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We obtained following research results on malignant phenotype of myeloma. ®Molecular
pathogenesis: We established lenalidomide-resistant cell lines and found that increased exosome
secretion and integrin-mediated cell adhesion play roles in drug resistance. RNA sequence
revealed signal transducing molecules which may associated with formation of extramedullary
disease. @Drug development: Novel phthalimide, TC11, induced mitotic catastrophe by inhibition
of tubulin polymerization and constitutive phosphorylations of NPM1. GTN057, a derivative of
natural compound komaroviquinon, inhibited c-MET/HGFR kinase activity in myeloma cells. We
also challenging isolation of autophagy inhibitors by drug repositioning. ® New biomarker:
Immunohistopathological examination of myeloma patients’ samples revealed that negative
change of E-cadherin expression in myeloma cells is associated with formation of extramedullary
disease and poor prognosis.

Notes

WREH . ERWE C) (—])

FZSHAR : 2020 ~ 2022

FEES  20K08763

WRs S MEARSE. EEE 5FEme

Genre

Research Paper

URL

https://koara.lib.keio.ac.jp/xoonips/modules/xoonips/detail.php?koara_id=KAKEN_20K08763seika

BREZBAZFZMERV AT NU(KOARA)ICEBHE N TWA IV TUY NEEER. ThThOEEE, FLFLEHRWRTECREL., TOEINGEFEERCL ST
RBENTVET, BIACHLE> TR, BEFRELEZETLTIRAEZ L,

The copyrights of content available on the KeiO Associated Repository of Academic resources (KOARA) belong to the respective authors, academic societies, or
publishers/issuers, and these rights are protected by the Japanese Copyright Act. When quoting the content, please follow the Japanese copyright act.



http://www.tcpdf.org

©
2020 2022

Exploitation of molecular mechanisms and_development of overcoming drugs from
new perspectives for high-risk myeloma with poor prognosis

Hattori, Yutaka

3,300,000

RNA sequence
TC11 NPM1 mitotic
catastrophe GTNO57

E-cadherin

EMT

We obtained following research results on malignant phenotype of myeloma.

Molecular pathogenesis: We established lenalidomide-resistant cell lines and found that increased
exosome secretion and integrin-mediated cell adhesion play roles in drug resistance. RNA sequence
revealed signal transducing molecules which may associated with formation of extramedullary disease.

Drug development: Novel phthalimide, TC11l, induced mitotic catastrophe by inhibition of tubulin
polymerization and constitutive phosphorylations of NPM1. GTNO57, a derivative of natural compound
komaroviquinon, inhibited c-MET/HGFR kinase activity in myeloma cells. We also challenging isolation
of autophagy inhibitors by drug repositioning. New biomarker: Immunohistopathological examination
of myeloma patients’ samples revealed that ne?ative change of E-cadherin expression in myeloma
cells is associated with formation of extramedullary disease and poor prognosis.
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