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Chronicmyeloidleukemia(CML)iscausedbyadefinedgeneticabnormalitythatJnerates

BCR-ABL,aconstitutivelyactivetyrosinekinase.Althoughthediscoveryofthetyrosinekinase

i血ibitors(TKIs)hassignificantlyimprovedtheprognosisofCMLpatients,acompletecureisnot

possibleduetotheexistenceofararepopulationofCMLstemcellsknowntoberesistanttoTKI

therapy･Tbdate,therapeuticsthatcaneradicateCMLstemcells,however,haveremainedunder

investigation.

Tbovercometheclinicalproblems,westudiedthemolecularmechanismsregulating

maintenanceofTKI-resistantCMLstemcellsbyForkheadOtranscriptionfactorFOXOthatisa

keyregulatorfbrtheselfLrenewingnolmalhematopoieticstemcells(HSCs).Tiansplantation

experimentsfOrmouseCMLstemcellsindicatedthattheFoxo3cz-deficientCMLstemcells

becameexhaustedintheirtransplantedmiceafteradministrationofaTm,imatinibmesylate,in

comparisonwiththewild-typeCMLstemcells.Importantly,inhibitionofTGF-6signalingthat

couldregulateFoxo3aactivityreducedtheselfrenewalabilityoftheCMLstemcells加vivo.

TheseresultsindicatedthatTGF-8-FOXOsignalingplaysanessentialrolefOrthemaintenance

ofTm-resistantCMLstemcellsThepurposeofourcurrentresearchistoclarifythemolecular

mechanismsregulatingmaintenanceofTKI-resistantCMLstemcellsviaTGF-8-FOXO

signaling.
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