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The aim of this study was to analyze the mechanism of cross-resistance to

FLT3 inhibitors for the treatment of acute myeloid leukemia and to search for ways to overcome it.
Duplicated resistant cells established by sequential treatment with two different FLT3 inhibitors
were cross-resistant to all FLT3 inhibitors. Proliferation of these cells was dependent on Wnt/(3
-catenin signaling, and the combination of both inhibitors acts synergistically. In addition,
analysis of transfected cells revealed double mutations in FLT3 that are cross-resistant to FLT3
inhibitors. These double mutations were considered to alter the shape of the entrance to the
ATP-binding site of FLT3, resulting in reduced inhibitory activity of the inhibitors. Thus, we found
that after sequential use of FLT3 inhibitors, cross-resistance emerges due to the bypass pathway
and double mutations in FLT3.
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