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Greeting

LadiesandGentlemen，

ＯｎｂｅｈａｌｆｏｆｔｈｅＣｏｍｍｉｔｔｅｅｏｆｔｈｅＳｉｘthlnternationalSymposiumofMolecularPathology，I

wouldliketousethisopportunitytoexpressmywarmwelcomeallthefbreignanddomesticexperts

andscholarstothissymposium・Ａｌｓｏ，IwouldliketoexpressmysincerethankstoOinhuiUniver‐

sity，KagoshimaUniversityandKanazawaUniversityfbrtheirgeneroUssupporttothissymposium

heldinthisbeautifUlcity・

ｌ０ｙｅａｒｓａｇｏ，agroupofscientists丘omChinaandJapaninitiatedtheFirstlntemationalSym-

posiumofMolecularPatllology・Sincethen，fivesymposiumshavebeenorganizedsuccessfUlly・

Usingthiscommunicationplatfbrm，wehaveestablishedalong-termrelationshipnotonlyinaca‐

demicresearchandcollaboration,butalsoinpersonalfiiendship,Inaddition,ourjoint-researches

havecoveredawiderangeofdisciplinesinmolecularpathology，biochemistry，pharmacologyand

toxicology，andsoonlthasbeenawonderfUldecade・Today，wearemeetinginthisbeautifUlcity

fbrtheSixthlnternationalSymposiumofMolecularPathology，andwehavenoticedthatmoresci‐

entistsaroundtheworldjointusandmadethesymposiumahigh-levelacademicdiscussionand

personalcommunicationWewishalltheparticipantswilldistributeandsharetheirachievement

andsuccessdulingthissymposium・

ThissymposiumhasalsobeensponsoredbytheCollegeofJapanesePathologistsandChina

MedicalAssociationWearegratefUltothemfbrtheirkindsupports．≦

Ｏ、tllismemorableoccasion，maylwislltheSixthlnternationalSymposiumofMolecular

PathologyinQinghaiagreatsuccess・Toeveryparticipanttothissymposium,Iwishyouhappiness

andgoodhealth

EnjoythesymposiumandenjoyyourstayinQingjlai．

Thankyouverymuch．

EnhuaWang

Dean，BasicMedicalCollege，ChinaMedicalUniversity

Chaimlan，DepartmentofPathology



Greeting

Wecelebratethe6thmeetingofourintemationalsymposiumofmolecularpathology(ISMP)．

ISMPwasorganizedbyKeiichiWatanabe，XinshanJiaandEiichiSatoinordertointerchange

knowledgeinthefieldofpathologybetweenJapanandChinaandamongtheworldinthefUture・

ISMPhad4meetingsinChina（Dunhuang（1998,Firstmeeting)､Chengdu（2001,Secondmeet‐

ing)､Kunming（2004,Thirdmeeting）andUrumqi（2006,Fourthmeeting）andthelastmeeting

inJapan（Kagoshima，2007,Fifithmeeting）whenChinesepathologistscantravelinChinaand

abroadasChinesepowerbecamebiggereveninthefieldofpathology・AttheKagoshimameeting，

２７Chineseand68Japaneseparticipantsattended，

FromtheJapanesestandpoint，ISMPdependsonfifiendshipamongJapaneseandChinese

pathologists，onthepersonalfiiendshipofJiaXSwithpeopleinKagoshima，andonJapanesecu-

riosityaboutoldChina，especiallytheSilkRoad・FromtheChinesestandpoint，ISMPwasthe

placewheretheycanreporttheirstudies・IntheselSMPmeetingsseveralresearchandeducational

trialsweremade，suchasevaluationofpathologicalSenseinChineseyoungresearchersandasking

fbrtheaidfromJapanBankfbI･InternationalCooperation(JBIC)．Financialandacademicsupport

ftomChinaMedicalUniversityandKagoshimaUniversityissendingmanyactiveparticipantsto

lSMPmeetingsWhenmanyJapaneseandChineseparticipantsattendedlSMPmeetingdepending

onso-calledScientificResearchFounds・

Ourfieiend，KatsuyukiAozasa，PresidentoftheJapaneseSocietyofPathology，actstoestab‐

lishofficialexchangeprograminthefieldofPathologybetweenJapanandChina・Theofficialex-

changeprogramwouldincludeseveralaspectsanditiｓａｐｒｏｂｌｅｍｗｈｅｒｅｏｕｒｌＳＭＰｓｈｏｕｌｄｂｅ

ｐlaced・ManyJapanesepathologistspointoutthatChinesePathologynowadayssucceedinpublica‐

tionofmanyarticlesinfamousJoumals・Probably，theofficialinvitespeechinbothJapanandChi‐

naannualmeetingsofSocietyofPathologymaybeonlyfbrtherepresentatives､Here，ｗｅｃａｎｅｘ‐

pectthatlSMPservesthespaceandtimefiormanyJapaneseandChinesepathologiststoexchange

theirknowledgeandexperlenceundertheofficialexchangeprogramsofbothsocietiesofPatholo‐

gy．

2０１０．８．２１

President(Japaneseside)of6thlSMP

Dr・KazuhisaHasui



Greeting

DistinguishedRepresentativesandGuests，

LadiesandGentlemen：

WearegettingtogethernowinXiningofQinghai,wellknownasWtheSummerCityinChina'，

fbrtheSixthlnternationalMolecularPathologySeminarorganizedsponsoredbyChinaMedicine

University,JapanKagoshimaUniversityandQinghaiUniversityMeqicalCollege､Theconference

isattendedbyexpertsandscholarsftomJapan，ｔｈｅＵＳＡａｎｄａｔｈｏｍｅ・Ｉ，actingastheviceconfer-

encechairman，wouldliketoextendsincerewelcometoalldomesticandfbreignexpertsorschol-
arstoattendtheinternationalconference・

Ａｓｙｏｕａｒｅａｗａre，themolecularmedicalresearchisdesigned，byapplyingtheoriesand

methodologiesofmanybasicdisciplinessuchasmolecularbiology，cellularbiology，pathology，

geneticsandbioinfbmlatics，torevealacausalmolecularmechanismofcancerandinfectiousdis‐

easeswhichconstitutemajormedicalissuesfacinghumanity

MolecularPathologyisamolecularscienceofpathologywhichappliesmolecularbioteclmolo-

gytoexaminethehappeninganddevelopingprocessofdiseaseintermsofproteinandnucleicacid
level・

DisciplinarydevelopmentsarealwaysinteITelated・Thedevelopmentofmolecularpathologyis

invariablyintertwinedwiththatofmolecularbiology・Withnoexaggeration，alltheoriesandtech‐

niqUesofmolecularbiologyareappliedanddevelopedinthepathologicalresearch

Examinationofcausesofsomediseasesintermsofgeneticshaspavedapromisingprospectfbr

pathology,Detectionofgenemutation，continuousanalysisofgene，testofmRNA，hybridization

ofnucleicacidsandPCRandothertechniqUesareallusedfbrdetection，diagnosisofgenetic，in-

fectious，viral，parasiticandtumorousdiseases，andinvestigationofdisease-causingmechanisms

anddrugscreening・

Furthermore，bychiptechnology，itispossibletodevelopimmunologicchipandproteinchip

whichareusedfbrdetectingonalargescalemultifariousgeneticexpressions，correlationsbetween

proteins，ｐｒｏｔｅｉｎａｎｄＤＮＡ，polymolphismandmutationsofindividualandgroupgenesandfbrde‐

termininggenotypeinsidehumanbody､Genesaremodifiedandtransferedtocertaincellularto

achievemedicaltreatment・

Inadditiontotheaboveresearchfields，moleculardevelopmentalbiology，agingmolecularbi‐

ology，molecularneurobiologyandtumormolecularbiology，etc，areallfieldscloselyrelatedto

molecularpathologyinmedicalandlifescienceresearches・

LadiesandGentlemen，allfiiends，Isincerelywishyouhaveabigacademicharvestatthis

conferenceandagreatfeelofthebeautyofQinghaiinyoursparetimeXining,thecapitalofQing‐

hai，whichhasalonghistoryofaround2,lOOyearsold，istheeastgateoftheQingilai-Tibeｔ



Plateau・SituatedintheeastofQinghai,itischaracterizedbybeingsurroundedbyhills,threerivers

converging，analtitudeof2,275metersatdowntown，andsemi-aridcontinentalhighlandclimate．

Locatedatthetertialygloballevel，QinghaiisthebirthplaceoftheYantzeRiver,theYellowRiver

andLancangRiver，thefatherlandofthousandsofmountains，anditisthemostamazingrainbow

afterheavyrain，anditboaststheuniquehighlandethniccultures・Withintheradiusof200kilome‐

tersofXining，itenjoysthebestofQinghaitoUrismresource，namely，theTaerLamasery,the

Sun-moonMountain，theChahanRiverForestPark，theQongjiaForestPalk，theQingllaiLake

withtheBirdslsland，ｔｈｅＢａｓｅｏｆＴｗｏＢｏｍｂｓ，theHuzhuCountyTuEthnicCultures，theLiuwan

PorcelainCenter，theMendaMountainLake，theSalaEthnicCultures，theKanbulaLandscapes，

andtheHaibaiJingyingtanGrassland,whicharereferredtoasthreegoldensightseeinginQinghai

tourism・

Wewillhaveagoodjobattheconferenceorganizationandreception，showingourwarmand

sincerehospitalityofhigjllanderstoallofyouhere・

Inconclusion，Iwishallleaders，expertsandscholars，andfiFiendsagoodhealth1Iwishthe

intemationalconferenceagreatsuccesss1andonceagainlexpressmyheartfeltthankstoallofyou

fromfarawaytopresentatthisconferenceinQinghai・

Everyone,Iwishyouagreatsuccessfbrthisconference1ApleasantstayinQingjlai1

Thankyou1

Gerili，

ThevicepresidentofQinghaiUniversity，

TheDirectorofAltitudeMedicineResearchCenter，

August，２０１０
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９:００Opening

Greeting

Chairman：RiliGe(格日力）

KazuhisaHasui(蓮井和久）

EnhuaWang(王恩隼）

Photographyofthesymposium

Host:YueWU(美岳）

QinghaiUniv・China

KagoshimaUniv・Japan

ChinaMed・Univ,China

１０:３０SPECIALLECTURElChairman:Takahashi(高析浩）

KumamotoUniversity

TakamiMatsuyama(松山隆美）

KagoshimaUniversity

Thepathologicalroleoffblatereceptorbeta-expressingmacrophagesininflammatｏｒｙｄｉｓｅａｓｅｓａｎｄ

ｃａｎｃｅｒｓ

11:O0SPECIALLECTURE2Chaimlan:TakamiMatsuyama(松山隆美）

KagoshimaUniversity

LumingZhou

UniversityofUtah，USA

High-resolutionDNAmeltinganalysisinclinicalresearchanddiagnostics．

11:３０SPECIALLECTURE3Chairman:EiichiSato(佐藤莱一）

KagoshimaUniversity

YifUGuan(美一夫）

ChinaMedicalUniversity

PotentialApplicationsofLNAtoGeneExpressionRegulation

１２:O０ＬｕｎｃｈＴｉｍｅ

１４:Ｏ０ＳＰＥＣＩＡＬＬＥＣＴＵＲＥ４

LiyingHao(郡而英）

ChinaMedicalUniversity

Chairman:YifilGuan(美一夫）

ChinaMedicalUniversity



TheregulationsoftheCaV1､２Ｃａ2＋channelsbycalmodulinandCa2＋inguinea-pigcardiac

myocytes．

14:３０SPECIALLECTURE5Chaiman:YueWu(美岳）

QinghaiUniversity

YoshimichiUeda(上田善道）

KanazawaMedicalUniversity

RelationshipofaqUaporinl，３and5expressioninlungcancercellstocellulardifferentiation，ｉｎ‐

vasivegrowthandmetastasispotential．

15:O0LECTURE6Chaman:YUchenHan(幹星農）

ChinaMedicalUniversity

KazuhisaHasui(蓮井和久）

KagoshimaUniversity

lmmunohistoChemicalanalysisofoxidativemodifiedDNA（8-OHdG)inChinesenasopharyngeal

lymphomas．

15:l0LECTURE7Chairman:QinchangLi(李庚昌）

ChinaMedicalUniversity

HaiyanWang(王海燕）

QinhaiUniversity
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15:２０LECTURE8Chaman:KazuhisaHasui(蓮井和久）

KagosllimaUniversity

YuchenHan(幹爆農）

ChinaMedicalUniversity

EHMTlinteractwithMTlhandregulatehistoneH3K9methylationtoinhibitproliferationand
movement．

15:３０LECTURE9Chairman:LiyingHao(郡而英）

ChinaMedicalUniversity

MiyakoShimasaki(島崎都）

KanazawaMedicalUniversity

lnvolvementofaqUaporinland5inmetastasispotentialofhumanosteosarcoma．

１７:O0DinnerParty．
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Thepath0l⑪ｇｉｃａｌｒ０ｌｅ０ｆｍａｔｅｒｅcept0rbeta-expressingmacrophagesininflammt0rydis‐

easesandcancers

TakamiMatsuyama，TakuNagaiandKazuhisaHasui・

Departmentoflmmunology，GraduateSchoolofMedicalandDentalSciences，

KagoshimaUniversity，KagoshimaCity，Japan

Thefblatereceptorbeta(ＦＲ）isexpressedrestrictedlyonmacrophagesandfimctions

asthereceptorfbroxidizedfiolates､IthasbeenraretoobserveFR-expressingmacrophagesinnor‐

malhumantissues・Previously，weandothergroupsreportedthatFR‐expressingmacrophages

werepresentinrheumatoidarthritissynoviumandproducedTNF-cI・Thus，FR-expressing

macrophageswereconsideredtobelongtoM1macrophageswhichpromoteinflammationMean‐

while，alternativelyactivatedmacrophageswhichplayaroleinresolutionofinflammationaredes‐

ignatedasM2macrophages・M2macrophagesobservedintumortissuespromotetheangiogenesis

andsuppressTcellfimctions、Themolecularandfimctionalcharacterizationofthesepolarized

macrophagesisacurrenttopicofinvestigationHowever，thelilikbetweenFR-expressmg

macrophagesandotherinflammatorydiseasesorcancersispoorlyunderstoodlnthisstudy，ｗｅｅｘ‐

aminedthedistributionofFR‐expressingmacrophagesininterstitialpneumonia，atherosclerosis

andcancers・Furthemlore，toeXplorethepathologicalrolesofFR-expressingmacrophagesinthese

diseases,wedevelopedarecombinantimmunotoxin(consistingofthelgheavychainFvportionof

anti-mouseFRBmAbwithPseudomonasexotoxinAandthelglightchainFvportionofan‐

ti-mouseFRemAb）todepleteFR-expressingmacrophages・T11eimmunotoxinwasthelC50of

lOng-100ng/mlinthecytotoxicityonvariousFR‐expressingcelllinesandreducedtheirTNF-cI

andNOproductionFR-expressingmacrophageswereobservedinlesions丘ominflammatorydis-

easesandcancers､TheimnmnotoxindepletedFR-eXpressingmacrophagesinlesionsofrheumatoid

arthritis，interstitialpneumoniaandgliomamodels・andreducedthediseaseactivityofrheumatoid

arthritisandinterstitialpneumoniamodels，andthetumorgrowthofthegliomamodeL

TheseresultssuggestthatalthoughFR-expressingmacrophagesareMlmacrophagesininflamma‐

torylesions，theyappeartobeM2macrophagesintumortissues・ThetargetingofFRexpressing

macrophagesmaybepromisinginthetreatmentofinflammatorydiseasesandcancerslnaddition，

theimagingofFR-expressingmacrophagesinthesediseasesmaybeusefUlasanoninvasiveindica‐

torfbrdiseaseactivityofinflammatorydiseasesandcancerswithpooroutcome．

Geneticcl0nin窪andexpressi0nstudiesofneuroglobininhighaltitudehyp0xicadaptati0n

species-Plateaup伽(OchOt⑪mcurzⅢiae）

BAIZhenzhong,HANShufen,YANGYingzhong,ＣＡＯＹｕｅ,ＭＡＬａｎ,LIUShou,ＧＥＲｉｌｉ(Ｒｅ‐

searchCenterfbrHigjlAltitudeMedicine,QinghaiUniversityMedicalSchool,Xining810001,

CHINA）

Abstract：Foridentificationoftheneuorglobingenescodingsequencesmolecularcloningandex‐

aminationofthetissuesexpressionspectrumsandshowingthehypoxicadaptationsmechanismsin

PlateauPika

Meth0ds：ExtractingthetotalRNA，cloningNgbcodingsequencescDNAｗｉｔｈreverse-transcrip‐
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tionRT-PCR，captunngandconfirmingthecertainseqUenceswithDNAseqUencingExamination

thetissuesmRNAexPressionsspectrumsofneuroglobinwithlnsuithybridizationlSHtechnology

lnaddition，semi-qUantitativeRT-PCRandwestern-blotteclmologieswerebeingusedtoanalysis

oftherela-tiveneuroglobinmRNAandproteinexpressionamountsinvarioustissueswithPlateau

Pika

Results:cloningandseqUencingresultsconfirmeditwastheneruoglobingenecodingsequenceof

PlateauPikawithBlastanalysis;andthelSHresultseXhibitedtheneuroglobingeneexpressions

spectⅢnsindicatewidelydistributedwithhigileramountinbraintissuesofPlateauPikaAddition‐

ally,neurogloginmRNAalsoexpressedintheothertissuessuchastestisandadrenalglandsbesides

braintissues

C0nclusi0n:wecanspeculatethatNgbmigiltplayanimportantroleintheadaptationsofthe

plateauPikaunderthehigjlaltitudeenvironmentFurthermore，nativeTibetanspeciesneuroglobin

geneswillalsopresentfimdamentalevidencetoinvestigatehigllaltitUdeadaptablerelatedgenetics

studyinthefhtur.□

Keywords：Genecloning；GeneExpression；Neuroglobin；Plateaupika

PotentialApplications0fLNAt0GeneExpressionRegulation

XiaoyangZhao，ＢｏＬｉｕ，ＪｉｎＹａｎａｎｄＹｉｆＵＧｕａｎ

ＤｅｐａｒｔｍｅｎｔｏｆＢiochemistryandMolecularBiology，ChinaMedicalUniversity,Shenyang，China

llOOO1

Abstract：‐D-Lockednucleicacid（LNA）isanovelnucleotideanaloguehavingamethylene

blidgebetweenO-2'andC-41atomsoftheribose・Thisunusualstructure'locks'theriboseinthe

31-endo/N-typeconfblmationwhichisdominａｎｔｉｎＡ－ｆｂｒｍＤＮＡａｎｄＲＮＡ､Ourpreviousstudies

havedemonstratedthatLNAdoesnotonlyincreasetheduplexstabilitythroughhigllbindingaffini‐

tyofthecomplementaryhybridization，butalsocanenhancethediscrilninationcapabilityagainst

themismatches・Recently，toexplorefhrtheritsusefUlnessi、bioteclmologyandbioengineering，

wehaveconductedinvestigationsoｎＬＮＡ'sapplicationingeneexprCssionregulationG-qUadru‐

plexisauniquesecondarystructurｅｏｆＤＮＡａｎｄＲＮＡ・G-qUadruplexs伽cturesareselected

througilSELEXprocedureanddemonstratemanyvaluablebehaviors：easypreparation,hightarget

recognitionspecificity，highbindingaffinity，ａｎｄｗｉｄｅｒａｎｇｅｏｆｌａyouts､Atypicalmodelof

G-qUadruplexisthrombinbindingaptamer（TBA).TBAisal5-mernucleotidewithaunimolecu‐

larantiparallelG-quadruplex・Toenhanceitsstability，wehavemademodificationsofsomeG

residueswithLNA・WhenitismodifiedwithsingleLNA，itsstructurestabilityisincreasedandits

characteristicofsinglestrand，lateralanti-parallelstmcturekeepsunchanged・MultipleLNAmodi‐

fications，however，causestheG-qUadruplexundergoconfbmlationalchangesorcollapsed・These

structuralchangesareconfiｒｍｅｄｂｙＣＤ，UVandfluorescencespectrqscopicdataaswellasEMSA

results・AfterconsultingthePromotersequencesofoncogenes，weproposedamodeltousethe

G-quadruplexasamolecularelementfbrregulatingthegeneexpressionTheselectedLNAmodifi‐

cationallowsustocontroltheconversionbetweentheG-quadroplexstructureandDNAduplexes・

Thisdiscovelycouldenhanceourabilitytoregulatethegeneexpressioｎａｎｄｌeadtothediscoveryof
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newtargetfbrcancertreatment．

Theregulati0ns⑪ｆｔｈｅＣａＶ１･ＺＣａ２＋chaⅢelsbycalm0duliIMmdCa2＋inguinea-pi窒cardiac

my0cytes

Li-yingHaol，Dong-yunHan2'3,ＧｕｏFeng''2,EtsukoMinobe2,MasakiKameyama2

lDepartmentofPharmaceuticalToxicology，SchoolofPhamlaceuticalSciences，ChinaMedical

University，ShenyangllOOO１，China,lyhao＠mail､cmu､edu.c､；２DepartmentofPhysiology，

SchoolofMedicineandDentalSciences，KagoshimaUniversity，Kagoshima890-8544，Japan

kame＠ｍ､kufinkagoshim-u・acjp；３ＤepartmentofPhalmacology，SchoolofPharmacy，Shenyang

PharmaceuticalUniversity,Chinahandy60＠163.ＣＯｍ・

Abstract:L-typeCa2+channel（CaV1.2)isregulatedbyCa2+,whichrefelTedtoasCa此dependent
facilitation(CDF)andinactivation(CDI).Calmodulin(CaＭ)isaubiquitousCa妬indingprotein

thatworksasaCa2+sensorfbrbothpositiVeandnegativemodulations・Inpresentstudy，ｗｅｅｘａｍ‐

inedtheeffectsofCa2+ａｎｄＣａＭｏｎＣａ２+channelsinguinea-pigcardiacmyocyteswiththein‐

side-outpatchconfigurationofpatch-clamptechniqUe,Ｗｈenafree［Ca2+]wascontrolledatO､１？
Ｍ,ＣａＭ（0.15,0.7,1.4,2.1,3.5and7.0?Ｍ)＋ＡＴＰ（２．４，Ｍ)inducedchannelactivitiesof

27％，９８％，142％，222％，６５％ａｎｄ２０％relativetothecontrolactivity，respectively，showinga

bell-shapedrelationship,Withincreasing［Ca判,thebell-shapedcurveofCaMwasshiftedtothe

leftside（lowerconcentrationside).However,thisshiftwasabolishedwhenwild-typeCaMwas

replacedwithCaMmutants,CaMl234,fbr［Ca2muptoO､25?Ｍ,indicatingthatthisshiftwasin‐

ducedbyCa2+andmediatedbyCa21/CaMcomplexfbrmation・WefUrtherinvestigatedtheconcen-

tration-andCa2LdependenteffectsofCaMmutants，ＣａＭｌ２ａｎｄＣａＭ３４，ｉｎｗｈｉｃｈＣａ２十bindingto

itsN-andC-lobeswaseliminatedrespectively・Theconcentration-responsecurveｓｏｆＣａＭ１２ａｎｄ

ＣａＭ３４(0.7-10?Ｍ)werebothbell-shaped,similartothatfbrwild-typeCaM・However,therewas

noobviousleftwardshiftofthecurvesbyincreasing[Ca2+]，suggestingthatbothfimctionallobesof

CaMwerenecessaryfbrtheCa2Ldependentshifi､WesuggeststhatbothapoCaM（Ca比丘eeCaM）
andCa2t/CaMcouldinducefaCilitationandinactivationofCaV１．２Ｃａ2+channelactivities，andthat

Ca2+couldaccelerateCaM-dependentfacilitation（CaMDF)andinactivation（CaMDI).BothN‐
andC-lobesofCaMarereqUiredfbrtheCa此dependentregulationsofCaV1.2Ｃａ2+channels・This

workissupportedbythegrantsfromtheJapanSocietyfbrthePromotionofScienceandtheNa‐
tionalNaturalScienceFoundationofChina(No.30670761,No.30870907)．

Relationship0faqluap0rinl，３肌d5expressiⅢinlⅢｇｃⅢcercellst⑪cellulardifferentia‐

ｔｉ０ｎ，invasivegr⑪wthandmetastasisp0tential･

YoshimichiUeda*１，YuichiroMachida*l*２，MiyakoShimasaki*１，KatsuakiSato＊１，Tsutomu

Sakuma*２andShogoKatsuda*l

DepartmentofPathophysiologicalａｎｄＥxperimentalPathology＊landThoracicSurgery*２，School
ofMedicine，KanazawaMedicalUniversity，Ishikawa，Japan

AbstraCt:AnoncogeniccapacityofaqUaporinｓ（AQPs)，transmembranechannelsfbrwater,was

recentlyproposed､ThisstudyseekstoelucidatetheinvolvementofAQP１，３and5inthedevelop‐
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mentandprogressionoflungcancer､ExpressionanalysesofAQP1，３and5byimmunohistochem‐

istry，westernblotandlaser-capturedmicrodissection／realtimeRT-PCRinl601ungcancersof

varioushistologicsUbtypesshowedthatAQPl，３and5wereexpressedintumorcellsof7１，４０and

56％，oflungcancers，respectively､AQPsexpressionswerefequentinadenocarcinomas（AD‐

Cs),whileAQP1and5werenegativeinsquamouscellcarcinomas,Bronchioloalveolarcarcinoma

(BAC）cellsexhibitedanapicolateralAQPlandapicolateralorbasolateralAQP31ocalizationin

non-mucinoustype，andapicalAQPland5andbasolateralAQP3expressioninmucinoustype，

whichcorrespondedtoAQPsexpressionofnon-neoplasticlungtissue､BasolateralAQP5expres‐

sionwasacqUiredduringtumorigenesisofnon-mucinousBACIncontrast，invasiveADCtumor

cells，eitherwithfibroblasticreactionorpapillarygrowthinthealveolarspace，overexpressed

AQP1and5withlossofsubcellularpolarizationandwithanintracytoplasmicdistributionOverex‐

pressionofAQP1correlatedwithhighpostoperativeADCmetastasisratiosandunfavorabledis‐

ease-feesurvivalrates(p=0.031)．WeconcludethatexpressionpatternsofAQPl，３and5inlung

cancercellsaremostlyassociatedwithcellulardifferentiationHoweVer，theexpressionofAQP1

and5isup-regulatedininvadinglungcancercel1s，particularlyinADCs，andtheoverexpression

ofAQP1withlossofsubcellularpolarizatiｏｎissuggestedtobeinvolvedintheirinvasiveand

metastaticpotential．

1ｍｍⅢOhistochemicalamlysisofoxidativemodifMDNA（8-ＯＨｄＧ）inChinesemsopha‐

ryngeallymplⅢ、s･

HasuiKl，ＪｉａＸＳ２，AozasaK3，EizuruYl，MatsuyamaTl，ＳａｔｏＥ４

１）GraduateSchoolofMedicalandDentalSciences,KagoshimaUniversity

2）DepartmentofPathology,ChinaMedicalUniversity

3）DepartmentofPathology,OsakaUniversity

4）KagoshimaUniversity

MostnasopharyngeallymphomasareEpstein-Balrvirus（EBV)-associatedNK/Tcelllymphomas

(NKTCL)revealingpeculiarautophagiccelldeath（JECＨ２００９，４９：９).Environmentalfactors

suchaspesticideeffectontheironset（IntJCancer､2007,120:406）andＧ/ＣｔｏＴ/Apointmuta‐

tionswereobserved（CancerSci､2003,94:297).Inordertoseeoxidativestress-relatedmodified

DNAinNKTCL，thisstudyinvestigatedguanineoxidationinnasopharyngeallymphomasby

meansofimmⅢohistochemistryof8-hydroxyguanosine（8-OHdG).Oxidativestressesinducecell

necrosis，oxidationofnuclearacidsofienmakesguaninetobemoreFapyGandlesｓ８－ＯＨｄＧ・Res‐

piratoryandsqUamousepitheliashowednuclearstainof8-OHdGwhenserousandmucousglandu-

larepitheliaindicatedalsonuclearstainof8-OHdGinahalfandlessthanhalflesions､Nuclearstain

of8-OHdGwasseeninmostsqUamouscarcinomasbutlessdysplasia・Inflammatorylymphocytes

werenegativefbr8-OHdGButmostnasopharyngeallymphomasshowedcytoplasmalandnuclear

stainof8-OHdG・Thereweretwokindsofcell-decreasinggrowthpattemsoftheselymphomacells・

Oneshowedincreaseof8-OHdG-positivenucleiandcelldebriswithenhancedautophagylabeled

byLC3whentheotherrevealedmassiveincreaseof8-OHdG-positivecelldebriswithautophagic
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celldeathdenselylabeledbyLC3・Consequently，oxidativestresseseffectonthenasopharyngeal

mucosawhenendogenousreactiveoxygenspices（ＲOS）oxidateguanineincarcinomasandlym‐

phomas・InthelymphomasenhancedautophagypropelaccumulationofFapyGdisturbingDNA

synthesisandautophagy-relatedcelldeathandEBV-relatedautophagyenhancementshowedau-

tophagiccelldeathwith8-OHdG-positivecelldebris・Itissurethatoxidativestresseseffectonna‐

sopharyngeallymphomagenesiswhileendogenousROSyieldpointmutationsintheirgenes．

ＴｈｅＲ０ｌｅ⑪ｆＥＴ－１ⅢdiNOSonHyp0xicStress-indⅢedGastricMⅢ⑪salLesiⅢｉｎRats

LiuShouYanghuilianBaizhenzhongLiSuJinguoenGerili

AbstraCt:OhjectiveToexploretheexpressionandchangeofendothelin-l（ET-l）andinducible

nitricoxidesynthase(iNOS)inducedbyhypoxia-stressathighaltitudeofgastricmucosalofSDrat、

Meth0ds:SixtySDratswererandomlyseparatedthecontrolgroupandtheexperimentalgroups・

Theexperimentalgroups，aswellastheacuteandchronichypoxiamodelsofSDratsweremadein

KekexiliNationalNaturalReserveAreas・Thecontrolgro叩isXininggroup・Semi-qUantitative

RT-PCRandWesternblotwereusedtotesttheexpressionlevelsofET-landiNOSandonｅ－ｗａｙ

ＡＮＯＶＡｏｆＳＰＳＳｓｏｆｔｗａｒｅｗａｓｕｓｅdfbrstatistics・

Results:TherewerethesignificantincreasedexpressionslevelsinbothmRNAandproteinfbrthe

hypoxicstressgroupversusthecontrolones､WealsoobservedtheET-landiNOSlevelshigilerex‐

pressedinthegastricmucosallesions，maintainingthisincreasedtrendsfbrtheperiods，withthe

peakoccurringatthethirddayandseventhdays，grandlydowningfbrwardsfbrthehypoxicgroups

inthelaterdays，theconcentrationsconsistentwiththebaselinesinthecontrolgroup・ＲＴ－ＰＣＲｒｅ‐

sultsindicatedtheET-landiNOSexpressionlevelsconsistentwiththeWestem-blotimprintingre‐

sultsButtheETreceptorfamiliesshowedA-typereceptorhigherexpressedthanB-types､Those

indicatedthereweredifferencesofthosecytokinesintheacutecomparedwiththechronichypoxic

andcontrolgroupexceptfbrtheexpressionlevelsoftheiNOS．

ＣⅢclusion:OurresultsdemonstratedtheincreasedET-1synthesisinthegastricmucosal，which

causeddownregulationsofthebloodsupplyfbrthegenesisofstress-inducedgastricmucosallesion

oncetheyexposedintheacutehypoxia・Inthemeantime，temporallyup-regUlationsoftheiNOSat

theinitialstressperiodstodeepentheunbalancedpathologicalexchangesofthestressedgastricmu‐
cosallesionsinrats・

Keywords:HypoxiaStress;Gastricmucosallesion；Endothelin-1；Induciblenitricoxidesynthase

ＥＨＭＴ１ｉｎｔｅｍｃｔｗｉｔｈＭＴ１ｈａｎｄｒｅｇｕｌａｔehist0neH3K9methylati⑪nt0inhibitprolifemtion

andmoveｍｅｎｔ

ＭｏＬｉ，YanlingHan，ＪｕｎＬｉｕ,ＦｅｉＷＵ，YuchenHan＊

DepartmentofPathology，BasicSciencesCollege，ChinaMedicalUniversity

No､92Ｎortll2RoadHepingDistrictShenya､g,Ｐ,RChinallOOO1（＊colTespondenceauthor）

Abstract：Euchromatinhistonemethyltransferasel（EHMTl）waspreviouslyidentifiedasoneof

theinteractionproteinsofmetallothioneinlh(MTlh)inhumanlungcancercDNAlibrarybyyeast

twohybridsystemlnthisstudy,weshowedthatEHMTlbindswithMT1h､Inyeasttwohybrid，
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ｐＢＤ－ＭＴｌｈａｎｄｐＡＤ－ＥＨＭＴ１ｗｅｒｅｃｏ－ｔｒａnsfbmledintoyeaststrainAHlO9，ａｎｄtheyeastcolonies

grewinaSD-leu/-his/-ade/-trphigh-stringencymedium，andshowedpositiveq‐galactosidaseac‐

tivity､CoimmnoprecipitationofMTlhandEHMT1firomlungcancercelllineA549verifiedthe

interactionoｆＭＴ１ｈａｎｄＥＨＭＴ１ｉｎｖｉｖｏ・Invitro，GST-MT1hfUsionproteinbindswithEHMT1in

acell-freesystem・Co-localizationshowedMTlhandEHMT1co-localizeinthenucleus，thisalso

suggestedexceptfbrcytoplasmexpression，MT1halsoeXpressinthenuclean

TheexpressionofMTlhinducedtheincreaseofhistonemethyltransferaseactivity，andalso

higjlerhistonelysineH3K9tri-methylationMT1hexpressioninhibitedcellcycleandcellmigration

byfimctionalanalysis・

WeconcludethatMTlhinteractionwｉｔｈＥＨＭＴｌｍａｙｐｌａｙａｒｏｌｅｉｎｈｉｓｔｏｎｅｍethylation，lead‐

ingtotumorsuppression

Keywords：ＭＴ１ｈ，Ｈ３Ｋ９，DNAmethylation，ｌｕｎｇcancer

InⅦlvement0faqlmp0rinland5inmetastasisp0tential0flⅢman0ste0sarcoma･

MiyakoShimasaki*１，YUtakaTakahara*1*２，YoshimitsuKanazawa*３，HiroyukiTsuchiya*３，

KatsuakiSato*１，HirohisaToga*２，ShogoKatsuda*landYoshimichiUeda*l

DepartmentofPathophysiologicalandExperimentalPathology＊landRespiratoryMedicine*２，

KanazawaMedicalUniversityandDepartmentofOrthopedics，SchoolofMedicine，KanazawaＵ‐

niversity*３，Ishikawa，Japan

Ｏsteosarcomaftequentlymetastasizesandcausesmiserableendresult・However，littleislmownon

itsexactmechaniＳｍ,InvolvementofaqUaporins（AQPs)，transmembranecllannelsfbrwater,in

theaggressivegrowthofmalignanttumorwasrecentlydisclosedinseveralcarcinomas,Thisstudy

aimstoelucidatetheinvolvementofAQP1and5inmetastasispotentialofhumanosteosarcoma

(ＯＳ).WesternblotanalysesofAQP1and5in5humanOScelllineSandlOtⅢortissuesshowed

AQP1expressioninall5celllinesand70Stissues，andAQP5in4celllinesand6tissues､1m‐

munohistochemistryinnon-neoplasticskeletaltissuerevealedmembranallocalizationofAQP1in

activeosteoblasts,whileAQP5wasrarelyexpressed・InbiopsiedOStissues,AQP1waspositivein

tumorcells,witheithermembranalorcytoplasmicpattern,ｏｆ22/2５（88％)andAQP5,witllcyto‐

plasmicpattern,ｉｎｌ７/2５（68％).AQP1expressionwasffequentinanosteoblasticsUbtype.Im‐
munostainingofexcisedtumorsshowedtheenhancedexpressionofAQP1attheinvasion丘ontin‐

cludingfilopodia,TllecytoplasmicoverexpressionofAQPlbothinbiopsysamplesandattheinva‐

sionfiontofresectedtumorscolTelatedwithhigilpostoperativemetastases（p=0.004,0.035）and

unfavorablesurvivalrates（p=0.0025,0.044).Thefbrmerwasprovedanindependentprognostic

factorinmultivariate-analysis・Furthemlore，studiesinametastasismodelusingHTlO80cellsof

varlousmetastasispotentialstransplantedtonudemicerevealedincreasedAQPland5expressions

incellswithhighmetastaticabilitycomparedwiththosewithlowone・Weconcludethatmem‐

branaleXpressionofAQPlinOScellsismostlikelyassociatedwithcellulardifferentiation，but

thattheoverexpressionofAQP1ａｎｄ５ｉｎＯＳｃｅｌｌｓｓｅｅｍｓｔｏｂｅｉｎｖｏｌｖｅｄintheirinvasiveand

metastaticpotential．
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MicroRNAHsa-miR-125a-5pinducesapoptosisbyactiⅧtingp53inlⅢgcancercells

LiliJiang,QinHuang,JihongChang,EnhuaWang,XueshanQiu

DepartmentofPathology，CollegeofBasicMedicalScienceandTheFirstAffiliatedHospitalof

ChinaMedicalUniversity，ChinaMedicalUniversity，No.９２ＮＣrthSecondRoad,HepingDistrict，

Sllenyang，LiaoningllOOOl，China・

BaclKgr0Ⅲｄ：ThematuremicroRNAhsa-miR-l25a-5pisderivedftomthe5'endofpre-miR-l25a・

Althoughhsa-miR-125a-5pisdysregulatedinsometumours，itsspecificrolesinlungcancercell

apoptosisisstillunknownTostudyitsfimction，weexaminedtheeffectsofhsa-miR-125a-5pon

apoptosisinlungcancercellsandinvestigateditsprobableregulatorymechanism・

Meth0dsandResults：Weshowedthathsa-miR-125a-5pexpressionwaslowerindifferentlung

cancercelllinesthaninHumanbronchialepithelial（HBE)cellsbyqRT-PCR・Ingain-ofLfimction

experiments，wefbundthathsa-miR-l25a-5psuppressedproliferationandinducedapoptosisin

A549cellsbyMTTandflowcytometry，respectively､Inaddition，wild-typep53mRNAandpro‐

teinexpressionwasincreasedbyhsa-miR-125a-5pover-expression､Moreover，blockingwild-type

p53attenuatedtheeffectofhsa-miR-l25a-5ponapoptosis、Inloss-offimctionexperiments，

wild-typep53mRNAandproteinexpressionwasdecreasedbyblockinghsa-miR-125a-5p､TheefL

fectofhsa-miR-125a-5pinhibitoronapoptosiswasalsoweakenedbyblockingwild-typep53．

ＣⅢclusion：Takentogether，thesedatasuggestthathsa-miR-125a-5pinducesapoptosisviaa

p53-dependentpathwayinhumanlungcancercells,Theseresultsprovidenewinsigjltintotheroles

ofthemiR-125afamilyinlungcancer．

ExpressiOIMmdClinic0path0l0giCSignificance0fHⅢmnAchaete-scutehOm⑪ｌ０ｇｌｉｎＰｕｌ‐

m0naryNeur0end0crineTum0rs

FeiLI，ＤａｏｒｏｎｇＺＨＡＮＧ,ＺｈｉｙｏｎｇＺＨＯＮＧ，RuiLI

DepartmentofPathology,CollegeofBasicMedicalSciences，ChinaMedicalUniversity，Shenyang

llOOO1，China

C0rresp0ndingauthor:，aorongZHANG,E-mail:cmU-zhangdaorong＠hotmail､com

Abstract：BackgroundandohjectiveHumanAchaete-scutehomologl（hASH1）geneisaba‐

sic-helix-loop-helixtranscriptionfactor，playsacriticalroleindevelopmentofthecentralnervous

systems，ａdrenalmedullarychromaffincells，thyroidCcells，ａｎｄpulmonaryneuroendocrinecells・

Duringdevelopmentinvertebrates，ASH1geneisusuallytemporaryandexpressedinembryonic

pulmonaryneuroendocrinecellsinearlydifferentiationstage，theemergenceoftemlinaldifferenti‐

ationmarkersitsexpressiontendedtosilence､Theaimofthisstudyistodetemnethenormallung

tissueandvarioustypesoflungtumorshASHlgeneexpression，toanalyzewhetheritsexpression

wascorrelatedwithpulmonaryneuroendocrinemarkers，andtoexplorethepossibilityofhASHlas

clinicalpathologicalmarkersintheneuroendocrinetumorscomparedwithpreviousneuroendocrine

tumormalkers・

Methods：ｈＡＳＨ１，ChromograninA，SynaptophysinandCD56expressionwasexaminedinlung

tumorspecimens（lunginflammatorypseudotumor,sqUamouscellcarcinoma,adenocarcinomas，

largecellcarcinoma，typicalcarcinoids，atypicalcarcinoids，largecellneuroendocrinecarcinoｍａｓ
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andsmallcelllungcarcinomaandcorrespondingnomlallungspecimensusingimmunohistochem‐

istry（S-Pmethod).Westernblotandreversetranscriptionpolymerasechainreaction(RT-PCR）

assaywereappliedtodetecttheexpressionsofhASH1proteinandmRNAinlungcancertissues・

Resmts:hASHlexpressionwasdetectedin2/1６（12.5％）typicalcarcinoids，15/2０（75％）atypi‐

calcarcinoids，６/1０（60％）largecellneuroendocrinecarcinomasand31/4０（77.5％）smallcell

lungcarcinoma,respectively,butnotinanynormallungtissue（0/10)，lunginflammatorypseu‐

dotumor(0/49)，squamouscellcarcinoma（0/30)，adenocarcinomas（0/30）orlargecellcarcino‐

ｍａ（0/20).TherewasasignificantdifferenceinhASH1expressionincidencebetweentypicalcar‐

cinoidsandatypicalcarcinoids（P<0.01)，butnotinlargecellneuroendocrinecarcinomasand

smallcelllungcarcinoma(P>0.05).hASHlexpressioncolTelatedverycloselywithChromogranin

A,SynaptophysinandCD56expression(P<0.05)．

ConclusiⅢ：ｈＡＳＨｌｉｓａｎｅｗｋｉｎｄｏｆｈｉｇｈｌｙｓｐｅｃｉｆｉcmaIkersofpulmonaryneuroendocrinetu‐

mours，andmaybeappliedtoclinicalpathologydiagnosingofthepulmonaryneuroendocrinetu‐

ｍｏｒｓ．

Clinicopatholo窪icalFeatⅢes0flOCasesofAtypicalLipomatⅢｓＴｕｍＯｒ/Well-differentiated

Lip0sarcＯｍａ

ＬＵＡＮＬａｎ，ＷＡＮＧＣｕｉ－ｆａｎｇ，ＨＵＡＮＤａ－ｗｅｉ

(DepartmentofPathology,FengtianHospitalofShenyangMedicalCollege,Shen

yangllOO24,China）

Abstmct:Ohjective：Toexploretheclinicopathologicalcharacteristicsandpathologicaldifferen‐

tialdiagnosisofatypicallipimatoustumor(ALT)/Well-differentiatedliposarcoma(WDL)．

Methods：TencasesofALT/WDLwerereported，withreviewofrelevantliterature・

Results：Threeofcasesrecurred､Allcasesarewellcircumscribedbutnotencapsulatedandtheyre‐

sembleordinarylipomagrossly,Inhistopathologicexamination，theatypicalcellsmayconcentrate

onthefibrousstrandsthattraversetheadiposetissuelobulesorbescatteredamongthemature

adipocytesandlipoblastｓｃａｎｂｅｓｅｅｎＴｗｏｃａｓｅｓｓｈｏｗｅｄｏｔｈｅｒｈeterologousdifferentiatedele-
ments・

Conclusi⑪、：ThebehaviorofALTissubstantiallydifferentdependingontheirlocatｉｏｎＡＬＴ

ｍａｙｒｅｃｕｒｂｕｔｔｈｅｒｅａｒｅｎｏtumor-relateddeaths・WDLhaveaveryhighincidenceofreculrence

evendedifferentiatedandｓｏｍｅｏｆｔｈｅｐａｔｉｅｎｔｓｄｉｅａｓａｒｅｓｕｌｔ､ALT/WDLshowsavarietyof

histopathologicphenotypeandneedstobedistinguished丘omothertumorsarisingfiomlipocyteor
others．

RelatiOnshipbetweenexpressiOnsofheparamseandGA-bindingprOteininHumanBreast

Cancer

QiaohuanWang,WenzhuZhang,DaweiHuan,BoYang,HongZhang・

DepartmentofPathology,CollegeofBasicMedicalSciences,ChinaMedicalUniversity・Shenyang

llOOO1,China

Objective：Toobservetheexpressionsofheparanase,GA-bindingproteininbreastcarcinorma
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andstudytheirrolesintumor・

MethOds：Atotalof74paraffin-embeddedtissuespecimensofbreastcarcinomaand20casesof

nearbynomlaltissuewereexaminedbyimmunohistochemicalS-Pmethod・Thedatawereanalyzed

bySPSSstatisticalsoftware・

Results：Immunohistochemistryshowedthatheparanase,ＧＡ‐bindingproteinweredistributedin

cytoplasmandnuclearoftumorcel1s,incontrasttotheirnonexpressioninnormalbreasttissue・

GABP-positivecaseshadahigherpositiverateofheparanasethanGABP-negativecases・Asignifi‐

cantcorrelationswerefbundamongtheexpressi‐ｏｎｓｏｆheparanase,GA-bindingproteinandclini-

calstage,pathologicalstage,lymphnodemetastasisandclinicalprognosis．

ＣⅢclusion：ExpressionsofheparanaseandGA-bindingproteinaresignificantlyassociatedwith

breastcarcinomainvasionandmetastasis,WesupposethatGA-bindingprotei、up-regulatehep-

aranase･

KeyWords：breastcancer,heparanase,GA-bindingprotein，immunohistochemistry

ＣＣＬ１９/CCR7regulatetheExpressionofHepａｍｍｓｅｖｉａＳｐｌｉｎＬⅡｇＣａⅢerA549cell

LiyingYina'b,QingfUZhanざ,XueshanQiua*，EnhuaWanご

a:DepartmentofPathology,CollegeofBasicMedicalScienceandTheFirstAffiliatedHospitalof

ChinaMedicalUniversity，ChinaMedicalUniversity,No.９２NorthSecondRoad,HepingDistrict，

Shenyang,LiaoningllOOOl，China

b:ThefifthPeopleHospitalofDalian

PＵＲＰＯＳＥ：ChemokineCCLl9anditsreceptorCCＲ７ｐｌａｙａｎｉｍｐｏｒｔａｎｔｒｏｌｅｉｎｔｈｅｈｏｍｉngof

lymphocytes､CCR7overexpressionwasfbundtobeassociatedwithtumorinvasionButthemecha-

nismthatCCR7promotetumorcellsinvasionisunclear､Inthisstudy,weaddedCCLl9toA549

cellexogenouslyandactivatedCCR7todetecttheexpressionofSplandHeparanase(Hpa)andcell
invasiveness・

Meth0ds：WeaddedCCL19toA549cellexogenouｓｌｙａｎｄｕｓｅｄＲＴ－ＰＣＲ，WestemBlotanalysis，

ChromatinimnⅢoprecipitation（ChlP）andTranswelltodetecttheexpressionofSplandHpa，

WhetherSplcouldbindtothepromoterofHpaornot，andcellinvasivenessrespectively

Results：TreatmenthumanlungadenocarcinomaA549cellswithrecombinanthumanCCL19obvi-

ouslyincreasedtheexpressionofSplandheparanasemRＮＡａndproteinAfterblockingCCR7

andtheexpressionofSplrespectively，theexpressionofSplandheparanasemRNAandprotein

decreased，whiledecreasedeXpressionofheparanasewasnotaffectedbyCCL19・ChlPanalysis

demonstratedCCL19enhancedtheDNAbindingofSpltothepromoterofheparanase.Afterincu‐

bationwithCCLl9，theinvasionabilityofA549cellincreasedincomparisonthecontrolgrouP，

AfterblockingCCR7andSplrespectively，theinvasionabilitydecreased・Migrationassayshowed

thattheinvasionabilityofA549celldidnotchange．

ＣⅢclusi0ns：ＣＣＬｌ９ｃａｎａｃｔｉｖａｔｅＣＣＲ７ｔｏｕp-regulatetheexpressionofSplandpromotethetran‐

scriptionofheparanasemRNAandcellinvasivenessinlungadenocarcinomaA549cell．



｡

1０ 肋e肋紬肋陀〃α伽aJSy叩0血”q/Ｍりんc"〃Ｈz肋0肋gy,A昭２０１０

Effects0fangi0statin0nHUVECsinvitroanditsmeclⅢ1ism

Zhangling,Hanying(DepartmentofPathology,Shenyangmedicalcollege,Shenyang，110034）

Intr0伽cti0IMmdObjective：Angiostatinisendogenoustumorangiogenesisinhibitor，whichafL

fectvascularendothelialcells，blocktheproliferationandmigration,andreducetumoranglogene‐

sis・MechanismofantiangiogenicactionofangiostatinhasnotexplainedfUllysofar，thecellsig‐

nalingpathwayofangiostatinactingonthevascularendothelialcellshasnotbeenprovenWein‐

vestigatetherelationshipbetweenexpressionofangiostatinandtumorangiogenesisinthetumortis‐

sueandtheregulationofangiogenesisfactorVEGFlinkinthebodymaterial，animalandinvitro

cellcultureexperlmentsatthreelevels・Theseresearchesmayprovidesometheoreticalreferences

andfbundationalunderstandingsfbrthepreventionandtreatmentoftumors・

Methods：Primarycellsculture；MTTcolorimetricassay；Trypanbluestaincellscounting；Estab-

lishingoftumormcrovascularmodel；Flowcytometry；andwesternblot・

Results：(1)MTTassayresultsshows:Differentconcentrationsofangiostatinactinhumanumbili‐

calveinendothelialcellsafter24h，OD490absorbancevalueswerelowerthanthecontrolgroup，

itsinhibitingactionontheproliferationofendothelialcellswithincreasingconcentrationsofangio-

statinincreased,comparedwiththecontrolgroupdifferencesweresignificant（Ｐ＜0.01).Anda‐

longwithextensionofactingtime，tlleproliferationofhumanumbilicalveinendothelialcellsin‐

hibitedsignificantly，itsabsorbancevalueswerelowerthanthecontrolgroup・Measurementresults

showthat：ｗｈｅｎ７２ｈ，ｔｈｅｍaximuminllibitionratereached91.37percent，comparedwiththecon-

trolgroupthedifferencewassignificant（Ｐ＜0.01).(2)Flowtestshows：from４ｍｇ/Langiostatin

on，apoptosisbegan，ａｎｄｔｏｌ６ｍｇ/Langiostatin，thereisaclearpeakofapoptosis，andincreased

withthedose，apoptosispeakisgraduallystrong.(3)Testofcavityfbrmationinendothelialcells：

AfterhumanumbilicalveinendothelialcellswereculturedinTailplasticofmiceandinducedby

tumorsupernatant，endothelialcellsofmolphologyhavebeenobservedfromscatteredintjhestate

togathered，graduallycord-likedendriticfbrmation，l2hreticularfbmationobvious､Incultured

humanumbilicalveinendothelialcellsafter3h（vascularnetwolkhasnotfbmedbefbre）by

addingangiostatin，endothelialcellshavenotfbrmednetwolkstructure・Whenendothelialcells

wereculturedfbr24h(vascularnetworkhasbeenfbmed)byaddingangiostatin,wediscovered8h

endothelialcellsdecreaseinthenumberoffbrmatingnetwolkｓａｎｄｂｅｃａｍｅｒｏｕｎｄ，andgradually

gathered，１２hbloodvesselsnetworkstructurefbrmedbyendothelialbellshavebeenruptured,and

disappearafter丘acture,theremnantsoftheendothelialcellsfbmcellslumpedtogether.(4)Flow

detectionexpressionofintegrincIvB3inendothelialcells:FCMresultsshowed,theaverageflu‐

orescencedensityexpressionincontrolgroupis６．７６±２．１９，ｐｕｒｅｂＦＧＦｇｒｏｕｐｉｓ４２３±４．４１，

AngiOstatinlowdosegroupis248±4.26,thehigil-dosegroupofangiostati、ｉｓ２．３４±1.16．

Comparmggroups，thereisarelativelyobviousstatisticalsignificance・Thisresultsindicatethatan‐

giostatinrestrainedtheexpressionofintegrincIvB3inendothelialcellsbybFGFinduction.(5)

WesternBlotdetectionAngiostatinroleaftertheangiogenesispathｗａｙ：Afterreactionofendothe‐

lialcellsandspicificsignalpathwayinhibitorsAkt，Ｐ３８，FAKproteinexpressionlevelsarerela‐

tivelylow，bFGFstimulatedslightlyhigher､Atthesametimeintheendothelialcellsaftertreated

withAngiostati、，expressionlevelsofNF-?Bp65andSurvivinincreasedwiththｅｄｏｓｅｏｆＡｎｇｉｏ‐
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statinreduced・

Conclusi⑪ns：TheexpressionofAngiostatininhumanNSCLCcolrelatewiththeclinicaltumor

stage，differentiationandlymphnodemetastasis､２.AngiostatincanrestrainthegrowthonA549

1ungcarcinomainmicetransplantedtumorandinhibitneovascularization3・Angiostatincaninhibit

theproliferationofhumanvascularendothelialcellincubatedinvitroandinduceitsapoptosis，and

restrainbloodvesselcavityfbrmationinducedbytumorinvitro､４.Angiostatinrelatedwithinhibi‐

tionofendothelialcellproliferationorinductionofapoptosisandtheroleoftheintegrinavB3ex‐

preSsionandSurvivin，NF-KB．

ExpressiⅢ０fTRAmanditsRelati0nshipwithTRAF2intheDiffErentMetastaticP⑪tential

BreastCancerCellⅡines

ZhangXiaoli,ＷＵＹｕｎｙａｎ，ＷａｎｇＪｉａｎ，ZhouXingang,MiXiaoyi

DepartmentofPathology，ChinaMedicalUniversity，Shenyang，Liaoning，１１０００１，Ｐ.Ｒ､China・

Abstract：ＢＡＣＫＧＲＯＵＮＤ＆ＯＢＪＥＣＴⅣＥ：TheexpressionandroleofTumornecrosisfactorre‐

ceptor-associatedfactorl（TRAFl）inbreastcancerisunclear､Thisresearchwastostudytheex‐

pressionofTRAF1andtherelationsｈｉｐｏｆＴＲＡＦｌａｎｄＴＲＡＦ２ｉｎｔｈｅｄｉｆｆｅｒｅntmetastaticpotential

breastcancercelllines・

Methods：immunocytochemistrystainingandwesternblotwereusedtodetecttheexpressionof

TRAFl・Ｃｏ－ｉｍｍunoprecipitationwasusedtostudytherelationshipbetweenTRAF1andTRAF2・

Results：Incomparlsonwiththenormal，weaklyand/ormoderaふemetastaticcountelParts，TRAFl

wasupregulatedinhighlymetastaticpotentialbreastcancercelllines（P<0.05)，whiletheqUantity

ofTRAF1incombi､ationwithTRAF2wasdownregUlated(P<0.05)．

Conclusions：Asthemetastaticpotentialityofbreastcancercelllinesincreases，theexpressionof

TRAFlwouldbestrongerwhiletheqUantityofTRAF1incombinationwithTRAF2wouldbe

smaller､ItsuggeststhatTRAF2canreducethedepressanteffectthroughthedecreasedcombination

betweenTRAＦｌａｎｄＴＲＡＦ２ａｎｄｔｈｅｎｔｏｐｒｏｍｏｔｅｔｈｅｉnvasionandmetastasisofbreastcancer・

Keyw0rds：Breastcancer；Tumornecrosisfactorreceptor-associatedfactorl（TRAFl)；Neo‐

plasmmestastasis

Expressi0nⅢｄＲｏｌｅｏｆＯＣＴ３/４intheRegenerationofRatTracheaEpitheliumCellinVivo

XinLia,Xin-shanJiaa

aDepartmentofPathology，CollegeofBasicMedicalSciences，ChinaMedicalUniversity，

Shenyang，China；

ThiswolkwassupportedbyNationalNaturalScienceFoundationofChinａ（grant30972966toX．

-s.J）

Ohjectives:ToexploretheroleoftheOCT3/4inregenerationofrattrachealepithelium

Materialsandmethods：Ａｎｉｎｖｉｖｏｍｏｄｅｌｏｆｒａｔｔｒａｃｈｅａｌｅｐｉｔllelialregenerationusing5-fluo-

rouracil(5-FＵ)wasdeveloped,toinduceinjury､ExpressionlevelsofOct3/4wereexaminedusing

microscopicallyobservedimmunofluorescence，andcellmolphologicalchangeswereobservedus-

ingHEstainingandelectronmicroscope，duringtherecoveryprocess．
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Results：Oct3/４werenotdetectableinnormaltrachealepithelium・Aftertreatmentwith5-FU，the

normallyproliferatingtrachealepitheliumdesquamatedandonlyafewcellsinGOphaseofthecell

cyclewereleftonthebasementmembraneandOct3/４couldbeobservedatthistime・Thereafter，

tｈｅｎｕｍberofOct3/4-positivecellsincreasedgradually・Whenthecellsdifferentiatedintociliate

cells，mucouscellsorbasalcells，andrestoredpseudostratifiedmucociliaryepithelium，ｔｈｅｎｕｍ‐

berofOct3/4-positivecellsdecreasedandgraduallydisappeared

C0nclusions：GOphasecellswithresistanceto5-FUdamageexpressedOct3/4.Thisindicatedthat

thesecellswereundifferentiated，buthadtheabilitytotenninallydifferentiateintodown‐

stream-typecells・Theypossessedstemcellproperties､ＴｈｅｒｅsultsareconsistentwithOct3/4-ex‐

pressingcellsbeingconsideredastrachealstemcells・

Keywords：ＯＣＴ3/４，cellreprogram，differentiated，Ｓ－ＦＵ

Expressi0IMmdR0le0fOct3/４ｉｎＷｏⅢd-repairProcessofRatLⅢglndⅢedbyBleomycin

Xu-luYea，Xin-shanJiaa

a:DepartmentofPathology，CollegeofBasicMedicalSciences,ChinaMedicalUniversity，

Shenyang，China；

ThisworkwassupportedbyNationalNaturalScienceFoundationofChinａ（grant30972966toX
-S.』）

Abstract：IntroductionAconceptofacorrelativegenomeOct3/斗､Sox2､Nanogfbrembryonicstem

(ES）ＣｅllsisexpressedonlyintheEScells,butnotinmaturesomaticcells・Someresearchershad

alreadyusedretrovirastransductionwiththreegenes:Oct3/4,Sox2､Nanogintofibroblastanddi‐

rectlyinducedsomaticcellsintoapluripotentstemcellstate・XinshanJiaetalhavedevelopedanex

vivomodelofrattrachealepithelialregenerationusing5-fluorouracil(5-FＵ)toinducetissueinjury

andfbundtheGOphasecellswhichresistanceto5-FUcouldexpressOct3/4,Ｓｏｘ２､Nanog，indicat‐

ingtrachealepitheliumcellsreprogrammedintostemcells・Whenthesecellsdifferentiatedintocili‐

atecells，mucouscells，basalcells，ｔｈｅｎｕｍｂｅｒｏｆＯｃｔ３/4-,Sox2-andNanog-positivecellsde-

creasedandgraduallydisappeared・

objective：Observethewound-repairprocessinvivoofratlungepitheliuminducedbybleomycin

andexploretheexpressionofOct3/４anditsdynamicregularitytotestifj/whetherepitheliumcells

reprogrammedintostemcells・MethodsAninvivomodelofratlungepithelialregenerationusing

bleomycinwasdeveloped,toinduceinjuryandexpressionlevelsofOct3/4wasdynamicallyexam‐

inedusingWesternblotanalysis，microscopicallyobservedimmunofluorescence，andcellmolpho‐

logicalchangeswereobservedusingHEstaining，duringtherecoveryprocess・Usingdouble-posi‐

tivecellsofalveolartypellcell-specificmaIkerprosurfactantapoprotein-C（SP-C）andClara

cell-specificmarkerCClOtolocatebronchioalveolarstemcells,andPCNA-negativecellswereGO

phasecelh

Results：Oct3/４wasnotdetectableinnormallungalveolarepithelium、１.Aftertreatmentwith

bleomycinlｄａｙ，thenormallyalveolarepitheliumbegannecrosisanddecreasedandonlyafew

cellsinGOphaseofthecellcyclewereleftandimmunofluorescenceindicatedOct3/４ｃｏｕｌｄｂｅｏｂ‐

servedatthistime､After2days，ｔｈｅｎｕｍｂｅｒｏｆＧＯｐｈａｓｅｃｅｌｌｓｓｔｉｌｌｅｘistandOct3/４－positivecells
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weremorethanthefirstday､Whenthecellsdifferentiatedintomature，theybegantogeneration

andrecover丘omtheinjuryandthenumberofOct3/4-positivecellsdecreasedandgraduallydisap‐

pearedbutfibrosiswasproliferated・ＴｈｅｎｕｍｂｅｒｏｆＯｃｔ３/4-positivecellswasmorethanthebro､‐

chioalveolarstemcells2・WesternblottinganalysisshowedthatthereweredifferentOct3/４１evelsat

differenttimesafterintroductionofbleomycinwhichinaccordancewiththechangeofimmunoflu‐

orescene,Oct3/４wasminimallydetectedaftertreatmentwithbleomycinfbrlday,reachingamaxi？

ｍallevelat2daysaftertheintroductionofbleomycin，andthendecreasedovertime・Until5days

afterthetreatmentofbleomycin,verylowOct3/４wasdetectedConclusions：TheremainedGO

phasecellswithresistancetobleomycindamageexpressedOct3/４andreprogrammedintostem

cells,Thesecellswereundifferentiated，buthadtheabilitytoterminallydifferentiateintodown‐

stream-typecellsandrepairtheinjuries､Theypossessedstemcellproperties・

Keyw0rds:LungStemcell;Oct3/4;injure;repair;bleomycin

Changes0fHist0nedeacetylaselⅢdther0lesofTrichostatinA（ＴＳＡ）伽ringRegulated

GrowthofTrachealStemCellsintheRatRegeneration

RuiyueWanga，Xin-shanJia‘

ａ:DepartmentofPathology，CollegeofBasicMedicalSciences，ChinaMedicalUniversity，

Shenyang，China；

ThisworkwassupportedbyNationalNaturalScienceFoundationofChinａ（grant30972966toX．

-s.』）

Intr0ductiⅢ：wehavepreviouslyconstructedatrachealinjurymodelinducedby5-fluorouracil

(5-FＵ)exvivoinratsandidendifiedbronchialstemcellsexistintheGOcells,However,themech‐

anismthatregulatetrachealstemcellproliferationanddifferentiatｉｏｎｉｓstillunkownHistone

deacetylaselhasbeenknowsasaswitchofcellfi･omproliferationtodifferentiationTodetermine

tllefimctionofHDAClduringregenerationaftermjuryofrattrachealstemcell，weobservethe

changesinspace-timeexpressionandexploretherelatioｎｓｈｉｐｂｅｔｗｅｅｎＨＤＡＣｌａｎｄｔrachealstem

cellproliferationanddifferentiationlnaddition，TSAisanorganiccompoundselectivelyinhibits

mammalianhistonedeacetylase（ＨDAC).WewanttoobservetheroleofTSAafterinjuryoftra‐
chealstemcells・

MaterialsandMeth0ds：1．Preparationoftrachealstemcellsregenerationmode1.2．HEdyeing

andlmmunohistochemistrywereusedtoobservethemolphologicalchangesduringtrachealepithe-

liumregeneration､３.Westernblotwasusedasquantitativeanalysistoobservethechangesoftra-

chealcells・

Results：1．MomhologicalChangesinTrachealEpithelium：ThetrachealepitheliumdesqUamated

after5-FUtreatment・Theresidualwerethetrachealepitheliuｍａｔ３，６，９，１２，２４，４８hafterremoving

5-FU，andfbundthemorphologicalofthecellschangedextremeflat，cUboidalandpseudostratified

mucocilarygradually・Whereas，thetrachealcellsafterTSAtreatment，ｔｈｉｓｐｒｏｇｒｅｓｓｃａｎｂｅｓｅｅ

ｓｌｏｗｄｏｗｎobviously､２.ExpressionofHDAC1inTrachealEpithelium:HDACllocalizedinnucle-

us・ResultsofimmunohistochemistryshowedtheexpressionofHDAClwasnegativeinnomalcell

andincreasedgraduallytill24h，thendecreasedslightlyat48h・Inaddition，theexpressionof
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ＨＤＡＣｌａｆｔｅｒｔｈｅｔｒｅａｔｍｅｎｔｏｆＴＳＡｓｈｏwedthatthisprogresshasbeeninhibited3・Changesin

HDAC1proteinLevel：Resultofwesternblotindicatedthattherewasnodetectablelevelof

HDAClproteininnormaltrachealepitheliumandwaselevatedsligjltlyat3,6haftertheremovelof

5-FU，andreachedatopat24h,thendecreasedsligiltlyat48h､AndafterTSAtreatmentthe

progresswassloweddownslightly，

C0nclusi0ns：OurworkrevealedtheexpressionofHDAC1wasfewduringtrachealstemcellpro-

liferationandincreasedobviouslywhendifferentiationoccurs，andthedifferentiationprogresscan

beslowdownafterTSAtreatment・ＷｅｃｏｎｃｌｕｄｅｔｈａｔＨＤＡＣ１ｆｉｍｃｔｉｏｎａｓａmolecularswitchoftra‐

chealepithelialstemcellsduringregenerajtionafterinjury．

５－ＦＵｉｎ伽cestheexpressiⅢ⑪ftmnscripti0ml伽ｃｔｏｒＯＣＴ３/弓andincreasestheⅢmber0f

sidepopulati0ncellsinlⅢgadenocarcimmaSPC-A1
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Ohjective:ToobserveexpressionofOCT4andSOX2oftranscriptionfactorandthepercentageof

sidepopulation（SP）cellswhenlungadenocarcinomaSPC-Alexposedto5-FU､PropertiesofSP

cellswereevaluatedbytheirinvasionpotentialandtumorigenicpotentiaL

Methods：ProliferationinhibitionwasdetectedbyMTTassay，acordingtowhichlC50wascacu-

lated・ExpressionlevelsofstemcellmarkerswereexaminedbyimmunofluorescenceandWestern‐

Blotaftertreatmentof5FUfbrOh24ｈ４８ｈａｔｌＣ５０・Additionally，ＳＰｃｅｌｌｓｗｅｒｅｓｏｒｔｅｄｕｓｉｎｇＦＡＣＳ・

PropertiesofSPcellswereevaluatedbytranswell,colony-fiOrmingeXperimentandtumorfbrmation

inananimalmodel，

Results：５－FUcangreatlyinhibatetheproliferationofSPC-A1，ｔｈｅｌＣ５０ｏｆＷｈｉｃｈｗａｓｌＯＯＵＭ・

Theexposureto5FUcanstimulatetheexpressionofstemcellmalkersandincreasethepercentage

ofSPcells､SPcellshaveagreaterinvasivepotentialandagreaterabilitytofbmtumorinvivo・

Conclusion：SPcellsexistinlⅢnanlungadenecarcinomacelllinesandthepercentagecouldin‐

cresseafterthetreatmentof5-FＵ・

Keyw0rds:Lungcancercells5-FUCancerstemcellOCT4SidepoPulationcells

BonemarrowDerivedMesenchymalStemCellsPr0motetheExpressiⅢofCdMinPancreat‐

icIsletsinVitrO
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DepartmentofDevelopmentalBioloｇｙ，BasicMedicalCollege，ChinaMedicalUniversity，
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lntr0伽Cti0n：Wehadreportedthattransplantingratbonemarrowmesenchymalstemce11ｓ

(MSCs）canmitigatethediabeticsyndromesandreducethehighbloodglucose・Themechanism
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stillneedstobeelucidated・Cdk4geneisthoughttoregulatetheregenerationandproliferationof

pancreaticisletBcells,SowhetherMSCspromotetheregenerationofisletthrougilthepathwayof

Cdk4needtobeelucided・

WecoculturedthepancreaticisletsorinsulinsecretingcelllinelNSｌｗｉｔhMSCsinvitroand

observedtheinfluenceoftheMSCstotheexpressionofCdk4inthepancreaticisletsandlＮＳ１､The

aimofourstudyistoexplorethepotentialmechanismofMSCstopromotetheregenerationofthe

isletsBcellsinvitro・

Ｍｅｔｈ０ｄ：1．IsolationofratpancreaticisletsａｎｄＭＳＣｓｉｎｖｉｔｒｏ､２．Ｃocultureofpancreaticisletsor

lNＳ１ｗｉｔｈＭＳＣｓｉｎｓｅｐａｒａｔｅｒｏｏｍｏｆｏｎｅｔranswel1.3.Detectoftheexpressionofcellproliferation

geneCdMinratpancreaticisletsandlNSlbyreal-timePCR、

Results：TheCdk4geneofpancreaticisletsandlNSlwashighexpressedby２．２８１ａｎｄ1.869fblds

respectivelyaftercoculturingpancreaticisletsorlNSlwithMSCsfbr5days・

C0nclusion：Thebone-malTowderivedmesenchymalstemcellspromotetheregenerationofthe

pancreaticisletviathepathwayofCdk4

Keywords：Bonemarrowmesenchymalstemcells，pancreaticislets，Cdk4．
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[Abstmct]objective:Toinvestigatetheexpressionofmatrixmetallo-proteinase-2(ＭＭＰ-2）and

vascularendothelialgrowtMlCtor（ＶEGF)inpleuraleffUsionandsputumcytologicalspecimenof

thepatientswithlungadenocarcinomaandtheroleduringinvasionandmetastasisofthelungcan‐

ｃｅｒ･

Methods：TheexpressionsofMMP-2andVEGFin264casesofparaffinecytologicalspecimen

whichcomefrompleuraleffUsionandsputumweredetectedbyimmuncytochemistrymethod・

Result：ThepositiverateofMMP-2was71.7％inadenocarcinomacellsofpleuraleffUsion、16.7％

inatypicalhyperplasiacellsand39.1％inadenocarcinomacellsofsputum；itshowednoeXpression

inhypemlasticepithelialcellsfiombenignpleuraleffUsiｏｎＴｈｅｐｏｓｉｔｉｖｅｒａｔｅｏｆＭＭＰ－２ｉｎｔｕｍｏr

cellsofmalignantpleuraleffUsionwassignificantlyhigherthanthatinatypicalhypelplasticcellsor

hyperplasticepitllelialcellsofthepleuraleffUsionandadenocarcinomacellinsputum(P<0.05).The

incidenceofVEGFexpressionwaｓ89.1％inpleuraleffilsionadenocarcinomacells、33.3％inatyp-

icalhyperplasiacellscomparedto47.8％inadenocarcinomacellofsputum；itshowednoexpres-

sioninhyperplasticepithelialcellsofbenignpleuraleffilsionThepositiverateｏｆＶＥＧＦｉｎｔｕｍｏｒ

ｃｅllofmalignantpleuralefnsionwassignificantlyhigherthanthatinatypicalhyperplasticcells、

hypeIplasticepithelialcellsofthepleuraleffUsionandtumorcellinsputum(P<0.05).Moreover,the

positiveratebetweenMMP-2andVEGFhadpositivecorrelation(r=0.867,p=0.049)．

Conclusi0n：ThehigheXpressionsofMMP-2andVEGFintumorcellsfiompleuraleffUsionofthe

patientswithlungcancermayhaverelationshipwithtumorsinvasionandmetastasisMoreover，the

unityofMMP-2andVEGFimnunecytochemistryishelpfUlfbrpathologicaldiagnosisofadeno‐

carcinmacellsoflungcancer・

Keywords：ＭＭＰ－２；ＶＥＧＦ；Lungadenocarcinomacell
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女'性盆腔Ewing/PNET帥癌一例及文献夏刃

深洲市尤嵩中心医院病理科朱正

本文嫁合成用免疫姐鋲化学染色和分子生物学栓測砺珍了一例３３歩女性患者右側盆腔

原始外周神錘外旺戻痛/尤文氏肉痛（Ewingsarcom/primitiveneuroectodermaltumourEwing

/PNET)｡Ewing/PNET是指包括骨和軟姐銀Ewing肉痛､Askin痛和外周原始神錘外旺痛在内

的一姐帥癌。現i人力起源干神姪内旺居。作者結合文献探吋了Ewing/PNET与腹腔内促好雄

増生性小図形2田胞肘痛(IADSRCT)､神姪母細胞痛旺胎性横蚊肌肉痛､悪性淋巴癌､小2田胞未

分化癌､悪性外旺居同叶痛以及可能没生轄移此赴的卵巣小と田胞H中痛:卵巣肺型小畑胞癌,分

力面型:高街型和肺型,卵巣高祷型小2田胞癌相盤別。

Dishevelled-1ⅢdDishevelled-3AffectCelllnⅧsionMainlyThrOughCⅢonicalandNon‐

canⅢicalWntPathway，Respectively，ａｎｄＡｓｓ０ｃｉａｔｅＷｉｔｈＰ００ｒＰｒ⑪gmsisinNonsmallCell

LⅢ窪Cancer

YueZhao,Zhi-QiangYang,YanWang,YuanMiao,YangLiu，ShUln-DongDai,YangHan,and

En-HuaWang

DepartmentofPatholo剛，FirstAffiliatedHospitalandCollegeofBasicMedicalSciences，China

MedicalUniversity，Shenyang，China

Abstmct：Dishevelled（Dvl）familyproteinsareoverexpressedinnonsmallcelllungcancer

(ＮSCLC)，butthecorrelationbetweenDvloverexpressionandpatientprognosisisnotclear､The

underlyingmechanismsofDvl-1andDvl-3promotinglungcancercellinvasionreqUirefUrtherre‐

search・WeusedimmunohistochemistrytoassessthepresenceofDvl-1，Dvl-3，b-catenin，and

pl20ctn，andcompareｄtheirexpressiontotheprognosisinlO2specimensfromNSCLCpatients・

WealsoexaminedtheeffectofDvl-landDvl-3onTcfdependenttranscriptionalactivity，aswell

asontlleinvasivenessi、A549andLTEP-a-21ungcancercells・TheresultsshowedthatDvl-1cor-

relatedtotheabnomlalexpressionofb-catenin，whileDvl-3correlatedtopl20ctn・BothDvl-land

Dvl-3wererelatedtothepoorprognosisofpatient･Dvl-1overexpressionenhancedtheTcfdepen‐

denttranscriptionalactivityandb-cateninexpressionsignificantly・However，Dvl-3hadlittleeffect

ontheTcfLdependenttranscriptionalactivityandb-cateninexpression，whichwasaccompaniedby

p38andJNKphosphorylationFurthermore，theinvasivenessofDvl-3-enhancedcellswasinhibited

byp38andJNKinhibitors､ExogenousexpressionofbothDvl-landDvl-3increasedthepl20ctn

proteinexpression，whileonlyDvl－３upregulatedpl20ctnmRNA・Weconcludethatbothprotein

andmRNAofDvl-landDvl-3areoverexpressedinNSCLCinamannerrelatedtopoorprognosis・

Dvl-1mayaffectthebiologicalbehavioroflungcancercellsmainlythroughb-catenin（canonical

Wntpathway),whileDvl-3mainlythroughp38andJNKpathway(nOncanonicalWntpathway)．

ＫｅｙｗＯｒｄｓ：dishevelled；b-catenin；Wnt；pl20ctn；ｌｕｎｇcancer
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