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Ouabain reverses imatinib resistance in chronic myeloid leukemia

by targeting the Wnt/B-catenin signaling pathway
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(1.Basic Medical College ,Chongqing Medical University ; 2.The First Clinical College ,
Chongqing Medical University ; 3.Key Laboratory of Laboratory Medical Diagnostics Designated
by the Ministry of Education/College of Laboratory Medicine , Chongqing Medical University )
[ Abstract] Objective : To investigate the effect and mechanism of ouabain in reversing imatinib (IM) resistance in chronic myeloid leu-
kemia(CML) by targeting the Wnt/B—catenin signaling pathway. Methods : In vitro experiments were performed using the IM-resistant
K562R cell line. CCK-8 assay and colony formation assay were used to detect the anti-leukemic effects of ouabain alone or in combina-
tion with IM. Western blot was applied to measure the protein expression levels of B-catenin and Cyclin D1 in K562R cells. For in vivo
study, a IM-resistant CML. mouse model was established. The anti-leukemic efficacy of the combination therapy was evaluated by pe-
ripheral white blood cell count, blood smear staining, histopathological techniques, and survival analysis. Results : In vitro experiments
showed that ouabain exerted a synergistic therapeutic effect with IM, significantly inhibiting the viability and clonogenic capacity of
K562R cells (P<0.001) , and downregulating the expression levels of §—catenin (P<0.01) and Cyclin D1 (P<0.001). In vivo experi-
ments demonstrated that CML mice were insensitive to IM treatment, whereas the combination of ouabain and IM effectively controlled
the leukemic burden in CML mice, alleviated body weight loss (P<0.001) , reduced the total peripheral white blood cell count (P<

0.05) , and significantly decreased leukemic cell infiltration in both peripheral blood and bone marrow compared with the control group.
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), HE I TE 5T 50 me/kg T IM+1 mg/kg 1 ELA . IM TAER
e 4.5 mg/mL, PR TAE WK S 0.09 meg/mlL, 45 25 R TR
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