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Functional analysis of novel chimeric gene SNX2-ABL1 detected in childhood acute
lymphoblastic leukemia
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Therapeutic application of tyrosine kinase inhibitors (TKIs) has significantly
improved the outcome of BCR-ABL1-positive B-cell precursor acute lymphoblastic leukemia (BCP-ALL).
Recently, novel ABLl-related chimeric transcripts were identified. In this study, we investigated the
functional characteristics of SNX2-ABL1 protein. IL-3-independent proliferative ability was acquired by
induction of SNX2-ABL1 as similar as BCR-ABL1 in IL3-dependent mouse pro-B Ba/F3 cells.
SNX2-ABL1-expressing Ba/F3 cells showed rather lower sensitivity against TKls, especially dasatinib.
Then, the mechanism of resistance to dasatinib was investigated. As a result, SNX2-ABLl-expressing Ba/F3
cells showed different phosphorylation pattern of those of BCR-ABL1 and the phosphorylation of
intracellular proteins, especially CrkL, p44/42 MAPK, STAT5, are only partially inhibited by TKI
treatment. From gene expression analysis, high expression of Igf-1 in SNX2-ABL1 expressing cells was

observed.
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Enrichment plot: SNX2-ABL1(500)
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