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P-01ThemetabolicfimctiOnOfRBincontrollingmevalonate(MVA)pathway
andcancerstemcells

NObunariSaSaki,ChiakiThkahashi
(DivisionofOncologyandMolecularBiology,CancerResearchInstimte,KanazawaUniveIsity,Kanazawa,Japan)

MutationinRBgeneisfOundattheinitiationoflimitedhumancancers,whel℃asRBproteininactivationis

hEquentlyfbundinmuchwidervarietyofcancersmainlyduringtheirpI℃gression.ThesefindingssuggestthatRB

exertsmorerolesthanpreviouslythoughtbeyonditswell-appI℃ciatedrolesincontrollingcellcycleanddifferentiation.

WepI巳viouslyIeportedthatRBcontrolsproteinisopl℃nylationviaE2FsandSREBPstranscriptionfactors,thus

regulatesRasmaturationprocesses.HerewedemonstratethatRBaffectstranscriptionofmanyenzymesinvolvedin

Mevalonate(MVA)pathway.MVApathwayistheupstreamofmanybiosynthesispathwaysincludingprotein

famesylation,proteingemnylgeranylationandcholesterolsynthesis・Wedevelopedaninvitrocancerstemcell(CSC)

modelinwhichsomeoftypicalCSC-likef℃atmeSal℃inducedinRBandp53-dependentmanners.Byemploying

specificenzymeinhibitors,wedetenninedthatthesefeaturesaresensitivetodrugsthoseantagonizetheMVApathway.

WewilldiscussonwhichofMVApathwayproductscontributestothedevelopmentofCSC-likefeatures,andalsoon

themetabolicbasisofRBandp53filnctionsinCSCs.

P-02EssentialroleofNucleostemininthemaintenanceofmalignantphenotypes
ingermcelltumors

NOrivukiUema1,TakakoOoshio1,MasakoOomural,KenichiHarada2,YashuniNakanuma2,
3.TbmovoshiSoga4．AtsushiHirao1AkihikoOkuda3,TbmoyoshiSoga4,AtsushiHirao1

(IDivisonofMoleculargenetics,KanazawaUniv.,CancerRes・Inst.,22ndPath.,KanazawaUniv.,Med.,3DiVisionof
DevelopmentalBiology,GenomicRes.Ctr.,SaitamaMedicalUniv.,41nst.fbrAdvancedBiosciences,KeioUniv.Tbumoka,
Yamagata.)

Nucleostemin(NS)isaputativeGTPase,whichisinvolvedinribosomalbiogenesis・Inthisstudy,weanalyzed

expressionandfUnctionofNSingenncelltumors．Inhumantesticulargenncelltumors,explessionofNSwas

observedincellsthatexpI℃ssedOCT3/4,whichisacriticalregulatorofundiHercntiatedstatusinembryonicstem(ES)

cellsandgenncelltumors.Consistently,wefbundtheco-expressionofNSandOct3/4inmouseteratomamodel

derivedfromEScells.ThecellsexpressingNSweI℃activelyproliferatingandshowedundiHerentiatedcharacteristics

intheteratomamodel.ThecellswithhighlevelofNSexpressionexhibitedcapacityfbrgeneratingimmatureESlike

colonies,whereascellswithoutNSdidnot.NSdeficiencybytetracycline-induciblesystemlostundiHerentiated

characteristicsinteratoma,I℃sultingindefectivemmorgrowth・ThesedatademonstratedthatNSisessentialfbr

maintenanceofmalignantphenotypesingenncelltumors.
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P-03EMctsof加nammationontheepithelialdimrentiationandtumorigenesis

TbmO-0IShikawa,HirOkoOshimaandMasanobuOshima
(DivisionofGenetics,CancerResearchlnstitute,KanazawaUniversity)

Tumormicroenvironmentincludingmnammationplaysanimportantroleincancerdevelopment・Dedimrentiation

isadistinctivefeatureofcancerprogression・Dedifferentiationisadistinctivefeatureofcancerprogression・However,

effectsofinnammationonthediHerentiationstatusoftumorcellshavenotbeenrevealed.UsingKI9-C2"Egastritis

mousemodelandGα〃gastritis-associatedcancermodel,wefbundthattheexpressionofmorethan500geneswasup-

regulatedbyinnammation.ThisgenelistwascomparedtotheexpressionprofileofZgx5positivegastricepithelial

stemcells,toelucidatetherelationshipbetweeninnammationanddifferentiationstatus・Among345genesupregulated

ingastricstemcells,38genesweleupregulatedinKI9-C2"zEandGα〃mice・BysiRNAknockdownscreeningofthose

genesfbrsoftagarcolonyfbnnationingastriccancercelllines,2geneswel℃implicatedintumorigenicity.We

consideredthosegenesascandidateswhichimplicaCinepithelialdifferentiationandtumorigenesis.

P-04CCL3-CCR5axisregulatesprogressionoffibrosisoccurrmgasaresultof
chroniccolitisinmice

SPiChirOSasaki,TbmohisaBaba,NaoinmiMukaida
(Div・Molec.Bioregulation,CancerRes.Inst.,KanazawaUniv.,Kanazawa)

Patientswithulcerativecolitisaresometimescomplicatedwithcolonca【℃inoma.Thiscarcinogenesiscanbe

1℃capimlatedinmicebythecombinedtl℃atmentwithazoxymethane(AOM)-dextransulfatesodium(DSS).Collagen

typeI-andd-smoothmuscleactin(SMA)-positivecellsaccumulatedinthecourseofcarcinogenesisprocessofwild-

type(Wr)micewithintracolonalfibrocytes/fibroblastsexpressingCCL3anditsspecificreceptor,CCR5.Moreover,

CCL3ablationdecreasedcollagentypel-andd-SMA-positivecellnumbersandeventuallyreducedthenumbersand

sizesofcolontumors,comparedwithWTmice.Likewise,reductioninfibrosisandtumorincidencewasobservedin

micedeficientinCCR5.Filrthennore,WTmicetransplan"dwithCCL3orCCR5-deficientmouse-derivedbone

mamowcells,developedsignificantlyfewertumorsafterAOM/DSStreannent,comparedwithWrmice.Thus,chronic

colitis-associatedfibrosisandsubsequentcarcinogenesiscanberegulatedbytheCCL3/CCR5-expI℃ssingbone-

malTow-derivedcells･Thus,blockadeoftheCCL3-CCR5axiscanbeapotentialtherapeutictargetagainstcolon

cancer,particularlyonethatisassociatedwithfibrosis.
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P-05EvaluationoftheinhibitionofNF-KBactivationbyNF-KBdecoy
transtctioninM21ikemacrophagesusingmannose-modifiedbubble
lipoplexeswithultrasoundexposure

YusukeKono1,ShigeruKawakamil,YurikoHiguchil,FumiyoshiYamashital,MitsuruHashidal,2
(IDepartmentofDrugDeliveryResearch,GraduatedSchoolofPhannaceuticalSciences,KyotoUniversity,Kyoto,Japan.
2InstimtefbrlntegratedCell-MaterialSciences(iCeMS),KyotoUniversity,Kyoto,Japan)

'IIlmor-associatedmacrophages(rAM)enhancemmorgrowmbysecretionofcytokinesandgrowthfactors.

Recently,wehaVel℃portedthatinhibitionofNF-KBactivationbyNF-KBdecoychangesthepropertiesofcytokines

productionfromM2-likemacrophagesthatculml℃dincancercellsconditionedmediumtoMlmacrophages.

TheI℃fbre,itisnecessarytodevelopTAM-selectivetaIgetingsystem.Previously,wehavedevelopedefficientandcell-

selectivegenetransfectionmethodtomacrophagesusingmannose-modifiedbubblelipoplexeswithultrasound(US)

exposule.Here,wedevelopedTAM-selectivetaIgetingsystemandtheeffectofNF-KBdecoytransfectionintoM2-

likemacrophagesontheimmuneresponseofmacl℃phageswasevaluated.Thecell-selectiveNF-KBdecoydeliveryto

TAMwasobservedafterintratumoraliniectionofmannose-modifiedbubblelipoplexeswithUSexposuI℃.WhenNF-K

BdecoywastransfectedintoM2-likemacrophagesbymannose-modifiedbubblelipoplexes加-vi"o,IL-lOproduction

thatisTh2cytokinewassignificantlyreducedandthesecretionofThlcytokineswassignificantlyincr巴ased.Wscular

endothelialgrowthfactor(VEGF)andarginasemRNAexpressionthataresecletedfiFomM2-likemacrophageswas

alsosignificantlysuppressedbyNF-KBdecoytransfection・TheseI℃sultssuggestthatNF-KBdecoytransfectionusing

mannose-modifiedbubblelipoplexeswithUSexposurecouldchangethepropertiesofcytokinesproductionfromM2-

likemacrophagestoMlmacrophages.

P-06ThetherapeuticadministrationofTLR21igandleadstotumorretardation
throughCTLactivationinmice

MaSahiroAzuma,RyokoSawahata,MisakoMatsumoto,TbukasaSeya
(DepartmentofMicrobiologyandlmmunology,GraduateSchoolofMedicine,HokkaidoUniversity.)

ManyclinicaltrialsusingTLRligandfbrtumorimmunotherapyarebeingperfbnned.TheuseofTLR21igand,e.g.

BCG-CWS,havebeenexaminedinvariousclinicalapplicationsandgotapositiveoutcome・Ontheotherhand,TLR2

signalinthetumorcellsisl℃portedtopmmoteatumorigenesisandametastasisandcorrelatewithapoorprognosis.

WepI℃viouslyshowedthatprophylacticadministrationofTLR21igand,Pam2CSK4,leadedtoexacerbationof

melanomathroughTregexpansionandlL-lOproduction.Inthisstudy,weinvestigatedwhetherthethempeutic

administrationofTLR21igandsl℃strictsthetumorprogI巳ssion.WhenEG7cells(OVA-explessingEL4thymoma)were

inoculatedonbackandtTeatedwithTLR21igand(MALP2s)afiertumorfbnnation,EG7wasclearlyeradicatedbythe

administrationofAgandMALP2sinaCTL-dependentmanner.Atthetime,thenumbersofTTegswel℃almostthe

sameamongallfburgroupsofmicetI℃atedwithPBS,OVA,MALP2sandOVAAMALP2s・Andthesamewastruein

IL-lO-producingcellnumber.FurthermoI巳,IFN-y-producingCD4+Tcellshadatendencytoexpandinthegroupof

micetleatedwithOA/MALP2s.Collectively,thesedatasuggestthattherapeuticadministrationofTLR21igandshave

apotentialtosuppl℃ssatumorprogl℃ssionviaCTLactivation.
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P-07AnalysisoftheroleofRUNX3ingastriccancercelllines

XiaoliJul,Tbmo-olshikawa',HirokoOshimal,Koseilto2,YOshiakilto3,MasanobuOshimal
『TD面5両~5FGenetics,CancerResearchlnstitute,KanazawaUniversity,2GraduateSchoolofBiomedicalSciences,Nagasaki
University,3CancerSciencelnstituteofSingaporc,NationalUniversityofSingapoI巳）

IthasbeendemonstratedthatRUNX3fUnctionsasatumorsuppI℃ssorinvariouscancers.Ithasalsobeenshown

thatRUNX3canattenuatethetransactivationpotentialof8-catenin/TCFsincoloncancercelllines.Inorderto

examinethefimctionofRUNX3inWntsignalpathwayingasmccancercelllines,weknockeddownRUNX3

expressioninAZ521gastdccancercellsthatexpressendogenousRUNX3,andWntactivitywasmonitoredby

TOPflashassay.Notably,WntactivitywassignificantlyincreasedbyRUNX3down-I℃gulationinAZ521cells,which

isconsistentwithpreviousreports.Ontheotherhand,however,RUNX3oveI巳xpressioninKatollIgasmccancercells

thatlackRUNX3expI℃ssionbymethylationresultedinsignificantincI℃aseofWntactivity・Theseresultswere

conflnnedbyQRT-PCR.WepreviouslyfbundthatWntactivityisoscillatinginKatolIIcells.Interestingly,wefbund

thatRUNX3increasedWntactivitythIoughsuppressionofWntoscillation.WealsofbundthatRUNX3incI巴asedWnt

activitybyWntliganddependentmechanism.AlthoughWntisactivated,prolifもrationandsoftagarcolonyfbnnation

weresuppressedinKatolIIcellsbyRUNX3expression.Accordingly,itispossiblethatRUNX3inhibits

mmorigenicityofKatoIIIcells,althoughWntisactivated.

P-08ParacrineHGF-inducedaswenasconstitutiveMetphosphorylation
promotesperitonealcarcinomatosisingastriccancer

LuZhagl,KazuOYasumotol,AtsuhiroKawashimaz,TakayukiNakagawal,ShinjiTakeuChil,
ThdaakiYamadal,KunioMatsumoto3,OsamuYOshie4,KoUjiMatsushima5,
KazuhikoYOnekura6,SeijiYano1
(IDivisionofMedicalOncology,CancerResearchlnstitute,KanazawaUniversity,2KanazawaMedicalCenter,3Divisionof
'IilmorDynamicsandRegulation,CancerResearchlnstimte,KanazawaUniversity,4DepartmentofMicmbiology,Kinki
UniversityFacultyofMedicine,5DepartmentofMolecularPreventiveMedicine,GraduateSchoolofMedicine,The
Universityof'Ibkyo,6TbukubaResearchCenter,･IhihoPhannaceuticalCO.,LTD.,

Metplaysanimportantroleintumorigenesis.Here,weinvestigatedwhethertheMet/hepatocytegrowthfactor(HGF)

signalingpathwaysareinvolvedinthedevelopmentofperitonealcaI℃inomatosisfromgastriccancer,whichisthemost

h巳quentcauseofdeathingastriccancer.Humangastriccancercelllines,whichwerehighlyefficientingenerating

peritonealmetastasesinnudemceafteri.p.inoculation,expressedMetandshowedphosphorylationofMet・Inparticular,

NUGC4cells,withoutハ化ramplification,developedperitonealcarcinomatosisinmcewhoseconditionmimichuman

thiscondition.HGFinducedmigrationofallhumangastriccancercellswasexamined.HGFenhancedproliferationand

rapidincIeaseinphosphorylationofMet,proteinkinaseB/Akt,andextracellularsignal-regulatedkinaseofNUGC4cells,

butnotMKN45cellswithMMeramplificanon・Interestingly,HGFproteinswasmarkedlyexpressedbyhumannonnal

fibroblastsinaparacrinemanner・FurthennoI℃,weshowedthatMetkinaseinhibitorscrizotinibandTAS-115exhibited

markedantitumoreffectsingastriccancerxenograftsnegativeaswellaspositivefbrMeramplification,accompaniedby

inhibitionofMetphosphorylationindissemnatedtumorsinnudemice・Collectively,ourresultsstronglysuggestthatthe

Met/HGFaxisplayanimportantroleinthedevelopmentofperitonealcarcinomatosisfiPomgastriccancer.
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P-09Preparationandcultureofprimarycancercells,anditsapplicationto
gastriccancer

YUmiSatO''2,HiroakiOkuyama2,HirokoEndo2,Masahirolnouez
(IDepartmentofMolecularVirologyandOncology,CancerReseaI℃hlnstimte,KanazawaUniversity,Depertmentof
BiochemistIy,20sakaMedicalCenterfbrCancerandCardiovasclarDisease)

Primarycultureofcancercellscouldbeapowerfultoolfbrinvestigatingcancerbiologyandpl℃dicting

chemosensitivityfbrindividualpatient.

RecentlyweestablishedanovelmethodofprimarycultuI℃ofcolorectalcancercells,inwhichcell-cellcontactis

maintainedthroughoutthepreparation.Thetumorfragmentsfbnnedspheroidefficientlywithinashorttimeandwe

tennedthesespheroidascancertissue-originatedspheroid(CTOS).

TheCTDSmethodwasalreadyappliedtolungandurothelialcancer,therefbr巴wenexttriedgasmccancerculmre.

ItwasdiHiculttoobtainpul℃cancerCTOSsbecauseofthecontamnationoffibroblastand/ornonnalepithelialcells.

TbovercomethisproblemwetransplantedsmallpiecesofprimalytumortoNOD/SCIDmce.Xenografttumorswe1℃

obtainedhom43%ofthecasesandCTOScouldbepI℃pa1℃dfiomallthesexenografts.AIICTOSshadtumorfbrming

capacity.TheseresultssuggestthatthexenografttumorfbrmationfacilitatesthepleparationofCTOSfromhuman

gastriccancer.ThesegastriccancerCToSscouldbecryopreservedand6outof71inescouldgrowafterthaw・With

these6CTOSlines,wecanfilrtherinvestigatethecultuI℃conditions,chemosensitivity,andpathwayactivationin

gastriccancer.

P-10Estrogen-mediatedenhancementofepithelialmonolayerdisruptionby
He"cobacrer〃加減CagAoncoprotein

YuiKashiba,NaokoKamiya,MasanoriHatakeyama
(DepartmentofMicrobiology,GraduateSchoolofMedicine,UniversityofTbkyo.)

Hと"cobaael.pyﾉo〃"gA-positivestrainsarecloselyassociatedwithgastriccarcinoma.TheCagAproteinis

deliveledintogastricepithelialcellsviatypelVsecretion・DeliveredCagAinteractsspecificallywithseveralhost

proteinsandtheIebyderegulatesmultiplecellsignalingpathways,whichconmbutestothedevelopmentofgastric

calcinoma.Scirrhousgasmccancer,apoorlydiifeIentiatedadenocaI℃inomathatoftenoccursinIelativelyyoung

femalewithcagA-positive".pylOriinfection,ischaracterizedbystronginfiltrationmtothemucosalwall・Since

estrogenhasbeenassociatedwithvariouscarcinomas,weinvestigatedtheeffectofestrogenoncancer-associated

activityofCagA.PolarizedMDCKepithelialcellsareknowntoexpelfromthemonolayeruponCagAexpression.

FOllowinginhibitionofestrogenreceptor8(ER8)expressioninpolarizedMDCKcells,extrusionofCagA-expressing

cellswasmbustlyenhancedbyestrogen,whichwasfbllowedbymassivedisruptionoftheepithelialmonolayer・This

studyindicatesthataberrantestrogensignalingmarkedlypotentiatestheabilityofCagAtodisorganizenonnal

epithelialmonolayer,whichmaybeassociatedwiththedevelopmentofscirlhouscancerofthestomach.
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P-11Anti-CXCL13antibodycanprotectagainstgastriclymphoidfOllicles
加ducedbyH診肋0伽c"y･intction

KoiiVam2moto,YangLin,Ⅱ油keghiAznmma
(DivisionofGastrcenterology,DepartmentofIntemalMedicine,KobeUniversityGraduateSchoolofMedicine)

【Abstract】

Hと"cobac花『旧・ﾉ""infectsthestomachsofvariousanimalsincludinghumans,andcaninducegastricMALT

lymphomasinlOO%ofC57BL6Jmce.ItisknownthatCXCchemokineligandl3(CXCL13)ishighlyexpressedin

theHを"co6Qc"FinfectedmiceandgastricMALTlymphomapatients,buttherelationshipbetweentheactivationof

CXCL13andthemnnationofgastricMALTlymphomasI℃mainunclear.

Inthisstudy,weexaminedtheroleofCXCL13inthefbnnationofgastricMALTlymphomaafterH.s"sinfection,

andthendetenninedwhetherCXCL13neutralizationcanattenuatethefbrmationofgastriclymphoidfbllicles.Asa

result,thenumberofgastriclymphoidfbllicleswassignificantlyreducedbyanti-CXCL13antibodytr巳atment.

MoI℃over,theexplBssionofgenesassociatedwiththelymphoidfblliclefbnnationwaseffectivelysuppressedbyanti-

CXCL13antibOdytrcatment・Theseresultssuggestthattheup-IegulationofCXCL13playsanimportantroleinthe

developmentofgastricMALTlymphomas,andhighlightthepotentialofanti-CXCL13antibodyfbrpICtectionagainst

Hを"cD6aaeJ"-inducedgasmcdiseases.

P-12Interferon-yinducesthefOrmationofgastriclymphoidhⅡicleSaher
Hc此0伽c"y･s"iSin髄ction

YangLin,KmiYamamoto,TakeshiAzuma
(DivisionofGastmenterology,DepartmentoflnternalMedicine,KobeUniversityGraduateSchoolofMedicine)

【Abstract】

H.J"",whichbelongstothe"な"cob""rfamilyjustlike".pyﾉol･j,isspiral-shapedgam-negativebacterium,and

isfbundinthestomachsofvariousanimalsincludingcats,dogs,pigs,andhumans.H.s"応infectioncaninducegasmc

MALTlymphomainlOO%ofmice・Ourrecentstudyrevealedthatthefbrmationofgasmclymphoidfblliclewas

detectedinH."is-infectedmceaccompaniedbythehighexpressionleveloflFN-y.Thegasmclymphoidfbllicles

werealsoconsistedofBcells,CD4+Tcells,DCs,andFDCs・However,thefbnnationofgasmclymphoidfbllicleswas

notobservedin".s"s-infectedIFN-yKOmice,suggestingthatIFN-yisimportantfbrtheH.s"応-evoked

fbrmationofgastriclymphoidfbllicles.Next,TCRKOmicewereinfもctedwithH.s"な,becauseTcellisknownasthe

inducerfbrIFN-y,butthefbnnationrateofgastriclymphoidfblliclesintheH.s"iS-infectedTCRKOmicewasas

sameasthatoftheH.s"is-infectedmice.Thus,theseresultsraisethepossibilitythattheinductionoflFN-yafterH.

s""infectionisessentialfbrthefbrmationofgastriclymphoidfbllicles,whichmaybeinducedbyBcells,DCsor

FDCsexceptTcellsaslFN-y-producingcells.
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P-13町permutationofhumanpapillomavirusl6viralDNAbyAPOBEC3
proteins

ZheWangl,KouichiKitamural,KoshoWakael,IwaoKukimoto2,MikiKOural,
M聖amichiMuram2tsul

(IDepartmentofMolecularGenetics,GraduateSchoolofMedicalScience,KanazawaUniversity,2CenterfbrPathogen
Genomics,NationallnstituteoflnfectiousDiseasesofJapan)

Cervicalcanceristhesecondmostcommoncancerinwomenworldwide・Humanpapillomavirusl6(HPV16)and

18arethemostimportanthighriskvimsestocausecervicalcancer・Epidemiologyinvestigationshowsthatintegration

ofthehumanpapillomavirus(HPV)genomeintothehostchromatinisacharacteristicstepincervicalcarcinogenesis.

However,themechanismofintegrationisstillpoorlyunderstood・Recentstudiesrevealanovelantiviralactivityof

apolipoproteinBmRNAeditingenzymecatalyticpolypeptide3(APOBEC3)proteinsinHumanimmunodeficiency

vims(HIV)andHumanhepatitisBvims(HBV).ItwasreportedthatAPOBEC3proteinsintroduceC-to-Uconversion

intheseviralDNA.HeIe,weaskedwhetherAPOBEC3proteinsplayanyroleinHPVintegration・恥fbundthat

over巴xpIessionofA3sresultedinhypennutationofHPVepisomalDNAinHPVepisomepositivecellline(Wl2).

Moreover,endogenousAPOBEC3sexpressionwelcinducedinW12cellsbyInterfemn(IFN)andIFNinitiated

hypennutationonvilalDNA.Conversely,siRNAagainstA3sabrogatedlFNmediatedhypennutation.Overexpression

ofA3smghtresultinhostgenomeinstability.SincebaseexcisionrepairpathwaycangeneratetheDNAstrandbreaks,

ourobservationsuggeststhatAPOBEC3proteinsmayinvoIveinintegrationofHPVDNAbygeneratingDNAstrand

blBaks.

P-14Augmentedproductionsofinnammatorycytokinesbynovelmechanisms
inHCV-intctedliver

YilkOShimzul,HirOnOriNiShitsUjil,HirOyukiMarusawaz,KeniiFunami3,TbukasaSeya3,
SaneyukiUjmO1,RitsukoShinal,HiromiYamamotol,AtsukOTbukimOtOl,KunitadaShimotohno1
(ITheResearchCenterfbrHepatitisandImmunology,NationalCenterfbrGlobalHealthandMedicine.2GraduateSchoolof
Medicine,KyotoUniversity.3GraduateSchoolofMedicine,HokkaidoUniversity)

ChronicinflammationcausedbyHCVisanecessarystepfbrdevelopinghepatocellularcaI℃inoma.However,the

undedyingmechanismthatdevelopschronichepatitisbyHCVI℃mainselusive・HeIe,weI℃porttwomechanismsthat

increaseinnannnatorycytokinesinHCV-infectedcellsaswellasliverspecimensinHCV-infectedpatients.

OneisanincreaseinlL-8productionthroughAPOBECl.WefbundaberrantAPOBEClexpressioninsome

specimensoflivercirrhosis・APOBEClwasalsoinducedinhepatocytestreatedwithantibioticssuchastunicamycin

anddoxorubicin.EctopicallyexpI℃ssedAPOBEClassociatedwithIL8mRNAandincreasedlL8productionin

hepatocytes.IL8mRNAseemstobesustaineditshalfLlifethroughtheinteraction,whichresultsinincreaseoflL8

production.

TheotherisanincI℃aseinMIP18productionthroughacommunicationbetweenhepatocytesandhepaticstellate

cells.Co-cultureofHCV-infectedhepatocyteswithstellatecellsaugmentedMIP18pmductioninhepatocytes,which

wasinitiatedwithlL-ldfromstellatecells.Meanwhile,TGF8,whichissecretedfromHCV-infectedhepatocytes

andactivatestellatecells,augmentedMIP18expI℃ssion.Collectively,itissuggestedthatcellularcommunicationvia

cytokinescontributestoMIPIBaugmentation.

ThesemechanismscouldplayaroleinattractionofinflammatorycellssuchasneutrophilandcytotoxicTcellsto

themicro-environmentwhereHCV-infectedcellsreside.
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P-15ModificationofInnnune/InflammatorySystembyEBVandItsContribution
toCancer

TakavukiMIDrata,ShinichiSaito,TatsuyaTburmm
(DivisionofVirology,AichiCancerCenterResea【chlnsUmte)

BeingahumanoncogenicherpesvimsthatestablishesalifelonginfectionmainlyinBcells,Epstein-Ba【丁virus

(EBV)hasacquiredmanygenesthatcanmodifyvariousaspectsofimmunesystem,afierco-evolutionwiththehost.

Tbtakesomeexamples,LMPlisaviraloncogenethatmmcsandconstitutivelyactivatesCD40/I'NFRsignaling.

LMP2isamimicofBCR,BCRFlisaviralhomologofIL-10,andBNLF2adownI巳gulatesMHC・BecauseEBV

encodes>80genesandmostofthemhavenotbeenclearlycharacterizedyet,wearenowdetenninedtoidentifynovel

genesthatcanmodifyimmune/innammatoIysystem.Tbthisend,weal巴currentlydoingpreliminaryexperimentby

fbcusingonaviralgeneBPLFl.

BPLFlhasI℃centlybeenreportedtohavedeubiquitination/deneddylationactivity(Gastaldelloetal,NatCellBiol

2010),althoughtargetsandfUnctionsofthefactorarestillelusive.WeherenewlyfbundthatBPLFlinteractsand

deubiquitinatesTRAF6duringlyticinfection,andtherebysuppressesNFLKBsignaling・BPLF1-deficientrecombinant

EBVexhibitedhigherNF-KBactivity,andlowervirallyticDNAreplicationthanthewild-type.ExpressionofNF-K

Btargetgenes,includingAGT,CCL2,ICAMlandIL-8,wasmarkedlyelevatedincellsintctedwithBPLF1-deficient

virus.Physiologicalsignificanceofthisactionwillbediscussed.

P-16CleavageofhepatoCytegrowthfactoractivatorinhibitor-1bymembrane-
typeMMP-1stimulatestumorcellmvasionandmetastasis

TakahiroDomoto1,Takahisa血腫no2,TbshinariMinamoto1,HiroshiSato2
(IDivisionofTranslationalandClinicalOncology,2DivisionofMolecularVirologyandOncology,CancerReseaI℃hlnstimte,
KanazawaUniversity.）

Membrane-typematrixmetalloprotease-1(MT1-MMP)cleavesmultipleproteinsinthepericellularmilieu,and

promotescancerinvasionandmetastasis・WepreviouslyreportedthatMTl-MMPactivatesamembrane-typeserine

proteasematriptasethroughthecleavageofhepatocytegrowthfactoractivatorinhibitor-l(HAI-l),whichcontributes

incollaborationwithMTl-MMPtotheinvasivegrowthofsquamouscarcinoma-derivedHSC-4cells(Cq"cerSci.,

2012).Inthisstudy,wedesignedHAI-lmutant,whichisresistanttocleavagebyMTI-MMRandcomparedwithwnd-

typeHAI-lfbrmigrationandinvasionoffibrosaI℃omaHT1080cells.HrlO80cellsdonotexpressmamptase・Wild-

typeHAI-lwascleavedandinactivatedbyendogenousMTl-WPP,anddidnotshowsignificanteffect,however,MT1-

MMP-resistantHAI-lmutantsuppressedcellmigrationandinvasivegrowthincollagengel.OnChickChorioallantoic

Membane(CAM)assay,MTl-MMP-I℃sistantHAI-lalsosupplessedcellmetastasis.AnotherHAI-lmutant,which

lostprotease-inhibitorfimction,hadnoeffect・TheseresultsconfinnedthatMTl-MMPregulatesserineprotease

activitybydigestingHAI-1,andsuggestthatpericellularproteolysisbynotonlyMTl-MMPbutalsoserineprotease(s)

isessentialfbrtumorcellmigrationandinvasion.
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P-17FunctionalanalysisofhiStone-mOdifyingenZymesinepithelial-
mesenchymaltransitionofcancercells

D叩lamsurenOktVabri,ZanabazarEnkhbaatar,ShoichiroTange,MinoruTbrashima,
AkihikoIshimura,TakeShiSuzuki
(DivisionofFunctionalGenomics,CancerResearchlnstitute,KanazawaUniversity)

Epithelialtomesenchymaltransition(EMT)facilitatestissueremodellingduringembryonicdevelopmentandis

observedasanessentialearlystepintumormetastasisthroughavarietyofmechanisms.Aberrantexpressionof

histone-modifyingenzymeshasbeenimplicatedinthecourseoftumorinitiationandprogression.Usingl℃troviral

insertionalmutagenesisinmice,wehaveidentifiedmostofhistonelysinemethyltransfemseanddemethylasegenesaS

candidateoncogenesortumorsuppressorgenes・Recently,wehavefbundthatPLUIH3K4demethylaseandDOTIL

H3K79methyltransferaseareinvoIvedinthemalignantprogI℃ssionsuchascellinvasionandepithelial-mesenchymal

transition.Tbuncoverthemolecularfimctionoftheseenzymesintumorprogl℃ssion,wehaveinvestigatedthe

downstreamtaIgetgenesIEgulatedbythemusingadigitalexpressionprofile,andidentifiedseveralimportanttarget

genes.Inthisstudywewilldiscussaboutthedetailedmechanismbywhichthesemethyl-modifyingenzymeswould

afectthefilnctionsofthetargetgenesintheprocessofEMT.

P-18Dysfimctionofpolycombgroupcbxproteinispossiblyinvolvedmtunmor
malignancy

KatSUyaSakai',TakahirONakamural,YOshinoriSuzukil,TakeShiSuzukiz,SeijiYanO3,
ChiakiTakahashi4,KunioMatsumoto1
(DivisionoflTilmorDynamcsandRegulation,2FunctionalGenomics,3MedicalOncology,and40ncologyandMolecular
Biology,CancerReseal℃hlnstitute,KanazawaUniversity)

Cancer,traditionallyseenasageneticdisease,isnowrealizedtoinvolveepigeneticabnonnalitiesalongwithgenetic

alterations.However,howtheseepigeneticabnonnalitiesareaccumulatedduringcancerdevelopment,andwhatkind

ofepigeneticabbrationscontributetotheinitiationandprogressioncanceral巳stillnotwellunderstood.

Polycombgroupp1℃teins(PcG)fbrmchromatin-modifyingcomplexesthatconmbutetranscriptionalsilencing

essentialfbrnonnaldevelopmentandmaintenanceoftissue-specificgeneexpression.HereweshowthatPcG-

mediatedr巳pressionofmamxmetalloproteinase-2(MMP-2)waslostininvasivemesotheliomacells.Wespecifieda

chromoboxhomologprotein(CBX)responsiblefbrMMP-2silencing.CBXsarecomponentsofpolycombrepressive

complexl,andinteractwithmethylatedhistonesandRNA・WefbundchromatininteractionoftheCBXwasglobally

reducedininvasivetumorcells.Inaddition,CBXswereplecludedfrompolycombcomplexininvasivetumorcells.

OurfindingssuggestthatthegloballossofCBXs'fimctionmayparticipateinamalignantpI℃gressionofmmorcells.
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P-19RegulatoryinteractionsbetweenNBS1andDNMT1fbrepigenetical
control

NaovukiHavashi,MasahikOKObayaShi,Ken-ichiYamamOtO
(DivisionofMolecularPathology,CancerReseaI℃hInstitute,KanazawaUniversity)

NBSlplayscmcialrolefbrDNAdamageIBpairandsignaltransmissionviainteractionstodiversefactors,suchas

Mrell/RadSOcomplex,ATM,ATR,TbpBPlandsoon'IbinvestigatetheNBSlfimctioninDNAreplication

checkpointwechoseDNMTlintheisolatedcandidatesofNBSlbindingfactors,whichwasisolatedfrom2-hybrid

scrcening..DNMTl・TheisolatedDNMTIcDNAencodeditsC-terminalpartcontainmgthecatalyticregionasDNA

methyltransferase.TheirbindingwasobservedintheconditionofI℃plicationstallbyHUtI℃atmentinvivo，Our

deletionexperimentoftheirbindingregionsshowedthatN-tenninusofNBSlincludingtheFHAdomainandThIget

RecognitionDomaininDNMTlweremappedastheirbindingrcgions.Ontheotherhands,weexaminedDNA

methylationinNBSpatientcellstoinvestigateepigeneticcontrolofNBSl・Thechromatinstructureatthes"nノルi〃

promoterislegulatedbyp53respondingtol℃plicationstallfbrI℃pI℃ssiontoallowapoptosis.EitherDNAmemylation

orheterochromatinfbnnationwasnotobservedtheI℃inNBSpatientcells,andconsistentlyDNMTlwasnotrecruited

there.

P-20AdirectrolefOrNBS1inATRactivationpathwayinducedbyDNA
replicationstall

MasahikoKobavashi,NaoyukiHayashi,Ken･ichiYamamoto
(DivisionofMolecularPathology,CancerResearchlnstitute,KanazawaUniversity)

NBSIfimctionsasadamagesensoractingupstleamofATMinresponsetoDNAdoublestrandbreak.Wefbundthat

ChklphosphorylationandFancD2ubiquitinationinducedbyvariousDNAreplication-stallingagentsweredimnished

intheNbsl-knockoutDT40cellsbutnotintheconditionalMIell-knockoutcells.However,Chklphosphorylationand

FancD2ubiquitinationinducedbyionizingradiationwereequallydimnishedinbothknockoutcells.Furthennore,we

fbundthattheN-tenninalhalfofNBSlbutnottheC-tenninaloneactivatesATRbyaninvitroATRkinaseassay.In

addition,whileATRandTbpBPlcolocalizedwithNBSlafterhydroxyuI℃atreatmentintheNBSl-complemented

GMO7166(Nbsl+)cells,fbcusfbnnationandcolocalizationofATRandTbpBPlwerenotdetectedintheGMO7166

(Nbsl-)cells・InRadl7-knockoutDT40cells,whicharedeficientinChklphosphorylationinresponsetoDNA

replicationstall,theexpressionoftheN-terminalregionofNBSlfilsedtoPCNAinducedChklphosphorylation.

TheseresultssuggestthatNBSlisdirectlyinvolvedintheATRpathway.
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P-21RaelassociateswithNuMApreventingane叩loidyfOrmation

NanaYamakoshi,RichardWong
(Sch.ofNat.Sys.,ColofSci.andEng.KanazawaUniv)

Ineukaryoticcells,thefaithfillsegI℃gationofdaughterchromosomesduringcelldivisiondependsonfOnnationof

amicrotubule(MT)-basedbipolarspindleapparatus.TheNuclearMitoticApparatusprotein(NuMA)isrecruitediom

interphasenucleitospindleMTbduringmtosis.Wehaveidentifiedamitotic-specificinteractionbetweenRaeland

NuMAandhaveexploredtherelationshipbetweenRaelandNuMAinspindlefbnnation.Wehavemappedaspecific

bindingsitefbrRaelonNuMAthatwouldconvertaNuMAdimertoa''tetravalent!!crosslinkerofMTS.Inmitosis,

reducingRaelorincreasingNuMAconcentrationwouldbeexpectedtoalterthevalencyofNuMAtowardMTb;the

''density'!ofNuMA-MTcrosslinksintheseconditionswouldbediminished,eventhoughathl℃sholdnumberof

crosslinkssufficienttostabilizeaberrantmultipolarspindlesmayfbrm.Likewise,wefbundthatoveI℃xpressionofthe

specificRael-bindingdomainofNuMAinHeLacellsledtoaberrantspindlefbrmation.ThesedatapointtotheRael-

NuMAinteractionasacriticalelementfbrnonnalspindlefbnnationinmitosis.TbfilrtherinvestigatetheRael-NuMA

relationshipsinspatialandtemporalapproaches,wearegeneratingGFP-NuMAstablecelllinesfbrthehighresolution

livecellimaginginnearfUtul℃．

P-22NuclearporeproteinRAE1contributestoMJP98-mediatedleukemogenesis．

AkikOKObavaShil,TatSuyOShiFunasakal,YuWu2,3,ChiekoHashizumel,LingGu4,
PengboZhou5,MalcolmA.S､Moore6,HiroshiSato7,RichardWongl
(ILaboratolyofMolecularandCellularBiology,DepartmentofBiology,FacultyofNaturalSystems,InstituteofScienceand
Engineering,KanazawaUniversity,2DepartmentofHematologyResear℃hLaboratory,StateKeyLaboratolyofBiotherapy
andCancerCenter,WestChinaHospital,3LaboratoryofGenomeStability,DevelopmentandStemCelllnstitute,4Laboratory
ofHematology,DepartmentofPediatricHematology,WestChinaSeconduniversityhospital,SichuanUniversity,
5DepartmentofPathologyandLaboratoryMedicine,WeillMedicalCollegeandGraduateSchoolofMedicalSciencesof
ComellUniversity,8CellBiologyProgram,MemorialSloan-KetteringCancerCenter,DepartmentofMolecularViIologyand
Oncology,KanazawaUniversity.)

ChromosomaltranslocationsinvoIvingchimericfUsionsofthenucleoporinNUP98proteinhaveoftenbeen

describedinacutemyelogenousleukemia(AML).AllthefUsionproteinshaveanidenticalNUP98Ntenninus,which

containstheGLEBSmotiffbrinteractionwiththemRNAexportfactorRAElandFGIepeatsthatassociatewiththe

transcriptionfactorsHDAClandp300・Itisvirtuallyunknownwhethertheseinteractionpartnersaff℃Ct

leukemogenesis.WepI℃viouslyshowedthatRAEldepletioncausedaneuploidy,whichenhancedtumorigenesis.

Recently,wespeculatedthatRAElmayalsobedir巳ctlyinvolvedinNUP98filsion-mediatedleukemogenesis.We

showthatRNAintertI巴nce(RNAi)-mediatedknockdownofNUP98causedseveI℃chromosomesegI℃gationdefects

anddismptedRAElbutnotHDAClexpI℃ssionandlocalization.Next,weperfbnnedrescueexperimentstoconfinn

thattheRAEl-NUP98complexorchestratesproperchromosomesegl℃gation.OurcellularintemletationsweI℃further

confirmedbyNUP98-HOXA9tlansgenicmiceandtheNUP98-HOXA9AMLpatient.NowweaI℃generatinganother

Nup98fUsionmutantmice,weplantofUrtherinvestigatetheroleofRaelinNup98-mediatedleukemogenesis..
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P-23RegulationofautophagybynuclearporeproteinTpr

ErikoTbukal9TatsuyoshiFunaSakal,RichardW.Wongl2
(ILaboratoIyofMolecularandCellularBiology,DepartmentofBiology,FacultyofNamralSystems,nstituteofScienceand
Engineering,KanazawaUniversity､2Bio-AFMFronnerReseal℃hCenter,KanazawaUniversity.)

Thenuclearporecomplexconsistsofaconservedsetof～30differentproteins,tennednuclf)porins,andservesas

agatewayfOrtheexchangeofmaterialsbetweenthecytoplasmandnucleus.Tpr(translocatedpromoterIegion)isa

componentofNPCthatpresumablylocalizesatintranuclearfilaments.Here,weshowthateprsilencingcauseda

seveI巳reductioninthenumberofnuclearpores・Furthennore,ourelectronmicroscopystudiesndicatedasignificant

I巳ductioninthenumberofinnernuclearfilaments.Inaddition,TprsiRNAtl℃atmentimpiredcellgrowthand

proliferationcompaI℃dtocontrolsiRNA-treatedcells.InTpr-depletedcells,thelevelsofp53ndp21proteinsweIE

enhanced.SuIprisingly,Tprdepletionincreasedp53nuclearaccumulationandfacilitatedutophagy.Ourstudy

demonstratesfbrthefirsttimethatTprplaysaroleinautophagythroughcontrollingHSP70an(HSFlmRNAexport,

p53trafficking,andpotentiallythroughdirecttranscriptionalI℃gulationofautophagyfactors.

P-24RolesofmTORC1signalmgintheregulationofgliomamalignanCy

DaisukeYamadal,TakayukiHoshiil,Shmg0血nakal,AtSuShiHirao1
(IDiv.ofMol.Gene.,CancerRes.Inst.,KanazawaUniv.)

Glioblastoma(GBM)isthemostcommonandmalignantfbnnofbraintumors・GBMIlrborsgeneticlesions

aHectingmTORCIsignaling・mTORClactivityhasbeenreportedtoincreasewithtumorgradir;andtocorrelatewith

poorprognosisofGBMpatients,suggestingthatl℃gulationofmTORClactivityisinvolvedinmalignantprogression

ofgliomas.However,itremainstobeinvestigatedwhethermTORClactivitydiI巳ctly()ntrolsthemalignant

pmperties・Inthisstudy,weinvestigatedtherolesofmTORClinmousegliomamodel．M(usemalignantglioma

modelwasgeneratedbytheoveI℃xpressionofmutantEGFRgene,EGFRvlll,incombinati(nwithpl61nk4a/Arf

deficiency.Usingthisgliomamodel,weestablishedtamoxifen-inducibledeletionofTbclolRaptortoinvestigate

eHectsofactivationorinactivationofmTORCl.WhenmTORClwasconstitutivelyactivate(byTbcl-deletion,the

survivaloftumor-bearingmicewasshortened・髄stologicalanalysisshowedthat'Ibcldeficinttumorsweremore

aggressivethancontml,andshowedincreasedmicrovasculature.Incontrast,Raptorsdeletionemarkablysuppressed

theprogressionofglioma.Consistently,Raptor-deletionIemarkablyinhibitedthegrowthofgliollacellsinvitro・These

datademonstratethatmTORClplaysacriticalroleincontrollingthemalignantpropertiesofgoma.
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P-25ThenovelPI3K-mTORinhibitor,BEZ235,circumventserlotinib-resistance
ofEGFRmutantlungcancercellstriggeredbyHGF

TakakoSanol,ShinjiTakeuchil,TakayukiNakagawa',Daisukelshikawal,ShigekiNanjo1,
TadaakiYamadal,ThkahiroNakamura2,KunioMatsumoto2,SeijiYano1.
(IDivisionofMedicalOncology,2DivisionofTilmorDynamicsandRegulation,CancerResearchlnstitute,Kanazawa
University)

Acquiredresistancetoepidennalgrowthfactorl℃ceptortyrosinekinaseinhibitors(EGFR-TKIs),suchasgefitinib

anderlotinib,isacriticalprobleminmemanagementofpatientswimEGFRmutantlungcancer.Severalmechanisms

havebeenI℃portedinvolvedinthisacquiredresistance,includinghepatocytegrowthfactor(HGF)/Metpathway・PI3K

andmTORaredownstreammoleculesofreceptortyrosinekinases,suchasEGFRandMet,andarethoughttobeideal

targetsfbrcontrollingvarioustumortypes.WeassessedwhetherBEZ235,adualinhibitorofPI3KandmTOR,could

overcometheEGFR-TKII℃sistanceinducedbyHGFinanEGFRmutantlungcancerbExogenousandendogenous

HGFtriggeredresistancetoerlotinibinEGFRmutantlungcancerPC-9andHCC827celllines.BEZ235alone

inhibitedtheviabilityofthesecelllinesi"vi"o,irrespectiveofthepresenceofHGF.UsingaxenograftmodelofSCID

micewithHGF-genetmnsfectedPC-9cells(PC-9/HGF),BEZ235inhibitedtumorgrowth,wheI℃aserlotinibdidnot.

BEZ235monotherapyalsoinhibitedthephosphorylationofAktandp70S6K/S6RRdownstreammoleculesofPI3K

andmTOR,respectively,aswellassuppressingmmor-cellproliferationandangiogenesisofPC-9/HGFtumors.These

resultssuggestthatBEZ235maybeusefUlinmanagingHGF-inducedEGFR-TKII℃sistanceinEGFRmutantlung

cancer．

P-26Activationofphosphoinositide3-kinaseisrequiredfOrtheinfectionof
humanastrovirustypel

Shoichir0皿nge1'2,YanZhoul,AkiraNakanishil
(ISectionofGeneTherapy,DepartmentofAginglntervention,NationalCenterfbrGeriamcsandGerontology.2Divisionof
FunctionalGenomics,CancerReseal℃hlnstimte,KanazawaUniversity.)

Aseriesofcellularsignalingcascadesal℃activatedtohelpfacilitateviralentlyandviralpropagationinthecell.

Velylittleisknownabouthowthehumanastmvirustypel(HAstVl)exploitssignalingcascadesfbrestablishing

infectiontohostcells.Recentfindingshowedthatactivationofextracellularsignal-regulatedkinase(ERK)1/2is

importantfbrtheHAstVlinfection,thoughinvolvementofothersignalingcascadesisunclear・恥usedapanelof

kinaseblockerstoseaI℃hfbrcellularsignalingpathwaysimportantfbrtheinfectionofHAstVlbyexaminingtheeHect

onthevirallifecycles.Inhibitorsthatblockphosphoinositide3-kinase(PI3K)activationinterferedwiththeintction,

independentlyofaneffectonERKl/2activation・TheactivationofthePI3Ksignalingcascadeoccurredatanearly

phaseoftheinfection,judgedfromthetimeframeofthephosphorylationofAkt,andinhibitionofPI3Katearlytimes,

butnotatlatertimes,blockedviralgeneexpression.However,inhibitingthedownstreamtargetsofPI3Kactivation,

AktandRacl,didnotblocktheinfection.OurresultsrevealapI℃viouslyunknownessentialroleofPI3Kinthelife

cycleofHAstVlatanearlystageofinfection,likelyintheviralentryprocess.
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P-27RegulationofShh-GlisignalingpathwaysbyJNKsiglalingcascades
duringthedifferentiationofcerebellargranulecellprecuriors

TbkiharuSatO,BaljinnyamTuvshintugs,RongLi,KatsUjiYOShiOka
(Div・Mol・CellSignaling.,CancerRes.Inst.,KanazawaUniv)

AbnonnalactivationoftheSonichedgehog(Shh)signalingpathwayhasbeendescribedinawidevarietyofhuman

cancers・ShhsignalingthroughGlitranscriptionfactorsregulatescellproliferation.Weprevi(1slyfbundthatbFGF-

JNKsignalingpromotescell-cycleexitanddiffeI℃ntiationofcerebellargranulecellprecursors(GCPs)inspiteofthe

plBsenceofShhsignaling,whichisapotentmitogenofGCPs.HerewestudiedhowbFGF-JJKsignalingregulates

Shh-Glisignalingpathway.WefbundthatbFGFsignalingdecreasedtheGliltmnscriptionalact/ityandtheexpression

levelofGlilproteininprimaryculturedGCPsandHEK293Tcells・Thisdecl℃mentofGliltraIicriptionalactivityand

expressionlevelofGlilproteinweI℃1℃scued,inpart,byadditionofJNKinhibitor.Wea;ofbundthatMG132

proteasomeinhibitorblockedthereductionofGlilproteinlevel.Furthennore,wefbundtlatJNKbindstoGlil

throughN-tenninalregionofGlil.Takentogether,theseI℃sultssuggestthatbFGF-JNKsignalngplaysakeyrolem

thedegradationofGlilprotein,andthatthisregulationwouldbeacriticalstepofsuppI℃ssion3hhsignalingpathway

duringthedifferentiationofGCPs.

P-28ThemetabolicfimctionofRBtumorsuppressorgene

SusumuKohnO,ShunsukeKitajima,NobunariSasaki,HayatoMuranaka,ChilkiTakahashi
(DivisionofOncologyandMolecularBiology,CancerResearchlnstimte,KanazawaUniversity)

TheRBtumorsuppressorgenehasbeenimplicatedprimarilyinthecontrolofcellcycleandt!nninaldifferentiation.

HoweverrecentfindingsindicatethatpRBmaypossessmuchmo1℃rolesthanpreviouslytho[:htbeyondsuchwell-

appreciatedones.

WepIeviouslyreportedthatpRBIegulatesmevalonatepathwaythroughSREBPsthusaffect;isoprEnylationofRas

proteins(Shammaetal.,CancerCelll5:255,2009).Arecentreportiromanothergroupdemontratedthattheproduct

ofmutatedp53tumorsuppressorgenealsotargetsSREBPalthoughinadiffeIentfashion・Weherefbrehypothesized

thatthesetwotumorsuppressorsareredundantinthecontroloflipidsynthesis.Dependingontlecontext,mousecells

deficientofbothRbandp53genesshowedmetabolicreprogrammngorsomeofstemcell-likfもatuI℃s.Inaddition,

micedeficientofbothgenesgeneIatedtumorswithuniqueundifferentiatedphenotypes.WefUrteranalyzedsuchcells

ortumorcellsbyhigh-throughputdnlgsc1℃ening.Theseexperiencesindicatedthattecmicalylackofp53mght

facilitateustounveiluniquerolesofpRB.Inthispresentation,wewillshedlightonpI℃viouslynexpectedfilnctionof

pRBincontrollingcellmetabolismanditsclinicalsignificance.
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P-29TheimpactofRBstatusonthelipidogenicphenotypeincancercells

HavatoMuranaka,ShunSukeKitajima,NobunariSasaki,SuSumuKOhnO,AwadShamma,
ChiakiT油kahashi

(DivisionofOncologyandMolecularBiology,CancerReseaI℃hlnstitute,KanazawaUniversity)

Tumorprogressionisplevalentlyassociatedwiththerewiringofmetabolicpathways;oftheseglycolyticand

lipidogenicpathwayshavebeenmostlyfeatured.Theretinoblastomatumorsuppressorprotein(pRB)isfifequently

inactivatedduringtumorprogression.However,theexactimpactofpRBinactivationontumorprogressionisstill

unclear.Here,weproposeacriticalmlefbrpRBinlipidmetabolismthatfavorstumorprogression.Wepreviously

1℃portedthatpRBregulatesisoprenylationofRasproteinsthroughsteroll℃gulatoryelement-bindingproteins

(SREBPs).RecentoureHbrtssuggestedthatpRBalsoaffectsnucleartransportofSREBPs・MostprobablyinaSREBP-

dependentmanner,pRBregulatesgenesinvolvedinlipidbiosynthesisincludingfattyacidsynthase(FASN)whichhas

beenshowntoplaypivotalrolesintumorprogression.Furthermore,lipidomicsanalysesdemonstratedthatpRB

depletionincreasedtheabundanceofseveralfattyacidsincancercells・Sincep53hasbeensuggestedtobefUnctionally

redundantwithpRBinSREBPregulation,weadditionallydeletedRBlocifrom7)7〕刃-nulltumorcellsandwefOund

thatRBdeletiondramaticallyenhancedtheircancerstemcellability.InhibitionofSREBPssignificantlyantagonized

theeffectofpRBinactivationtoinducesuchalterations.ThesefindingssuggestthatpRB-SREBPs-fattyacidspathway

mightbeaplausibletaIgetofcancertherapy.

P-30TherapeuticeffectofGSK36inhibitionbydrugsinclinicaluseagainst
colonandpancreaticcancer

MavumiHirose,TakahiroDomoto,YumiIto,KazuyukiKaWakami,TbshinariMinamoto
(DivisionofTTanslationalandClinicalOncology,CancerResealchlnstitute,KanazawaUniversity)

GSK38isaserine/threoninepmteinkinasethatregulatesvariouscellularpathwaysandhasbeenimplicatedin

glucoseintolerance,neurodegenerativedisolders,innammationandcancer.Inthefieldofmedicinalchemistry,GSK3

8hasrecentlyemergedasoneofthemostattractivetherapeutictargetsfbrthesechronicandprogressivediseases・Tb

date,therearenoclinicaltnalreportsdescribingtheuseofspecificGSK38inhibitorsfbrcancertreatment,although

thelaboratoryreseamchidentifiedGSK38thatisresponsiblefbrtumorprogressionandapromisingcandidatefbr

cancermoleculartargets.AnumberofdmgsprescribedfbrdiseasesotherthancancerwereshowntoinhibitGSK38

activity.HereweshowthatinhibitionofGSK3bbyusingthesedrugscompromisessurvival,proliferation,migration

andinvasionofhumancoloncancercells(HCTll6,SW480,SW620,HT29,andRKO)andpancreaticcancercells

(PANC-1,BxPC-3,andMIA-PaCa-2).CombinedtI℃atmentwiththeGSK3b-inhibitingdmgsmoI℃efficientlyinhibits

cancercellproliferation,migrationandinvasionthansingledrug.OurfindingswarrantfUrtherinvestigationto

optimisecombinationofGSK3b-inhibitingdrugsfbrcancertI℃atmentandtounderstandthemolecularbasisofdnlg

combination.
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