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InthemfUorityofcancertypes,inactivationofretinoblastomatumorsuppressorproduct(pRb)is

frequentlyfOundduringtheirprogression.TbaddresstheroleofRbintumorproglession,we

establishedamousemodelinwhichRb-deficiencyinvariedgeneticbackgoundsgenerates

calcitonin-producingcell(C-cell)-derivedtumorsofdifferentmalignancies.Rb-deficiencyin

Ink4a,Arf,Suv39hlorp53nullbackgrounddirectlyinducedhighlymalignantC-cell

adenocarcinoma.Onlyp53nullC-celladenocarcinoma,however,losttheexpressionof

neuroendocrinelineagemarkerssuchascalcitoninandAscll,andcellsderivedfifomthesetumors

exhibitedparticularlyhighsphere-fbnmngactivity.Inaddition,Rbdepletioninp53-ノーInouse-

derivedfibrosarcomacellsinducedsignificantlyhighersphere-fbrmingandcancer-initiating

activitywithoutaffectingcellproliferationratein2Dculturecondition.Thesefindingsindicatethat

Rbinactivationinp53nullbackgroundmaycontributetotheacquisitionof"cancerstemness''.

Wesucceededintheemichmentofcellpopulationswithhighsphere-fOrmingactivityfromRb-

depletedp53-ノ-mouse-derivedfibrosarcomacells.DNAmicroarrayandRNA-sequenceanalysis

revealedthatthesecellsexhibitedsignaturesofinflannnatoryconditions(e.9.,increasedexpression

oflL-1aandlL-6,andactivationofSTXr3pathway)andglycolyticshiftofcellularmetabolism

(e.9.,upregulationofGLUTfamilyexpressionandglucoseconsumption).Ourmodelmay

contributetoelucidatingthemechanismsthatunderliethestemcell-likebehaviorsseenincancer

cellsinthecontextofRbandp53inactivation.
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