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Identification of novel therapeutic target molecules and the molecular
mechanism for refractory multiple myeloma
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In this study, we focused on the mechanism of IMiDs resistance in MM. We
examined gene profiles in lenalidomide-sensitive and -resistant cell lines with or without
lenalidomide using DNA microarray following GSEA and cluster analyses. In GSEA, P53 PATHWAY gene
group is enriched in lenalidomide- treated sensitive MM cells as compared to resistant cell line. In

cluster analyses, 50 spots were down-regulated and 132 spots were upregulated under
lenalidomide-treated sensitive MM cells. In those genes, BNIP3, DCAF4L2, and STAP2 proteins are
concordantly increased. We next attempted knockdown of BNIP3, DCAF4L2, and STAP2 in
lenalidomide-sensitive cells using retroviral delivery of shRNA against human those genes. However
those genes knockdown did not rescue lenalidomide-induced cell. We need to reveal that P53 PATHWAY
gene group and another up- or down-regulated genes in cluster analyses regulated the sensitivity of
MM cells to IMiDs in the future.
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Cereblon-independent anti-myeloma
pathway of TC11, a novel compound of
immunomodulatory drugs.
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PEG(E)-TC11, a novel PEG phthalimide
derivative, inhibited MM cell growth
CRBN independent manner.
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PEG(E)-TC11, a novel polyethylene

glycol-linked phthalimide
derivative, inhibited high-risk MM
cell growth in vivo and in vitro
via cell cycle G2/M arrest in a
CRBN-independent manner.
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