
The3rdlnternationalSymposiumonCal･cinogenicSpil・al&

InternationalSymposiumonTumorBiologyinKanaZawa

Interactionsbetweencancerstemcellsand

theirnichegovernmetastaticcolonization

nariaMalanchi

Lo"do"Reseαﾉ℃ﾉ@ヵ町"〃ﾉ"e,C""ceﾉ･Reseαﾉ℃/zUK

Lo"do"Rese"℃ﾉZI"s"""e

44Li"coI"､FI)"7FieMFLo"(わ〃WC2A3Z,Y

N‘

〈

リ

な

Metastaticgrowthindistantorgansisthemajorcauseofcancermortality.Wehavenow

identifiedtwokeymechanismsessentialfOrtheinitiationofmetastasis:first,asmallpopulationof

cancerstemce11s(CSCs)thatiscriticalfbrmetastaticcolonization.TheseCSCsrepresentastable

populationoftumourcellswhichselectivelysurviveandproliferateuponmetastaticseedingand

therebydrivetheinitialexpansionofcancercellsatthesecondarysite.Incontrast,non-CSCsfail

togrow,arerapidlylostanddonotde-differentiateintoCSCsinvivo.

Second,wefindstromalnichesignalstobecrucialfOrthisprocess.Weidentifytheextracellular

matrix(ECM)componentPOSTNtobeexpressedbyfibroblastsinthenormaltissueandinthe

stromaoftheprimarytumour.Importantly,infiltratingtumourcellsneedtoinducestromalPOSTN

expressioninthesecondarytargetorgantoinitiatecolonization.ThisECMproteinisrequiredto

allowcancerstemcellmaintenanceandblockingPOSTNfUnctionpreventsmetastasis.POSTN

recruitsWntligandsandtherebyincreasesWntsignallingincancerstemcells.

Wesuggestthattheeducationofstromalcellsbyinfiltratingtumourcellsisanimportantstepin

metastaticcolonizationandthatpreventingde-novonichefbrmationmayrepresentanovel

treatmentstrategyagainstmetastaticdisease.

References

MalanchiI,SantamariaMA,SusantoE,PengH,LehrHA,DelaloyeJF,HuelskenJ."Interactionsbetweencancer

stemcellsandtheirnichegovernmetastaticcolonization"AZ""肥.481:85-89,2012.

－42－



’

､

I

1..

Sessioil7ECM&'IilmorMicroenvironment

l5:55～16:25

IlariaMalanchi

'IilmourHostlnteractionLab

CancerResearchUKLondonResearchlnstitute

44LincolnslnnFieldsLondon,WC2A3LY

Tbl.+44(0)2072693168Fax.+44(0)2072693094

Website:http:"www・london-research-institute.or9.uk/research/ilaria-malanchi

歴､恵CArIONSfrRAINING

1998

2002

2003-2004

2004-2011

SienaUniversityMScBiology

HeidelbergUniversityPhDDr.rer.nat.

IARC,WHO,Ij/onPostdoclnfectionandCancer

ISREC,EPFL,LausannePostdocCancerstemcelllaboratoly

ROS圃匝ONSANDHONORS

2004-2011

2011-present

ResearchScientist,ISREC,EPHJ,LausanneSwitzedand

GroupLeader,TIlmourHostlnteractionLab,CancerResearchUK,London,UK

RECENTPUBLICArIONS

1.Malanchil,SantamariaMA,SusantoE,PengH,LehrHA,DelaloyeJF,HuelskenJ."Interactionsbetweencancerstem

cellsandtheirnichegovemmetastaticcolonization"Ⅳαm"e.481:85-89,2012.

2.Malanchil.,HuelskenJ.:6Cancerstemcells:neverWntawayfiomtheniche"Cz"7℃J〃O"加io〃加O"coIOgy21:41-46,

2008.

3.MalanchiI.,PeinadoH.,KassenD.,HussenetT.,MetzgerD.,ChambonP.,HuberM.,HohlD.,CanoA.,BirchmeierW.,

HuelskenJ.@℃utaneouscancerstemcellmaintenanceisdependenton6-cateninsignalling"Ⅳα"J'e,452:650-653,2008

－43－




