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We showed that MLL-AF4-positive ALL cell lines are resistant to TNF-a. To examine the
mechanism of resistance to TNF- o of MLL-AF4-positive leukemia, we focused on S100A6 as
a possible factor. Upregulation of S100A6 expression and inhibition of the pb53-caspase
8-caspase 3 pathway were observed only in MLL-AF4-positive ALL cell lines in the presence
of TNF-« . The effect of S100A6 on resistance to TNF-« by inhibition of the pb3-caspase
8-caspase 3 pathway of MLL-AF4-positive ALL cell lines were also confirmed by analysis
using small interfering RNA against S100A6. This pathway was also confirmed in previously
established MLL-AF4 transgenic mice. These results suggest that MLL-AF4-positive ALL
escapes from TNF-« —mediated apoptosis by upregulation of S100A6 expression, followed
by interfering with pb3-caspase 8-caspase 3 pathway.
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