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The goal in this Units is to create of clinical candidates low-molecular compound for treating intractable and rare diseases
based on biological research outcomes at academia.
[Support summary] We supported a total of 54 themes for structural development and ADMET, and
contributed to the promotion of academia drug discovery.
<Established joint research with company> In the theme of neurodegenerative diseases, we provided support
with the aim of creating a therapeutic drug with good activity and better adherence. Clear structure-activity
relationship information was obtained. This theme has evolved into the establishment of joint research with
a domestic pharmaceutical company.
<Progressed to the step of the company interview>

1) In the theme of heart failure therapeutic agents, we conducted HTS using the pharmaceutical company
library, and corresponding inhibitors and activators were found.

2) In the development of new cancer therapeutic agents, we found a compound with good activity and
pharmacokinetic profile.

3) In the development of new therapeutic agents for muscle degenerative diseases, a representative
compound showed therapeutic effect and dose correlation in disease model mice. We found a modified
compound for the main activity, selectivity and metabolic stability.
<Representative theme>

1) In the theme of developing an antibacterial drug, good hit compounds were obtained by the HTS system.

2) In the theme of anti-cancer drugs, we synthesized probed compounds for target protein identification and
performed proteome analysis.

3) In the development of target proteolysis inducer, we synthesized model compounds for PROTAC.

4) In the development of the SARS-CoV-2 main protease inhibitor, the compounds obtained by the in-silico
screening method were evaluated in collaboration with the Osaka University and Hokkaido University.

5) In the search for ATP production enhancer, a hit compound was optimized and the increasing target
protein in the pathological model was confirmed by the compound.

6) In the pharmacokinetic and safety evaluation of the novel ion channel inhibitor, a PK experiment
indicated that disappearance was observed early after administration.

7) In the development of a therapeutic drug for organ fibrosis, a compound with efficacy in a pathological
model mouse was obtained, and another compound having a new mechanism of action was found in the
analysis process. We have performed by structural development for improving activity.

[Sophistication]

1) To improve the efficiency of early in vitro ADME analysis, the processing method using a pipetting robot
was investigated, which enabled efficient analysis of multiple sample.

2) The use of human iPS cell-derived cardiomyocytes proved useful for the evaluation of compounds that
inhibit channel protein trafficking, in addition to compounds that act directly on channel proteins.

3) Using human iPS cell-derived neurons, it was found that drug responsiveness can be studied even in 6-
week spheroid culture.

4) The compounds targeting nuclear receptor X related to nonalcoholic steatohepatitis were obtained and a
POC was also obtained in an in vivo disease model.

[Cooperation] We promoted various outreach activities, collaboration between units within Osaka
University and other University (Hokkaido University, Ehime University, RIKEN), and collaboration with

comprehensive drug discovery support projects.



