of specifically targeting to disease cells

Four milestones were set in this specific aim:
(D RaPID selection of nonstandard macrocyclic peptides against biomarker proteins
specifically overexpressed in disease cells
@ Cell-based RaPID selection of nonstandard macrocyclic peptides against biomarker proteins
specifically overexpressed in disease cells
@ Optimization of cPDC as drug delivery vehicles
@ Proof-of-concept of cPDC
In the fiscal year of 2016, we attempted developing cPDC against three membrane proteins. For
the details of the development would not be available in this report due to patent disclosure

Specific aim @) Innovative development of cyclic peptide drugs against intracellular disease
targets
We have aimed at developing cyclic peptide drugs capable of being permeable to cell membrane

and target specific intracellular targets, particularly inhibiting protein—protein interaction
(PPI).

Two major milestones were set in this specific aim:
@O RaPID/LiPID selection of nonstandard macrocyclic peptides against intracellular targets
inhibiting PPI
® Determination and evaluation of the intracellular PPI inhibitors of nonstandard
macrocyclic peptides

In the fiscal year of 2016, two proteins were chosen as intracellular targets and their
macrocyclic peptides were selected by means of the RaPID/LiPID system. For the details of the
development would not be available in this report due to future patent disclosure.
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