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Mechanismé of Myeloma Cell Proliferation Induced by
Interleukin-6
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Dept of Inmunohematology. and. Applied Medical Engineering Science
Yamaguchi University School of Medicine,
1-1-1, Minami-kogushi, Ube, Yamaguchi 755-8505, Japan

SUMMARY

Specific intracellular signals mediated by IL-6 receptor complexes, such as STAT3 and ERK1/2, are
considered to be responsible for inducing a variety of cellular responses. In multiple myeloma, IL-6 only
enhances the proliferation of CD45* tumor cells that harbor the IL-6-independent activation of src family
kinases even though STAT3 and ERK1/2 are activated in response to IL-6 in both CD45* and CD45- cells.
Furthermore, the IL-6-induced proliferation of CD45* U266 myeloma cells is significantly suppressed by
Lyn-specific antisense oligodeoxynucleotides or a selective src kinase inhibitor. These results indicate that
the activation of both STAT3 and ERK1/2 is not sufficient for IL-6-induced proliferation of myeloma cell
lines that require src family kinase activation independent of IL-6 stimulation. Thus, the activation of the
src family kinases associated with CD45 expression is a prerequisite for the proliferation of myeloma cell
lines by IL-6. We propose a mechanism for IL-6 induced cell proliferation that is strictly dependent upon
the cellular context in myelomas.
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