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Genemllnformati⑪ｎ㎡ｔｈｅ

]FifthIntemati⑪ｍｌＳｙｍｐ⑪siⅢ1⑪ｆＭ⑪lecularPath⑪l⑪gｙ

Ｄate:２００７．７．３１－８．２

Venue:ThesymposiumwillbeheldinthemeetingroomofKagoshimaUniversity・

Language:TheofficiallanguageofthesymposiumisEnglish・

Wear:InformaL

RegistrationMostoftheparticipantsarepre-registered・Peoplewhowanttoattendthesymposiummust（

tacttheJapanesesidePresidentofthesymposium・

Presentationinthescientificprogram：

SpeciaIlecture:Thepresentermustfinishtheoralpresentationwithin25minandleftaｔｌｅａｓｔ５ｍｉｎｆＯｒｄｉｓ
ｓ１０ｎ･

Lecture:Thepresentermustfinishtheoralpresentationwithinl2minandleftaｔｌｅａｓｔ３ｍｉｎｆordiscussion．

ｃｏｎ－

minfOrdiscus-

Ｍａｐ：



Greetings：

TheFifthlntemati⑪ｍｌＳｙｍｐ⑪sium⑪ｆＭ⑪lecularPath⑪l⑪gｙ
2007.７．３１－８．２，Kag⑪shima,Japan

’０

GreetingfromKagoshima：

LadiesandGentlemen；

IamsmcerelygratefulthattheFifthlnternationalSymposiumofMolecularPathologywillbeheldin

KagoshimathroughthelongeffortsofDr・Sato,Eiichi,ProfessorEmeritusofKagoshimaUniversity,Ｄｒ・Hasui，
Kazuhisa,SeniorAssistantProfessorofourgraduateschoolofMedicalandDentalSciencesandDrJiaXinshan，

ProfessorofChinaMedicalUniversity・

IhaveheardthatthelnternationalSymposiumofMolecularPathologyhasbeenheldcontinuouslysince

l998especiallyoninlandChinawiththegoalofpromotingyoungChineseresearchers，participationasakindof

grass-rootacademicexchangeactivitybetweenChinaandJapan・Basedonthecommitteemembers，efforts
bothinChinaandJapanincludingotherregularparticipantsfromtheDonHuangAssociationinKagoshima,itis

verysignificantthatweareablｅｔｏｈｏｌｄｔｈｉｓｍｅｍｏｒａｂｌｅｓymposiuminKagoshima・

SinceChinaMedicalUniversityandKagoshimaUniversityconcludedacooperativerelationshipinl993,we

havepursuedvariousexchangeactivities・Iamconvincedthatthissymposiumisoneofthemostoutstandingac‐
tivitiesthatwehaveorganizedsofarbetweenbothouruniversities・

Itismysmcerehopethatthissymposiumwillleadtotheestablishmentofaviablenetworkofresearchersin

MainlandChinaandKagoshimanotonlyinthefieldofMolecularPathologybutalsoothervariousimportant

fields・ThiswillenablethedevelopmentofnewjointresearchandprOjectsbetweenChineseinstitutionsand

KagoshimaUniversity・

Finally,Ｉａｍｃｅｒｔａｉｎｔｈａｔｔｈｅｒｅｓｕｌｔｓｏｆｔｈｉｓmemorablesymposiumfromtheup-to-dateresearchpresen‐

tat1onsandactivediscussionthatwilltakeplacewillbefruitfulandaboveallbeneficialtothemedicalworld・

IlookforwardtoseeingyouinKagoshima,soon．

Y0shida,Hir0ki,Ｍ､，｡，ＰｈＤ・

President⑪fKagoshimaUniversity

２００７．０７．３１



LadiesandGentlemen：

Firstofall,onbehalfofChinaMedicalUniversiｔｙａｎｄｉｎｍｙｏｗｎｎａｍｅ,Iwishtoextendmywarmcongrat‐

ulationstoyoufbrtheopeningoftheFifthlnternationalSymposiumofMolecularPathologyheldinthebeautiful

KagoshimaUniversity・TheFirstlnternationalSymposiumofMolecularPathologywasｈｅｌｄｉｎｌ９９８・Duringthe

pastnineyears,ISMPplayedagreatroleincommunicationbetweenJapanandChina,notonlyintheacademic

fieldbutalsoinculturalareas,IthasalsostrengthenedfriendshipandcooperationbetweenJapanandChina・I

thinkalltheseachievementscouldnothavehappenedwithｏｕｔｔｈｅｈａｒｄｗｏｒｋｏｆｔｈｅｓｐｏｎｓｏｒａｎｄｇreatsupport

fromtheparticipants・Today,KagoshimaUniversityisopeningarｍｓｔｏｗｅｌｃｏｍｅｕｓｗｉｔｈｈｅｒｂｅａｕｔｙａｎｄｈospital‐

ity.Ｉbelievethatwiththeirkindsuportthissymposiumwillbesusscessful・

KagoshimaUniversityisasisteruniveristyofChinaMedicalUniversity・Overtheyears,thetwoun1vers1t1es

havehadconstantcooperationandexchangeinscientificresearchandteaching・Iwanttotakethisopportumtyto

expressmysincerehopethatthefriendlyrelationshipbetweenthetwouniversitieswillbecomeevenstronger・

InSeptember,therewillbeapathologyseminarbetweenJapanandChinaheldinChinaMedicalUniversi‐

ty･IamlookingfbrwardtoseeingyouinShenyang・

Finally,letmewishtheFifthlnternationalSymposiumofMolecularPatholo質ｖｉｎＫａ頁oshimaacomDleteofMolecularPathologyinKagoshimａａｃｏｍｐｌｅｔｅ

ｓｕｃｃｅｓｓ．

Thankyou．

H0noraryChairmanofthe5thInternationalSymposium0fMolecularPathology

President⑪fChinaMedicalUniversity

WanjinDaｉ

２００７．０７．３１



LadiesandGentelmen：

ItispregnantwithmeaningtoheldthefifthlntemationalSymposiumofMolecularPathologyinKagoshi-

ma,Japan・

AccordingtothewillofthelateofProf・KeiichiWatanabetocommunicateinthefieldofPathologybetween

JapanandChinaandundertheunderstandingofemeritusProf・EiichiSato,Prof､HiroshiNaguraandProf・Kouki
lnai（theJapan-sidePresidents）andthemembersofJapaneseandChineseScientificCommitteesaboutthe
communication,Prof､XinshanJia（China-sidePresident）ａｎｄｌ（DrKazuhisaHasui,Japan-sideSecretary）

havebeenpromotingtoheldtheprevioussymposiumsinthelandlockedareaofChina（Dunghuag,Chengdu，

KunmingandUrmuqiinordertoactivatethecommunicationbetweenJapanandChinainthefieldofpathology
andintheartsofthehistorybetweenJapanandChina､Thefirstsymposiumwasthefirstscientificmeetinghold

inDunghuang・Besidesattheoralpresentations,ａｒｏｕｎｄｔｈｅｐosterpresentationsetuponthefloorofthehotel
restaurantactiveparticipantsheartheexplanationattentivelyanddiscussedwithpresenterswitheagerness・In

thethirdsymposiuminKunming,graduateschoolstudentsofProf,XinshanJiamadetheposterpresentations，

theJapaneseactiveparticipantswereeagertofindoutthetalentinPathologyinthem,ａｎｄthesymposium

awardedtheprizeoftheyoungChineseresearchertothem,Inthefourthsymposiumwereceivedafinancialsup‐

portinapartfromKagoshimaUniversity(PresidentYukihiroNagata),awardedtheprizefromKagoshimaUni‐

versityPresidenttothesignificantlyactiveparticipantsandheldthepost-congressmeetingofJapanesepartici‐

pantstodeterminetoholdthefifthsymposiuminKagoshima,Japan・

Ｏｎｔｈｅｏｔｈｅｒｈａｎｄ，sympatheticfriendsinKagoshimaassociatedthesesymposiums，organizedagroup

“TonKouKai'，inKagoshima（President:emeritusProf・EiichiSato,Adviser:Ｍｒ・UmashiHidaka,SecretaryGen‐

eral:DirectorDr､YoshitakaNozoe),andpromotedthefriendshipbetweenJapanandChinatoawardedtheprize

fromtheTonKouKai'，tothesignificantlyactiveChineseparticipants・

AsforthisfifthsymposiuminKagOshima,thesymposiumisbackedupbytheJapaneseSocietyofPathology

（PresidentYoshiyukiOsamura）andKagoshimaUniversity（PresidentHirokiYoshida).Andthislnternational

SymposiumofMolecularPathologyitselfisqualifiedasthemeetingofthelifelongeducationforthespecialistsfor

thepathology・Aboveall,theattendanceofsomanyChinesepathologistsandfriendstothissymposiumholdin

Kagoshima,Japan,isthehistoricaleventinthecommunicationbetweenJapanandChina・Ibelievethatitissure

thatthissymposiumwillopenthenewfriendlyrelationshipbetweenJapanandChinainthefieldsofpathology，

medicineandthearts・

Japan-sidePresidentofthefifthlntemationalSymp⑪siumofMolecularPath010gy
Dr･KazuhisaHasui

AssistantPr0fess0r･

Ｄｉｖ.⑪ｆＰｅＩ君istent＆OncogenicViruses

KagoshimaUniversityGraduateScho0lofMedicalandDentalSciences
２００７．０７．３１
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2007.7.31

10:OOOpening

Chairman:XinshanJia(寅心善）

KazuhisaHasui(蓮井和久）

１０:O0Greeting

HarukiYoshida（吉田浩己）

WanjinDai（戴万津）

ScientifiCPmgmm

ChinaMedicalUniversity

KagoshimaUniversity

PresidentofKagoshimaUniversity

PresidentofChinaMedicalUniversity

１０:１０ＣＵＬＴＵＲＡＬＬＥＣＴＵＲＥＣｈａｉｒｍａｎ:EiichiSato

YoshitakaNozoe（野添良隆）

Chuu-OuBuildingNozoeDentalClinic,TonKouKai

ALegendoftheComingofJofukuinJapan.(徐福降||缶日本）

１０:４０Photographyofthesymposium

１１:ＯＯＳＰＥＣＩＡＬＬＥＣＴＵＲＥ１Chairman:Koukilnai

YifuGuan（美一夫）

ChinaMedicalUniversity

UltrasensitiveNucleicAcidDetectionwithNano-StructuredBiosensorandPossibleApplicationstoSNPDetec-

tion．

１１:３０ＳＰＥＣＡＩＬＬＥＣＴＵＲＥ２

Ｋｏｕｋｉｌｎａｉ（井内康緯）

HiroshimaUniveresity

SeminaronPathologicalDiagnosisofMesothelioma．

１２:O0Luncheon

Chairman:ＹｉｆｕＧｕａｎ

１３:３０ＳＰＥＣＩＡＬＬＥＣＴＵＲＥ３Chairman:XiaoyiMi

YutakaTsutsumi（堤寛）

FUjitaHealthUniversitySchoolofMedicine

ApplicationofHisto-andCytochemicalTechniquestoPathologicalDiagnosisoflnfectiousDiseases．

１４:Ｏ０ＬＥＣＴＵＲＥ１ Ｃｈａｉｒｍａｎ:NaguraH

DaorongZhang（張道束）

ChinaMedicalUniversity

ExpressionofTSG101AnditsCorrelationwitｈＭＤＭ２１ｎＳｑｕａｍｏｕｓＣｅｌｌＣａｒｃｉｎｏｍａＡｎdDeocarcinomaOf

Lung

１４:１５ＬＥＣＴＵＲＥ２

ＮａｇｕｒａＨ（名合宏）

SendaiShakaihokenHospital

Chairman:DaorngZhang



TheEvaluationofaDiagnosisofProstaticAdenocarcinomainNeedleBiopsySpecimensbylmmunohistoche‐
●

mlstry

１４:３０ＬＥＣＴＵＲＥ３Chairman:AkishiOoi

XiaoyiMi（米小秩）

ChinaMedicalUniversity

ExpressiｏｎｏｆＴＲＡＦ１ａｎｄＴＲＡＦＺａｎｄＴｈｅｉｒｌｎｔｅｒactionintheDifferentMetastasisBreastCancerCellLines．

14:４５ＬＥＣＴＵＲＥ４Chairman:YUjieZhao

AkishiOoi（大井章史）

KanazawaUniversity

Non-incidentalCo-amplificationofMycandERBB2,ａｎｄＭｙｃａｎｄＥＧＦＲ,inGastricAdenocarcinomas．

１５:O０ＬＥＣＴＵＲＥ５Chairman:KazuhisaHasui

GuangpingWu（臭r~平）

ChinaMedicalUniversity

TheClinicalApplicationofLiquid-basedCytologicalTesttotheScreeningofSputumCytologyfortheDiagno‐

sisofLungCancers．

１５:１５ＬＥＣＴＵＲＥ６Chairman:HuailiangWang

MotohiroTakeya（竹屋元裕）

KumamotoUniversity

ClassAMacrophageScavengerReceptor（ＣＤ204）AttenuatestheRiskofCardiacRuptureAfterExperimental
Myocardiallnfarction．

１５:３０ＬＥＣＴＵＲＥ７Chairman:EiichiSato

MingchuanLi（李唱川）

ChinaMedicalUniversity

lmPactofXRCC1PolymorphismsArg399GlnandＡｒｇｌ９４ＴｒｐｏｎＲｉｓｋｏｆＬｕｎｇＣａｎｃｅｒｉｎＮｏｎ－ｓｍｏｋｉｎｇＷｏｍ－
ｅｎ．

１５:４５ＬＥＣＴＵＲＥ８Chairman:BaosenZhou

KazuhisaHasui（蓮井和久）

KagoshimaUniversity

ANasalNK/T-cellLymphomaintheNortheastRegionofChina．

１６:ＯＯＬＥＣＴＵＲＥ９Chairman:MotohiroTakeya

YUjieZhao(超雨蒸）

ChinaMedicalUniversity

ToStudylmmunophenotypingofAcuteLeukemiabyaCellMicroarray．

１６:１５ＬＥＣＴＵＲＥ１０Chairman:YifuGuan

MasashiTanaka（田中将志）

KagoshimaUniversity

TheZ391g:aSpecificMarkerofSynovialACellsinRASynovium．



１６:３０ＬＥＣＴＵＲＥＵＣｈａｉｒｍａｎ:IzumoS

JiaWang（王嘉）

KagoshimaUniversity

AnlmmunohistochemicalAnalysisofProliferation,ApoptosisandStemCellPhenotypeExpressioninHuman

TesticularSpermatogenesis．

１６:４５ＬＥＣＴＵＲＥ１２Chairman:YutakaTsutsumi

HuailiangWang（王杯良）

ChinaMedicalUniversity

PulmonaryHypertensionMechanismRelevanceto5-Hydroxytraptamine,ReceptorsandTransporters

17:OＯＬＥＣＴＵＲＥ１３Chairman:YUjieZhao

lzumoS（出云周二）

KagoshimaUniversity

HIVEncephalitisandDiffuseMicroglialActivationOccurlndependentlyintheBraｉｎｏｆＨＩＶ－１１ｎｆｅｃｔｅｄＰａ‐
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ALegend0ftheC0ming0fJ0fUku（徐福）ｉｎJapan

YoshitakaNozoe（野添良隆）

DirectorDoctor,Chuu-OuBuildingNozoeDentalClinic

Secretary-general,TonKouKai（敦煙会）

１

ltiselucidatedbymeansoftheanalysisofmitochondrialDNAthatJapaneseareofmixedancientAsian

people(1).ThefamilyoftheJapaneseEmperorhasbeingsaidbythemselvestohaveancestorwhocametoJapan

throughtheKoreanPeninsula,whereasthemostancientJapanesehistorybooksKOjiki（古事記）andNihon
Shoki（日本書紀）wrotealegendoftheEmperorbeingdescendantofthegods､Inordertounderstandthecon‐

tradictionbetweenthesetwoaccounts,weshoulddiscussthelegendsofJofuku（徐福）andthedynastyofthe

godsinJapan・

Inaround210BC,accordingtotheorderofthefirstemperorinChina（秦始皇帝）togettheelixiroflife，

JofukuhavingmagicandmedicalknowledgecametoJapanwithabout3000youngChinese・Therewerefollow‐

ingeventssuggestinghisarrivalinJapanAsgeneralaspectsbetweenChinaandJapan,１）AccordingtotheChi‐

neseOldestmedicalbook(黄帝内径）recoveredfromthebumingoftheChineseclassicsandtheburningofCon‐

fucianscholarsaliveinChina（213BC),theorientalmedicinethatwasalmostthesameasthemodernonehad

beenalreadyestablished・ItwasthoughtthatthisorientalmedicinewasintroducedinancientJapan・Jofukuwith

magicandmedicalknowledgeprobablylookedtobeasagodtoJapaneseatthattime､２）Theshell-money

(Crowrie（宝貝､子安貝)gottenonlyinthenearseaofJapan,Okinawa）wasusedintheancientChinamore

than3000yearsago,suggestingthetradingbetweenancientChinaandJapan・Ontheabovehistoricalback‐

ground,3）thesettlementofJofukuinJapanwasmemorizedinthelegendsintheallregionsofJapan.4）Chinese

ancientcoins（半両銭）from350BCintheperiodofShinwereexcavatedintheallregionofJapan,suggesting

thelargenessofthesettlementofJofuku､５）TheskeletalstructureofJapanesechangedsuddenlybetweenthe

Jomon（縄文）periodandtheYayoi（弥生）period・Thebackgroundofagriculturalera,onlytheenvironmental

changecouldnotexplainthisskeletalstructuralchangeofJapaneseatthattime・Thelargescaleofhissettlement

mightexplainitsincethepopulationofJapaneseatthattimewasestimatedas50thousandsto300thousands・

ＴｈereweremysteriesinthedescriptionofthemostancientJapanesehistorybooksKQjikiandNihonShoki・

a)WhydidthedescendantofthegodsfallinthebarbarousHyuga（日向）regionintheKyushuisland（九州）
ratherthantheYamato（大和）regionnearthefirstancientYamatoimperialcourt（大和朝廷）intheHonshu

island（本州）？ItiscuriousforthefirstancientYamatoimperialcourtnottohavepayedtheirrespectstothE

Hyugaregion.ｂ）ThedescendantofthegodsandanancestorofJapaneseemperors,Niniginomikoto（ニニギノ

ミコト）,marriedtoKonohanasakuyahime（コノハナサクヤヒメ）,aprincessofancientKumasopeople（熊襲

族）intheHyugaregion､WhenancestorsofJapaneseemperorshavebeendefinedasgods,theirbloodmightbe

mixed.c）SinceitisclearthatahumancannotfallfromtheheaventoapeakofmountTakachiho,whydidthey

writethefirststepofthedescendantofthegodsinsouthKyushuregion？ｄ）Theplaces,whereNiniginomikoto

landedfromtheseaafterhiscomingfromtheheaven,wererecordedasKasasa（笠沙),Osaki（大崎),Utinoura

(内之浦),Saito(西都）andMiyazaki(宮崎).TheseplaceslocatedinthesouthKyushuregion､Thepronouncia‐

tion“Ama”oftheheaven（天）mightbethatofsea(海.e）ThemisteryaboutthelonglifeoftheJapanesean‐

cientEmperors:ThequestionwhentheJapanesefirstemperorJinnmu（神武天皇）ascendedthethroneisanon

-senseoneintheperiodwhenacalendarcouldnotbebelieved・Ｏｎｔｈｅｏｔｈｅｒｈａｎｄ,itisunbelievablethatllof

l6emperorsaftertheJapanesefirstemperorJinnmuspentalonglifebeyondlOOyears・

TakentogetherthelegendsofJofuku，scomingandthemysteriesinthedescriptionofthemostancient

Japanesehistorybooks,KQjikiandNihonShoki,itseemspossibletosetupaboldhypothesisthattheJapanese
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firstEmperorJinnmumightbeJofuku・Onthisboldhypothesis,Japanwouldbefoundedabout210BCrather

than660BCandthemysteriesinthedescriptionofthemostancientJapanesehistorybooks,KQjikiandNihon
Shoki,mightbesolved､However,thereremainsaproblemthatJofukuintheJapaneselegendsmeansoftenpeople
fromthefbreigncountr,esoverthesearatherthantheJofukumentionedabove

l）AnoriginofJapanese・intheDVDbook,ＮＨＫSpecial“Ahumanbody,3rd・Amiraclespace",NHKEnter‐
prise､2003/10/24,inJapanese

2）YoshitakaNozoe・Jofuku，scoming,Kizuna“畔”ＶＯＬ４ｐｐ､51-110,200５

UltrasensitiveNucleicAcidDetecti0nwithNano-structuredBiosens⑪randP0ssibleApplicationstoSNPDe-
tection

YingYuan,LianchengSun,TianbiaoZhang,XianyuPiao,YifuGuan

DepartmentofBiochemistryandMolecularBiology,ChinaMedicalUniversity,Shenyang,110001,Ｐ.Ｒ・China

TheaccomplishmentofHumanGenomePrQjecthasstimulatedourinterestinidentifyingdiseasesbasedon

thegeneticinfOrmationevenbeforeｔｈｅａｂｎｏｒｍａｌｓｙｍｐｔｏｍｓｃａｎｂｅnoticed､Consequently,detectionofparticular

genemutation,copynumbervariation,andsingle-nucleotidepolymorphismbecomesextremelyimportantfordi‐

agnosisandtreatmentofthegene-relateddiseases・Therefore，ｔｈｅｒｅｉｓａｇｒｅａｔｄｅｓｉｒｅｆｏｒsensitive,accurate，

rapid,cost-effective,anduser-friendlyapproachesforgeneanalysisanddetection・

Recently,wehavedevelopedanapproachtofabricatenano-structuredbiosensorfornucleicaciddetection・

Polyaniline（ＰＡＮI）nanotubearraywassynthesizedonagraphiteelectrodeusingthetemplate-assisted

method・SinglestrandedoligonucleotideswerethencovalentlyimmobilizedonthePANInanotubearray・Hy-

bridizationwasaccomplishedbyimmersingthiselectrodeinsolutionscontainingperfect-matchtargetsandmis-

matcholigonucleotides・Theperformanceofthisbiosensorwasevaluatedwithdifferentialpulsemeasurementand

daunorubicin（DNR）astheindicator､ExperimentalresultsshowedthatthePANInanotubeelectrodeimproves
thedetectionsensitivitysignificantlytothelevelaslowas９．０－１６mol/LThisPANIbiosensoralsodemon‐

stratedagreatabilitytoidentifydifferentnucleotidefragmentswithevensingle-mismatch.Theachievedtech‐

nicaladvantageswererationalizeｄｉｎｔｅｒｍｓｏｆｔｈｅｆａｃｔｔｈａｔｔｈｅｎａｎｏｔｕbearraystructureprovidesalargesurface

areaforsinglestrandedoligonucleotideimmobilizationandawell-alignedstructureforfasthybridizationkinet-
１Ｃｓ・

Fbrpoint-of-detectionpurpose,wecontinuedathoroughinvestigationtodeterminethepararneterswhich

affectthedetectionaccuracy､Acompletesetofoligonucleotideswithsingle-mismatch,double-mismatch,in‐

sertion,deletionwasdesignedtoexaminetheireffectsonthethermalstabilityofthesehybrids・Experimentalre‐

sultsdemonstratedthesignificanteffectsofhybridizationvariationsonthedetectionspecificity,andtheeffects

wereinterpretedonthebasisofhybridizationstructures・CurrentinvestigationsprovidevaluableinfOrmationon

theoligonucleotideprobedesignandhybridizationconditionselectionaswellastheguidelinesonthequalitycon‐
trolofmicroarray．

Seminar0nPath⑪logicalDiagnosis0fMesotheli0ma

Koukilnai

HiroshimaUniveresity

１.Purpose:TheoccurrenceofmesotheliomahasbeenincreasinginJapan・InthefOrmertime,mesotheliomawas
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anoccupationalcancerrelatedtoasbestosexposure,howeverrecentlyitoccursinthepersonwithnooccupational
history・Thehugeuseofasbestosinl960,stol990'sinJapanissupposedtobecauseoftheincreaseofmesothe‐
lioma・InChina,ｔｈｅａｍｏｕｎｔｏｆｕｓｅｏｆａｓｂｅｓｔｏｓｈａｓｋｅｐttobehigh-leveluntilｎｏｗ,thereforeinthenearfuture
theincidenceofmesotheliomawillincreaseaswellasinJapan・

Thepathologicaldiagnosisofmesotheliomaisdifficultbecauseofitsrarityandhistologicalvariation.Howev‐
er,recentprogressofimmunohistochemicalstainingscanleadtoaccuratediagnosis､Inthisseminar,theclassical
andrarecasesofmesotheliomawillbepresentedandthewayofaccuratepathologicaldiagnosiswillbeintro‐

duced、

２.Contents:Photographpresentationanddiscussion

l)Epithelioidmesotheliomaofpleuravsadenocarcinomaoflung

2)Epithelioidmesotheliomavsreactivemesothelialcellhyperplasiaofpleura

3)Epithelioidmesotheliomaofperitoneumvsserouspapillarycarcinomaofovary

4)Sarcomatoidmesotheliomaofpleuravssarcomatoidcarcinomaoflung

5)Desmoplasticmesotheliomaofpleuravsfibrouspleuritis

6)Biphasicmesotheliomaofpleuravssynovialsarcomaofpleura

Application0fHisto-andCyt0chemicalTechniquestoPathologicalDia夢10sis0flnfecti0usDiseases

YutakaTsutsumi

DepartmentofPathology,FUjitaHealthUniversitySchoolofMedicine,Toyoake,Japan、
Ｅ－ｍａｉｌ:tsutsumi＠fUjita-hu・ac､jp,ＨＰ:http://info､fUjita-hu・ac・jp/pathologyl／

Ｉｔｉｓｏｆｎｏｄｏｕｂｔｔｈａｔｔｈｅｄｅｔｅｃｔｉｏｎｏfinfectiousagentswithinthelesionisessentiallyimportantfbrthe

pathologicaldiagnosisofinfectiousdiseases・Immunohisto-andcytochemicalandnon-isotopicinsituhy-
bridizationdemonstrationofthepathogensisusefulenougMorthispurpose､Ｗｈｅｎｏneknowsthecross-reactiv-

ityandspecificityoftheantibodiesandprobes,aswellasthesensitivityandspecificityofthemethodstobeap‐
plied,theresultswillleadthepatientsdirectlytotheappropriatediagnosisandtreatment・

Inthepresentreviewlecture,variegatedapplicationsofthehisto-andcytochemicaltechniquestothediag‐
nosisofinfectiousdiseasesinsurgicalpathologyandclinicalcytologyarepresented・Fivetechnicalandpractical

aspectsaredescribed,includingＡ）representativeimmunostainingwithcommerciallyavailableantibodies,Ｂ）use
ofdilutedpatients，seraastheprimaryantibody,Ｃ）comparisonofimmunostainingwithnon-isotopicinsitu

hybridization,Ｄ）useofcytologyspecimensforcytochemicaldemonstrationofpathogens,andＥ）ultrastructural
demonstrationofpathogensinroutinematerial・Representativeinfectiouscasesiｎｗhichhisto-andcytochemical
techniquesconsiderablycontributedtosettlingthefinaldiagnosisarealsopresented．

Ａ）Useofcommerciallyavailableantibodies

l）Mycobacterialantigensaredemonstratedintuberculosis,non-tuberculousmycobacterialinfectionand
leprosybyusingaBCGantiserum,withmuchhighersensitivitythantheZiehl-Neelsen，sacid-fastmethod・It
isapplicabletoarchivalleprosytissuesfixedinformalinformorethan60years、

２）ChlamydialandbacterialepididymitisaredistinguishablebyimmunostainingforC､trachomatisandE、
coli・Thechlamydialantigenswereshowninpap-stainedcytologypreparationsafterbleachingthedyesinacid

alcohoLMalakoplakiasorxanthogranulomasintheurinarybladder,kidney,Colon,ovidUct,gallbladderandbile
ductwereposiｔｉｖｅｆｏｒｔｈｅＥ・coliantigens、

３）AntiserumtoTreponemapallidumisquitepowerfultomakeadefinitediagnosisofclinicallyunsuspected

syphiliticlesions．
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４）Distinctionofhyphae-fbrmingfungisuchasAspergillus,MucorandCandida,aswellasyeast-fbrm
fungisuchasCryptococcusandHistoplasma,isassistedbyimmunostainingwhenthespecificantibodiesareavail‐
able、

５）OtherexamplesincludeimmunostainingfbrHelicobacterpylori,humanｈｅrpesviruses,hepatitisviruses，
parvovirusB19,adenovirus,polyomaviruses,influenzaviruses,measlesvirus,Toxoplasma,Pneumocystisjiroveci
andsoon、

６）Somemonoclonalantibodiesrequireheatingtreatment(pressurepanheating)ofparaffinsectionspr'orto
immunostaining・Thetargetsincludeheatshockprotein（HSP)－６０ofbacterialorigin,penicillin-bindingpro‐
ｔｅｉｎ２，（PBP2,）expressedonMRSA,pneumolysininPneumococcus,hepatitisCviralantigen,rickettsialanti‐
gen,etc・ItshouldbenotifiedthatproteinAreactivityonStaphylococcusaureusandMRSAisretrievedbythe
heatingpretreatment,sothatnonspecificbindingofhumanIgGtoproteinAcanoccur．

７）Ingeneral,thesensitivityofdetectionismoreimportantthanthespecificity､ThereasonsfOrthisareas

fbllows・a）Basically,thehistologicpatternofhostreactionisthekeyaspectfbrsuspectingthecausativeagent.ｂ）
Determinationwhetherchlamydial,bacterial,mycobacterial,fungalorviralinfectionsshouldbeatentativegoalof
thereportofhistologicexamination．

Ｂ）Useofpatients，sera

Patients，ｓｅｒａａｔａｌ:Ｓ００ｔｏｌ：１，０００dilutionbecomeconvenientprobesforindirectimmunoperoxidaselo‐
calizationofpathogensinfOrmalin-fixed,paraffin-embeddedsections,particularlywhencellulartissuereaction

suchasabscessandgranulomaisevidenthistologically・Examplesincludestaphylococcalpyoderma,catscratch
lymphadenitis，cryptococcosis，sporotrichosis，malasseziasis，alternariosis，amebicdysentery，acanthoamebiasis，
cryptosporidiosis,isosporiasis,cutaneousandvisceralleishmaniasis,schistosomiasis,gnathostomiasis,liverascaria‐
ｓis,cysticercosis,etc・EndogenoushumanlgGinsectionsisscarcelydetectedbytheperoxidase-labeledsec-
ondaryantibody・Inordertoavoidthebiohazard,serafrompatientswithhepatiｔｉｓｏｒＡＩＤＳｍｕｓｔｎｏｔｂｅｕｓｅｄ．

Ｃ）Immunostainingvs､non-isotopicinsituhybridization

Bothmethodsarecomparableindetectinginfectionofcytomegalovirus（ＣＭＶ）inparaffinsections・Incon‐
trast,humanpapillomavirus（ＨＰＶ）andEpstein-Barrvirus（EBV),theoncogenicviralantigensarelesscom‐
monlydetectablethantheviralgenomesinuterinecervicallesionssuchascondylomaanddysplasia，ａｎｄｉｎ
Ｈｏｄｇｋｉｎ,ｓａｎｄｎｏｎ－ＨＯｄｇｋｉｎ，slymphomasandgastricornasopharyngealcarcinomas,respectively・Inreplica‐
tivecarriersofhepatitisBvirusiｎｗｈichHBVgenomeisdemonstrablebyinsituhybridization,HBsantigenis
mainlyexpressedontｈｅplasmamembraneofthehepatocytes,HBcantigeninthecytoplasmandHBeant1genm
thenucleus．

Ｄ）Useofcytologyspecimensfbrcytochemicaldemonstrationofpathogens

lnordertousecytologyspecimensfbrhistochemicalstudy,the“celltransfer，'techniquecanbeapplied･Ａｆ‐
terremovingthecoverslipofapap-stainedcytologypreparationinwarmxylene,mountingresinsuchasMount
-QuickorMalinoliscovered･Thesolidifiedresinmembraneisremovedinwarmwater,whenallthecellsare

transferredtotheresinside・Ｔｈｅｒｅsinmembraneistightlyplacedonanothersilane-coatedglassslide・Afterｅ‐
noughdrying,theresinisremovedinxylene・Iftheresinmembraneiscutintoseveralpieces,multiplecytology
specimensarereadyfOrcytochemistryandpartialpreservationofthepappreparation・HPVgenomecanbe
demonstratedonthepap-stainedsmearofcervicaldysplasiainsuchaway・Thistechniquecanbeappliedalsoto
paraffinsectionsandadhesivecellsculturedonplasticplates・OfnoteisthatGiemsa-stainedpreparationsarenot
suitablefOrthispurpose．

Ｅ）Ultrastructuralvisualizationofpathogensinroutinematerial

TheantigensofC･trachomatis,Ｅ・coli,ＣＭＶａｎｄＨＰＶｃａｎｂｅｓｅｅｎｄｉｒｅｃｔｌｙｉｎｐａraffinsectionsorpap-
stainedcytologypreparationsbyapplyingthetechniqueofpre-embeddingimmunoelectronmicroscopy・Ｔｈｉｓａｐ－
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proachisusefultoconfirmthepresenceofpathogenswithinthelesionｓａｎｄthespecificityoftheantibodies､Ｕｌ‐
trastructuralidentificationoftheHPVgenomeisdescribed：Inabiopsyspecimenofseveredysplasiaoftheuter-

mecervix,theHPV16genomeislocalizedonapartofthechromatinnetwork,whiletheviralantigencanbeseen

ontheviralparticlesinthenucleoplasminbiopsiedverrucavulgaris．

Casepresentations

Casel､４５year-oldmale（syphilis）

Thepatienttreatedfbrmalignantlymphomafouryearscomplainedofskinrash（papules）ｏｎtheneckand

facemeasuring8-10mm・Skinbiopsywasperformedundertheclinicaldiagnosisofskinrecurrence・Histologi‐
cally,markedlymphocyticandplasmacyticinfiltrationwasshowninthedermis・ImmunostainingforT,pallidum
revealednumerousspiralpathogensintheepidermis,confirmingthediagnosisofsecondarysyphilis､Serological
confirmationfolloweｄｉｎｔｈｉｓｃａｓｅ・Reachingtheexacthistopathologicaldiagnosisissolelydependentupon

whetherornotthepathologistcansuspectthepossibilityofsyphiｌｉｓｉｎＨ＆Epreparations・

Case245year-oldmale（CMVesophagitisinAIDS）

Hischiefcomplaintwasheartburn・Endoscopypointedouterosiveesophagitis,andthebiopsyspecimenre-

vealedchronicactiveinflammationwithsuspectednuclearinclusionsinendothelialcells・ＣＭＶａｎｔｉｇｅｎｗａｓｄｅ‐

tected､Thepathologist，sadvicepromptedtheserologicalconfirmationoftheHIVcarrierstate・

Case332year-oldmale（visceralleishmaniasis）

AfterworkinginlndiaforfOuryearsandtheninAustraliaforoneyear,thisbusinessmancomplainedof

highfever,headacheandmalaise､Hisgeneralconditionwasnotgoodbecauseofthrombocytopenia（DIC）and
liverdysfunction・Liverbiopsyrevealedmultifocalmicrogranulomas,histologicallysuggestingQfever,brucellosis
andmycobacterialinfection・Ｔｈｅｌ:５００dilutedpatient，sownserumshowedprotozoa-likeagentsinthecyto-

plasmofactivatedKupffercellsandepithelioidcells,andvisceralleishmaniasis（KalaAzar）wasthensuspected・
Serologicalconfirmationfolloweｄ・

Case4､６０year-oldmale（acanthoamebicmeningoencephalitis）

Thepatientsufferingfromalcoholiclivercirrhosismanifestedprogressivelefthemiparesis､CTscanrevealed
multifocallow-densityareasintherightcerebralhemisphere・Brainbiopsydemonstratedperivasculargliosisand
mononuclearcellaccumulationwithoutgiantcellformation・Macrophage-likecellsresemblingamebictropho‐

zoitesandcystswerescatteredaroundthevessel・Ｔｈｅpatient，sownserumwasstronglyreaCtivewiththesein‐

fectiousagents・ThemouseantiserumpanelagainsttheAcanthoamoebaspeciesimmunohistochemicallyconfirmed

theopportunisticinfeｃｔｉｏｎｂｙＡ・culbertsoni：AntiseraagainstA・polyphagaandA・castellaniwerenon-reac‐
tive・

Case5､１５year-oldboy（influenzaencephalopathy）

Ｔｈｉｓｆａｔｂｏｙｗｅｉｇｈｉｎｇ９０ｋｇｗａｓｍｉｌｄｌｙｆｅｂｒｉｌｅｆｏｒｔｗｏｄａｙｓｉｎＭａｙ､Ｈｅｆｅｌｌｄｏｗｎｗｈｅｎｈｅｒａｎａｒｏｕｎｄｏｎ

ｔｈｅgroundduringthecourseofathleticshourinthejuniorhighschool・Ｉｔｗａｓａｗａｒｍｄａｙ・Aftervomiting,he
tookabedrestfOrawhile,ａｎｄｗｅｎｔｂａｃｋｔｏｈｉｓｈｏｕｓｅｗｉｔｈｈｉｓｆｒiends､AboutlOminuteslater,hewasfound

deadinthewashroom・Thefamilysuspectedheatstroke,ａｎｄcalledthesportteachertoaccount､Theautopsyre‐

vealedbronchitisandbrainedemawithoutrhabdomyolysisandrenallesions・Immunostainingforinfluenzavirus

Aantigenwaspositiveinthebronchialciliatedcells,ｂｕｔｎｏｔｉｎｔｈｅｂｒａｉｎ・Thecauseofdeathwasregardedasin-

fluenzaencephalopathy,sincethehistoryoflndomethacin（NSAIDs）intakewasascertained，

Case6､２０year-oldmale（chronicactiveEBVinfection）

Thiscookmanifestedmuscleweaknessinassociationwithelevatedserumenzymesofmuscleorigin・Ｈｉｇｈ

fever,skinrash,hepatosplenomegaly,eosinophiliaandascitessoonfOllowed・Autoimmunedisorderwasclinically

suspected・Ascitescytologyrevealedatypicaｌ（largegranular）lymphocytosiswitheosinophiliaaｎｄｌｙｍ‐
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phophagocytosis､ＥＢＶｇｅｎｏｍｅ（EBER1）wasdemonstratedinthenucleioftheatypicallymphoidcellsinthecell

blockspecimen・ThediagnosisofchronicactiveEBVinfectionwithhypercytokinemiawasmade・Thepatient
diedofduodenalulcerperfbrationandmultiorganfailure7monthslater・Autopsyrevealedsystemicinfiltrationof
CD56-positiveatypicalNK-typecells・

Case7､４８year-oldfemale（actinomycosisco-infectedwithEntamoebagingivalis）

AcontraceptivedeviceinsertedfOｒｙｅａｒｓｗａｓｔｏｏｋｏｕｔｏｆｔｈｅｕｔｅｒｉｎｅｃａvityintheoutpatientclinic･Yellow‐

ishwhiteinflammatoryexudateswereattachedtothedevice・Thecytologicalstudyexhibitedinfectionofactino‐

mycoticgrains,aswellasamebictrophozoite-likecells､PCRanalysisusingprimersspecificforEntamoebagin-

givaliswaspeｒｆＯｒｍｅｄｕｓｉｎｇＤＮＡｏｆｐａｒｔｏｆｔｈｅｓｐｅｃimenobtainedbythe“celltransfer，，techniquedescribed
above,andtheresultwaspositive・Hence,opportunisticco-infectionofthesetwopathogens,residentsintheoral
cavity,transmittedbyoralsexwasconfirmed・

Reference

TsutsumiY・PathologyoflnfectiousDiseases・ＣＤ－ＲＯＭＥｎｇｌｉｓｈＶｅｒｓｉｏｎ・

ＵＲＬ:http://info､fUjita-hu・ac､jp/～tsutsumi/index､html

Allthecontentsandreferencesareaccessibleinourhomepage・Yourvisitiscordiallywelcome．

Expression0fTSG101AndltsCoITelａｔｉｏｎｗｉｔｈＭＤＭ２１ｎＳｑｕａｍ０ｕｓＣｅｌｌＣａrcin0maAndDenocarcinomaOf

LImg

YanhuaGao,D4orongZhang,ＰｉｎｇＬｕ,CunweiCai,JiahuiChang

TheDepartmentofPathologyChinaMedicalUniversity

ObjectweinvestigatetheexpressiｏｎｏｆＴＳＧ１０１ａｎｄＭＤＭ２ｂｙｌＨＣａｎｄＷｅｓｔｅnBlotmethodandtherelation‐

shipoftheirexpressioninsquamouscellcarcinomaandadenocarcinomaoflunginordertoevaluatetheirpossible
rolesintheoncogenesisandprogressionoflungcancer・

MaterialsandMethodslmmunohistochemistryS-PmethodandWesternBlot、

７９１ungcancertissuesamples(481ungsquamouscarcinomaand311ungadenocarcinomas).wereobtainedfrom

theFirstAffiliatedHospitalofChinaMedicalUniversity

Resultl・ExpressionofTSG101andMDM2insquamouscellcarcinomaoflung,adenocarcinomaoflungandnor‐
maltissues・TSG101isexpressedinlungcancertissuesandlocalizedincytoplasmand/ornucleus,itisexpressed

stronglyinnormaltissues，TSG101isnotexpressedinpoorlydifferentiatedlungcancerorisexpressedweaklyin
cancercell'scytoplasm・MDM2islocatedinnucleusand／orcytoplasm,MDM2isnotexpressedinnormallung
tissue,MDM2isexpressedstronglyinpoorlydifferentiatedlungcancer、

２.ClinicalsignificanceofTSG101andMDM2TherewasnorelationshipbetweenexpressionofTSG101and

age,sex,tumorsize,histologicaltypeandP-TNMstages(Ｐ＞0.05);otherwise,therewascloselyrelationship

betweenTSG101expressionandcellulardifferentiation,lymphnodemetastases(Ｐ＜0.05).Theexpressionrate
ofTSG101inwellandmoderatelydifferentiatedcellswassignificantlyhigherthanthatinpoorlydifferentiated

cells(Ｐ＜0.05,Ｐ＜０．０１)ThepositiverateofMDM2proteinwascorrelatedwiththecellulardifferentiation，
lymphnodemetastasesandP-TNMstages(Ｐ＜0.05).WefindthatMDM2isexpressedin32oｆ４７ｗｉｔｈｅｘ‐

pressedTSG101,theexpressionlevelofTSG101isnegativelycorrelatedwithMDM2(Ｐ＜0.05)．
Conclusi⑪ｎ

１.TSG101isexpressedstronglyinnormallungcancertissue,italterscoincidentallyaccompaniedwithtUmor
grade、

２．ＭDM2isnotexpressedinnormallungtissue,itisexpressedoppositewithdiffereationoftumorcell．
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３.Inlungcancer,expressionofTSG101andMDM2showsasignificantlynegativecorrelation．

TheEvaluati0n0faDiagn0sis0fPr0staticAden0carcinomaiｎＮｅｅｄｌｅＢｉ０ｐｓｙＳｐｅｃｉｍｅｎｓｂｙｌｍｍｕn0hist0che-

mistry

Nagura,Ｈ,，Aizawa,Ｍ・andloritani,Ｎ・

DepartementofAthleticsandNutrition,SendaiCollege,ａｎｄDivisionofPathologyandUrology,SendaiShakaiho‐
kenHospital,Sendai,Japan

Thenumberofcasesofprostatecancerhascontinuouslyinceasedoverthepastdecades・Theserumprostate

specificantige、（PSA）testcameintocommonusageoverdecadesago,andcancermortalitycouldbereducedby
thePSAscreening・Inaddition,histologicaldiagnosisandgradinｇｐｌａｙａｍａ】orroleinthemanagementofprostate
cancer・Benignprostateglandscontainabasallayerbeneaththesecretorycells・Afeaturecommontoprostatic
adenocarcinomaglands,incontrast,isthepresenceofonlysinglecellliningwithoutabasalcelllayer・Confirma‐
tionofthepresenceofbasalcellsishelpfulinthedifferentialdiagnoSisofprostaticadenocarcinoma・Therecogni-
tionofbasalcell,however,onhematoxylinandeosinstainedsectionsisnotstraightforward・Usefulimmunohisto‐

chemicalmarkersforprostaticsecretoryandbasalcellsintheformalin-fixedparaffinembeddedtissuesare
available・

Inthepresentstudy,needlebiopsyspecimensfrompatientssuspiciousforprostatecancerｉｎｔｈｅＳｅｎｄａｉ
ＳhakaihokenHospitalwereimmunohistochmicallyanalyzed,anddiscussedtheroleofimmunihistochemistryin

aidingtheevaluationofdifficultcases,suchasatypicalsmallglandularfocisuspiciousforadenocarcinomaand
smallglandsofGleasongrade3Badenocarcinomaresemblingatrophiｃｂｅｎignglands・

PSAisamarkerofprostaticdifferentiation,localizedtocytoplasmbothnon-neoplasticandneoplasticpro-

staticglandularcells,butnottobasalcellsandurothelialcells・PSAisdiagnosticallyhelpfulindistinguishingpro-
staticadenocarcinomafromotherneoplasmsandmetastaticcarcinomaofunknownorigin・

Asbasalcellmarkers,highmolecularcytokeratindetectedby3413E12（cytokeratin903）ａｎｄＰ６３,asanucle‐

arproteinencodedbyageneonchromｏｓｏｍｅ３ｐ２７－２９ｗｉｔｈｈｏｍｏｌｏｇｙＰ５３・Animportantcriterionofcarcinoma
isidentifyingacompleteabsenceofbasalcelllayer・Thediagnosiscarcinomacanoftenbeaccomplishedwithhelp
ofimmunohistochemistry・ThusPSAinconjunctionwiththebasalcellmarkers34βE12andP63,andalsogeneral

epithelialmarkerAE1/AE3isusefulinthedistinguishingprostaticadenocarcinomafromhyperplasticsecretory
andbasalcells,Theimmunohistochemicalanalysisofhighgradeintraepithelialneoplasm（ＰＩＮ）associatedwith

atypicalsmallglandularfocioraciniprovidessupportiveevidencetoestablishadiagnosisofcancer、
Althoughthegoldstandardforadiagnosisofprostaticadenocarcinomastillremainswiththediagnosisusually
beingbasedonaconstellationofhistologicfeaturesonthehemotoxylinandeosin-stainedslides,prostaicadeno-
carcinomamaybediagnosableevenontwoorthreeatypicalglandsfulfillingtheimmunohistochemicalstaining
pattern､Inourexperienceapproximately75％ofcaseswithserumPSAhigherthan4､0,9/mldiagnosedas
“atypicalsmallacinarproliferationsuspiciousforadenocarcinoma”ｏｒ“adenocarcinomacomposedoftwoorthree
atypicalsmallaciniwithoutbasalcells”byaneedlebiopsyarefrompatientssubsequentlyproventohaveprostatic
adenocarcioma．

Three-dimensi⑪nalTissueCultureModelsinPr0stateCancerBi0logy

MasatoshiWatanabe,AkimitsuTakagi,DaisukeKami,YoshifumiHirokawaandTaizoShiraishi・

GraduateSchoolofEngineeringandCenterfOrMICr,YokohamaNationalUniversity,YakultCentrallnstitute
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fOrMicrobiologicalResearch,andlnstituteofMolecularandExperimentalMedicine,MieUniversityGraduate
SchoolofMedicine

ProstatecancerisoneofthｅｍｏｓｔｃｏｍｍｏｎｃａｎｃｅｒｓｉｎｍｅｎｏｆｔｈｅＷｅsterncountr1es,especiallytheUnitedStates
ofAmerica・Recently,thenumberofclinicalcaseshasbee、increasingyearlyinJapan,butitiswellknownthat

theincidenceofprostatecancerisstillhigherinAmericanCaucasiansthaninAsians・Androgensplayamalorrole
inpromotingthedevelopmentandprogressionofprostatecancer・Asaresult,androgenablationorblockadeof

androgenactionhasbeenthecornerstoneoftreatmentofadvancedprostatecancer・Althoughthishormonalther‐
apyproducesasignificantclinicalresponseinmostofthepatients,mostresponderseventuallylosedependency，
resultinginmortality・Thus,apre-clinicalexperimentalmodelsimulatingtheclinicalprofileofprostatecancer1s
necessarytoexploretheprogressionofprostatecancer・

Multicellulartumorspheroids,onetypeofthree-dimensiOnalculture,areawell-studiedinvitrotumort's‐

ｓｕｅｍｏｄｅｌａｎｄｃａｎｍｉｍｉｃｓｏｍｅｏｆｔｈｅｉｎvivomicroenvironmentalcharacteristicsofsolidtumorsbecausepreserva‐
tionofthethree-dimensionalstructureisimportantforcell-to-cellandcell-to-matrixinteract,ons・Thetu-

mormicroenvironmentmayplayakeyroleinresponsestoenvimnmentalstress,includingresponsestodrugs・
Sincemulticellulartumorspheroidsreproducethetumoralmicroenvironmentmoreaccuratelythanconventional
monolayercultureSystems,theymightactasbettermodelsforthebiologicalandbiochemicalcharacteristicsof

prostatecancer・Inaddition，thesemorphologicalchangescancauseintrinsicresistancetoradiationand
chemotherapeuticagents・

Ｔｈisstudywillpresentbiologicalalterationsinprostatetumorcellsunderdifferentgrowingconditions．

Expressi0nofTRAF2anditsRelati⑪nwithlnvasioninBreastCancer

ShinaWang,XiaoyiMi

TheDepartmentofPathologyofChinaMedicalUniversity

Ohjective:Tumornecrosisfactorreceptor-associatedfactors（TRAFs）wereinitiallydiscoveredasadaptorpro‐
teinsthatcouplethetumornecosisfactorreceptorfamilytosignalingpathways・Theyhaveemergedasthemajor
signaltransducersfbrtheTNFreceptorsuperfamilyandtheinterlukin-1receptor/Toll-likereceptor（IＬ－
１R/TLR）superfamily､TheycanmediatetheactivationofNFlcBandJNKsignalingpathwayandplaydiverse
andwidespreadphysiologicalfunctions・ThisstudyinvestigatedTRAF2expressioninbreastcancerandthecor‐
relationbetweenitsexpressionandinvasionofthebreastcancer・

Methods:(1)ＷeexaminedTRAmexpressioninnormalbreastandbreastcancerwithimmunohistochemistry．
(2)WealsoexaminedTRAF2expressionwithimmunohistochemistryandWesternblotinculturedhumanbreast

cancercells,respectivelyMDA-MB-435s,ＭＤＡ－ＭＢ－２３１ａｎｄＭＣＦ－７ａｎｄａｎｏｎ－ｔｕmorigeneticepithelial
cellline,ＭＣＦ-10Ａ.(3)StatisticswithSPSS12・OsoftwareandapplingX2testandmeansquareanalysis.Ｐ＜
０.O5meanssignificance・

Results:１.TRAFZdoesnotexpressinnormalbreast・PositiveexpressionrateofTRAminbreastcancerincreas‐

ｅｓｔｏ３７．１４％・Comparedwiththatinintraductalcarcinoma,TRAF2positiverateininvasivecarcinomaincrease

slightly(Ｐ＞0.05).２.COmparedwiththatinMCF-7,TRAF2expressinMDA-MB-435s､MDA-MB-231

enhancesnotably,TheexpressionofTRAFZinMCF10AisslightlyandevidentlylowerthantｈａｔｉｎＭＣＦ－７・
TRAF2proteinexpressionquantityinthefburcelllinesiscoincidencewiththeresultoftheimmunohistoChe‐
mlstry

C0nClusi0ns：１.TRAF2proteinexpressioninbreastcancerincreasemorethaninnormalbreasttissue,２.Ｔｈｅｅｘ‐

pressionofTRAF2inculturedbreastcelllinesisevidentlyhigherthaninnon-tumorigeniccellline,ａｎｄｈｉｇｈ
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metasiscelllinesenhancesnotablywhencomparedwithlowmetastasiscellline．

Non-incidentalCo-amplificaｔｉｏｎｏｆＭｙｃａｎｄＥＲＢＢ２,ａｎｄＭｙｃａｎｄＥＧＦＲ,inGastricAdenocarcinomas．

AkishiOoi',FumihikoMitsui2,YohDobashi3

1・DepartmentofMolecularandCellularPathology,KanazawaUniversityGraduateSchoolofMedicalScience、

2.DepartmentsofSurgery,SchoolofMedicine,UniversityofYamanashi；

3.DepartmentofPathology3,OmiyaMedicalCenter,JichiMedicalUniversity；

AbstractThisstudywasconductedtoassessthefrequenciesofproteinoverexpressionandgeneamplificationof

MycandtoidentifythemechanismsofMycgeneamplification,especiallywithregardstoitspossｉｂｌｅｃｏ－ａｍｐｌｉ‐
ficationwithERBB2orEGFRingastricadenocarcionomasByimmunohistochemicalanalysisofatotalof300

formalin-fixedandparaffin-embeddedgastricadenocarcinomas,thenuclearoverexpressionofMYCwasfound

in47tumors（16％）.Afluorescenceinsituhybridizationanalysisrevealedthat9（19％）ofthe47tumorswith

proteinoverexpressionhadcancercellswithhighlevelsofMycamplification,whileonly7（6％）ofthel22tu‐
morswithoutproteinoverexpressiｏｎｓｈｏｗｅｄｈｉｇｈ－ｌｅｖｅｌＭｙｃｇｅｎｅａｍｐlification・SuchMycamplificationwas

significantlycorrelatedwithpositivenuclearproteinoverexpression・Ｔｈｅｃｏ－ａｍｐｌｉｆｉｃａｔｉｏｎｏｆＥＲＢＢ２ｏｒＥＧＦＲ

ｗｉｔｈＭｙｃｔｈａｔｗａｓｆｏｕｎｄｉｎｓｉｘａｎdfourcases,respectively,isbelievedtobenon-incidentalbecausethosefre-

quenciesweresignificantlyhigherthantheindividualfrequenciesobservedforthetotalexaminedcases(ERBB2：

7％;ＥＧＦＲ:４％）.Thehighlevelsofgeneamplificationofthesethreegenes,asvisualizedbyfluorescenceinsitu

hybridization,couldbebroadlyclassifiedintotwotypicaltypes,namely,“multiplescatteredsignals'，ａｎｄ“large

clusteredsignals"・Usingtwo-colorfluorescenceinsituhybridization,thecoexｉｓｔｅｎｃｅｏｆｃｏ－ａｍｐｌｉｆｉｅｄＭｙｃａｎｄ

ＥＲＢB2,ｏｒＭｙｃａｎｄＥＧＦＲ,withinsinglenucleiinvar,ouscombinationsofamplificationｔｙｐｅｓａｎｄｃｏｐｙｎｕｍ‐
”

bers,couldbeascertainedinallninecases,includingoneinwhichthesynchronous‘‘multiplescatteredtypeco-

amplificationofMycandERBB2wasobserved・Ｉ、threetumors,ｃｏ－ａｍｐｌｉｆｉｃａｔｉｏｎｏｆＥＲＢＢ２ａｎｄＥＧFRwas

fbund;however,ＥＲＢＢ２－ａｎｄＥＧＦＲ－ａｍｐｌｉｆｉｅｄｃｅｌｌｐopulationswereseparateandmutuallyexclusive・Wepro-

posethatthenon-incidentalco-amplificationofMycandeitherERBB2orEGFRoccurredthroughtransloca-

tionandsubsequentrearrangement．

nleClinicalApplication⑪fLiquid-basedCyt0logicalTesttotheScreening0fSputumCyt0ｌ０ｇｙｆｏｒｔｈｅＤｉａｇ－

ｎ０ｓｉｓ０ｆＬｕｎｇCancers

GuangpingWu,EnhuaWang,JianhuaLi,ＺｈｉｍｉｎＦｕ,ＳｈｕｏＨａｎ

ｌ､Departmentofpathology,CollegeofBasicMedicalSciences,ChinaMedicalUniversity,Shenyang,China

2・PathologicalDiagnosisCenter,TheFirstAffiliatedHospital,ChinaMedicalUniversity,Shenyang,China

Abstract

Liquid-basedCytologicalTest（LCT）hasbeensuccessfullyandwidelyappliedtocervicalcytologydiagno‐

sis・ThepurposeofthisstudywastocomparethecytologicfindinganddiagnosticsensitivityofLCTmethodwith

thoseofpick-and-smear(PS）methodinthediagnosisoflungcancer・FromJanuarytoOctober2004,sputum

samplesoflO1patientsdiagnosedaslungcancerwerestudied・ＬＣＴｓｌｉｄｅｓｈａｄｌｅｓｓａｒｅａｏｆｓｍｅａｒｍｅｍbrane，

clearerbackground,distinctandstereoscopiccytologicalpictures・LCTmethodhadsignificantlyhigherdiagnostic

sensitivityfOrlungcancer(80.2％）thanPSmethod(63.4％,Ｐ＜0.05),particularlyfbrsmallcelllungcarcino‐

ｍａ（Ｐ＜0.05).ThecombinedLCTandconventionalPSmethodshadsignificantlyhigherdiagnosticsensitivity
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forthedetectionofADC(80.6％）thanPSmethodalone(55.6％,Ｐ＜0.05).ItwasoperatedeasilyfbrLCTto

beanoveltechniqueofworthbeingwidelyused,andwassuitablefOrmanualscreeningfortheearlydiagnosisof
lungcancer・

Keywords:Cytopathology;Sputum;Lungneoplasms;ＬＣＴ

ClassAMacr0phageScavengerReceptor(CD204）AttenuatestheRiskofCardiacRuptureAfterExpeI･imental
Myocardiallnfarction

MotohiroTakeya鋳，KenichiTsUjita鵠十,KoichiKaikita＋

DepartmentofCellPathology鵠andDepartmentofCardiovascularMedicine＋，GraduateSchoolofMedicalSci‐

ences,ＫｕｍａｍｏｔｏUniversity,Kumamoto,Japan．

＜Background＞

Cardiacruptureremainsaseriouscomplicationofacutemyocardialinfarction（Ｍ１).Theprocessiscausedby

thedisruptionofextracellularmatrix（ＥＣＭ）structurestriggeredbyearlyinflammatoryresponsetoischemic

damage・RecentstudiesdemonstratedthatclassAmacrophagescavengerReceptor（ＳＲ－Ａ,ＣＤ204）thatrecog‐
nizesanunusuallybroadrangeofligands，isactivelyinvolvedinmodulationofinflammatoryresponses・This

studywasconductedtoevaluatetherelationshipbetweenSR-AandhealingprocessofleftventricleafterMIby
usingmicedeficientinSＲ－Ａｇｅｎｅ（ＳＲ－Ａ－／－）．

＜MethodsandResults＞

ExperimentalMIwasproducedbyligatingtheleftcoronaryartery・Weexaminedcardiacrupturerate,sur‐

vivalrate,echocardiography,ECMdegradation,andexpressionofinflammatorycytokinesattheinfarctedand

noninfarctedregionsafterMIinSR-A-／－andwildtype(ＷＴ)rnice､Althoughtherewerenosignificantdif‐

ferencesincardiacfunctionevaluatedbyechocardiographyandininfarctsize,WTmicehadsignificantlybetter
survivalafterMIcomparedwithSR-A－／一ｍice（Log-rankP＝0.03).Importantly,３１％（17/54）ｏｆＳＲ－

Ａ－／一micediedofcardiacrupture,whereas１２％（6/51）ofWTmicediedofthesamecausewithｉｎｌｗｅｅｋ(Ｐ

＝0.01).Immunohistochemicalanalysisrevealedthatinfiltrationofinflammatorycellsintoinfarctedmyocardi‐
umwasidenticalbetween2groups・Ｔｈｅｒｅａｌ－ｔｉｍｅＲＴ－ＰＣＲａｎｄｉｎｓｉｔｕzymographyshowedaugmentedex-

pressionofmatrixmetalloproteinasｅ（ＭＭＰ)－９mRNAandincreasedgelatinolyticactivityintheinfarctedmy‐

ocardiuminSR-A-／一ｍicecomparedtoWTmiceat3daysafterMI､Furthermore,itwassuggestedbyinvi‐

voandinvitroexperimentsthatthepresenceofSR-Asuppressedtumornecrosisfactor-alpha(ＴＮＦ－β）ｅｘ‐
pressionthroughtheinductionofinterleukin-10（IL-10)．

＜Conclusions＞

ThesefindingsdemonstratedthatSR-Adeficiencymightimpairwoundhealingofinfarctedmyocardium

andcausecardiacruptureeventually・TheaugmentationofMMPactivityandpro-inflammatorycytokineex-
pressionviainsufficientproductionofanti-inflammatorycytokinemightbeamechanismofthesedeleterious

phenomenonduringacutephaseofＭ１．

ｌｍｐａｃｔｏｆＸＲＣＣ１Ｐ０ｌｙｍｏｒｐｈｉｓｍｓＡｒg399GlnandArgl94TrponRiskofLunｇＣａｎｃｅｒｉｎＮｏｎ－ｓｍｏｋｉｎｇＷ０ｍ‐
ｅｎ

MingchuanLi,HaoZhou,ZhihuaYin,ＭｉａｏＨｅ,BaosenZhou・

DepartmentofEpidemiology,ChinaMedicalUniversity,Liaoning，Ｐ.Ｒ・China
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Abstract

Theetiologyoflungcanceｒｈａｓｂｅｅｎｓｈｏｗｎｔｏｂｅａｓｓｏｃｉａｔｅｄｗｉｔhgeneticandcertainenvironmentalfactors

thatproduceDNAdamage､SinglenucleotidepolymorphismsinXRCC1whichisamajorbaseexcisionrepair

genemayalterproteinfunctionandindividualcapacitytorepａｉｒｄａｍａｇｅｄＤＮＡ;．eficitsinrepaircapacitymay

leadtogeneticinstabilityandcarcinogenesis・Toestablishourunderstandingofpossiblerelationshipsbetween

XRCC1polymorphismsArg399GlnorArgl94Trpandthesusceptibilitytolungcancer,weperformedahospital

-basedcase-controlstudyof350patientswithnewlydiagnosedlungcancerand350cancer-freecontrolsin

non-smokingwomenusinglogisticregressionmodels・Ourresultsshowthatpatientshaveahigherprevalenceof

cookingoilfumecomparewithcontrols（ＯＲ＝2.60,95％ＣI:1.87-3.61,Ｐ＜０．０５).SubjectshavingtheXR‐

CC1399Arg/GlnorGln/Glngenotypeinadenocarcinomagrouphadanoddsratio（ＯＲ）ｏｆ１．６４（１．１２－２．４１

adjustedforage,cookingoilfume）ｏｒ２．４８（1.37-4.50adjustedforage,cookingoilfume),respectively（Ｐ＜

0.001),comparedwiththosehavingtheArg/Arggenotype・Gene-environmentinteractionofXRCC1399Gln

polymorphismandcookingoilfumeincreaseriskoflungcancerinasupermultiplicativemanner（ORforthe

presenceofbothXRCC1399Glnalleleandcookingoilfumeexposurewas３．３０(２．０４－５．３２，Ｐ＜0.001),al‐

thoughtheXRCC1polymorphismitselfwasnotassociatedwiththerisk､Furthermore,ｔｈｅＯＲｉｎｃｒｅａｓｅｔｏ４､６５

(2.67-8.06,Ｐ＜0.001）inadenocarcinomagroup､Inconclusion,XRCC1Arg399Glnpolymorphismmayserve

asariskmodifier・

CorrespondingAuthor:ZhouBaosen,DepartmentofEpidemiology,SchoolofPublicHealth,ChinaMedical

University・Shenyang,China,110001.

ANasalNK/T-cellLymphomaintheN⑪rtheastRegion0fChina

KazuhisaHasui',XinshanJia2,JiaWang',SuguruYonezawa1,ShUjilzumo',TamotsuKanzaki',TakamiMat‐

suyama1,YukieTashirO3,EiichiSatd4andKatsuyukiAozasa5

１）KagoshimaUniversityGraduateSchoolofMedicalandDentalSciences,Kagoshima,Japan、

２）ChinaMedicalUniveristy,Shenyang,China、

３）ImakyureGeneralHospital,Kagoshima,Japan，

４）KagoshimaUniversity,KagoshimaJapan、

５）OsakaUniversity,OsakaJapan

NasalNK/T-celllymphomasarepeculiarEpstein-Barrvirus-relatedones,occurredofteninAsianpeo‐

pleandcalledpreviouslyasgangrenousrhinitisetc・ＷｈｅｎmanyChinesecaseshavebeenreportedfromSichuan

ShengandHongKong,wehavecountednearlOOofnasalcasesintheregistryofPathologyinChinaMedicalU‐

niversityHospitallocatedinShenyangwithapopulationofabout7million・Ｔｈｅlymphomacellsshownaturesof

NK/T-cellsratherthanB-cells,positiveforCD3e,cytotoxicgranules,CD56andEBER-1signals,andareas‐

sociatedwithmanyCD204-positivemacrophagesinthebackground､Thelineageoftheselymphomascellshas

beenbelievedasNK-cellorT-cell,howeverinasmallscaleofstudyemployinganti-LAT-1（Linkerforac‐

tivationofTcell）antibodywithCD5,CD3e,CD56andEBER-1thesenasalNK/T-celllymphomascouldbe

categorizedinT-cell,ＮＫ/T-cellandNK-celltypes・Ontheotherhand,TheselymphomasrevealedmaFked

degenerativetendencybutaseriesofstudiesaboutp53proteinexpressｉｏｎａｎｄａpoptosiscouldnotexplaintheir

degenerativetendency・InasmallscaleofstudyemployingasimplepanelofCD204,cleavedcaspase-3andbe‐

clin-1forprogrammedcelldeath，enhancedautophagyandautophagiccelldeathwerefoundintheselym-

phomas・Takentogether,theseresultsofthesestudiessuggestedthattheenhancedautophagywithcelldeathand

EBVinfectioncharacterizenasallymphomasofT-cell,ＮＫ/T-cellandNK-celltypesastheentityofnasal
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ＮＫ/T-celllymphoma・Therelationshipamongtheenhancedautophagywithcelldeath,EBVinfectionandthe

occurrenceinthenose/upperrespiratorytractinthenasalNK/T-celllymphomasshouldbeunderstoodfrom
viewpointsofthesiteconceptandtheunknownextrinsicfactors．

ToStudylmmun0phen0typing0fAcuteLeukemiabyaCellMicroarray

YUjieZhao,JieChen

CenterofBiochip,ChinaMedicalUni

Ohjective：Leukemiaisoneofmajormalignanttumorsresultedinthedeath､AcuteleukemiaaccountsfOrthe

firstcauseofdeathinadultyoungerthan35years・Accordingtostatistics,themortalityrateofleukemiaisthe

highestinWesternEuropeandtheNorthAmericanfOr3､27.4/100thousandpopulation;ｔｈｅｍortalityrateof

leukemiaisthelowerinAsiaandtheSouthAmericanfbr２．８～4.5/100thousandpopulation,Chineseannualin‐

cidenceandmortalityratesare2～4/100thousandpopulationwithasignificantdifferencefromEuropeandthe

UnitedStates.Inthediagnosisandtreatmentofleukemia,ｔｈｅｔｙｐｅｏｆｌｅｕｋｅｍｉａｉｓｔｈｅｋｅｙ.Ｄifferenttypesof

leukemiahasdifferentclinicprogramandprognosis・Befbrethel980，sleukemicdiagnosisisbytheFABclassifi‐

cationcriteria・NowMICMTypingisbenefitingtoleukemiadiagnosis,standarddetectionofresidualdiseaseand

theprognosis､Atpresent，thedoctorsusuallychooseimmunohistochemicaltechniquesorflowcytometry・But

bothofthemneedlargespecimenvolume,ｈｉｇｈprice,complicprocedures,andotherrestrictionssuchasanalｙｓｉｓ

ｏｆｌ～４surfaceantigens,missingalotofindicatorstobodyimmunesystem・Reseachershavebeguntousea

biochiptechnologicalplatformwhichishigh-throughput,paralleledfortheintegrationofleukemiaimmunophe-

notyping.Ｏnthebasisofpreviousexperiments,Iconductedin-depthresearchintheapplicationofthecellmi-

croarrayinimmunophenotypingofacuteleukemia,inordertodecidethebestspottingconditions，thebestincu‐

bationconditions,tocomfirmthestability,Ihaveusedthemicroarraystoimmunophenotyped721eukemiaswith

peripheralbloodsamples・Getaquick,simpleandcompleteimmunizationｄａｔａfbrtheclinicaldiagnosisandanti‐
bodies-targtreatment・

Methods

l・todeterminethebestspottingconditions；

２.todeterminethebestincubatingconditions、

３.toconfirmthestability、

4.1mmunophenotypingclinical72samples・

Results

l､Ｉｎ５０蝿/ｍｌ,signalintensityisthesaturation,ｉｎ２５牌g/ｍ1,12.5略/ｍ1,6.25牌g/mlsignalintensitygradually
weakened、

2.Whenatroomtemperature(20℃),withthecellsuspension(５×106/ｍＬ），beingincubatedfOr45minutes，

thechipscapturelatticecellwithｔｈｅｈｉｇｈｅｓｔＳＮＲ、

３.Makecertaintothestability

3､１Forthethreesamples,at（25.0±０．５)℃andrelativehumidity60％±５％,after6months,theCellchips
didnotchangetheabilitytocapturecells、

3.2Ｓｔｏｒｅｄａｔ－２０℃forl2months,chipsdidnotchangetheabilitytocapturecells、

3.3Storedat(4.0±０．５)℃､relativehumidity75％±５％,afterl2months,chipsdidnotchangetheabilityto
capturecells、

4.Immunophenotypingresultsof72casesofacuteleukemia:Ｂ－ＡＬＬ:１４ｃａｓｅｓｅｘｐｒｅｓｓＨＬＡ－ＤＲ､ＣＤ１９，５cas-

esexpressCD20､ＣＤ22,8casesexpressCD79b,９casesexpressCD10,１caseexpressesCD34・Ｔ－ＡＬＬ:８cases
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expressCD2,１２casesexpressCD7,１０casesexpressTCRαβorTCRy6､ＡＭＬ:４６casesexpressCD33,30cases

expressCD13,２２casesexpressCD15,１４casesexpressCD11bandCD14,１caseexpressesCD235a,１ｃａｓｅｅｘ‐

pressesCD4,２３ｃａｓｅｓｅｘｐｒｅｓｓＨＬＡ－ＤＲ・

Conclusions:Inthisstudy,usingconcentrationswith50肥/mlmonoclonalantibodies,atroomtemperaturecondi‐

tions(20℃）andcellsuspension（５×106/ｍＬ）incubatedfOr45minutes,chipsgettothehighestSNR､Thiscell

chipsareofgoodstability・Theexper,mentalresultsmeetwiththeimmunophenotypingofleukemiareported・

Ｔｈｅcellmicroarraycanbeeasytouse,goodrepeatabilityandstability・Forclinicalleukemiaimmunopheno‐

typin9,itprovidesafast,high-throughput,parallel,integratedtechnologyplatform・

KeywordsCellchip;Immunophenotyping;ＳＮＲ;CDantibodymicroarray

TheZ39Ig:ASpecificMarkerOfSynovialACellｓｌｎＲＡＳｙｎｏｖｉｕｍ．

MasashiTanaka,TakuNagai，YasuhiroTsuneyoshi，KazuhisaHasui，TakamiMatsuyamaGraduateSchoolof

MedicalandDentalSciences,KagoshimaUniversity,Kagoshima,Japan

Purpose:ThereisnosynovialAcellmarkerinnormalsynoviumandinflammatoryarthritissynovium・Thus,itis

difficulttodeterminethenumberanddistributionofsynovialAcellsininflammatoryarthritissynovium,The

Z391gisamembraneouscomplementreceptorproteinoftheimmunoglobulinsuper-family・Ithasbeenreported

thattheexpresｓｉｏｎｏｆｔｈｅｍＲＮＡｗａｓｌｉｍｉｔｅｄｔｏｓｅｖｅｒalorgantissuesandcorrelatedwiththepresenceofactivat-

edmacrophages・Inthisstudy,wedevelopedmonoclonalanti-Z391gantibodiesanddetectedtheexpressionof

theZ391gproteininhumanorgantissuesandinflammatoryarthritissynovium・

Methods:Monoclonalanti-Z391gantibodieswereproducedbyimmunizingBALB/cmicewiththeZ39Iggene

-transfectedmurineBcelllines,Immunohistochemicalanalyseswereperformedonhumanorgantissuesandin-

flammatoryarthritissynoviumbyusingthemonoclonalantibody・Twocoloranalysesweredoneusingtheanti-

Z391gantibodyforrhodaｍｉｎｅａｎｄｔｈｅａｎｔｉ－ＣＤ１６３,anti-cadherinll,ａｎｔｉ－ＣＤ１６,anti-27E10antibodiesfOr

FITC・

Results:TheexpressionofZ391gproteinwasobservedinKupffercells,broncho-alveolarfluidmacrophages，

placentamacrophagesincludingHofbauercellsandsynovialAcellsfromnormalsynoviｕｍ・Wealsofbundtheup‐

regulationoftheproteininmonocytesdifferentiatedwithM-CSF,ＧＭ一ＣＳＦ,vitaminD3ordexamethasone

butnotinmonocytesactivatedwithTNF-α,ＩＦＮ－γorlipopolysaccharide・Also,agreaternumberofZ391g

positivecellswerefoundinRAsynovialtissuescomparedtonormal,pseudo-gout,orOAsynovialtissues・Most

Z391gpositivecellswereCD16positivemacrophagesandcontactedwithcadherinllpositivecellsinthelining

layer・Furthermore,theproteinwasnotexpressedon27E10positivemacrophages（knownasinflammatory

macrophages).Ontheotherhand,theexpressionofZ391gproteinwassignificantlylowinthesynoviumfrom

pseudo-gout・

Conchlsions:ThesefindingsindicatethattheZ391gproteinisaspecificmarkerofsynovialAcellsinRAsynovi‐

ｕｍ・TheincreaseofZ391gpositivecellsinRAsynovialmacrophagesmightberelatedtotheuniquepathogenesis

ofRA．

Anlmmunohist0chemicalAnalysisofPr0Iiferati0n,ApoptosisandStemCellPhenotypeExpressi0ninHuman

TesticularSpennatogenesis

JiaWang,KazuhisaHasui

Departmentoflmmunology,FieldofInfectionandlmmunity,CourseofHealthResearch,KagoshimaUniversity
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GraduateSchoolofMedicalandDentalSciences,Kagoshima,Japan

Inordertounderstandtherelationshipamongthecellproliferation,celldeathandstemcellphenotypeex‐

pressioninthehumantesticularspermatogenesis,３casesofformalin-fixedandparaffin-embeddedspecimens

oftheadulttestisorchiectomizedforhormonetherapyagainstprostatecancerwereinvestigated・Themosttarget

antigenswerevisualizedbymeansofantigen-retrievalandpolymermethod､BECN1（autophagemarker）and

Oct-3/４（stemcellmarker）werevisualizedbymeansofantigen一retrievalsupersensitivemethod､Ki67-posi‐

tivecellslocalizedonlyinthebasalandmiddlepartsofseminiferoustubuleswerespermatogoniaandprimary

spermatocytesbeforeenteringinmeiosis・Cleavedcaspase-3-anｄＢＥＣＮ－１－ｐｏｓｉｔｉｖｅｃellswerethosefrom

pr'maryspermatocytestospermatids・ManySertolicellswerepositivefoｒＢＥＣＮ－ＬＣｅｌｌｓｐｏｓｉｔｉｖｅｆｏｒｓｓＤＮＡ

(singlestrandDNAmarker）wereobservedatapicalsideofseminiferoustubuleswhenitisunknownwhether

thisphenomenonisphysiologicalornot､ThestemcellsmarkersindicatedasequentiaIexpressionintheorderof

Oct-3/4,Nanog,agroupofCD34,ＣＤ117,andABCG2,andOct-3/４onceagainaccordingtothedevelopment

fromspermatogoniatopr1maryspermatocytes・Inconclusion,theexpressionofcellproliferation,celldeathand

stemcellphenotypemarkersinthehumantesticularspermatogenesiscanbeassessedbymeansofimmunohisto‐

chemicalanalysis､Ｏｃｔ－３/4,NanogandABCG2areusefulmarkerforestimatingtheorientationinthegerm
stemcellsdevelopment．

Pulm0naryHypertensi0nMechanismRelevancet05-Hydroxytraptamine,ReceptorsandTransporters

HuailiangWang

ChinaMedicalUniversity,ShenyangllOOO1,China,Email:hlwang＠maiLcmu・edu.c、

ＡＩＭ:Pulmonaryarterialhypertension（PAH）ischaracterizedbyelevatedpulmonaryvascularresistancewhich

leadstorightventricularfailure・Serotoninandtheserotonintransporterplayanimportantroleinanimalandhu-

manstudiesofPAH・Wethereforehypothesizedthatmonocrotaline-inducedPAHratstreatedwithhigh-affin-

ityselectiveserotoninreuptakeinhibitors（SSRIs）wouldhaveareductionofPAH,Methods:Ｔｈｅchronic''in‐

flammatory”pulmonaryhypertensionmodelofratwasestablishedbyi.ｐ・administrationofmonocrotaline・Selec‐

tiveserotoninreuptakeinhibiters（SSRIs）withhighaffinity（Ｋｄ＜1,mol）（sertralineorfluoxetine）wereused

inmonocrotalinetreatedratsPulmonaryhomodynamicmeasurementandlungtissuemorphologicalinvestigation

wereconducted・SerotonintransporterexpressionｗａｓａｓｓａｙｅｄｂｙＲＴ－ＰＣＲｏｒｗｅｓｔｅｒｎｂlot・Theeffectsoffluox‐

etineonconcentration-responsecurvesof5-hydroxytramine（Ｓ－ＨＴ）inpulmonaryarteries（PAS）werealso

studied・Results:Pulmonaryarterypressure,rightventricularhypertrophy,thedegreeofmuscularizationofpul-

monaryarteriesandthelevelsofserotonintransporterweresignificantlyincreasedbymonocrotaline（Ｐ＜０．０５vs

controDandthesevariablesweresignificantlydecreasedeitherbysertralineorfluoxetine､Furtherinvestigation

oftransportermechanismusingculturedratpulmonaryarterysmoothmusclecells（PASMC）andliposomal

transfectiontointroduceERK1/２０DNsintoculturedratPASMCsshownthatfluoxetineconcentration-depen‐

dentlyinhibitedproliferationofPASMCsinducedby5-HT,Meanwhile,antisenseODNtoERK1/２alsoinhib‐

ited5-HT-inducedproliferatiｏｎｏｆＰＡＳＭＣｓ・Conclusion:ＳＳＲIsprotectagainstmonocrotaline-inducedpul-

monaryhypertension,whichwasrelevanttoserotonintransporterreductionandthisfindingprovidesanovel

therapeutictargetsfbrPAH・

ThisstudywassupportedbyNationalNaturalScienceFoundation,China30271510,and30572194

Authorlntroduction

ProfessorWangHuai-liangPｈＤ,ＭＤ．
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Ｈ１VEncephalitisandDiffuseMicroglialActivationOccurlndependentlｙｉｎｔｈｅＢｒａｉｎｏｆＨＩＶ－１１ｎｆｅｃｔｅｄＰａ‐

tients:ANeuroprotectiveRole0fMicr0gliainAIDSEncephalopathy．

XingHQa,KubodaRa,HayakawaHa，b,GelpiEb,BudkaHb,ＩｚｕｍｏＳａ
ａ・CenterforChronicViralDiseases,KagoshimaUniversity,Kagoshima,Japan；

b・InstituteofNeurology,ViennaUniversity,Vienna,Austria

ＡＩＤＳdementiaishistopathologicallycharacterizedbymicroglialnoduleswithmultinucleatedgiantcells，

myelinpallorandaxonaldamagewithabundantHIV-infectedmacrophagesandmicrogliainthecerebralwhite
mater､Ｏｎｔｈｅｏｔｈｅｒｈａｎｄ,avarietyofneuronaldamagehasbeenrepeatedlyreportedinpathologyofAIDSde-

mentia・OurpreviousstudyusingSIV-infectedmacaquessuggestedthattherearetwoindependentpathogenic

processesinAIDSencephalopathy:１）inflammatoryprocessinthewhitemateroccurringwithoutimmunodefi‐
ciencyand2）corticaldegenerationcausedwithoutinflammatorychanges・

ToclarifywhetherthesetwopathologiceventsalsooccurindependentlyinhumanHIV-1infection,weex-

amined20brainsofpatientswithHIV-1infectionautopsiedinViennaUniversity･ElevencasesshowedtyPical

pathologyofHIVencephalitisinthewhitemater・Amongthesesllcases,followingpathologicchangesofthe
frontalcortexcouldbeobserved;diffusemicroglialactivationin5cases,astrocyticgliosisin5cases,andapoptosis

ofgliacellsand/orneuronsin6cases､However,presenceofsuchcorticalpathologywasneithercorrelatedwith
severityofencephalitisnorlocalpresenceofHIV-1-infectedceus・Ｔｈｅｏｔｈｅｒ９ｃａｓｅｓｈａｄｎｅｉｔｈｅｒＨＩＶｅｎ－

cephalitisnoranyopportunisticlesionsinthebrain・Inthefrontalcortex,however,diffusemicroglialactivation
wasobservedin7casesandastrocyticgliosisin2cases・Inaddition,apparentapoptosisofglｉａｃｅｌｌｓｃｏｕｌｄｂｅｄｅ‐

tectedinlcase・Inordertoinvestigatearoleofmicroglialactivationinthefrontalcortex,wefurtherexamined

expressionsofharmfulproinflammatorycytokines,ＩＬ－１βandTNF-γ,andneuroprotectiveEAAT-2,whichis

primarilyexpressedonastrocytesandkeepsextracellularglutamateconcentrationlowinthebraintoprevent

neuronsfromexcitotoxiccelldeath・ＡｑｕａntitativeanalysisofEAAT-2expressionandmicroglialactivation

demonstratedthatthenumberofIbal-positiveactivatedmicrogliawａｓｉｎｃｒｅａｓｅｄｉｎｌ２ｃａｓｅｓａｎｄｔｈｅａｒｅａｏｆ

ＥＡＡＴ－２ｅｘｐｒｅｓｓｉｏｎｗａｓｄｅｃｌininginl2cases､Therewasasignificantnegativecorrelationbetweenareasof

EAAT-2expressionandnumbersoflbal-positiveactivatedmicroglia（Ｐ＜０．０１）amongthecaseswithde‐

creasedEAAT-2expression､Expressionofproinflammatorycytokines,IL-113andTNF-γweredetectedonly

inmicroglialnodules,butnotindiffuselyactivatedmicroglia・

ThesedataindicatethatdiffuseactivationofmicrogliainthecerebralcortexisindependeｎｔｆｒｏｍＨＩＶｅｎ‐

cephalitis,andmayoccuraccordingwithreductionofEAAT-2expressiononastrocytesinthebrainofAIDS

patients・ExpressionofEAAT-2byactivatedmicrogliasuggestsitscompensatoryeffecttopreventneuronsfrom

glutamateneurotoxicity．



1６
剛ｅＦ洲I肋ＺＥｍａ伽"αISympos加加”Ｍひ伽邸IarPMboIQgy,Ａ昭.2007

GhrelinandGrowthHorm0neSecretagogueRecept0rasTherapeuticTargetsfOrObesityandType2Diabetes

AkihiroAsakawa,ShinyaKQjima,TakeoSakoguchi,TOshihiroNakahara,ToshiroHarada,DaisukeYasuhara，
Ａｋｉｏｌｎｕｉ

DepartmentofBehavioralMedicine,KagoshimaUniversityGraduateSchoolofMedicalandDentalSciences，
Kagoshima890-8544

Backgr0undandaims:Ghrelin,anendogenousligandforgrowthhormonesecretagoguereceptor（ＧＨＳ－Ｒ),is
anappetitestimulatorysignalfromthestomachwithstructuralresemblancetomotilin・Weexaminedtheeffects

ofthegastricpeptideghrelinandGHS-Rantagonistsonenergybalanceandglycaemiccontrolinmice・

Materialsandmethods:Bodyweight,fatmass,glucose,insulin,andgeneexpressionofleptin,adiponectin,and

resistininwhiteadiposetissue（WAT）weremeasuredafterrepeatedadministrationsofghrelinunderahighfat

diet・Gastricghrelingeneexpressionwasassessedbynorthernblotanalysis・Energyintakeandgastricemptying
weremeasuredafteradministrationofGHS-Rantagonists・RepeatedadministrationofGHS-Rantagonistwas
continuedforsixdaysinob/obobesemice・

Results:Ghrelininducedremarkableadiposityandworsenedglycaemiccontrolunderahighfatdiet・Pairfeeding

inhibitedthiseffect・GhrelinelevatedleptinmRNAexpressionandreducedresistinmRNAexpression・Gastric

ghrelinmRNAexpressionduringfastingwasincreasedbyahighfatdiet､GHS-Rantagonistsdecreasedenergy
intakeinleanmice,inmicewithdietinducedobesity,andinob/obobesemice;italsoreducedtherateofgastric

emptying・RepeatedadminiStrationofGHS-Rantagonistdecreasedbodyweightgainandimprovedglycaemic
controlinob/obobesemice・

Conclusions:Ghrelinappearstobecloselyrelatedtoexcessweightgain,adiposity,andinsulinresistance,particu‐

larlyunderahighfatdietandinthedynamicstage・GastricpeptideghrelinandGHS-Rmaybepromisingther-
apeutictargetsnotonlyforanorexia-cachexiabutalsofOrobesityandtype2diabetes,whicharebecomingin‐
creasinglyprevalentworldwide．

AlteredGhrelinandPYYResponseｓｔ０ＭｅａｌｓｉｎＢｕｌｉｍｉａＮｅｒｖｏｓａ

ShinyaKQjima,ToshihiroNakahara,AkihiroAsakawa,Akiolnui

DivisionofBehavioralMedicine,DepartmentofSocialScienceandBehavioralMedicine,CoursefOrHealthSci‐

ence,KagoshimaUniversityGraduateSchoolofMedicineandDentalSciences,Japan

Abstract

OhjeCtive:Inrecentyearsgreatadvanceshavebeenmadeinourunderstandingoftheperipheralsignalsproduced

withinthegastrointestinaltractthatregulateappetite,suchasghrelinandpeptideYY（PYY).Whileghrelin
eliciteshungersignals,PYYelicitessatiety､Therefore,alterationsinhormonephysiologymayplayaroleinthe
pathogenesisofbulimianervosa(ＢＮ).Inthisstudy,weinvestigatedthepostprandialprofileofghrelinandPYY
levelsinpatientswithBN・

Designandpatients:PostprandialplasmaghrelinandPYYlevelsandinsulinandglucoseresponsesweremea‐
ｓｕｒｅｄｉｎｌＯｐａｔｉｅｎｔｓｗｉｔｈＢＮａｎｄｌ２ｃｏntrolpatientsinresponsetoastandard400kcalmeaL

Results:BasalghrelinlevelspresentinBNsubjects（265.0±25.5pmol/L）weresignificantlyhigherthanthose

inhealthycontrols（199.3±18.4pmol/L,Ｐ＜0.05),whilebasalPYYlevelswereequivalentinBN（14.6±

1.3pmol/L）ａｎｄcontrol（12.8±1.1pmol/L,Ｐ＝0.30）subjects・Postprandialghrelinsuppression（decremental
ghrelinareaunderthecurve）wassignificantlyattenuatedinBNpatients,comparedtocontrols（－９６．３±
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26.8pmol/Ｌ×3hvs､-178.2±25.7pmol/Ｌ×3h,Ｐ＜0.05).Afterameal,theincrementalPYYareaunderthe

curveinBNpatientswassignificantlybluntedfromthatobservedincontrols（9.2±２．６ｐｍｏｌ/Ｌ×3hvs､26.8±

3.2pmol/Ｌ×３ｈ,Ｐ＜0.01).Glucoseandinsulinresponsestomealsweresimilarbetweenthetwogroups・

Conclusions:BNpatientsexhibitelevatedghrelinlevelsbeforemealswithreducedghrelinsuppressionaftereat‐

ing・Inbulimianervosasubjects,theriseinPYYlevelsaftermealsisalsoblunted､Agut-hypothalamicpathway

involvingperipheralsignals,ｓｕｃｈａｓｇｈｒｅｌｉｎａｎｄＰＹＹ,maybeinvolvedinthepathophysiolｏｇｙｏｆＢＮ．

DifferentialExpressionsofRetinoidReceptorsinOralSquamousCellCarcinomas

SukalyanKundu'，ToshihikoMikami''２，JunCheng'，SatoshiMaruyama'，TakanoriKobayashi3，Ahsan

Shahidul',KamalAl-Eryani',AlvaradoCarlos''4,TakashiSaku''３

Divisionsofl・OralPathology,２.ReconstructiveSurgeryforOralandMaxillofacialRegion,ａｎｄ４.OralandMax‐

illofacialSurgery,NiigataUniversityGraduateSchoolofMedicalandDentalSciences,３.SurgicalPathologySec-

tion,NiigataUniversityHospital,Niigata,Japan．

Backgroundandpurpose:Ｒｅｔｉｎｏｉｄｓｉｓｋｎｏｗｎｔｏｔａｋｅｐａｒｔｉｎｔｈemaintenanceofdifferentiationofnormal

squamousepithelialcellsbyactingthroughretinoicacidreceptors（RARs）andretinoidXreceptors（RXRs)，

membersofthenuclearreceptorfamily・Wehaverecentlydemonstratedspecialtypesofkeratinweredifferential-

lyexpressedinthedevelopingprocessoforalmucosalmalignancies・Ｉｎｏｒｄｅｒｔｏｅｌｕｃｉｄａｔｅｔｈｅｒｏｌｅｏｆｒｅｔinoidsin

thedevelopmentoforalcancer,ｗｅstudiedtheexpressionalmodesofretinoidreceptorsintissuesectionsoforal

carcinomain-situ（CIS）aswellasoralsquamouscellcarcinomacellsinculture・Materialsandmethods:Sixty

surgicalspecimensoforalsuperficialcarcinoma（SCC）containingdifferenthistopathologicalgradesoflesionsin

thesamesectionswerestudiedbytheimmunohistochemistryforRARandRXRsubtypesa,β,andγ,inaddition

toforkeratinsl3andl7・OralsquamouscellcarcinomacellSystems,ｓｕｃｈａｓＺＫ－１,weredeterminedfbrtheir

expressionlevelsofretinoidreceptorsbyimmunofluorescenceandRT-PCR・Results:Retinoidreceptorswere

characteristicallyimmunolocalizedinbasaloidcellsconsistingofthelowerhalfofepithelialdysplasiawithtwo-

phaseappearancesbutnotinitsupperhalf,althoughtheywerenotdefinitelylocalizedinnormalepithelium・In

CIS,basaloidCIScellsshowedstrongnuclearstainingforRXRγ,whiletherewerealmostnoRXRγpos,t,v,t1esm

acanthoticCIScells・RXRawasstronglypositiveinmostofthenucleiofverrucousoracanthoticCIScellsbutnot

inbasaloidCIScells・Itwasnotsignificantlyexpressedinepithelialdysplasia・Incontrast,ＲＡＲａｗａｓｏｎｌｙｐｏｓｉ‐

tiveinnucleiofthebasalorparabasalcellsofnormalanddysplasticepitheliabutnotinCIS・Inwell-differenti-

atedSCC,ＲＸＲγwaslimitedtobepositiveintheperiphery,whileRXRawaspositiveinthewholeregionofSCC

cellnests,suggestingthattheRXRγexpressionwasrelatedtocellproliferationandRXRatodifferentiationto-

wardskeratinization､TherewerenopositivestainingforRARβandRXRβinallofthespecimensexamined.Ｃon‐

clusion:Theresultssuggestthatretinoidsplayanimportantroleinthecarcinogenesisoforalepitheliumthrough

diffeｒｅｎｔｓｕｂｔｙｐｅｓｏｆＲＡＲｓｏｒＲＸＲｓｔｏｉｎｄｕcereceptordependentproliferationaswellasdifferentiation．

SalivaryGlandTum0rCellsinHypoxicC0ndition．

SatoshiMaruyama,JunCheng,TakashiSaku

DivisionofOralPathology,NiigataUniversityGraduateSchoolofMedicalandDentalSciences,Niigata,Japan．

Background:Salivarypleomorphicadenomaishistopathologicallycharacaterizedbyitscolorfulstromawith

myxoid,chondroid,andhyalineappearances,whicharepoorlyvascularized・Hence，pleomorphicadenomacells
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embeddedinsuchstromataaresuppoｓｅｄｔｏｂｅａｂｌｅｔｏｓｕｒｖｉｖｅｉｎｈｙｐｏｘｉｃconditions､However,theirmolecular

mechanismfortheproliferationofpleomorphicadenomacellsinsuchpeculiarextracellularmilieuisalmostun‐

known・Tounderstandthehypoxia-dependentmannerofcellularproliferation,wedeterminedbothproteinand

geneexpressionlevelsofhypoxia-induciblefactorla（ＨＩＦ－１α),vascularendothelialgrowthfactoｒ（ＶEGF）

whichisoneoftheHIF-1atargets,andvonHippel-Lindau（vHL)andp53genes,bothofwhichinducesHIF

-1adegradation・Methods:TotalcellularRNAsandproteinswereextractedfromSM-APcellsderivedfroma

humanpalatalpleomorphicadenoma,ACCcellsderivedfromhumansalivaryglandadenoidcysticcarcinomascul-

tivatedunderaerobic（5％CO2/20％０２）orhypoxia(5％Ｃ○2/1％O2or200-500似MCoCl2).ThesemRNA

sampleswerefurtherpurifiedandsubjectedforRT-PCR,andthecelllysateswereusedforWesternblotting・

Culturedcellsonchamberslideswerefixedwith４％parafOrmaldehydeforimmunofluorｅｓｃｅｎｃｅｆｏｒＨＩＦ－１ａａｎｄ

ＶＥＧＦ､Ｅｘｏｎｓ５－７ｏｆｔｈｅｐ５３ｇｅｎｅｗｅｒｅＰＣＲａｍｐlifiedforsequencingtoexaminemutationalevents・Results：

ＢｏｔｈＳＭ－ＡＰａｎｄＡＣＣｃｅｌｌｓｕｎｄｅｒｈｙｐｏxiashowedmoreenhancedgeneexpressionlevelsforVEGFbutdidnot

thoｓｅｆｏｒＨＩＦ－１ａ・Incontrast,however,HIF-1aproteinlevelswerekepthigherlevelsunderhypoxiathanaer‐

obicconditioninSM-APcells,especiallyinSM-APcells,whichalsoshowedlowerexpressionlevelsforthe

VHLgeneandsharedacommondeletionofthelastbaseGofcodon249（ＡＧＧｔｏＡＧ－）ofthep53gene.Ｃon‐

clusion:Theresultsindicatethatsalivaryglandtumorcellsgeneralcanproliferateduetotheirhighlymaintained

HIF-1aproteinlevelsinthehypoxiccondition,inwhichthedegradationofHIF-1aisinhibitedandwhichis

morebenefitableforSM-APcellsthanaerobicconditions．

WhetherExistSthePopulati0n0fCardi0my0cytesStemCellsinNewnatalRatHeart

FanggeDeng,XiuyingZhang,YingzhiMa,LimeiQu,YulinLi叢

KeyLaboratoryofPathobiology,MinistryofEducation,SchoolofBasicMedicalSciences,JilinUniversity，

Changchunl30021,China

AbsractOhjective:Tostudywhetherexiststhepopulationofcardiomyocytesstemcellsinnewnatalratheart，

Methods:cardiomyocytes（CMS）derivedfromneonatalSDratswereisolatedandpurificatedincultureandthe

morphologyandultrastructureofCMswereobservedbyinversionmicroscopeandtransmissionelectronmi‐

croscopy､Expressionofcardiac-specificmarker-troponinl（cTnl),identifiedbyimmunohistochemistry,was

usedasamarkerofcardiacmuscle･Besides,ａｆｔｅｒｌＯｄａｙｓｗｈｅｎｔｈｅＣＭｓｂｅａｔｉｎｇｂｅcameslowerandslower,cells

weredetachedbyadditionofasolutioncontainingO,２５％ｔｒｙｐｓｉｎ－ＥＤＴＡａｎｄｒｅｐｌａｔｅｄｉｎｏｒｄｅｒｔｏｏｂｓｅｒｖｅ

ｗｈｅｔｈｅｒｔｈｅＣＭｓｈａｓｔｈｅａｂilityofsurvivaLThemediumwasrefreshedatthefollowingday,andthenon-ad-

herentcellswereremoved・Results:CMswerebeatingspontaneouslyanddemonstratedpositivestainingforcT-

nl・Myofilament,Ｚｂａｎｄａｎｄｔｈｅｕｂｉｑｕｉｔｙｏｆｔｈｅｃｒｏｓs-striationwereseeninCMs・Betweencells,therewerein-

tercalateddisc・ＴｈｅｓｕｒｆａｃｅｏｆｓｏｍｅＣＭｓｈａｄａｌｏｔｓｏｆｍｉｃro-villianddeadcellswereobserved・Therewerestill

adheredseveralcellsafterrefreshedthenewmediumanddiscardedmostofthenon-adheredcells,buttoour

surprised,５－ｄａｙｓlater,severalcellsofthoseadheredcellsbecamebeatingweekly・Conclusion:ＣＭｓｃａｎｂｅｓｕｃ‐

cessfullyculturedinvitroandhavetheabilityofsurvival・Wehypothesizedthatthesecellswouldbethepopula‐

tionofcardiomyocytesstemcells､Ｋｅｙｗ０ｒｄｓ:Cardiomyocytes（ＣＭＳ),cardiomyocytesstemcells,beatingspon‐
tane,invitro

TheR0leofSH2-B6inAsthmaMediａｔｅｄｂｙＮＧＦ

XiubinFang,JinpingQi
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DepartmentofNeurobiology,ChinaMedicalUniversity,ShenyangllOOO1China

Asthmaischaracterizedbyairwayobstruction,airwayinflammationandincreasedairwayresponsiveness・

Nervegrowthfactor（NGF）isincreasinglyrecognizedtoplayanimportantroleinasthma・NGFregulatesthe

airwayinflammation,constractivityandhyperresponsivenessthroughdirectand/orindirecteffectoninflamma‐

tioncellsandtheneuronsinasthma・OurpreviousresultsconfirmedthaｔｔｈｅｅｘｐｒｅｓｓｉｏｎｏｆＮＧＦｉncreasedre‐

markablyinthelowerrespiratorytractandviscerosensoryafferentsitesoftheasthmaticguineapigs・ＮＧＦｕｐｒｅｇ‐

ulatestheexpressionofTrkA，thecontentsofcalcitoningenerelatedpeptide（CGRP),Tumornecrosisfactor-

α(ＴＮＦ－α）andinterleukin-1β(ＩＬ－１β).TheintracellularsignaltransductionsystemmediatedbyTrkAmight

bｅｏｎｅｏｆｔｈｅｍａｉｎｒｏｕｔｅｓｆｏｒｔｈｅｉｎｖｏｌvementofNGFinthepathogenesisofasthma・SH2-Bisadownstream

proteinofTrkA,hasmultipleprotein-proteininteractionmotifs,includinganSrchomology2（SH2）ｄｏmain,a

pleckstrinhomology（ＰＨ）ｄｏmain,multipleproline-richregions,andnumerouspotentialphosphorylationsites、

FourisoformsofSH2-B（α,βand６）havebeendescribedtodate,ＮＧＦstimulatestheassociationofTrkAwith

SH2-Bandphosphorylateit・SH2-Bplaysanimportantroleintheneurondifferenciationandsurvivalmediat‐

edbyNGFthroughbindingwithTrkA､SH2-BisanimportantintracellularmediatorofNGF/TrkAsignaling

inneuronsandSH2-Balsoassociatewiththehigh-affinityreceptorimmunoglobulinE(IgE)FceRIγsubunit・

ButtheroleofSH2-Bβinasthmaisstllunknown・

AsthmawasinducedinBALB/cmicebyexposuretochickeneggovalbumin(ＯＶＡ).ThechangesofSH2-

BβimmunoreactivityandtheregulatoryeffectsofNGFanddexamethasonewereinvestigatedbymeansofim‐

munohistochemistryandWesternblot・ThelevelsoflL-4andlgEinthebronchoalveolarlavagefluid(BALF)，

serumandculturesupernantofspleencellswereinvestegatedafterinhibitionofSH2-BβbymeansofELISA・

ThechangesoftheairwayresistancewereinvestigatedbyAniRes2003animallungsfunctionanalysissystem、

TheexpressionofSH2-Bβincreasedsignificantlyinlowerrespiratorytractandvisceralsensoryafferent

sites(C7-T5spinalgangliaandthecorrespondingposteriorhornofthespinalcord）ofthemurineasthmamodel

comparedwiththenormalcontrolgroup(Ｐ＜０．０１),butdecreasedinthecorrespondingportioninanti-NGF

groupandDEXAgroupcomparedwiththemurineasthmamodel（Ｐ＜０．０１)．

Increasedairwayresistancetomethacholine(MCh）wasobservedintheasthmaticgroupcomparedwiththe

normalcontrolgroup,butdecreasedinanti-SH2-BβgroupandDEXAgroupcomparedwiththeasthmatic

group(Ｐ＜0.01)．

Totalcellsandeosinophilcountsinbronchoalveolarlavagefluid(BALF）oftheasthmaticgroupwerein‐

creasedsignificantlycomparedwiththenormalcontrolgroup(P＜0.01).InhibitionofSH2-Bβsignificantlyre‐

ducedthetotalcells(Ｐ＜0.01）andeosinophilcounts(Ｐ＜0.01）intheBALF,Comparedwithasthmaticgroup，

inhibitionofSH2-BβsignificantlyreducedlL-4andlgElevelsintheBALFandserum(Ｐ＜0.01).Theresults

ofculturedspleencellsshowedthatOVAenhancedthesecretionoｆｌＬ－４ａｎｄｌｇＥｆｒｏｍｓｐｌｅｅｎｃｅｌｌｓ,thiseffect

wassignificantlyinhibitedbyinhibitionofSH2-Bβ(P＜0.01)．

AdvancedGlycationEndProductslnducetheExpressi0nofVascularCellAdhesionMolecular-1inRetinal

MicrovascularEndothelialCellsThroughRAGE/NＦ－ＫＢＰａｔｈｗａｙ

ＤａｎＣｕｉ,XianghongYang

DepartmentofExperimentalpathology,AffiliatedShengjingHospital,ChineseMedicalUniversity,Shenyang

llOOO4,China

Ｋｅｙｗ０ｒｄｓ:Advancedglycationendproducts;microvascularendothelialcells;receptorforAGEs;reactiveoxygen
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species;Nuclearfactor-kappaBWascularcelladhesionmolecular-1

Abstract:AimToinvestigatetherelationshipofAdvancedglycationendproductsanddiabeticretinopathy・

MethodsCulturedRatretinalmicrovascularendothelialcells(ＲＭＥCs）invitroandpreparedadvancedglycation

endproducts-AGE-BSA・CellswereincubatedwithAGE-BSAindifferentconcentrationandthesａｍｅｃｏｎ‐

centrationbutdifferenttime,thentheexpressionofReceptorforAGEs(RAGE）ｍＲＮＡ､Nicotinarnide-adenine

dinucleotidephosphate(NADPH)oxidasemRNAandVascularcelladhesionmolecular-1(ＶＣＡＭ－１）protein

wereanalyzedbyRT-PCRandWesternblotmethod・Reactiveoxygenspecies（ＲOS）wereexaminedbyflow

cytometryandnuclearfactor-kappaB(ＮＦ－ｉｃＢ）activationwasdetectedbylaserconfocalmicroscope・Results

AGE-BSAinducedRAGEmRNA､NADPHoxidasemRNAandVCAM-1proteinexpressioninthetime/dose

dependentpattern・AftertreatmentwithAGE-BSAinvaryingconcentrations,intracellularROSproductionflu‐

orescenceintensityunitsincreasedgradually・Fluorescenceintensityunitsalsoincreasedfbrdifferenttime,ｗｈｉｃｈ

ｉｓｔｈｅｈｉｇｈｅｓｔｗｈｅｎＲＭＥＣｓｗｅｒｅｉｎｃｕｂａｔｅｄｂｙＡＧＥ－ＢＳＡｆｏｒ２ｈ,butapocynincaninhibittheproducｔｉｏｎｏｆ

ＲＯＳＮＦ－ＩｃＢｗａｓｍａｉｎｌｙｉｎｃｙtoplasｍｗｉｔｈｏｕｔＡＧＥ－ＢＳＡ・ＡｆｔｅｒＲＭＥＣｓｗｅｒｅｓｔｉｍｕｌａｔｅｄｂｙＡＧＥ－ＢＳＡ，

NF-KBtranslocatedintonucleus,ａｎｄｒｅａｃｈｅｄｔｏｔｈｅｐｅａｋｉｎ３０ｍｉｎ,ConclusionsWeinferedthesignaltrans-

ductionpathwaysofAGEs-RＡＧＥ→NADPHoxidase→ＲＯＳ→ＮＦ－ＩｃＢ→VCAM-1mayparticipateinthe
developmentofdiabeticretinopathy･

AuthorResume:ＣＵＩＤａｎ（1976-）,female,masterofPathology;ＹＡＮＧＸｉａｎｇ－Ｈｏｎｇ（correspondingau‐

thor),female,professor,DepartmentofExperimentalPathology,AffiliatedShengjingHospital,ChineseMedical

University;researchdirection:cardiovascularpathology．

TheExpression0fRh0CandRhoGDIainLungCarcin0maCellsandTheirC0rrelati0nwiththeAblility⑪ｆｌｎ－
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ShuangGaqYanniWu,YuchenHan

ChinaMedicalUniversityGraduateSchool

E-mail:gsl9792005＠sChu・com

ＲｈｏｐｒｏｔｅｉｎｆａｍｉｌｙｉｓｏｎｅｍｅｍｂｅｒｏｆＳmallGTP-bindingproteinsofRassuperfamily､RhoCisonememberof

Rhosubtribe,whichtakeapivotalroleintheprocessoftumorinvasionandmetastasis・However,thereisno

studiesaboutRhoCexpressioninlungcarcinomaanditscorrelationwithmetastasisoflungcancer・RhoGDIs

havebeenregardedasregulatorstoinactivateRhoproteins,however,evidenceisaccumulatingthattheclassical

functionofrhoGDIsasuniversalchaperonesforGDP-boundproteinsmayneedtoberevisited・Severalstudies

haveinvestigatedthelevelofexpressionofrhoGDIsi、variouscancercellscomparedwithnormalcells,revealing

oppositepatternsdependingonthetumorcellconsidered,Likewise,rhoGDIβmRNAlevelswereincreasedino‐

varianadenocarcinoma,andthisupregulationcorrelatedwiththemalignancyoftumors・Inaddition,theinduction

ofmotilityofcancercellsbytheautocrinemotilityfactorcytokineappearedtoinduceanupregulationofrhoGDIβ
mRNAandproteininvitro･However,lessstudiesreportedthecorrelatｉｏｎｏｆＲｈｏ－ＧＤＩａｅｘｐｒｅｓｓｉｏｎａｎｄｍetas-

tasisofcancer・Inthepresentstudy,weinvestigatetheexpressionofRhoＣａｎｄＲｈｏ－ＧＤＩａmRNAandprotein

infOurlungcarcinomacell（BE1,ＬH7,Ａ2,Ａ549）andHomosapienBronchusEpithelialcell(HBE）andtheir

correlationwithmetastasisoflungcancer､TheexpressionsofRhoC,Rho-GDIaproteinweredetectedwith

westernblot・TheexpressionsofRhoC,Ｒｈｏ－ＧＤＩａＲＮＡｗｅｒｅｄｅｔｅｃｔｅｄｗｉｔｈｒeverse-transcriptionpolymerase
chainreaction（ＲＴ－ＰＣＲ).TheexpressionsandlocationsofRhoC,Rho-GDIaweredetectedwithimmunoflu‐

orescence・TheinvasionabilityofBE1andLH7invitrowasdetectedwithBioCoatMatrigellnvasionChambers

with8､０micronporetranswellscoatedwithextracellularmatrixproteins・ＴｈｅＳＰＳＳ１１・Ｓｓｏｆｔｗａｒｅｗａｓｅｍ－
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ployedtoayalyzethedata.Ｐ＜０．０５wasconsideredasstatisticalsignificance・TheexpressionlevelofRhoCand

Rho-GDIaproteininvariouslungcarcinomacellwassignificantlyhigherthanthatinHBE・Theexpressionof

RhoCandRho-GDIaproteininBE1(thecellwithhighmetastasiscapability）wassignificantlyhigherthanthat

inLH7(thecellwithlowmetastasiscapability).TheexpressionofRhoCandRho-GDIａｍＲＮＡｉｎＢＥ１(the

cellwithhighmetastasiscapability)wassignificantlyhigherthanthatinLH7(thecellwithlowmetastasiscapa‐

bility).TheinvasionabilityofBE1invitrowassignificantlyhigherthanLH7､TheexpressionofRhoCandRho
-GDＩａｉｎＢＥ１ａｎｄＬＨ７ｗａｓａｕｌｏｃａｔｅｄｉｎｅndochylema・Therefore,TheexpressionlevelofRhoCandRho-

GDIainlungcarcinomacellwashigherthaninHBE・ＴｈｅｅｘｐｒｅｓｓｉｏｎｏｆＲｈｏＣａｎｄＲｈｏ－ＧＤＩacorrelateswith

metastasisoflungcancer．

TheStudies0nlsolationandCultivationandtheMechanisms0fProliferati0nandDifferentiationofHuman

FetalHepaticStemCellsinVitro。

YanhangGao,YulinLin,ChunguangWang,YanruLi,ZhenghuaHu・

Departmentofgastroenterology,thefirsthospitalofJilinUniversity,Changchun,Jilinprovince,Chinal30021

Ohjective:Ourstudyisaimatseparatingandpurifyinghepaticstemcellsfromhumanfetusliver,andidentifyits

biologicalfunctions､Meanwhile,wewilldetecttheirabilitiesofdifferentiationintomaturehepatocytesandthe

mechanismsofproliferationanddifferentiation・Ourworkwillsupplytheorybasisforthefuturecellstransplanta‐

tionandhumanlivertissuesreconstructioninmiceandevenlargeanimals・

Methodsandresults:（１）Bythecombinationofunitedenzymaticdigestion,gravitysedimentation,monoclonal

digestion,selectivedigestion,weisolatedhepaticstemcells(hFHSCs）fromhumanfetalliverintheearlystageof

gestation・Theisolationmethodissimpleandoperatedeasily,andobtainedcellshavehighvigor.(2)hFHSCsac‐

cordwithfbundamentalcharacteristicsofhepaticstemcells:theyhavestrongproliferationabilityinvitro,express

bothliver-connectorsandbiliarytreemarkersandhavethenormalkaryotype.(3)HGFandEGFcanstimulate

hFHSCstoproliferateobviously.(4)HGFplaysanimportantroleoninducinghFHSCstodiffereniateintoma‐

turehepatocytes,andEGFcanbeincoordinationwithit.(5)Inducingdifferentiationsystemwasconstructedin

vitro,whichwillcontributetosolvingtheproblemofdonatorshortageonhumanmaturehepatocytestreatment．

(6)ＮＦ－にBactivitywasrepuiredforHGF-inducedproliferationanddifferentiationinhFHSCsbyphosphory‐

lationanddegradationoflにＢａ・

Conclusions:WeobtainedhFHSCsbyasimplemethodandconstructedaneffectiveinducing-differeniating

cultivationsystem,meanwhile,theinvestigationsonthemechanismsofproliferationanddifferentiationinhFH‐

SCswillprovidetherationaleforoptimizingthissystem・Thewholeworkwillprovideexperimentbasisandnew

cluesforsolvingtheproblemofdonatorshortageofhumanmaturehepatocytesandmakinghepatocytesandhep‐

aticstemcellstransplatationcomeintorealitiesonthestageofclinicaltreatment．

Expression0fNanog0fRatTrachealEpitheliumDuringtheRecoveryofInjurylnducedby5-FUinVitro

LingGeng,XiaoboMa,XinshanJia・

Departmentofpathology,ChinaMedicalUniversity,Shenyang,China．

Ohjective:ToinvestigatethedynamicexpressionofNanog,whichisoneofthecorrelativegenomeofembryonic

stemcellgenes,inrattrachealepitheliumduringtherecoveryofinjuryinducedby5-FUinvitro,anddiscuss

themolecularmechanismoftheformingandretainningundefferentiatedstateofthetrachealstemcells．‘
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MaterialsandMethods:１.Preparationoftrachealepitheliumregenerationmodelofrat､２.Hematoxylin-eosin

stainwasusedtoobservethemorphologicalchangesduringtrachealepitheliumregeneration3・Toobservethe

dynamicchangesofNanogduringtheprocessbyindirectimmunofluorescence､４.Westernblotanalysis・Results：

ItwasfoundthatNanogisnegativeinnormaltrachealepithelium・Thetrachealepitheliumdesquamatedafter5

-FUtreatmentandtheresidualcellsweretriflenude-nucleusdistributedintervallyonthebasementmembrane

(GOphasecells).ExpressionofNanogwaspositiveinGOphasecellsatOhafter5-FUtreatment,Thetracheal

ringswerecoveredwithflattenedepithelialcellsaｔ３－６ｈａｆｔｅｒｔｈｅｒｅｍｏｖａｌｏｆ５－ＦＵ,andalotoftheepithelial

cellswereNanogpositiveandtoitstopexpression・Ａｔ２４ｈ,ｍｏｓｔoftheepithelialcellswerecuboidalcells,and

Nanogpositivecellsdecreasedobviously・At48h,pseudostratifiedmucociliaryepitheliumappearedinsomeregion

oftrachealepithelium,whenNanogwasinminimallevel・Theresultofwesternblotwasconsistentwithitofin‐

directimmunofluorescence・

C0nclusions:NanogexpressedinGOphasecells,anditispresumedthatsomaticcellshadbeenreprogrammedaf‐

terstrongstimulus,andtheyobtainedthefunctionandfeatureofstemcells,andrepairedtheimpairedtracheal

epithelium・Nanogexpressedstronglyinthesteｍｃｅｌｌｓ，thendecreasedgraduallyfbllowinｇｔｈｅｃｅｌｌｄｉfferentia‐

tion・ItissuggestedthatNanogplaysaimportantroletoretainundefferentiatedabilityofcells・

Keyw0rds:injuryandrecoveryoftrachealepithelium;stemcell;reprogram

DNARepairCapacityandtheRisk⑪ｆＮｏｎ－ｓｍａｌｌＣｅｌｌＬｕｎｇＣａｎｃｅｒ

ＭｉａｏＨｅ,HaoZhou,ZhihuaYin,BaosenZhou

DepartmentofEpidemiology,ChinaMedicalUniversity,Shenyang,China,110001

Worldwide,lungcanceristhemostcommonmalignancyandtheleadingcauseofcancermortality・Therole

oftobaccosmokingintheetiologyoflungcanceriswellestablished,butonlyabout１５％ofsmokersdeveloplung
cancer・Why？Theansweristhevariationinsusceptibilitybetweenindividuals・Studiesshowthatcellshavee‐

volvedDNArepaircapacity（DRC）tomaintainthegenomeintegrity・Becausecellsmustfacetotheattacksfrom

endogenousorexogenousgenotoxicchemicals,ｔｈｅｅｘｔｅｎｔｏｆｄａｍａｇｅｒｅｐａｉｒｅｄｂｙＤＮＡrepairsystemisofgreat

importanceHostcellreactivationassay(HCR）isapowerfultool,whichallowsresearcherstomeasurethecapac‐
ityofwholeDNArepairsystem､WeappliedHCRtoevaluatetheeffecｔｏｆＤＲＣｏｎｔｈｅｒｉｓｋｏｆｎｏｎ－ｓｍａｌｌｃｅｌｌ

lungcancer（ＮSCLC）andtoevaluatetheinteractionsofDRCandsmokingontheriskofNSCLC・

TherewerelO7casesandll7controlsinthiscase-controlstudy・Theywerefrequentlymatchedaccording
tosex,age（±５）andsmokingstatus､Lymphocyteswereisolatedfromperipheralblood,thenstoredin-80℃・

Plasmids（p-CAT-control）wastreatedbyUVC(254nｍ）usingthedoseofOJ/m2or800J/m2respectively・
ThelymphocyteswerethawedandculturedinRPMI1640medium（supplementofphytohemagglutinin）in
batches・ThecellsweretransfectedwithdamagedorundamagedplasmidsbyDEAE-dextranmethodsafter

72h・Celllysiswasextractedafter44h,storedin－８０℃・Thecelllysisreactedwith3H-chloramphenicolafter

beingthawed・Withappropriatescintillationfluid,theradioactivitiesofthesamplesweremeasuredbyaliquid

scintillationcounter・Thecpmvalueswererecordedforthecellswithundamagedplasmids（controlreading）and
UV-damaged（repairreading）plasmids・ＤＲＣ（％）＝（damagedplasmidvalue/undamagedplasmidvalue)×
100％・

ThesubjectsweredividedintotwogroupsaccordingtotheDRCmedianofcontrols,namedoptimalDRC
andsuboptimalDRC・SuboptimalDRCwasassociatedwiththeriskofNSCLC,ＯＲｖａｌｕｅｗａｓ４０２６（2.211-

7.329).ORforadenocarcinomawas2､949（1.397-6.225),ORforsquamouscellcarcinomawas5､196（2.

144-12.596),andORfOrothertypewas6390（1.381-29.574).Thesubjectsweredividedintotwogroups
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accordingtothesmokingindexmedianofcontrols,namedheavysmokerandlightsmoker・Heavysmokerwasas-

sociatedwiththeriskofNSCLC,ORvaluewas2､227（1.284-3.860）forNSCLC,2.265(1.078-4.758）for

adenocarcinoma,3.195（1.448-6.864）fOrsquamouscellcarcinomaand3､800（1.019-14.169）forother

type､ThesubjectsweredividedintofOurtypes:optimalDRC＋lightsmokergroup（referencegroup),optimal

DRC＋heavysmokergroup,suboptimalDRC＋lightsmokerandsuboptimalDRC＋heavysmokergroup・OR

ofsuboptimalDRC＋heavysmokergroupwas7､154（2.960-17.290）fOrNSCLC,4.673（1.659-13.164）

fOradenocarcinoma,7.615（2.032-28.537）forsquamouscellcarcinoma,and11.423（1.376-94.860）fbr

othertype・InsuboptimalDRC＋lightsmokergroup,ORforsquamouscellcarcinomawasstatisticallysignifi-

cant・Thevaluewas4､091（1.071-15.621).TheresultsindicatedthatpoorDRCandheavysmokingassociat‐

ｅｄｗｉｔｈｔｈｅｒｉｓｋｏｆＮＳＣＬＣ・ＡｎｄtheinteractionsbetweenDRCandsmokingincreasedtheriskofNSCLC・

ＳｕｂｏｐｔｉｍａｌＤＲＣｉｓａｖｅｒｙｉｍｐｏｒｔａｎｔｓusceptiblefactorfortheriskofNSＣＬＣ・Theinteractionsbetween

DRCandcumulativesmokingcanincreasetheeffectofeitherfactoronthｅｒｉｓｋｏｆＮＳＣＬＣ・Theindividualswith

suboptimalDRCandheavysmokingaremoresusceptibletoNSCLC．

TheL0calizationalStudy0f6-Glucur0nidaseinLys0someinEpithelialCell0fBreastDuct

DaweiHuan,WenzhuZhang,ＢｏＹａｎｇ,Hong△Zhang

Departmentofpathology,CollegeofBasicMedicalBciences,ChinaMedicalUniversity,ShenyangllOOO1，Ｃｈｉ－

ｎａ；

GeneralHospitalofShenYangMilitaryDistrict,ShenYangllOO15,China

Abstract:Ohjective:Tostudytheovertinystructurelocalizationofβ一Glucurinidase（β－Ｇ）intheepithelinal

cellofthehumanbreastduct・Methods：Thetechniqueofanti-β一Glucuronidaseantibodyandcolloidgold

bougueandimmunoelectromicroscopewereusedResults：Goldgrainslabeledβ一Gwerelocalizedinendoplas‐

micreticulumandlysosome・C0nclusi0ns:Successfullocalizationofβ一Ginendoplasmicreticulumandlysosome

inepithelialcellofbreastductcouldbeusednormalmorphologicｍｉｄｅｌｔｏｓｔｕｄｙｔｈｅｂｒｅａｓｔａｎｄｔｈｅｔｕｍorin

breast・

KeyW0rds:β一Glucuronidase;Colloidgold;immunoelectromicroscope;endoplasmicreticulum;lysosome．

△:Communicationauthor

ResearchonCytochip0fCellMembraneCarbohydratelndetification

ＱｕｎＨｅ,YangZhang,YUjiezhao

CenterofBiochip､ChinamedicalUniversity・Sheyang,liaoniing,china,110001

Abstract:CarbohydratescoverthesurfaceofｍｏｓｔlivingcellsandorganismsinthefOrmofdiverseglycoconJu-

gates,Glycanscreatealandscapeofrecognitionsites,barriers,andcarr1ersthathelpcontroltherhythmsof

metabolismfromconceptiontocatabolism,Generally,glycansrepresentcell，smediatingrecognitionandcommu‐

nicationprocessesand,theycontrolimmunologicalreCognition,cell-celladhesion,pathogenattack,andprotein

fOldingandplacement・Ohjective:Topresenttheuseandapplicationsofalectinmicro-arraytoobserverthesur‐

faceglycosylationpattemofcells・Methods:Lectinmicroarray:２０kindsoflectinswereprintedonglassslides

thosehavebeenconJugatedwithchemicalgroups;ＣｅⅡ:cellwascollectedfOrmthenormalserumofhumanand

thedifferenttissuesofmouse;HEstrainingofcell・Result:thelectinmicroarraycancapturecellsthrouｇｈｔｈｅｃｙ‐

bonhydratechainonthesurfaceofcell,immobilizedcellsfOrmdifferenttissuewerespecificallyanddifferently
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detectedonlectinmicro-array・Conclusi0n:Thelectinmicro-arraycanbeusedtoobservedthethesurfacegly‐
cosylationpatternofcells・

Ｋｅｙword:lectinmicro-arrayglyconJugatecellmenbrane

ACase0fC0mamonasTestosteroniIsolati0nFromPleuralFluidofLungCancer

LanlingJia,YunzhuoChu,JiguangLi

Cancerlnstitute,ChinaMedicalUniversity,Shenyang,110001,China,ClinicalLab、

2theFirstAffiliatedHospital;ChinaMedicalUniversity,Shenyang,110001,China

Abstract:Comamonastestosteroni,ａｌｅｓｓｅｒ－ｋｎｏｗｎｍｅｍｂｅｒｏｆｔｈｅｇｅｎｕｓbelongedtocomamonas,isakindof

conditionedpathogenandmetabolizestestosteroneasthesolecarbonsourceviaameta-cleavagereaction・ＡＣ‐

cordingtothereports,ithasbeenisolatedfromsomeclinicalspecimenssuchasblCod,pus,urineandsecretionof

airwaybutnotfrompleuralfluidoflungcancer・Weherepresentacaseofgram-negativebacteriaisolationfrom

pleuｒａｌｆｌｕｉｄｏｆａｍａｌｅ５１－ｙｅａｒ－ｏｌｄｌｕｎgcancerpatientwithbrainmetastasis・Bymeansofbacterialculture，

biochemistryanalysisanddrugsensitivitytest,weidentifiedthattheisolatedbacteriawascomamonastestos‐

teroni､Lunghasn，tbeenregardedasatargetorganofsexhormoneinthepast,however,recentstudyindicated

thatthesexhormonemayhavearoleinthecarcinogenesisofbronchiallungcancer・Althoughfurtherstudyneed

tobeperformed,ourstudysuggeststhattestosteroneprobablyexistsinthepleuralfluidoflungcancerandmay

therebycausesthegrowthofconditionedpathogen．

ⅢSＨ０ｆ２０Ｃａｓｅｓ０ｆＧａｓｔｒｉｃＬｙｍｐｈｏｍａ

FangLi''3,XinshanJia1,KazuhisaHasui2

１.Departmentofpathology,ChinaMedicalUniversityllOOO1

2・ThesecondDepartmentofanatomy,KagoshimaUniversity',Japan

3.Biomedicalscienceprogram,OldDominionUniversity,USASupportedbyJapanSocietyforthePromotionof

Sciencebasicresearch（Ｂ）

Recentcellgeneticalstudieshaveindicatedthattrisomy3isafeatureofgastriclymphomas(ＧＬ).Twenty

casesoftheseGLinShenyangdistrictwerestudiedintotal,includinglOmucosa-associatedlymphoidtissue

(MALT）lymphomas,９diffuselargeBcelllymphomas（DLBL）andlmantlecelllymphomas(ＭＬ),stainedby

H＆EandimmunohistochemistryofCD3､ＣＤ5,ＣＤ２０.TOclarifingthepathogenesisandrelationshipbetweentri‐

sｏｍｙ３ａｎｄ（Hpylori）ＨＰ､EBER-1inthesetumors,paraffinsampleswerestainedbyimmunohistochemistry

ofantibodyofＨＰ（ＤＡＫＯ),fluorescenceinsituhybridizatio、（FISH)ofa-satelliteprobesforchromosomes3，

andEBER-1insituhybridization・Trisomy3wasfOundin8ofthe20cases(40％）.ThepercentofHPandE‐

BER-1isrespectively85％ａｎｄ２０％・ThecohereｎｃｅｂｅｔｗｅｅｎＨＰａｎｄｔｒｉｓｏｍｙ３ｉｓｌＯ０％・Thesefindingsug‐

gestthat,inShenyangdistrict,HPandtrisomy3playimportantrolesinpathogenesisofGL,andperhaps,there

issomerelationshipbetweenＨＰａｎｄｔｒｉｓｏｍｙ３・ＥＢＶｃｏｎｃｅｍｓａｌｓｏｗｉｔｈearlyoncogenesisofGLinShenyang
district．
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Cyt0plasmicConnexin32EnhancesGr0wthandMetastaticAbilityofHｕｍａｎＨｕＨ７Ｈｅｐａｔ０ｍａＣｅｌｌｓｉｎＶｉｔｒｏ
ａnｄｉｎＶｉｖｏ

QingchangLi,YasufumiOmori,YujiNishikawa,ToshiakiYoshioka,YouheiYamamoto,KatsuhikoEnomoto

SchoolofMedicine,AkitaUniversity,Akita,Japan

E-mail:liqingch＠med・akita-u・ac､jｐ

Aconsiderablenumberofstudieshavestatedthatgapjunctionalintercellularcommunication（ＧJIC）sup‐

pressestumordevelopmentduringcarcinogenesis,i､ｅ・ＧＪＩＣｉｓｄｏｗｎ－ｒｅｇｕｌａｔｅｄｉｎａｌｍｏｓｔalltumorsthrough
whatevermechanisms,includingnoorreducedexpression,aberrantlocalization,andaberrantphosphorylationor

dephosphorylationofconnexin（Cxs）andrestorationofGJIChasbeenreportedtoreversethemalignantpheno‐

typeofsometransformedcells､Intheliver,normalhepatocyteexpressbothconnexin26（Cx26）andconnexin32

(Cx32）andtheyexhibitahighlevelofGJICwithneighboringcounterparts・Conversely,GJICisabolishedin

hepatocellualrcarcinoma（HCC).WhilenoexpressionofCx26mRNAorproteinisdetectedineitherhumanoｒ

ｒａｔＨＣＣｓ,Cx32proteinveryoftencontinuestobeexpressednotinacell-cellcontactbutincytoplasmwithout

mutation,atleastinthecodingredion,thusincapableofforminggapjunction､Suchanaberrantlocalizationof

connexinproteinsisgenerallyconsideｒｅｄｔｏｂｅａ“lossoffunction”asacomponentofgapjunction・Recently,cy‐

toplasmicexpressionofCx26wasreportedtoinduceinvasionandmetastasisinbreastcancer,whichraisesaques‐

tionthatwhethercytoplasmicCx32inHCCsexertssomeotherfunctionsｔｈａｎｇapjunction・Toelucidatethe

rolesofCx32proteininHCCgrowthandprogression,weintroducedhumanCx32CDNAintoHuH7humanHCC

celllinebyretroviralinfectionandestablisheddoxycycline(Dox)－responsiveTet-offCx32cloneswhereex‐

pressionofCx32proteincouldbeenhancedbyDoxremovalfromthemedium､Densitomericanalysisoftheim‐

munoblottinggelsshowedthattheexpressionofCx32wasapproximatelｙ４－ｆｏｌｄｕｐ－ｒｅｇｕｌａｔｅｄｉｎｔｈｅｅｓｔａb-

lishedHuH7Tet-offCx32cellsafterDoxremovalcomparedwithin８腿/ml-Dox-supplementedmedium，

Furthermore,theexpressionofCx32proteinincreasedgraduallyastheamountofDoxdecreased・Indirectim‐

munofluorescencerevealedthatoverexpressionofCx32inducedbyDoxwithdrawalwasnotlocalizedincell-cell

contactbutcytoplasminHuH7Tet-offCx32cells・FurtherGolgiapparatusstainingshowedthattheCx32pro‐

teinwasexpressedinGolgiapparatus・ＣｅllsurfaceproteinbiotinylationindicatedthatnoCx32proteinwasde‐

tectedinthecellsurfaceproteinfractionineitherthepresenceortheabsenceofDox・Incontrast,E-cadherin，

anessentialcomponentofadherensjunctionsinhepatocytes,issuccessfullyenrichedinthecellsurfaceprotein

fractiｏｎ・Nocellsweredye-coupledineitherthepresenceortheabsenceofDox,asrevealedbyscrape-loading

dyetransferassaytoestimatetheGJICcapacity,indicatedthattheoverexpressedCx32proteinwasnotfunction‐

alasacomponentofgapjunctionsinHuH7Tet-offCx32cells・Theanchorage-dependentproliferationrateof

theHuH7Tet-offCx32cellswassignificantlyhigherｉｎＤｏｘ－ｆｒｅｅｍｅｄｉｕｍｔｈａｎｉｎｔｈｅＤｏx-supplemented

medium・Performedbyprecoatingthe8-似mmilliporefilterofBoydenchamberwithvitronectinormatrigel，

Serum-stimulatedtranswellassayshowedthatDoxwithdrawalenhancedbothmotilityandinvasivenessofthe

HuH7Tet-offcells,whileDoxdidnotaffectmotilityandinvasivenessofHuH7Tet-offmockcells・Toexclude

involvementofundetectableGJICintheupregulationofmotility,cellmotilitywasassayedinthepresenceof

olealmide,aspecificGJICinhibitor､ＯｌｅａｍｉｄｄｉｄｎｏｔｈａｖｅａｎｙｅｆｆｅｃｔｏｎｃｅllmotilityofeitherHuH7Tet-off

Cx32cellsormockcells,confirmingthatGJICisnotimplicatedintheCx32-mediatedupregulationofmotility

inHuH7Tet-offCx32cells・Ｏｎｔｈｅｏｔｈｅｒｈａｎｄ,theCx32-transfectedHelacellc1one,whichexhibitedahigh

levelofGJICandalowermotilitythanmock-transfectedHelacells,regainsitshighmotilityaftertreatment

witholeamide・IntrahepaticspreadingisthemajorcriticalreasonforliverfailurecausedbyHCCs・Wethusexam‐

ｉｎｅｄｈｏｗＨｕＨ７Ｔｅｔ－ｏｆｆＣｘ３２ｃｅｌｌｓｏverexpressingcytoplasmicCx32proteinbehavedｉｎｖｉｖｏｗｈｅｎｔｈａｙｗｅｒｅ
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graftedintotheliverofSCIDmicebysubserosalinjectionofthemalongwiththemocktransductant・Doxwas

administratedindrinkingwatertorepresstheexpressionofCx32protein・Ｆｉｖｅoutofsixmicedevelopedtumors
attheimplantedsitesineachoftheDox（＋）andtheDox（－）groups・Macroscopicmetastaticlesionswere

fOundinallofthefivetumor-bearingmiceintheDox（－）ｇroupbutinnoneofthemiceintheDox（＋）

group,whichclearlyindicatedthattheoverexpressedcytoplasmicCx32cangivethemetastaticabilitytoHuH7

Tet-offCx32cells・Whenthecellsweresubcutaneouslyxenograftedintothebacksofathymicnudemice,three

outofsixmicegivenHuH7Tet-offCx32cellintheDox(－）groupbutnoneintheDox(＋）groupdeveloped
atumor,whichshowedthattheoverexpressionofcytoplasmicCx32upregulatedtumorigenicityandgrowthof

HuH7Tet-offCx32cellsinvivo・Inaword,ourresultssuggestthatcytoplasmicCx32proteinexertsfavorable

fbrHCCprogression,suchasinvasionandmetastasis,ｏｎcethecellshaveacquiredamalignantphenotype．

HeparanaseExpressi0nisC0rrelatingwithMetastasisandP0orPrognosis0fNon-smallCellLungCanceｒ

ShuyuLi,YumeiGu,QingfuZhang,EnhuaWang,XueshanQiu

DepartmentofPathology，CollegeofBasicMedicalSciences，ChinaMedicalUniversity，Shenyang，Liaoning
llOOO1,Ｐ.Ｒ・China

Abstract:Heparanase（Hpa）isanendoglycosidasethatcleavesHSsidechainsofHSPGsatalimitednumberof

sites,thusplayingacriticalroleintumormetastasisandangiogenesis・Inthepresentstudy,samplesofll5non-

smallcelllungcancercasesand40neighboringnoncanceroustissuewerestudiedwithanti-heparanase,ＶＥＧＦ，

ＶＥＧＦ－Ｃ,ＶＥＧＦ－Ｒ３ａｎｄＣＤ３４ａｎｔｉｂｏｄｉｅｓ･Expressionofheparanasewaspositivein911ungcancersamples，

butwasnegativeinnormallungtissueHeparanaseexpressionwasassociatingwithclinicalstages（r＝0.203,Ｐ
＝0.030),vascularinvasion（r＝0.344,Ｐ＝0.000),andlymphaticmetastasis（r＝0.276,Ｐ＝0.003).Patients

withpositiveheparanaseexpressionhadaworseprognosisthanthosewithanegativehaparanaseexpression（Ｐ＝
0.0024).HeparanaseexpressionwasassociatingwithVEGFexpression（r＝0.321,Ｐ＝0.001）andVEGF-C

expression(r＝0.302,Ｐ＝0.001).Microvesseldensity（ＭＶＤ）andlymphaticvesseldensity（ＬＶＤ）inhep‐
aranasepositivetumorsweresignificantlyhigherthaninheparansenegativetumors（Ｐ＜0.001).VEGFexpres‐

sionwasrelatedtoMVD（Ｐ＜0.001),andⅦGF-CexpressionwasrelatedtoLVD（Ｐ＜0.001).MVDand

LVDwerecloselyrelatedtobloodmetastasis（Ｐ＜０．００１）andlymphaticmetastasis（Ｐ＝0.010）respectively・

Ｔｈｅproliferation,invasioncapacityandlocomotoryabilityofhighlymetastaticpotentialcelllineofhumanlung
giantcellcancerPG-BE1werereducedbyinhibitionheparanaseexpressioninit・Ａｔｔｈｅｓａｍｅｔｉｍｅ,theexpres-

sionsofVEGEVEGF-CandpAktinPG-BE1weredecreased・Theresultssuggestedheparanaseinnon-

smallcelllungcancercouldincreasetumorinvasionandmetastasis;heparanasemaybefacilitateexpressionof
VEGFandVEGF-CcorrelatinｇｗｉｔｈＰＩ３Ｋ/Aktsignalpathway．

GeneTheraW0fMurineOrth0topicLiverCancerwithlnduciblelL-12GeneMediatedbyHydr0dynamicln‐
jecti0n

Ｙａｎ－ｒｕＬｉ,LinWang,YulinLi

TheKeyLaboratoryofPathobiology,MinistryofEducation,DepartmentofPathology,SchoolofBasicMedical
Sciences,JilinUniversity,Changchunl30021,China

AbstractBackgrmmd：Mostdiseasesareheterogenicanddynamicinnature・Therefore，theabilitytocontrol

transgeneexpressionintemporalandspatialinvitroandinvivoisveryimportant,especiallyintumorgenethera-
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py・ThisstudywasaimedtoevaluatetheinducibleabilityofplasmidscarryinganRU486regulatorysystemand
theant1tumoreffectofinducibleｍｌＬ－１２ｇｅｎｅ・Methods:WeusedplasmidpRS22containingRU486regulatory

system,liver-specificpromotorTTRandｍｌＬ－１２ｇｅｎｅｏｒｐｌａｓｍｉｄｐＲＳ－ＬａｃZencodingLacZgene・These
plasmidsweretransfectedintocellsderivedfromdifferenttissuesorinjectedintomicebyhydrodynamicinjec‐
tion・LacZexpressionwasexaminedinculturedcellsandtissuesbyX-galstaining・ThemlL-121evelwastest‐
edinthesupernatantsofculturedcellsandinserumbyanELISAkit､Thesafetyofhydrodynamicinjectionwas
evaluatedbyhistologicalanalysis・ThedistributionandinducibleexpressionofpRS22inmicewereassayeｄｂｙ
ｍｅａｓｕｒｉｎｇＤＮＡ,RNAandproteinlevelsusingPCR,RT-PCRandimmunohistochemicalstaining・Theantitu-
moreffectofinducibleｍｌＬ－１２ｇｅｎewastestedinmicebearingorthotopiclivercancerviahydrodynamicinjec‐

tionofpRS22Results:ThelevelsofALTandASTinserumincreasedabruptlylOhafterhydrodynamicinjec‐
tionofsalineorpCMVβ,thendeclinedrapidlytonormallevelat7days､Ｔｈｅｎecroticareasinlivertissuerecov‐
eredbyproliferationofhepatocyteswitｈｉｎｏｎｅｗｅｅｋ､AkineticstudyindicatedthatmｌＬ－１２ｃｏｕｌｄｂｅｄｅｔｅｃｔｅｄ
ａｔ４ｈａｆｔｅｒadministrationofRU486・AtlOhtheserumconcentrationofmlL-12reachedapeaklevelthatwas

３５７８－fOldhigherthanthatofpre-inductionwithRU486・Thenitdecreasedtoaminimallevelａｔ２４ｈａｎｄｗａｓ
ｕｎｄｅｔｅｃｔａｂｌｅｂｙｄａｙ３・Wheninducedevery7days,thekineticcurveofmlL-12expressionwassimilar・Ｔｈｏｕｇｈ
ｐｅａｋｖａｌｕｅｓｏｆｍｌＬ－１２ｄｅｃｒeasedgraduallyaftereachinduction,ｍｌＬ－１２ｉｎｓｅｒｕｍｃｏｕｌｄｂedetecteduntil4
monthsafterplasmidadministration・WeonlydetedctedmlL-12expressioninlivertissue､Theexpressionlevel
ofmlL-12waｓｒｅｌａｔｅｄｔｏｔｈｅｄｏｓｅｏｆＲＵ４８６ａｎｄｐｌａsmid,increasingthedoseofRU486andplasmidcaused

higherexpressionofmlＬ－１２ｉｎｓｅｒｕｍ,ＴｈｅｓｕｓｔａｉｎｅｄｌｅｖｅｌｓｏｆｍｌＬ－１２couldbeachievedbyadministration
RU486everydaywithin6days､ＴｈｅｍｌＬ－１２ｉｎｄｕｃｅｄｂｙＲＵ４８６ｃｏｕｌｄｐｒｏｄｕｃｅｄｌＦＮ－ｒａｎｄＮＯ,inhibittu‐
morcellsproliferationandangiogenesisoftumor,prolongedthesurvivalofmicebearingorthotopiclivercancer．
Ｃ⑪nclusi0n:TheexpressionoftransgenemlL-12ｃａｎｂｅｓｗｉｔｃｈｅｄｏｎｏｒｏｆｆａｔｄｅｓｉｒｅｄｔｉｍｅｂｙａｄｄｉｔｉｏｎｏｒｗｉｔｈ‐
ｄｒａｗｏｆＲＵ４８６・TheexpressionofmlL-12islimitedonlyinliver・Ｗｅｃａｎｎｏｔｏｎｌｙｇｉｖｅｓｃｏｐｅｔｏｔｈｅａｎｔｉtumor
effectofmlL-12,butalsodecreaseditstoxicitytoorganism・Thoseapplynewideatogenethereapｙｏｆｌｉｖｅｒ
ｃａｎｃｅｒ、

Keyw0rds:IL-12;hydrodynrnicinjection;RU486;plasmidDNA;genetherapy;livercancer

Electr0nMicr0sc0peObservati0n0ftheRelationshipBetweenMastCellsAndNe⑪vascularizati0nintheSub･
stantiaPropria⑪ｆｔｈｅＣ０ｍｅａＡｆｔｅｒｔｈｅＷａｓｐＳｔｉｎｇｓｔｈｅＣｏｍｅａ

DongjuanLiu,YanpingXu,ＢｉｎＮｉｎｇ

(2ndElectronMicroscopeDepartmentofChinaMedicalUniversity,110001,China）

Pathologicalchangesaftercomealinjury,infectionandtoxicmaterialinvasionwillleadtotheproliferationof
mastcellsandcornealneovascularization・Cornealneovascularizationoftencausetissuecicatrizationandpersistent

inflammation,ｗｈｉｃｈｉｓｏｎｅｏｆｔｈｅｍｏｓｔｃｏｍｍｏｎｃａｕｓｅsthatleadtocornealblindness・Thisarticleusesthetech‐

niqueoftransmissionelectronmicroscope（ＴＥＭ),weusesomewasp-stingedcornealtissue,preparetheelec‐
tronmicroscopesampleconventionally,observetherelationshipbetweenmastcellsandneovascularizatioｎｉｎｔｈe
substantiapropriaofthecornea,whichaimsatdiscussingtheroletheyplayintheblindnesscausedbycorneal
damage・

Undertheelectronmicroscopeweseetherearemanymastcellsdistributedinthesubstantiapropriaofthe

cornea,theyarelargeinvolume,somethinprocessesextendedfromtheirsurface,thekaryotypesofthemastcells
areusuallyirregular,theyareusuallyeccentricandclosetothecellmembrane,therearefeworganellesandmany
secretorygranulesinthecytoplasmofthemastcells,mostgranulesshowhighelectrondensity,ａｎｄｔｈｅｙａｒｅｄｉｆ－
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ferentinsize,someundergofusion,ｓｏｍｅｍｉｇｒａｔｅｔｏｔｈｅｍａｒｇｉｎｏｆｔｈｅｃｅｌlmembrane,manygranulesdispersea-
mongtheconnectivetissue･Wealsoseemanycornealneovascularizations,therearemastcellsandgranulesre‐
leasedfromthemastcellsdistributedneartheneovascularization・Thereiｓclosecontactbetweenthemastcells
andthevascularendothelialcells,thegranulesreleasedfromthemastcellsmovenearorenterthevascularen‐

dothelialceⅡs・Thereisdilationofthecavityofthenewlyformedbloodvessels,manyprocessesofthebasalmem‐
braneoftheendothelialcellsextenｄtotheperipheralconnectivetissue・

Neovascularizationistheprocedurethatthevascularendothelialcellsproliferateandmigrateandfbrmnew

bloodvessels・Inl949,Campbellfirstputforwardthatneovascularizationisbecauseofakindofelectromigratory
solublefactoｒｔｈａｔｅｘｉｓｔｉｎｔｈｅｃｏrnea・Nowmanypolypeptidefactorshavebeenpurified,suchasleptin,shh,in-
terleukin-1（ＩＬ－１),intercellularadhesionmolecule－１（ＩＣＡＭ－１),interleukin-4（ＩＬ－４),andinterleukin

-13（IL-13),nitricoxidesynthase-II（NOS-II),matrixmetalloproteinase-2（ＭＭＰ－２),cysteinepro‐
tease,vascularendothelialgrowthfactor（ＶEGF),epidermalgrowthfactor(EGF),basicfibroblastgrowthfactor
（bFGF),angiopoietin（Ang),theyareallrelatedtoneovascularization・Mastcellcannotonlysynthesize,reserve
andreleasemanyactivemediums,ｂｕｔａｌｓｏｉｓｔｈｅｓｏｕｒｃｅｏｆｍａｎｙｃｙｔｏｋｉnes・Someresearchuseinvitroculture

method,mixmastcellsandvascularendothelialcellstogether,electronmicroscopeobservationshｏｗｔhatthe
granulesofthemastcellscanmigratetothevascularendothelialcellsnearthem,andtheconclusionthatmast

cellscaninduceneovascularizationhasbeenconfirmedbymanyresearches､Humanmastcellscanproducecy-
tokinessuchasSCF,ＩＬ－１,ＩＬ－４,ＩＬ－５,ＩＬ－６,bFGF,ⅦGF,plateletderivedgrowthfactor（PDGF),among
themVEGF,ｂＦＧＦ,PDGFcaninducemoremastcellsmigratetotheneovasculariZation,andpromotetheneovas-
cularization・Ｔｈｅｇｒａｎｕｌｅｓｏｆｔｈｅｍａｓｔｃｅｌｌｓａｌｓｏｃontainbiologicalactivemediumssuchasheparin,histamine,try‐
plase,secretin,whenthemastcellsundergodegranulation,theyarereleasedtotheperipheralenvironment,they
havethefunctionofmodulatingtheproliferationofthevascularendothelialcellsandpromoteneovascularization・
Thebeevenomcontainsmanybiologicalamines（suchashistamine）andnon-enzymaticpolypeptides（suchas
beevenompeptide)andphosphataseA,Bandhyaluronidase,whichcancausetoxicreactionandallergicreaction・
Afterthewaspstingsthecornea,thedirectactionofthebeevenomcausedamagetotheinhibitoryfactorsofthe
neovascularization，ａｎｄｌｅａｄｔｏｔｈｅｐｒｏｄｕｃｔｉｏｎｏｆｍａｎｙｍａstcells，mostmastcellsshowdegranulationphe-
nomenon,whichmeansveryactivesecretoryelectricity,thustheactivemediumssecretedbyｔｈｅｍastcellsand
theoverexpressionofthecytokinesandthehypoxiaofthecornealmicroenvironmentleadtothecornealneovas-

cularization・Theclosecontactbetｗｅｅｎｍａｓｔｃｅｌｌｓａｎｄｎｅｗｌｙｆｏｒｍｅｄｂｌｏodvesselsmorphologicallyindicatesthe
functionalinteractionbetｗｅｅｎｔｈｅｔｗｏ,theybothtakepartinthemodulationofthecornealmicroenvironment，
andisthemaincauseofcornealblindness・Cornealneovascularizationisacomplicatedpathologicalprocess,ｉｔｒｅ‐
sultsfromtheinteractionofvariousfactors．

ExpressionandSignificance0fAquap0rin-3（AQP3）inN0nnalandNeoplasticTissuesofMultipleHuman
Organs

YalanLiu,XinshanJia醤，XiaoboMa,ShanliangSun

DepartmentofPathololgy,ChinaMedicalUniversity(Shenyang,110001）

AbstractOhjective:TOinvestigatethepresenceandexpressionpatternofAQP3innormalandneoplastictissues
ofmultiplehumanorgansanditsdifferentialdiagnosticsensebetweendifferentadenocarcinomas・Methods:1ｍ‐

munohistochemistrystaining（EnVisionTwo-Stepmethod）wasusedtodetecttheexpressionofAQP3in86

normalandadenocarcinomacasesincludingcolon（１５specimens),stomach（５specimens),prostate（Sspeci‐
mens),breast（３５specimens),uterusbody（１１specimens),ovary（１０specimens）andthyroid（Sspecimens).？
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２testwasusedtoanalyzetheresultsｂｙｔｈｅＳＰＳＳ１２､OsoftwareResults:(1)Innormaltissues,immunohisto‐

chemicalexpressionofAQP3wasdemonstratedinthemembraneofglandsecretorycells・Thefrequencyof
AQP3immunoreactivityinnormaltissueswere:100％（5/5）inprostate,75.0％（6/8）inbreast,60％（3/5）ｉｎ
stomach,14.3％（3/21)）inendometrium,and３７．５％（3/8）incolon,respectively,Nospecificimmunoreactiv‐

ityofAQP3wasobservedinovaryandthyroid.(2)AQP3wasobservedin23､３％（20/86)oftheadenocarcino‐
ｍａｔissues・ThehighestandstrongestimmunoreactivityofAQP3wasobservedinprostateadenocarcinomas

(100％，５/5)，whilelowerandfainterimmunoreactivitywasobservedinbreast（14.3％，５/35)、stomach

(80.0％,4/5)､endometrium（27.2％,3/11）andcolon（20.0％,3/15).NospecificimmunoreactivityofAQP3

wasobservedinovaryandthyroidadenocarcinoma.(3)Therewasasignificantcorrelationbetweenexpressionof

AQP3andtissuehistologicaltypeinadenocarcinomasbyX2statisticanalysis､Conclusions:AQP3isexpressedin

normalandneoplastictissuesofstomach､Colon､breastandendometriumindifferentextension,highlyexpressed

inprostate・NospecificimmunoreactivityofAQP3wasobservedinovaryandthyroidadenocarcinoma,suggesting

thatAQP3maybeofpossibilitytobeanewcandidatemarkertoexcludeovaryandthyroidinidentifyingtheｏ‐

riginofametastasiticadenocarcinomainthefuture,althoughthedetailedmechanismofAQP3expressionindif‐
ferentadenocarcinomasremainstobeclarified・

Keywords:Aquaporin-3;adenocarcinoma;immunohistochemistry;differentialdiagnosis

ChangesinNotchSignalingPathwayDuringRegulationofRatTrachealEpithelialRegeneration

XiaoboMa,XinshanJia鵜，YalanLiu

DepartmentofPathology,ChinaMedicalUniversity,Shenyang,110001,China

AbstractiOhjectives:ToexploretheroleofNotchsignalingduringproliferationanddifferentiationofrattracheal
stemcellsMaterialsandMeth0ds:Wedevelopedanexvivomodelofrattrachealregenerationusingfluorouracil

(５－ＦＵ）toinduceinjuryExpressionlevelsofmembersoftheNotchsignalingpathwaywereexaminedbyRT

-PCRintreatedanduntreatedsamples,andexpressionofNotch-3andJagged-1proteinswereexaminedby

Westemblotandimmunofluorescence.!Inaddition,expressionlevelsofABCG2,ＣＫ１９，ａｎｄＰＣＮＡｗｅｒｅｅｘａｍ‐

inedbyWesternblotintrachealepitheliatreatedwithandwithoutaγ一secretaseinhibitor・Results:Expression

levelsofNotch-3,Jagged-1andHeylwereincreasedinrattrachealepithelialcellsaftertreatment5-FU,rel‐
ativetountreatedcells・ＬｅｖｅｌｓｏｆＮｏｔｃｈ－３ａｎｄＪａｇｇｅｄ－１ｒｅachedpeakexpressionwithin6hoftreatment，

whileHeylexpressionpeakedaroundl2h・Levelsofallthreegenesdecreasedgraduallyandreturnedtolevels
similartothoseofuntreatedcellswithin４８ｈ.DisruptionofNotchsignalingbytreatmentwithaγ一secretasein-

hibitorledtoreducedrecoveryfollowingtreatmentwiｔｈ５－ＦＵ;ｅｘｐｒｅｓｓｉｏｎｌｅｖｅｌＳｏｆＡＢＣＧ２ａｎｄＰＣＮＡｗere

lower,ｗｈｉｌｅＣＫ１９ｗａｓｈｉｇｈｅｒｔｈａｎｉｎｃｅｌｌｓｎottreatedwithγ一secretaseinhibitor・Conclusions:Inthenormal

rattrachea,Notchsignalingmaintainsself-renewaloftrachealstemcells・Duringtrachealepithelialregenera‐

tion,NotchsignalingviaHeylmaintainsanundifferentiatedstateandpromotesproliferationamongapopulation
oftrachealcells・

Keywords:trachealstemcells;Notchsignaling;proliferation;regeneration

Expression0flntegrinBeta3andTenascin-candTheirSignificancｅｉｎBreastInvasiveDuctalCarcin0ma

RuiWang,MinSong,YanZhao,YanChunHan,XiaoHuiYao,YuanYuanWen,BailinLi

DepartmentofPathology,CollegeofBasicMedicalSciences,ChinaMedicalUniversity

Email:songmin6＠sChu・com
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AbstractOhjective:TOexploretheexpressionsofintegrinβ３andTenascin-c(ＴＮ－ｃ）inbreastinvasiveductal

carcinomaandtheireffectontheinvasionandmetastasisofbreastinvasiveductalcarcinoma・Meth0ds:Theex-

pressionsofintegrinβ3andTN-cweredetectedin80casesofbreastinvasiveductalcarcinomabyimmunohisto‐

Chemical(Ｓ－Ｐ）method､Therelationsofintegrinβ３andTN-Cexpressionwiththepathologicalfeaturesof

breastinvasiveductalcarcinomawereevaluated､Results:Thepositiverateofintegrinβ３andTN-cexpressions

inbreastinvasiveductalcarcinomatissueswａｓ５６．２５％ａｎｄ８６．２５％，respectively､４１ｃａｓｅｓｓｈｏｗｅｄＴＮ－ｃｐｏｓｉ‐

tiveinintegrinβ３positiveand29casesshowedTN-cnegativeinintegrinβ３negative・Asignificancepositive

correlationwasfoundbetweenintegrinβ３andTN-cexpression（Ｐ＜0.05).Theexpressionsofintegrinβ３and
TN-cwasrelatedtolymphnodemetastasisandTNMstage（Ｐ＜0.05),andtheywerenotrelatedtoageand

tumorsize（Ｐ＞0.05).Ｃ⑪nclusi0n:Integrinβ3andTN-cmayplayasynergicroleintheinvasionandmetastasis

ofbreastinvasiveductalcarcinoma,andtheirexpressionscanbeusedasimportantindexesindetectingthe
metastasisandinvasionofbreastinvasiveductalcarcinoma・

Keyw0rds:Breastinvasiveductalcarcinoma;Integrinβ3;Tenascin-c;Metastasis．

Study0nEffEct⑪ｆＡＧＥｓ⑪、lnjuringofRatRenalMicrovascuIarEnd0thelialCellsandProtectiveEffectof

Pr0buc0linVitr⑪（Abstract）

ZheWang,XianghongYang

DepartmentofExperimentalpathology,AffiliatedShengjingHOspital,ChineseMedicalUniversity

Ohjective:ToexploretheeffectofAGEsoninjuringofratrenalmicrovascularendothelialcellsandprotectiveef‐
fectofantioxidantprobucolMetho｡s:Microvascuiarendothelialcellsisolatedandculturedfromratrenalweredi‐

videdinto3groups:normalgroup,AGEsgroupandprobucolgroup.ＴｈｅｌｅｖｅｌｓｏｆＭＤＡａｎｄＮＯｗｅｒｅｔｅｓｔｅｄｂy
themethodsof'IBAandnitratereductaserespectively・ＴｈｅｅｘｐｒｅｓｓｉｏｎｏｆｅＮＯＳｍＲＮＡａｎｄＮＡＤＰHoxidase

proteinwasdetectedbyRT－PCRandwestem-blotrespectively・TheintracellulardispositionofNF-lcBwas

observedbyimmunostainingandconfbcalmicroscopy.Results:Incomparmgtocontrolgroups,AGEsincreased

thelevelofMDAandupregulatedtheexpressionofeNOSmＲＮＡａｎｄＮＡＤＰＨｏｘｉｄａｓｅ.，bothshowingadose
andtimedependmenteffect・ExposureofmicrovascularendothelialcellstoAGEsfor30minutesanｄ６ｈｏｕｒｓｒｅ‐

sultdedinincreasingthelevelofN０,butwhentheexposuretimereachedl2hours，thelevelofNOdecresed・

probucoldecreasethelevelofMDA,inhibitedtheexpressionofeNOSmRＮＡａｎｄＮＡＤＰＨｏｘｉｄａｓｅ，Probucolalso

improvedthelevelofNOExposureofmicrovascularendothelialcellstoAGEsfbr30minutesresultdedinNF-

lcBtranslocationtonucleus・C0nclmsi0n:AGEscancausetheinjuringanddysfunctionofrenalmicrovascularen‐

dothelialcellsviathefOllowingpossiblemechanisms:(1)activationofNADPHoxidase，increasingtheproduc‐
tionofROS;(2)enhancingthemRNAexpressionofeNOS,influencingtheproductionofNO;(3)activatinof

NF-jcB・ProbucolcanprotectmicrovascularentothelialcellsviainhibitingtheactivationofNADPHoxidaseand
ＮＦ－出､decreasingthemRNAexpressionofeＮＯＳ．

Expressi0nofRhoCanditsRegulaｔ０ｒＲｈｏＧＤＩａｉｎＬｕｎｇＳｑｕａｍｏｕｓＣellCancerandAden0carcinoma

YanniWu,ShuangGao,YuchenHan

DepartmentofPathlogy,ChinaMedicalUniversityShenyang,China

Ohjective:Inordertodiscussthefunctionandsignificanceinlungcancer,wedesigntoexaminetheexpressionof

RhoCandRhoGDIainlungSquamousCellCancerandAdenocarcinoma・Ｔｈｅｎanalyzetherelationshipsbetween
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themandtheclinicopathologicalcharacteristicsandthesurvivaltimeofpatients・

Meth0ds:ImmunohistochemicalstainingusinglOOsampleswiththeirneighboringnoncanceroustissuesamples

andusingWestemBlottotestproteinexpressionof60freshlungcancersamples・
Results:Ｔｈｅｒｅａｒｅ６８casesofLungSquamousCellCarcinomaandAdennocarcinomatissuethatappearedbrown

particlesincytoplasmofｔｕｍｏｒｃｅｌｌａｍｏｎｇｌＯＯｃａｓｅｓｏｆＲｈｏＣ,ｗｈｉｃｈａｒｅ７３ｃａｓｅｓｏｆＲｈｏＧＤＩａ・thelevelofRhoC
andRhoGDIaexpressionwerehigherincancertissuethaninparacarcinoma・Andtheyhadnoobviousrelation‐

Ship(Ｐ＝0.002,Ｐ＝０．００８).TheexpressionofRhoGDIawerebothcorrelatedwithlymphnodemetastasis(Ｐ＝
0.014）andclinicstage（Ｐ＝0.022)．

Conclusions:RhoCandRhoGDIaproteinareoverexpressinLungSquamousCellCarcinomaandAdennocarcino‐

maandtheyhadnoobviousrelationＳｈｉｐ・TheoverexpressionofRhoCandRhoGDIaarecorrelatedwithlymph
nodemetastasisandclinicstage・ＡｎｄｔｈｅｕｐｇｒａｄｅｏｆＲｈｏＣａｎｄＲｈｏＧＤＩａexpressioninlungcancerreducethe

survivaltimeofpatientsandimplythepoorprognosis・

Ｋｅｙｗ０ｒｄｓ:ＲｈｏＣ;RhoGDIα;lungcancer

GlobalGeneExpressionPr0file0fGastricCarcinomabyComplementaryDNAMicroaITay

ＹａｎＸｉｎ',ＭａｎＬｉ''2,ZuoweiZhao3,YangZhang2

1・Cancerlnstitute,TheFirstaffiliatedHospital，ChinaMedicalUniversity,ShenYang,LiaoningProvince,China

2､CenterforTreatmentofTumors,TheSecondAffiliatedHOspital,DalianMedicalUniversity,Dalian,Liaoning

Province,China

3・DepartmentofGeneralSurgery，TheFirstaffiliatedHospital，DalianMedicalUniversity,Dalian，Liaoning
Province,China

Abstract:Gastriccancerisoneofthemostfrequentlydiagnosedmalignanciesintheworld,Theexpressionprofil‐

ingandmoleculargroupingofgastriccancerhasbeenachallengingtaskbecauseoftheircomplexityandvaria-
tion､Tounderstandthemolecularmechanismassociatedwithgastriccarcinogenesis,weanalyzedgeneexpression

profilesoflOgastriccancer/nontumormucosacouplesusingl4KcDNAmicroarray・DatafOrthedifferentex‐

pressedgeneswereverifiedusingreversetranscription-PCR,Westernblottingandimmunohistochemicalstain‐

inginthegastriccelllinesandtissues､Fortygeneswereidentifiedaseitherup-regulatedordown-regulated

genesinhumangastr'ccancertissues､Amongthese,ｇｅｎｅｓｓｕｃｈａｓＣＤＨ１７,ＥＴＶ４,S100A6,S100A11andEphb4

wereconfirmedtoｂｅｕｐ－ｒｅｇｕｌａｔｅｄｇｅｎｅｓｉｎｓｉｘｇａｓｔriccelllinesbysemiquantitativereversetranscription-

PCROntheotherhand,ｇｅｎｅｓｓｕｃｈａｓＮＫ４ａｎｄＰＰＰ２Ｒ１Ｂｗｅｒｅｉｄentifiedasdown-regulatedgenes､Western

blottingandimmunohistochemicalanalysesEphb4forshowedoverexpressionandlocalizationchangesofthecor‐

respondingproteininhumangastriccancertissues・Evaluationofgenome-widegeneexpressionprofilesofgas‐

triccancertissueprovidesthesignificantgeneticinformationtounderstandthecancerbiologyandcharacteristics

oftumor,Thosenewlyidentifiedgenesshouldprovideavaluableresourceforunderstandingthemolecularmech‐

anismassociatedwithtumorigenesisofgastriccarcinogenesisandfOrthediscoveryofpotentialdiagnosticmarkers

ofgastriccancer．

TheRelati0nshipBetweenERCCｚＰ０ｌｙｍ０ｒｐｈｉｓｍａｎｄＲｉｓｋ０ｆＬ１ｍｇCancerinN0nsmokingFemales

ZhihuaYin,HaoZhou,ＭｉａｏＨｅ,MingchuanLi,BaosenZhou、

器DepartmentofEpidemiology,ChinaMedicalUniversity,ShenyangllOOO1,China．
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Excisionrepaircross-complimentarygroup2（ERCC2）isoneoftheimportantDNArepairgenes・ERCC2

codon751polymorphismhasbeenshowntomodulatecancerrisk・WetherefOreassesstherelationshipbetween
theERCC2polymorphismandsusceptibilitytolungcancerinnonsmokingfemalesviaahospital-basedcase-

controlstudy・Weconductedacase-controlstudy,ｗｈｉｃｈｈａｄｌ５０１ｕｎｇｃａｎｃｅｒｃａｓｅｓａｎｄｍatchedhealthycon‐

trols・InfbrmationconcerningdemographicandriskfactorswasobtainedfOreachcaseandcontrolbyatrainedin‐

terviewer､AfterinfOrmedconsentwasobtained,eachpersondonated2mlbloodfbrbiomarkertestingERCC2
genotypesweredeterminedbyPCR-RFLPmethod,AllofthestatisticalanalyseswereperformedwithSPSS（ｖ

12.0).AllofthesubjectsinthisstudywerenonsmokingfemalesinShenyang・Therewasasignificantlydiffer‐
encebetweenthefrequenciesofERCC2polymorphismincasesandcontrols（Ｐ＜0.05).Theindividualswith

Lys/Gln＋Gln/Glncombinedgenotypewereatanincreasedriskfbrlungcacnerascomparedwiththosecarrying
theLys/Lysgenotype（adjustedOR＝2.87,95％ＣI＝1.495.82).Weanalyzedtheenvironmentalriskfactors

forlungcancerinnonsmokingfemales・Casesshowedahigherprevalenceofcookingfumescomparedwithcon-

trols（ＯＲ＝2.45,Ｐ＜０．０５).Furthermore,aninteractionbetweencookingfumeexposureandtheERCC2

751Glnalleｌｅｏｎｔｈｅｒｉｓｋｏｆｌｕｎｇｃａｎｃｅｒｗａｓｏｂｓｅrved・Individualswithbothriskgenotypeandcookingfumeex‐

posurehaveahigherelevatedriskｏｆｃａｎｃｅｒｔｈａｎｔｈｏｓｅｗｉｔｈｏｎｌｙｏｎｅｏｆｔｈｅｍ・Theabovefindingsindicatethe

Lys751GlnpolymorphismintheXPDgeneisassociatedwiththeriskoflungcancerinnonsmokingfemales・In‐

dividualswithbothXPD751Glnallelegenotypeandcookingfumeexposurehaveahigherelevatedriskofcancer

thanthosewithonlyoneoftheminnonsmokingfemalepopulation、

CorrespondingAuthor:ＺｈouBaosen,DepartmentofEpidemiology,SchoolofPublicHealth,ChinaMedicalUni-

versity､Shenyahg,China,110001.

OurExperienceonApplication0fIntemetTelepathologyConsultati０ｎ

GuangyuYu',ＦａｎｇＬｉ２

１・Departmentofpathology,ThesecondhospitalofPanjinCity,Ｐ､ＲＣｈｉｎａ

２.Biomedicalscienceprogram,OldDominionUniversity,ＵＳＡ

Telemedicineisanewinterdiscplinaryfield・Connectingmedicineandcommunicationviatelemedia，

telemedicinewillstonglyimprovedevelopmentofmedicine・Telepathologyconsultationisanimportantpartof
telemedicine・

Somesuspiciouspathologicalcaseneedconsultations,especiallyforthosesmallhospitaLInpresent,sending

slidestofamouspathologistismainmethodofpathologyconsultation,whichcostmuchanddelaytreatmentｉｎ
ｔｌｍｅ･

Telepathology,pioneeredbyWeinsteinandassociatesinthemidl980s,describedasthepracticeofpatholo‐

gythroughcommunicationviatelemedia,ｈａｓｇｅｔｍｏｒｅａｎｄｍｏｒｅａｇｒｅｅｍｅｎｔｆｒｏｍinternationalpathologists・

Telepathologyconsultationofferstheadvantageofsendingmicroscopicimagestopathologistviainternet,allow-

ingdiagnosisofsuspiciouscasesandtreatingpatientsintiｍｅ､Withrapiddevelopmentofcommunicatiｏｎｖｉａｃｏｍ‐

putermultimedia,feasibilityandavailabilityoftelepathologygetmuchimprovement・Ｎｏｗ,telepathologycanbe

appliedonclinicalpathologyandalloweffectivetransmittingdigitalimagesandmanagement,multi-pointtrans‐
missionamongintemationalgroups,andcollectingclinicalandeducationalinformation・

Establishedinl999,ourgroupresearchedandpracticed，internettelepathologyconsultationsystem，、After

８yearshardworking,wesuccessfullyinventedinternetterminationof，TelepathologyCenter，basedoninternet

platfOrm,andtooksomeresearchonmanagementofmedicalinfbrmation,transmissionandcompressionofdigital
imagesatadistance,clinicalapplicationandmanagementoftelepathology・AlloftheseprovidesfirmbasementfOr
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furtherdevelopmentoftelepathologyinChina・

Wehavefinished200casesconsultationswith￥100/30ｍｉｎｏｎｅａｃｈｃａｓｅ,includingdiseasesineverysys‐

tems,suchasgastrointestine,breast,thyroidgland,ｓｏｆｔｔｉｓｓｕｅｓａｎｄｓｏｏｎ・Eachconsultationwasfinishedinhalf

hour,gettingconsultationfromconsultantswithoutgoingout､Theseeconomicalconsultationswerewelcomeby

doctorsandpatientsandgetwideconfirmationfrompathologistinChina・

Ontheotherside,atthesametimeofbringingsocialinterest,telepathologyhassomedisadvantages,forex‐

ampleexpensiveinstrumentscostingseveralhundredthousand，settingup,nationalsystemofinternet

telepathologyconsultaion，，technicaltrainingmembersaboutpathologicalimagesanddiagnosisinfrontofscreen

andcomputerpractice,balancingrightsandresponsibilitybetweenhospitalswhichsendoracceptimages,ｗidely

applicationandmanagementoftelepathology．

ExpressionofRET,ＨＢＭＥ－１ａｎｄＫｉ６７ｉｎＢｅｎｉｇｎａｎｄＭａｌｉgnantThyroidTumors

CuifangWang,JieSun,MengTeng,DaweiHuan

DepartmentofPathology,FengtianHospital,ShenyangMedicalCollege,LiaoningShenyang,CHINA
Abstract

Ohjective:ToexploretheexpressionofRET,HBME-1andKi67proteinsinthyroidtumors、

Methods:ＴｈｅｅｘｐｒｅｓｓｉｏｎｏｆＲＥＴ,ＨＢＭＥ－１ａｎｄＫｉ６７ｗｅｒｅｄｅｔｅｃｔbymeansoftissuemicmarraytechniqueand

immunohistochemistrymethodinthefOllowingthyroidlesions:２２casesofnodulargoiters,７follicularadenomas，

47pappilarycarcinomas,７undifferentiatedcarcinomas,５medullarycarcinomas,４follicularcarcinomas,１poorly
differentiatedinsularcarcinomaandlsquamouscarcinoｍａ・

Results:Significantdifferenceofallthethreeproteinwasfoundbetweenbenignandmalignantthyroidtumors

(Ｐ＜０．０１).Buttherewasnodifferenceamongbenigngroup(Ｐ＞0.05).ThepositiverateofHBME-1inpap‐

illarycarcinomaswerehigherthanthatinfollicular,medullaryandundifferentiatedcarcinomas（Ｐ＜０．０１).Ki67

expressioninundifferentiatedcarcinomawashigherthanpapillarycarcinomas（Ｐ＜0.05)．
Conclusion:ＡｌｌｉｅｄｔｅｓｔｏｆＲＥＴ,ＨＢＭＥ－１ａｎｄＫｉ６７ｅｘｐｒｅｓｓｉｏｎｍａｙｂｅｕsefultodeterminemalignancyofthy-

roidtumors・ＨＢＭＥ－１ｉｓｔｈｅｍｏｓｔｓｅｎｓｉｔｉｖｅａｍｏｎｇｔｈｅｔｈｒｅｅａｎｄＲＥＴｉｓｔｈｅｎｅｘｔ，upregulatedexpressionof

Ki67maysuggestde-differentiation,infiltrationandmetastasisoftumor・Simultaneousincreaseofallthethree

markersinbenignthyroidtumormostprobablyimpliesstrongtendencyofmalignancy．
．.：．’．，

KeyWoIns:thyroidneoplasm,thyroidcarcinoma,ＲＥＴ,ＨＢＭＥ－１,Ｋｉ６７

Infecti0usMononucleosis

ZhiQu

DepartmentofPathlogy,ChinaMedicalUniversityShenyang,China

InfectiousmononucleosisisanisaninfectioncausedbytheEpstein-Barrvirus(EBV).Itisadiseaseseen

mostcommonlyinadolescentsandyoungadults,characterizedbyfever,sorethroat,musclesoreness,ａｎｄfatigue・

Andsomepatientsalsodisplaysplenomegalyand/orhepatomegaly,skinrashandnightsweats､Thelaboratory

hallmarkofthediseaseisthepresenceofatypicallymphocytesontheperipheralbloodsmear､Inaddition,the

overallwhitebloodcellcountisalmostinvariablyincreased,particularlythenumberoflymphocytes､However，

thesignsandsymptomsarevariegated,andtheatypicalpresentationsofmononucleosisisdifficulttomaketｈｅｄｉ‐

agnos1s・

ＥＢＶｉsalymphotropicDNAvirus,belongedtotheHerpesvirus・MainlyinfectBcells,andithasfivediffer-
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objective：Metastasis-associatedprotein１（MTA1）isonenumberofmetastasisassociatedproteinfamily､1t，s

overexpressioniscorrelatedwithesophagealcarcinomaandbreastcancermetastasis・Butthegeneralityofit，ｓｅｘ‐

pressionincancerandthesignificancefOrjudgingbiologicalbehaviorsoftumorandevaluatingprognosｉｓｏｆｐａ‐

tientsistobeinvestigated・ＴｈｅａｉｍｏｆｔｈｅｓｔｕｄｙｉｓｔｏｒｅｓｅａｒｃｈｔｈerelationshipbetweenMTA1expressionand

clinicopathologicalfactorsregardingmetastasisandprognosisofhumannon-smallcelllungcancer（ＮSCLC)．

Methods:TheexpressionMTA1wasdetectedinlO1paraffin-embeddedspecimensbyimmunohistochemistry
method,aswellasin35freshly-takenNSCLCtissuesbyWestem-blot・Results:Thereare56casesofNSCLC

tissuethatappearedyelloworevenbrownparticlesinnucleusoftumorcellamonglO1cases,andinepitheliaof

bronchioralveoliinneighboringnoncanceroustissue,MTA1proteinshowednegativeexpression・Westernblot

analysisshowedthelevelofMTA1wasremarkablyhigherinNSCLCthanthatinnormaltissues(t＝3.953,Ｐ＝

0.000).ExpressionofMTA1washigherintumorwithmetastasisthanthatintumorwithoutmetastasis（t＝

4.057,Ｐ＝0.000).ExpressionofMTA1significantlycorrelatedwithdifferentiation（X2＝10.131,Ｐ＝0.006)，
lymphaticmetastasis(X2＝8.535,Ｐ＝0.003）andTNMstage(X2＝17.419,Ｐ＝0.000).Thesurvivaltimeof
patientswithnegativeMTA1expressionwas（44.866±12.946)months,andthatofpatientswithpositive

MTA1expressionwas(23.714±7.498)months(Ｐ＝０．００２).Inmultivariateanalysis,onlylymphaticmetastasis

andTNMstagecouldbeconsideredasprognosticfactors・C0nclusi0n:MTA1mightplayanimportantroleinthe

developmentandmetastasisofNSCLC・ItisindicatedthatpatientswithMTA1expressionwouldhaveagreater

entantigens:１．viralcapsidantigen;２.earlyantigen;３.nuclearantigen;４．lymphocytedeterminantmembrane

antigen;５.membraneantigen・

Ａｆｔｅｒａｎｉｎｉｔｉａｌｐｒｏｄｒｏｍｅｏｆｌ－２ｗeeks，thefatigueofinfectiousmononucleosisoftenlastsfroml-2

months・ＴｈｅｖｉｒｕｓｃａｎｒｅｍａｉｎｄｏｒｍａｎｔｉｎｔｈｅＢcellsindefinitelyaftersymptomshavedisappeared,andresurface

atalaterdate・ManypeopleexposedtotheEpsteiｎ－Ｂａｒｒｖｉｒｕｓｄｏｎｏｔｓｈｏｗｓｙｍｐｔｏｍｓｏfthedisease,butcarry
thevirusandcantransmitittoothers・Thisisespeciallytrueinchildren,inwhominfectionseldomcausesmore

thanaverymildillnesswhichoftengoesundiagnosed・Thisfeature,alongwithmono，slong（４to6week）incu‐

bationperiod,makesepidemiologicalcontrolofthediseaseimpractical､About６％ofpeoplewhohavehadinfec‐
tiousmononucleosiswillrelapse．
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NanZhang,XueshanQiu,QingfuZhang・

Departmentofpathology,ChinaMedicalUniversity,Shenyang,China．
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Relati0nshipBetweenMTA1ExpressionandMetastasisandProgn0sisｉｎＮ０ｎ－ｓｍａｌｌＣｅｌｌＬｕｎｇＣａｎｃｅｒ
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chanceofmetastasisandapoorerprognosis・However,MTA1expressionisnotanindependentprognosisfactor．

mleL0calizati0nalStudy0fP-Glucur0nidaseinEpithelialCell0fBreastDuct

WenzhuZhang,DaweiHuan,ＢｏＹａｎｇ,HongZhang

DepartmentofPathology,CollegeofBasicMedicalSciences,ChinaMedicalUniversity，

AbstractOhjective:Tostudytheovertinystructurelocalizationofβ－Glucuronidase(β－Ｇ)intheepithelinalcell
ofthehumanbreastduct,Abstract:Meth0dsThetechniqueofanti-β一glucuronidaseantibodyandcolloidgold

bougieandimmunoelectromicroscopewereused､ResultsGoldgrainslabeledβ一Gwerelocalizedinendoplasmic

reticulumandlysosome､C0nclusi0nsSuccessfullocalizationofβ一Ginendoplasmicreticilumandlysosomeinep‐

ithelialcellｏｆｂｒｅａｓｔｄｕｃｔｃｏｌｕｄｂｅｕｓｅｄａｓｎｏｒｍａlmorphologicmideltostudythediseaseandthetumorsin

dreast．

Expression⑪ｆＴＲＡＦ１ａｎｄｌｔｓＲｅｌａｔｉｏｎｓｈｉｐｗｉｔｈＴＲAF2intheDifferentMetastasisBreastCancerCellLines

XiaoliZhang,XiaoyiMi,XingangZhou,JianWang,YunyanWu・

Departmentofpathology,ChinaMedicalUniversity,Shenyang,China．

Ohjective:TostudytheexpressionofTRAF1andtherelationshipbetweenTRAF1andTRAminthedifferent
metastasisbreastcancercelllines・

Meth0ds:ImmunohistochemicalS-PandWesternBlotmethodswereusedtodetecttheexpressionofTRAF1in

thenormaｌｈｕｍａｎｂｒｅａｓｔｃｅｌｌｌｉｎｅＭＣＦ－１０Ａ,thelowmetastasishumanbreastcancercellliｎｅＭＣＦ－７,the

moderatemetastasishumanbreaｓｔｃａｎｃｅｒｃｅｌｌｌｉｎｅＭＤＡ－ＭＢ－２３１ａndthehighmetastasishumanbreastcancer

celllineMDA-MB-435s・Co-immunoprecipitationwasusedtostudytherelationshipbetweenTＲＡＦ１ａｎｄ

ＴＲＡＦ２ｉｎｔｈｅａｂｏｖｅ－ｍｅｎｔｉｏｎedculturedcellｌｉｎｅｓｅｘｃｅｐｔＭＤＡ－ＭＢ－２３１・

Results:１.TheresultsoflmmunohistochemicalS-PshowthattheexpressionofTＲＡＦ１ｉｎＭＣＦ－１０Ａｉｓｌｏｗｅｒ

ｔｈａｎｔｈａｔiｎＭＣＦ－７（Ｐ＜０．０５),ＭＤＡ－ＭＢ－２３１（Ｐ＜０．０１),aｎｄＭＤＡ－ＭＢ－４３５ｓ（Ｐ＜０．０１).1t，sex‐

pressioninMCF-7islowerthanthaｔｉｎＭＤＡ－ＭＢ－２３１（Ｐ＜０．０１）ａｎｄＭＤＡ－ＭＢ－４３５ｓ（Ｐ＜0.01).1t,

sexpressioninMDA-MB-231islowerthanthatinMDA-MB-435s（Ｐ＜0.05).２.TheresultsofWestern

BlotshowthattheexpressionofTRAF1inMCF-10AislowerthanthatinMCF-7（Ｐ＜0.05),ＭＤＡ－ＭＢ

－２３１（P＜０．０１),ａｎｄＭＤＡ－ＭＢ－４３５ｓ(P＜0.01).1t，sexpressioninMCF-7islowerthanthatinMDA-

MB-231（P＜0.05）ａｎｄＭＤＡ－ＭＢ－４３５ｓ(Ｐ＜０．０１).1t'sexpressioninMDA-MB-231islowerthanthat

inMDA-MB-435s（Ｐ＜0.05).３.Theresultsofco-immunoprecipitationshowthatthequantityofTRAF1

incombinationwithTRAF2inMCF-10AislargerthanthatinMCF－７(P＜0.05）ａｎｄＭＤＡ－ＭＢ－４３５ｓ(Ｐ

＜0.01).ItsquantityinMCF-7islargerthanthatinMDA-MB-435s（Ｐ＜0.05)．

Conclusi0n:１．TheexpressionsofTRAF1inbreastcancercelllinesarestrongerthanthatinnormalhuman

breastcellline・Asthemetastasisofbreastcancercelllinesincreases，ｔｈｅｅｘｐｒｅｓｓｉｏｎｏｆＴＲＡＦ１ｗｏｕｌｄｂｅ

stronger､２.ＴＲＡＦ１ｗｏｕｌｄｃｏｍｂｉｎｅｗｉｔｈＴＲＡＦ２ｉｎｂｏththenormalhumanbreastcelllineａｎｄｄifferentmetas-

tasisofhumanbreastcancercelllines､３.ThequantityofTRAF1incombinationwithTRAF2innormalbreast

celllineislargerthanthoseinbreastcancercelllines・Asthemetastasisofbreastcancercelllinesincreasesqthe

quantitywouldbesmaller・ItsuggeststhatTRAF1isanegativeregulatorofTRAF2signalingpathwaysthrough
thecombinationwitｈＴＲＡＦ２．

Thelnfluence⑪ｆＧＭ－ＣＳＦ０ｎＰｒ０ｌｉｆｅｒａｔｉ０ｎａｎｄＦｕｎｃｔｉ０ｎａｌＡｃｔＭｔｙ０ｆＲａｔＥＰＣｓ
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WeiZhao,XianghongYang

DepartmentofExperimentalPathology,AffiliatedShengjingHospital，ChinaMedicalUniversity，shenyang

llOOO4,China

Keywords:Granulocyte-macrophageColonyStimulatingFactor；EndothelialProgenitorCells;Atherosclerosis；

Reendothelialization

Abstract:AimToinvestigatetheinfluenceofGM-CSFonproliferationandfunctionalactivityofratEPCs(en‐

dothelialprogenitorcells）invitro,Furtherprovideexperimentalbasementforthemechanismofreendothelial‐

izationandpreventionandtreatmentofcoronaryarterydisease・MethodsEPCswereseparatedfrombonemarrow

andspleenofratwithdensitygradientcentrifugationmethod､Thenobservedgrowthanddifferentiationproces-

sionofEPCswithinvertedphasecontrastmicroscope・EPCswereidentifiedwithlaserscanningconfocalmicro‐

scope（LSCM).Afterculteredsevendays,EPCswereaddedstimulatingfactors､Thendetecttheinfluenceof

RatGM-CSFonproliferation､transferandbloodvesselsformationofEPCswithMTTcolorimetry､Transwell

chamber､Matrigel・Finallyanalysisexperimentresults・ResultsAftertreatedwithRatGM-CSF,○Ｄ490、the

numberoftransferredcellsandtubesincreasedinadose-dependentandtime-dependentmanner・Conclusions

GM-CSFcanpromoteproliferation､transferandbloodvesselsformatiｏｎｏｆＥＰＣｓｉｎｖｉｔｒｏａｎｄｍｃｅｒｔａｉｎｒａｇｅｓ
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