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Establishment of new targeted therapy against acute blastic transformation of chroni
c myeloid leukemia

Tomohiko, Sato
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Introduction of CML into Evil-IRES-GFP knock-in mice, a versatile HSC-reporter str
ain, enables us to separate Evil-high CML cells from the individual. Evil-IRES-GFP allele models of CML in
chronic phase (CML-CP) revealed that Evil is predominantly enriched in the stem cell fraction and associa
ted with an enhanced proliferative as well as a leukemia-initiating capacity and that Evil-high CML-CP cel
Is exhibit resistance to TKIs. Overexpressing BCR-ABL and NUP98-HOXA9 in Evil-IRES-GFP knock-in mice to mo
del CML in blast crisis (CML-BC), in which Evil-high cells turned to be a major population as opposed to a
minor Eopulation in CML-CP models, showed that Evil-high CML-BC cells have a greater potential to recapit
ulate the disease and appear resistant to TKIs. Given that Evil heterozygosity ameliorates CML-CP and CML-
BC development and that the combination of Evil and BCR-ABL causes acute myeloid leukemia resembling CML-B
C, Evil could regulate CML development as a potent driver.
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