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We have identified that NUP98-HOXA9 interacts with FASN and orlistat, which is
the inhibitor of FASN, selectively inhibits the colony formation of NUP98 fusion protein-expressing
cells. To measure the amount of each metabolite in NUP98 fusion protein- and other fusion
protein-expressing cells and normal hematopoietic cells, we performed CE-MS analysis. However, the status
of metabolites in NUP98 fusion protein-expressing cells was not significantly different from the other
cells. Next, we focused on fatty acids. In vitro analysis showed that NUP98-HOXA9 reduced the FASN
activity. Furthermore, LC-TOFMS analysis showed that the amount of fatty acids in NUP98-HOXA9-expressing
cells was less than in normal hematopoietic cells. The inhibition of FASN resulted in S-phase arrest in
NUP98-HOXA9-expressing cells. These results suggest that FASN activity is low but is essential for NUP98
fusion-mediated leukemia cells, and that FASN can be a therapeutic target for the leukemia.
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