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In silico platform for targeting protein-protein interaction,

pharmacogenomics “COSMOS”




Scheme of COSMOS Method Targeting of

Protein-Protein Interaction
) (JP. Patent No0.4612270, US. Patent No.7660677)
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Trial of COSMOS Method

Ligand-mimetic
Optimized peptide

PPl domain
(Receptor-Ligand)

Conversion

molecule Disease

Patent
B-Sheet (Ligand)

Linear peptide

Small molecule
(4~6 mer)

(Receptor-Ligand)
o XIAP — Caspase-9 AVPF (IC;, = 99 nM)

New small compounds Cancer
HCT-116 cells

(EC5, =980 nM)
SH-SY5Y-Diff-Neuron

o Keap1 — Nrf2 XXXX (IC5, = 28 nM)

Neuronal
(EC5, = 440 nM) disorders
a-helix (Ligand) Cyclic B-hairpin Small molecule
peptide Unnatural amino acid-
(8~12 mer)

modified cyclic peptide
(Receptor-Ligand)

o RAGE - HMGB1

Cyclic (PYEIYRIKYp) New small compounds Alzheimer’s disease
(IC5, = 82 NM) RAW cells

Diabetes PCT/JP2019/
(EC5o = 330 nM) Sepsis 004760
o MDM2 - p53 Cyclic (PXXXXXXXXp) New small compounds Cancer
(ICs, = 0.5 nM) HCT-116 cells

(ECy, = 18 nM)




COSMOS: Conversion to Small Molecules through
Optimized-peptides Strategy

(JP Pat. N0.4612270, US.Patent No.7660677)
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* SMC; small molecule compounds

Method for obtaining LMW seeds
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