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The mechanism of autocrine and paracrine growth promotion of CML cells
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Tyrosin kinase inhibitors(TKIs) for BCR-ABL have dramatically improved the
outcome of chronic myelogenous leukemia(CML). However, the complete elimination of CML clones has been
rarely achieved by TKIs due to a variety of protective mechanisms. One reason for TKI resistance is the
bone marrow microenvironment(BMME)-mediated drug resistance. We found that BMME-induced galectin-3(Gal-3)
in CML plays an important role in drug resistance in previous study. Furthermore, we in this study
disclosed the results as follows. The bovine SERPINAl-fetal bovine serum albumin complex was
specificallg suppressed in conditioned medium from Gal-3-overexpressing cells. Suppression of
SERPINAl-albumin complex by Gal-3 overexpression led to paracrine growth promotion of CML cells. The
combination of TKI and PP2A activator FTY720 could overcome Gal-3-mediated drug resistance to TKI.

ALDH1 known as the marker of cancer stem cell and drug resistance was induced by Gal-3 overexpression

in CML cells.
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