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Molecular mechanisms of activated osteoblast-induced myeloma death through
mitochondrial impairment and metabolic perturbation
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In contrast to bone marrow stromal cells or osteoclasts, mature osteoblasts
(0Bs) induced myeloma (MM) cell death in parallel with downregulation of the pro-survival mediator
Pim-2. The Pim-2 reduction triggered the downregulation of PGC-la , an activator of glycolysis and
mitochondrial biogenesis, along with subsequent ATP reduction and phosphorylation of AMPK, a key
energy sensor, in MM cells. The AMPK inhibitor dorsomorphin mitigated MM cell death in cocultures
with OBs. Therefore, the prompt reduction of Pim-2 and thereby PGC-la suppression and AMPK
activation in MM cells are suggested to cause the mature OB-triggered MM cell death with energy
crisis.
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