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PRISM BiolLab has peptide mimetic technology that can control intracellular
protein—protein interaction (PPI), which many pharmaceutical companies could not
realize despite challenging energetically in the past. In particular, we have much
experience inhibiting PPI that is realized with temporary interaction between
unstructured protein and structure protein. The goal of this project is construction
of a helix mimetic compound library which can target a broader range of PPI.
Furthermore, we are aiming to construct a compound library of newly designed and
developed helix mimetic scaffold.

In this year we did synthetic study and optimization of library synthesis, then
we synthesized more than 3,000 compounds as next—generation helix mimetic compound
library. Also, in cooperation with universities, we proceeded synthetic study of new
template and synthesized some compounds

As the library of this year, we selected a helix mimetic compound designed to mimic
the « —helix formed by intrinsic disorder region when it interacts as structure
protein. In addition to the natural amino acid’ s side chains, we introduced side
chain which is known to work as equivalent of amino acid’ s side chains to diversify
the library. Totally we designed over 3, 000 compounds. Our synthetic studies focused
on the muti—functional compounds or compounds that were difficult to synthesize. We
also resynthesized many compounds that we couldn’ t obtain last year by re-optimizing
the synthetic method. Thus we synthesized more than 3,000 compounds this year and
could improve the quality of the library.

In the development of new templates, we continued the synthetic study of the new
template in cooperation with the group of Professor Takahashi of Yokohama
Pharmaceutical University, Professor Nakamura of Tokyo Institute of Technology, and
group of Professor Oguri of Tokyo University of Agriculture and Technology. In this
year, synthetic study was carried out and compounds were synthesized to confirm the
feasibility of synthesis. In the Takahashi group, a novel scaffold was synthesized
by using laboratory automation and achieved sample synthesis. In the Nakamura group,
an efficient synthesis method have been established by exploiting the one—pot

synthesis method. The Oguri group expanded the variation of the helix mimetic scaffold
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by skeletal diversification synthesis and also examined further developments. These

studies are expected to enable the construction of a new helix mimetic compound

library.

WFFEBHHE I K 2 E DB

IIL. FREDHEH~DFEE
(1) P=iE - HEEF IR 2530 —% (EWNEE O -, [EFREE 114
Masui H., Yosugi S., Fuse S., Takahashi T. Solution—phase automated synthesis of an
o —amino aldehyde as a versatile intermediate Beilstein J. Org. Chem. 2017, 13, 106-110.
(2) F& - VURTVULFEIBIT DO - RAY—FE
RTFRIAT 47 AL LTCOISHERRA L7 b EXT U UHEEARO BB & RIEORS., &
A B —HEFK
WK, afEFE,  BAR bR 13745, 2017/3/25,  EHA
AT 7L — e LCOERERBI LTy s a ) FUEERIkE 7 oo

MR DE R, RA X —3FE
IS s FEE.  BARE(FERH 137T44FS, 2017/3/25.  EW

(3) THEREORZ - Shltahthz) (239 20
gL

(4) FrarHiE
®L





