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Autocrine and Paracrine Interactions between Multiple Myeloma Cells and Bone
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We screened molecules differentially expressed in bone marrow cells of
multiple myeloma (MM) patients using microarray analysis, which revealed significant upregulation of
Gas6. Gas6 was overexpressed in the bone marrow of MM patients and in various MM cell lines.
Plasma concentrations of Gas6 quantified using ELISA were significantly increased in symptomatic MM
patients. MTT cell proliferation assay showed that Gas6 induced cell proliferation of MM cells.
Analysis of apoptosis by flow-cytometry showed that Gas6 inhibited apoptosis of MM cells.
Furthermore, conditioned medium from human marrow stromal cells increased Gas6 production into
culture supernatants of MM cells, indicating that the interaction between MM cells and bone marrow
stromal cells enhanced Gas6 secretion, which stimulated cell proliferation and inhibited apoptosis
in MM cells. Our findings provide evidence that gas6 contributes to MM progression in both
autocrine and paracrine manners.
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