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(1) Support

We have supported Pharmacokinetic studies and safety study . In support of pharmacokinetic
studies, the test compound created by academia was administered to experimental animals at the
Graduate School of Pharmaceutical Sciences, Osaka University, and blood was collected. In addition,
a measuring the blood concentration of the test compound was measured by a mass spectrometer, and
fluctuations in the blood concentration were quantified over time using the collected blood.
Based on the results, pharmacokinetics (PK) parameters were calculated and the results were
reported to the support requester. In the safety test, each major organ of the experimental animal
to which the test compound was administered was excised, and then a histopathological specimen
was prepared. The histopathological specimen was observed by a veterinarian specializing in toxic
pathology. In addition, hematological tests and blood biochemical tests were performed using
blood after administration of the test compound, and the analysis of safety—related parameters
was also supported. The number of pharmacokinetic study support cases in 5 years was 53, of which
21 cases were provided in collaboration with the Drug Discovery Initiative, Graduate School of
Pharmaceutical Sciences, The University of Tokyo. On the other hand, the number of safety test
support cases was 19, of which 4 were supported in collaboration with the Drug Discovery Initiative
Graduate School of Pharmaceutical Sciences, The University of Tokyo. With the completion of the
establishment of the technology for the use of the imaging mass microscope introduced in 2020
we provided support for two projects in 2021.

(2) Advanced research

The following five themes were tackled as advanced research.
Theme 1: Elucidation of new hepatotoxicity onset mechanism based on M1 / M2 macrophage polarization
and construction of evaluation method

In this advanced study, it was clarified that biological reactions centered on “DAMPs—
autophagy-liver macrophages” are important in elucidating the mechanism of hepatotoxicity.
Theme 2: Establishment of safety evaluation platform by epitranscriptome analysis

We have established a basic technology for analyzing the epitranscriptome, an acquired
modification of RNA, and demonstrated the possibility of safety evaluation by analyzing RNA
modifiers common to both mice and humans.
Theme 3: Development of mutagenicity prediction model by structure—activity relationship (QSAR)

In this advanced study, we reconstructed a database consisting of 12, 140 substances based on
the results of the Ames test conducted under the Industrial Safety and Health Act, with high
added value and reliability.
Theme 4: Construction of a safety evaluation platform for brain function by behavioral analysis

In this advanced study, we established experimental conditions for analyzing coordinated motor
function, short-term memory ability, and sensory information control function by behavioral

evaluation using mice



