©
2020 2022

Mechanisms of developing refractory leukemia

Onozawa, Masahiro

3,300,000
FLT3-1TD FLT3 exonl4
ITD CRISPR
FLT3-1TD 1D
FLT3-1TD  ANL FLT3-1TD
FLT3-1TD
FLT3-1TD
(AVL) FLT3-1TD
FLT3-1TD ANL
FLT3-1TD FLT3-1TD
FLT3-1TD FLT3-1TD

For the mechanism of FLT3-1TD formation, we tested the hypothesis that
palindrome-like structures in FLT3 exonl4 form higher structures that are susceptible to genomic
damage, thereby giving rise to ITDs. We confirmed that artificial 1TDs can be generated in human and

mouse cell lines by iInducing genomic damage to the FLT3-1TD accumulation site using CRISPR. Using
clinical samples, we found that multiple small clone-sized FLT3-1TDs were generated even in patients
with clinically FLT3-1TD-negative AML. On follow-up analysis, we found that the FLT3-1TD clones
expanded in some cases that relapsed resulting in FLT3-1TD acquisition at relapse.
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