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Despite recent advances in the use of newly developed drugs
including thalidomide and lenalidomide, and bortezomib,
Multiple myeloma (MM) patients with high-risk cytogenetic
aberration such as t(4;14) and/or deletion of chromosome 17
stillshow significantly poor prognosis. To overcome the
stuation, our co-worker, Dr. Yanagawa synthesized 29
phthalimide derivatives and screened their anti-tumor activity
against MM cell lines, including those having high-risk
cytogenetic changes. Among these derivatives, it is dound that
TCII strongly inhibited tumor cell proliferation and also
induced apoptosis 122 vstro and hirh-risk MM cells-
xenografted ICR /SCID mice. Fhtermore, nucleophosmin
I(NPMI) and alpha-tubulin are identified as targets of TCII
using in vitro virus mRNA display developed by Dr.
Yanagawa. A glutarimide moiett of lenalidomide binds to
cereblon (CRBN), which is involved in thalidomide
teratogenicity. However, TCII does not have the moiety. In
fact, TCIT does not bind to CRBN, suggesting that TCII
lacks in teratogenicity.

We focus on how NPMI is affected by TCI1I, for instance,
expression levels, oligomerization, and/or phosphorylation.
To thie end we will test if TCII induced apoptosis and
mitotic abnormalities, generating NPMI-kenockdown MM
cell lines. The results will allow us to develop more
effectivedrugs without teratogenic activity for high-risk MM.
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I) A novel phenylphthalimide derivative, pegylated TCII,
improvespharmacokinetic properities and induces apoptosis of
high-risk myeloma cells via G2/M cell-cycle arrest. Aida S,
Hozumi M, Ichikawa D, Iida K, Yonemra Y, et al.

2) NLR NodI signaling promotes survival of BCR-engaged
mature B cells through up-regulated NodI as a positive
outcome. Hayakawa K, Formica AM, Zhou Y, Ichikawa D
Asano M, et al.
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