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Multiple myeloma (MM) has a unique propensity to develop and expand almost
exclusively in the bone marrow and generates destructive bone disease. We demonstrate that TGF-f3
-activated kinase-1 (TAK1) is constitutively overexpressed and phosphorylated in MM cells, and that
TAK1 inhibition induce apoptosis in MM cells. TAK1 phosphorylation was also induced along with
upregulation of VCAM-1 in bone marrow stromal cells (BMSCs) in cocultures with MM cells, which
facilitated MM cell-BMSC adhesion while inducing IL-6 production and receptor RANKL expression by
BMSCs. Furthermore, TAK1 inhibition suppressed osteoclastogenesis, and restored osteoblastic
differentiation suppressed by MM. Treatment with the TAK1 inhibitor suppressed MM growth and
prevented bone destruction and loss in mouse MM models. Therefore, TAK1 inhibition may be a
therapeutic option targeting not only MM cells but also the skewed bone marrow microenvironment in

MM.
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