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[ Z=gZpiilil Multiple myeloma develops and expands almost exclusively in the bone
@5 marrow, and generates devastating bone destruction. Myeloma cells

overproduce cytokines including MIP-1 to stimulate bone resorption by
enhancing RANKL expression, while bone formation is suppressed by
inhibitors for osteoblastic differentiation such as soluble Wnt inhibitors
and TGF-f family cytokines overproduced in myeloma bone lesions.
Pim-2 kinase was found to be upregulated in bone marrow stromal cells
by various inhibitors of bone formation overproduced in myeloma and act
as a common downstream mediator of the suppression of osteoblastogenesis.
Although osteocytes draw considerable attention as a major regulator of
bone metabolism, the biology of osteocytes is still largely unknown in
myeloma bone lesions and remains to be clarified.
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