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Axcelead Drug Discovery Partners, Inc. as “Innovation Engine Unit” has
executed infrastructure program for drug discovery seeds development in AMED Drug
Discovery Support Promotion Project since October 2017. This initiative’s goal is
to contribute to academia—originated projects at all drug discovery stages by
providing high-value—added drug discovery research, including planning before
starting research. It will be resulting in activation of transition of seeds from
academia to pharmaceutical companies. Actually, in order to develop drug seeds and
concepts from academia, we have been providing drug discovery consultations and
acquiring necessary data. Over the last about four years, we have been involved in
a total of 24 support activities aimed at developing new drugs, with 224 members
engaged. Among them, we have provided a series of 5 support activities for a
project to develop novel inhibitors. First, based on hit compounds identified
through binding screening, we synthesized the compounds for further tests and
discussed promotive plan. In addition, we provided consultation of how to identify
compounds to be further evaluated from a medicinal chemistry perspective. In the
subsequent request, those proposals were put into practice. Specifically, for
establishing Proof of Concept in vivo, we developed a wide range of synthetic
compounds for improving activity as well as solubility and metabolic stability and
provided a total of 244 compounds evaluated. Plasma pharmacokinetic evaluation of
selected compounds is currently in progress in an animal model. Overall, the
outline of our research support activities, including the above and others, as of

July 19'" 2021, are shown below.

+  Drug discovery consultation: 9 consulting support activities have been
completed regarding possibilities of selecting commercially available
compounds based on hit compounds’ information, synthetic development, or
executing a high—throughput screening system, etc. In some cases, these
consulting support activities led to the provision of wet research support.

+  Medicinal chemistry research of small molecule compounds based on new
mechanisms of action or synthetic development aiming improvement of those

activities: b projects have been completed and 1 project is being supported.



Some hit compounds found in these cases were evaluated in drug efficacy
evaluation systems in cells or animal models.

+  Evaluation of new drug candidate compounds by drug efficacy evaluation
using cell lines or animal models, pharmacokinetic analysis, and
tolerability tests: 4 support activities have been completed and 1 project
is being supported.

«  Implementation of compound screenings, recommendations on construction or
implementation of screening systems, and selection of hit compounds and
priority chemotypes: 3 support activities have been completed and 1 project

is being supported.

Through both of the consulting support and wet research support, we have
contributed to the promotion of research on each project aiming at the development
of new drugs. By accumulating these achievements, we also contributed to the
construction of a drug discovery ecosystem and the realization of efficient
operation of it. On the other hand, many of the projects requested to us so far
are in early stage of drug discovery development, and this suggests the possibility
and room to further support and contribution to late—stage projects. We will
further promote drug discovery support by leveraging the framework established

through this initiative.



