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Fundamental research for developing new therapeutic approach of multiple myeloma
targeting its progenitor cells by reactive oxygen species (ROS)

Kizaki, Masahiro
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Multiple myeloma is one of the refractory hematological malignant disorder.
It has reported that NF-k B signaling is important for the regulation of proliferation of myeloma
cells and their stem/progenitor cells. In the present study, it has shown that the sensitivity of
reactive oxygen species (ROS) in myeloma cells and their progenitor cells is higher than that of
other hematological malignancies. New NF-k B inhibitor TM-233 was inhibited proliferation and
induced cell death of myeloma cells and their progenitor cells via production of ROS in dose- and
time-dependent manner. In addition, cell cycle checkpoint kinase WEE-1 inhibitor MK-1775 was also
induced cell death of these cells via DNA repair process. From these results, new NF-k B inhibitor
TM-233 and WEE-1 inhibitor MK-1775 might be possible novel therapeutic agents for the treatment of

multiple myeloma.
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