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