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We confirmed that the target enzyme is essential for the maintenance of
glioblastoma stemness and tumorigenic potential. We also confirmed that an initial hit compound, an
inhibitor of the enzyme, did, in fact, significantly prolong the survival of a mouse model of
glioblastoma. To enhance the anticancer activity of this inittial hit compound and improve its in
vivo pharmacokinetics, we comprehensively and systematically synthesized analogues and evaluated the

inhibitory activity of the target enzyme against each. The analogues that showed promise in the
first and second screening were tested in a mouse model of glioblastoma. In addition, the role of
genes with unknown function was clarified for the first time for a gene panel that allows patient
stratification.



(Sendoel , Nature 2017)
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Adrenoceptor switching is required to maintain the cellular plasticity of glioblastoma.
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Dedifferentiated Schwann cells that maintain the adrenergic microenvironment contributes to chemotherapy resistance in lung
cancer patient.
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Presence of catecholamine synthases and the role in maintaining cancer stem-like cells in malignant peripheral nerve sheath
tumors.

100
2023
0
2
PCT/JP2020/032130 2020

2020-204100 2020




(Ishikawa Yoshinobu)

(00305004) (32728)
(Kurozumi Kazuhiko)

(20509608) (13802)
(Tomizawa Kazuhito)

(40274287) (17401)
(Ando Takayuki)

(40402226) (83805)
(Masumoto Toshio)

(40715083) (15101)
(Nakamura Hitoshi)

(50828407) (83805)
(Wei Fanyan)

(90555773) (11301)




(Kudo Akihiro)

(40911433)

(83805)




