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Myxoid liposarcomas (MLSs) are characterized by t(12;16) (q13;pll) translocation and
expression of TLS—CHOP chimeric oncoprotein. In this study, we have found that miR-486
regulate differentiation of adipocyte. Furthermore, miR—-486 expression was repressed in
TLS-CHOP-expressed NIH3T3 fibroblasts and MLS tissues, and exogenous overexpression of
miR—486 repressed growth of MLS cells. In addition, we have identified plasminogen
activator inhibitor—-1 (PAI-1) as a novel target gene of miR-486. Furthermore, knockdown
of PAI-1 by a specific small interfering RNA (siRNA) inhibited growth of MLS cells
suggesting that increased expression of PAI-1 by miR-486 repression is critical for
survival of MLS cells. Collectively, these results suggest a novel essential molecular
mechanism that TLS—CHOP activates PAI-1 expression by repression of miR—486 expression
in MLS tumorigenesis and development.
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