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In this project, we found overexpression of Oct4 gene in multiple myeloma
(MM) cells and also established Oct4-overexpresed MM cell lines. In the overexpressed cells,
expression of mesenchymal genes such as Snail was increased, and the EMT-like morphological change
was observed. Expression of MRP1 transporter proteins was also increased, and Oct-4-overexpressed
cells obtained the resistance to various anti-MM drugs.
We have also developed a novel phthalimide, TC11, and its optimized form, PEG-TC1l. PEG-TC11
revealed strong growth inhibitory effects to MM cells in mice xenograft model. Even though TC11 and
PEG-TC11 have structural similarity to thalidomide, they did not associated with the
thalidomide-binding protein, cereblon, but with a -tubulin and nucleophosmin-1. By binding to a
-tubulin and nucleophosmin-1, PEG-TC11l induced G2/M arrest without involvement of p53 and caused
apoptosis of high-risk MM cells with p53 deletion.
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