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MFIER R OBEE (3€30) : p210Ber-Abl tyrosine kinase inhibits CXCR4-mediated migration of chronic
myeloid leukemia (CML) cells to bone marrow stroma. In turn, exposure of CML cells to a tyrosine
kinase inhibitor (TKI) enhances migration of CML cells toward stromal cell layers and promotes
nonpharmacological resistance to imatinib. Src-related kinase Lyn is known to interact with
CXCL12/CXCR4 signaling and is directly activated by p210Bcr-Abl. TKI treatment under co-culture
with mesenchymal stromal cells induced CXCR4 localization in the lipid raft fraction, which further
co-localized with active phosphorylated form of Lyn (LynTyr396) in CML cells. Lyn inhibition or
cholesterol depletion abrogated imatinib-induced migration. These findings demonstrate the critical role
of lipid rafts in imatinib-induced CML migration and lodging within the bone marrow
microenvironment through the compartmental changes of the multivalent CXCR4 and Lyn complex.
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