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1. Technological support for evaluating efficacy of seed compounds
(animal level)

2. Technological support for single cell/organoid preparation and
omics analysis

3. Comprehensive project promotion
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(3% FE) Japanese Foundation For Cancer Research, The Cancer Institute,
Director Tetsuo NODA, M.D Ph.D
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. Technological support for establishing POC as molecular targets

(cell level)
2. Technological support for evaluating efficacy of seed compounds

(cell level)
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Japanese Foundation For Cancer Research, The Cancer Chemotherapy
Center, Division of Molecular Pharmacology, Vice Chief

Shingo DAN, Ph.D

B ISR R L I LT o — T PR
Al - A RURB D7 O Hdl S
FURVERLD 7= b D H T S 12

Support for development of optimal assay system for
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identification of chemical probes
2. Technological support for chemical synthesis and compound
optimization

3. Technological support for preparation of antibody
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Drug Discovery Platforms Cooperation Division, The RIKEN Center for
Sustainable Resource Science (CSRS), RIKEN, Division Director

Minoru YOSHIDA, Ph.D
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(I FE) Research development of chemical probes from natural products and
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(3 FB) 1. Technological support for establishing POC as molecular targets
(animal level)
2. Technological support for evaluating efficacy of seed compounds
(animal level)
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(#  E&) RIKEN Bioresource center, Team for Advanced Development and

Evaluation of Human Disease Models, Technical Scientist,

Hideaki TOKI
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The next generation cancer therapeutics based on the nonstandard
peptides
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The University of Tokyo, Graduate School of Science, Professor

Hiroaki SUGA, Ph.D
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Support platform for evaluation of pharmacokinetics and development
of DDS
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The University of Tokyo, Graduate School of Engineering, Associate

Professor, Kanjiro MIYATA, Ph.D
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PET imaging based evaluation of ADMET profiles of anticancer drug
candidates
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RIKEN Center for Life Science Technologies, Molecular Dynamics
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Technological support for single—cell transcriptome analysis
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Kanazawa University, Graduate school of medical sciences, Project

Professor, Shinichi HASHIMOTO Ph.D
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Bioinformatics analysis for omics data integration
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Integrated Cellular Systems Team, RIKEN Center for Integrative

Medical Sciences, Team leader, Mariko OKADA, Ph.D.
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To achieve technological supports for antitumor drug discovery and development, we organized a
collaborative team consisting of Japanese Foundation For Cancer Research, RIKEN, Technology
Research Association for Next generation natural products chemistry, the University of Tokyo and
Kanazawa University and proceeded with our plan in collaborating with PS/PO, Division of Cancer
Research of AMED and the support team for research administration. Based on the questionnaire

survey and the coordination meetings, we carried out the following 7 activities under the direction

of PS/PO.

1) Technological support for establishing POC as molecular targets: To facilitate POC
establishment processes at cellular levels, we provided gene expression information mainly in the
JFCR39 cancer cell line panel and started support activity on functional analysis with knockdown
of candidate genes in culture. At animal levels, we started support activity on immunohistochemical
and histopathological analysis using appropriate xenograft models.

2) Technological support for chemical biology evaluation of molecular targets: We conducted

consultations and started technological supports to obtain chemical probes. Using established
assay systems, we screened from chemical and natural compound libraries and identified hit
compounds. For projects at the preparatory stages, we consulted for experimental setups and
technologically supported to construct assay systems and to validate their feasibility.

3) Technological support for evaluating efficacy of seed compounds: At cellular levels, we conducted

growth inhibition profiling with the JFCR39 human cancer cell panel and gene expression profiling
of drug-treated cells, followed by bioinformatics analysis to predict the mechanisms of action and/or
identify the potential PD markers. At animal levels, we evaluated antitumor efficacy by
immunohistochemical analysis as well as blood/biochemical test in appropriate xenograft models.
We also began considering supports using PDX models for promising projects.

4) Technological support for chemical synthesis and compound optimization: We started
technological supports which include sample preparation with baculovirus-insect cell recombinant
expression systems for crystallization, searching for compounds related to hits, docking simulation
to optimize structure, and large-scale synthesis of promising compounds.

5) Technological support for identification of therapeutic antibody and peptide: For technological

support for antibody production, we have prepared clones of synthetic murine IgG after gene
construction based on the information about amino acid sequences of their Fv regions. We also
prepared a target membrane protein for screening. Regarding technological support for nonstandard
peptide therapeutics development, we established and initiated a series of menus from “selection of
nonstandard peptides ligands against a therapeutic target” to “sending the ligands to researchers.”

6) Support platform for evaluation of pharmacokinetics and development of DDS: We conducted

consultations and started technological supports for DDS and PET imaging. Particularly, we
synthesized and characterized polymeric materials for DDS preparation to meet the needs for
diverse projects. Furthermore, we optimized labelling of peptide and antibody with positron emitters
for evaluating pharmacokinetics. We confirmed the bioactivity of labelled materials and investigated

tissue-distribution and half-life of an antibody using PET imaging.

7) Technological support for single cell/organoid preparation and omics analysis: We provided
5



technological assistance for preparation of single cells and organoids and also examined the
procedures to efficiently disperse cells with high survival rate for each of multiple types of cancer.
With optimizing experimental conditions, we also started technological supports for single cell
transcriptome analysis to clarify tumor heterogeneity. Informatics analysis for the data successfully
revealed several different subpopulations, each of which was associated with specific cellular

functions and biomarker candidates.
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