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Ｄ誠e:Ａｕｇ棚測8..24,20側

Ｖ側珊：ＴｈｅsymposiumwillbeheldinthemeetingroomofTianshiHotelin
Chengdu．

AlltheparticipantsmustarriveTianshiHotelinChengdubyAugustl7,２００１from
Japanortheotherareas・Promotingthesymposiuminsuccessandinecomonicaspect
fbrattendingthesymposiuIn,ｔｈｅorganizingcommitteePlanagrouptraveMorthe
Japaneseparticipants．

匙肌9Ｍ害e：

TheofEiciallanguageofthesymposiumisEnglish．

WeaK．:lnfb伽a1.ConsideringtheclimateinChengduisveryhotandmoist,pleaseall

theparticipantspreparesuitwears．

Ｒ⑯gistmtio通：

MostoftheparticipantsarePre-registered､Peoplewhowanttoattendthesymposium
mustcontacttheChinesesidePresidentofthesymposium,Pro正Jiaxinshanatthe

meetingroominTianshiHOtelinChengdu．

ＰＸ･es棚掘ti側i皿ｔ脈scienti伽ＰＲ･OgR･am：

Spec制iec紬re:Thepresentermustfinishtheoralpresentationwithin25minandleft
atleast5minfbrdiscussion,Lectwe:Thepresentermustfinishtheoralpresentation
within25minandleft5minfbrdiscussion・OralpresⅢtati側：Thepresentermust

finishtheoralpresentationwithinl2minandleftatleast3minfbrdisCussion､Poster
pre剛伽iⅢ:Thepresentermustpreparetheposterin90(Ｗ)Ｘｌ５０(H)cmonthe
platewherewillbeindicatedbefbretheopeningofthesymposium(int1hemomng
Augustl8,２００１）.ThepresenterⅢststandbythePresentationandanswerthe
questionsinthediscussiontimeaccordingtotheProgramThepresentationmustbe
removedafieI･theclosingofthesymposium．

GroUptravel（ToChengduandJiuzhaigounatⅢｌｌｅｇａｃｙｏｆｗｏｒｌｄｓ）fbrall
participantsandsocialandassociatingpersonstoattendingTheSecondlnternational
SyI叩osiumofMolecularPatholo邸,planedbytheChineseOrganizingCOmmittee．
〈ThetravelwillbeorganizedbyChineselnternationaitravelsocietyinLiaoning
Tel:８６(024)-86809796
Fax:８６(024)-86806890
E-mail：

２
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ｌｔｉｓｍｙｇｒｅａｔｈｏｎｏｒａｎｄｐｒｉｖｉｌｅｇｅｔｏdeclaretheopeningthe

SecondIntemationalSymposiumofMolecularPathologytoall

participantsfifomChinaandJIapan・Previoussymposiumwas

heldinl998inDUnhuang,ｔｈｅPeople'sRepubIicof､ＣｈｉｎａｂｙＤｒ，

ＪｉａＸｍＳ]hLan，Pro企ssorofChinaMeClicalUnive]fsityaｎｄＤｒ、

EiichiSato,Pro姥ssorofKagoshimaUniversity

’]Pherearegrowingimpactsofthemolecularbiologyonpathology

aswellasclinicalmedicineduringthesethreeyears，Theseare

manyinterestingcontrilOutionsfi･ommolecularbiological

investigationsonbothneoplasticandimmuno-injflammatory

diseasesinourprogram・Eachparticipantb】(･ingsthelatest

resultsofhiswoxktothesymposium,andlhopeallparticipants

willenjoythediscussionduringthesymposium・Itisalso

importantfbrthesymposiuxntopromotecollaborativestudiesand

tostrengthenpersonaMriendshipsamongtheparticipantsfi(･om

ChinaandJapan・

Finally，thissymposiumwasmadLepossiblebythekindand

valuableassistanceofthemostoutstandingpat]blologistsinC]ｈｌｉｎａ

ａｎｄＪａｐａｎａｓｗｅｌｌａｓｔｈｅｍａｎｙｅ肋ｒｔｓｏｆＤｒ､KazuhisaHasuiof

KagoshimaUniversity

jIapaneseSidePresentoftheSymposium

HiroshiNagura,Ｍ､，.＆ＰｈＤ．

(Pro他ssor,'I1ohokuUniversity）

４



匙麓磁鎚捌趨塞側撫蝿鋤：

Atfirst,thankyoufbrattendingtlhemeetingtoilfillly・Threeyearsago,we

holdthefirstIntemationalSymI)cⅧmofMolecularPathologyonAug2ら，

l998inDunhuang､Threeyearsisonlyawinkofhistory,butitleavesthegreat

promotioninmolecularbiology,Amongwhich,ｔｈｅｍostremarkableisHuman

GeneMap，ｎｃｗｔｅｃｌｍｉｑｕｅｏｆＤＮＡｃｌｌｉｐｓａｎｄｔｈｅｒesearchaboutembryonic

stemcells・Tlhesewillpushthedevelopmentofthewholepathology,wlhichhas

beenpartlycommunicatedinthemeetinganddidgreatgoodtous・SinceWHO

claimednewhistologicclassificationoflymphomaandlImgcancer，both

JapaneseandChineseresearchers歯ceamendingthediagnosticcriterion・Itisa

rathervitaltaskandalsohasbeendebatedinthismeeting・Thissymposium

deepenedourcomprehensiontoeachother,enhancedcommunication・Wilile

committcewillexchangeviewsaboutreinfbrcingintercourseofpathology

betweenJapanandChina,AllofthoselayafbundationfbrcoOperationand

communicationinthefUture・WithJaPaneseamicablegentrWyattending，Ｉ

believethissymposiumwillProducemoregreatinfluencefbrJapanese‐

Chineseamicability・Aftermeeting，wewilltourWorIdNaturalLegacy-

JiuzhaigouandsomeshowplacesinChengdu・

Atlast,IwanttoeXpressalotthankstoPro正Ligandiandhispostgraduates，

HuaxiMedicalCollegeandTianshiHotelfbrtheirlhardworkandwarm

acceptation

Wishyourgoodlhealthandhappytraveling1Iamlookingfbrwardtoseeing

everyOnenexttime．

Presi血伽ｏｆ曲ｅｓｙｍｐＯｓｉ咽、：

ＪＩｉａＸｉ遡肋肌｡ＭｏＤ．

(PR．⑪fesⅢ,Ｃ伽ａＭｅ伽側lUniv柵ity）
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2ﾉco叩"〃Ｃｅ"〃ｃ伽α雌虚cα/助jve畑j1y,ｓｈｅﾉｗ"ｇｃﾙ伽
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2ﾉD“伽醐q/Ｐα伽/Ｏ邸Ｃ伽α雌伽α/伽ve噸ltybSA州α"ｇＣ〃伽
Theexpressionandsignific鋤nceofceⅢcycleregulatorsinno亜-smalIceMlungcancer．

ＡｍｌＯ:５５０ral8
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2ﾉＧｇ"eraIHりぃrα/q/Ｗｉ州α昭Ｍ伽':)ﾉＤ加域ｃＡ伽．
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Ｅｗｉｎｇｉｓｓａｒｃｏｍａｉｓｏｎｅｏｆｍｏｓｔmalignanttumorsofchildrenandyoungadult，

EwingIssarcomaexpressesspecificchimericgenes,ｅ､9．

ＥＷＳ-}FLI-1,EWS-ERGandEWS-ETVlgeneratedtlhroughchaxoacteristicchromosomal

t伽slocations,t(11;２２),t(21;22)andt(7;22)Recently,weisoliatedanovelfUsiongene，

]EWS-ElAF,andestablishedaccllline伽ｘｎａｔⅢorofEwing'ssarcomwitht(17；

22)EWS-ElAFgeneisconclusivelyfbundtobeanotherfUsiongeneavailablefbrtlhe
diagnosisofEwingIssarcomaandparticipateintheoncogenesisofEwing1ssarcoma・

Furthe伽ore，wehavedonethegeneticanalysisofEwingfamilyoftumorsin

correlationwithexpressionofnewonalphenotypesatmRNAievel，

immunohistochemicalanalysis，andultras伽cturalaMlysis・Fromtheseanalysis,weare

goingtodiscussfbllowingpoints：

１.diagnosisofEwingfamilytumorsfi･ombothgeneticanalysisandhistopathological
analysis，

２．１．olesofthesechimericgenesfbroncogenesis．Prese砿findingsprovideus

significantinfbrmationconcerningthediagnosisandtheoncogenesisofEwingfamily
oftumors．
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Thedrafthumangenomesequencepublislledon9Feb2001istheculminationof

l5yearsofwork,involving20sequencingcentresinsixcountries,Thegenome
prcﾘectconstructsahigher-resoMionmapthatisusedtosequenceandassemblethe
humangenome､Thefirstcompletehumanchromosomesequence-number22-is
publishedinDecemberl999.Chromosome21followsinMay2000,Notonlyinclude
theyeast肋cc/z〃o叩側〃eⅧαe(Mayl997),thenematodeQlI釧州ａＭｉ伽

e/egzM"s(Decemberl998),the伽itflvD剛叩加α〃伽og伽〃(March2000,right)，
butalsotheplanMM6城lp血伽/伽α(December2000,賊)weresequenced､The
completegenomesequencesofmodeloIganismsareprovingimmenselyvaluabletobiologists
workingonthesespecies,andwillalsoheipinterpretthehumangenomesequence､Tilinowぅwe

havemoreandmoreinfbImationofdifferentspeciesgenomesequencing，Howdidusingthe
masssequencinginfbrmationfbrbioIogyandfbrmedicine？thisproblemisstillpuzzle

ourselves・thatistosaythatmethodsareneededtodetectspecimenswhichareinterestedbyus・

HumangenomeprQjectwillmoveontothepostgenomesequencingera,includingsingle

nucleotidepolymorphisms(SNPs)analysis,fimctionaigenomicsandproteomeanalysis・inthe

postHumanGenomesequencingera,fUrtherdevelopmentofanalyticaltechnologyfbrnucleic

acidishighlyrequiredfbrhigh-throughputscreeningofdisease-causinggene分oｍ３．２Gbp

humangenomeandhighspeedanalysisofanalysisofgeneticpolymorphism・Genechipisa
modemtechnique,canquicklyhcorrectlyandlargelysequencingsomespecimens，ＤＮＡ/RNA

sequences.[1］

ResearclR血ｎ曲、側峨Is

Istheadoptionofgenechiptechnologiesthenextmedicalrevolutio､？IVD

Technologyexploresthepotentialoftllisemergingteclmologyfiordiagnostics・Asis
oftenthecasewithbreakthroughtechJnologies,agreatdealofhyperbolehas
surroundedthedevelopmentofmicro-andnanoarraydiagnostictechnolOgies，
popularlyknownasDNAorgeneticchips・SometimeearlyinthenextdecadeDNA
chipswillusherinanewerainmedicalcare，

ResearchersinthefieldexpectthatDNAchipswillenableclmicians--andinSome

casesevenpatientsthemselvcs--soquicklyandinexpensivelydetectthepresenceofa
wholearrayofgeneticallybaseddiseasesandconditions,includingＡＩＤＳ，
Alzheimerwsdisease,cysticfibrosis,andsomefbrmsofcancer・Moreover,the

teclmologycouldmakeitpossibletoconductwidespreaddiiseasescreenmg
cost-effectively,andtomonitortheeffectivenessofpatienttherapiesmoreeffectively，
TheOR･eti側lPri皿ciples

Avariietyofrecenttechnologicalbreakthroughshavemadepossiblethedevelopment
ofgenechips､Fundamentally,however,geneticchipsaretheresultofachievementsin

ワ



twofields:molecularbiologyandmicrofabricationtechnology．

Ｍ⑪le側larBiologyoEspeciallyasithasbeencatalyzedbytheworkoftheHuman

GenomePrQject(HGP),researchinmolIecularbiologyhaslaidthegroundworkfbrthe

developmentofclinicallaboratorytestsandtherapiesinvolvinggeneticprobes・

FundamentaladvancesincMetheuseofpolymerasechainreaction(PCR)orother

amplificationtechniquestomakecopiesofanucleicacidsample,whichca、thenbe

testedusingageneticprobe,HyMdizationcanbeperfb伽edeitherinsolutionorona

solidsupport,genechipmanufacturersarealsoexplo血gvariationsofboth

soM-phaseandsolution-basedhybridizationfbruseintheir､genechipsaredesigned

toidentifj/hybridizationprodUctsinthesamefashioMswithtraditionalsequencers．

ＯncehyMdizationhasbeencompleted,phosphorescentchemicalsthatbindtothe

hybridizedsequencesarescannedwithalightsource,makingiteasytodetecttheir

presencewithautomatedcolorimetricorfluorimetricequipment・

MicI･0血沈icati側TecImo恥gies・Thesecondteclmologicaltrendthatismaking

genechipproductspossibleencompassesthesteadyimprovementsinnano-and

microscalef5Ibricationteclmiques・ＤＮＡmicroassaysarefabricatedOntoglassor

plasticwafersorareplacedintinyglasstubesandreservoirs･Toproduceitsgenechip，

A釣metrix(SantaClara,ＣＡ)bondshundredsofgeneticsequencesontothesurface

ofamicrochipusingphotolithographicprocessessuchasphotosensitiveInasks，

chemicaldopinglayers,andothertechniquesusedincomputerchiPfabrication

H0wG棚etiCSeqiUemin窪W0rkS

Sequencing,theprocessoffindingthemolecularstructureofaDNAfifagment，

employstheWatson-Crickrulesofhybridization,wherebyeachstrandofDNAcan

bondonlytoachemicalmiIrorimageviatwosetsoffburbases:ade血e(A),cytosine

(C),guanine(G),andthymine(gT)．

Step]l：DeteI･minechlemicaistx｡ⅢtⅢeOffR･agment・

RepresentingallorpartofaDNAstrandofinterest,shortfiagmentsofDNAare
identified

st叩２：ｓ叩鮒誠ｅｓｔｒ肌伽．

DNAisdenatured(separate｡)andplacedinsolutionoroMsolidsubst伽e,fi〕伽inga

re企rencesegmentfbrtheDNAfifagmentofinterest．

S齢Ｐ３：IntR･0曲ｃｅｓａ剛Pieo

UnknownDNAsampleismtroducedtothereferencesegment・Ifpresent,the

complementofthereferencesegmentwillhybridize(bond)toit・

steｐ４:Menti命剛哩脆。

Chemicalsthatbondtosuccessfmhybridizationhelpresearchersidentifyresults､Such

chemicalsaretypicallyphotosensitive(伽ores剛torchemilⅢinescent),whichhelps
researchersconBrmresults・

ProbeaITaysaremanufacturedbyA鯨metrix1sproprietary,light-directedchemical

synthesisprocess,whichcombinessolid-phasechemicalsynthesiswith

photolithographicfabricationtechniquesemployedinthesemiconductorindustry，

Usingaseriesof

photolithographicmaskstodefinechipexposuresites,fbllowedbyspecificchemical

syl曲esissteps,theprocesscons伽ctshigh-dcnsityalraysofoligonucIeotides,ｗｉｔｈ

３



eachProbeoccupyingapredefinedpcgitioninthearray・Multipieprobeanaysare
synthesizedsixmltaneouslyonalargeglasswafer・Thewafersarethendiced,and

individualprobeaxTaysarepackagedinixljection-moldedplasticcartridges,which

Protectthemfromtheewironmentandserveaschambersfbrhybridization

Anothermanufacturingapproachinvolvesthedepositionofgeneprobesontothechip
substrateusingatinydropletsprayerthatresemblesaninkJetprinter,Thisapproach
isbeingusedbyCombion(RedwoodCity,ＣＡ),Rosetta(Seattle),ProtoGene
Laboratories(PaloAlto,ＣＡ),andAffymetrix・

Somecompanies,suchasNanogen(SanDiego),userobotstodepositthegeneprobes
ontothesubstrate､Nanogenuseselectrophoresistospeeduphybridization・Yet

anothcrapproachist1heuseofgelsinasolution-basedprocess､Genechipswillgive

researcherstheabilitytoanalyzethousandsofgenesatonce,andmayalsomakeit

possibletoconductveryelaboratediagnosticproceduresinsuchlsmallsettingsasa

physicianIso髄ceorevenwithmobileequipmentusedatthepointofCare．

Ｇ側echiPa卯li帆伽、

1.geneticanalysis

Thegenechipswillenableresearcherstoaccomplishthegeneticanalysis,and

singlcbase-pairdiscriminationcapabilities(SNPsandgeneticⅢtation).Thedoctors

wouldthenprescribetherapiesfbradiseaseandlater,repeatingtheabovesteps，

monitortheeffectivenessoftreatment・Ultimately,fbwertriPstodoctors'offices，

pharmacies,hospitals,andlabswouldberequired,andprescriptionswouldbemore

accurate・Measuredacrossalargepopulation,thetotalcostofhealthcarewouldbe

substantiallyreduced,aswellasthetimepeoplespendawayfiDmworkduetoillness・

HealthcareitsellfwOuldimprove,asaconsCquencepftheconvenienceandavailability
●２，Jf-

-．｢--里

ofdiagIi6もiSandtesting
，'.．．：

2.geneeXpressionlnonitoring

＊Geneexpressionmi噸伽ayS伽曲1IereSearChLerStorapidlygenerateandexplore
．．－‘；、、．…・・

b,合..,.｡!偶■｡｡』f

hugequantitiesOfgeneexpressiondata・Itcanhelpresearchers：

＊Ident耐andvalidatepromisinggenetargetS血drugdevelopment．
＊Identifj7previouslyunknowngenes．

＊Understandthebehaviorandinteractionsofgenesinbothdiseasedandhealthy
cells．

＊Assesstheefficacyandtoxicilyofcompoundsbeforebeginningclinicaltrials.[2］

However,deneexpressiontechnologiesareachallengetouse・Accesstoandapplicationofthe

technologiesprovidestoolstointerrogatephysiologicalprocessesthatresultinoverwhelming

amountsofdata,notnecessarilyinfbrmation・Evaluationofthediseasestaterequiresa

comprehansionofthesemassiveamountsofdatatoprovidetheunderStanding,insights,and

perspectives､Theadvantagesofthegenechipsarethespeedofinvestigation,economyof

reagents,andtheabilitytoobservegeneactioninunison.,[3-5］
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Introduction

Theinflammatoryboweldisease(IBD),whichinclu(iesulcerativeco肋ｓ(ＵＣ)and

Crohn'ｓdisease(ＣＤ),isachronicinflammatorydisorderoftheintestinaltractwith

unknownaetiologyThemucousmembranecoveringtheintestinaltractrepresents

themostfifequentportalofentryfbrinfbctiousagentsandfbodallergens,andalarge
andhighlyspecializedimmunesystemcalledthemucosalimmunesystemsurveys
theseantigensinthelumenandProtectsthemucosalsurfacefromtheirentry・
Recentlyanabnormalimmuno-inflammatoryresponsedetectedagainstenteric
microflIoraandfbodantigensinageneticallysusceptiblehostwasproposed，and

familialclusteringofdiseasestronglysuggeststhatlBDisageneticdisorder，
Genome-wideresearchesfbrlBD-susceptibilitygeneshaveidentifieClseveralfbci
relatedtoaltermucosalimmunologichomeostasisintheintestinaltractin

pericentromericregionofchromosomel6、
Abrogationofthismucosalimmunogichomeostasismaybeinvolvedinthe
pathogenesisandexaggeratedchronicactiveinflammationｏｆｌＢＤ・
Thisstudytherefbre，aimedtodetemlinealOnormalimmuno-inflammatory
responsesspecifictoUCandCDintheintestinalmucosａｗｉｔｈｌＢＤ．

RＥｇｕｌａｔｌｃ

1ｍ伽､0.1遡仙伽toryRe帥伽sesand'血釧鋤叫７，奴雌吐一Ｊ､〕wBcwel血set“

RolesoftheMucosalImmuneSystem

戸
呈

Long-standingchronicactiveinflａｍｍａｔｉｏｎａｐｐｅａｒｓｔｏｂｅａｈａｌｌｍａｒｋｏｆ
pathophysiologyfbrtheIBDcolonicmucosa，andinducecharacteristicmucosal
lnJuryandtissueremodelinginUCandCDrespectively､Aconsensusexiststhat
characteristicgastrointestinalinflammationisdrivenbyClisordｅｒｓｏｆｉｍｍｕｎｏ‐
inflammatoryreguiationspecifictoUCandCDinthegastrointestinalmucosa、
immunesystemandthatimpairedand/orexcessiveimmuno-inflammatoryresponses
appearandcontinueinthesecolonicmucosa．

Ａ２〕mga古わ、〆mucosaIB-ceZノresponses伽ｄａｕｇｍ肌tedB-ce〃ｐｒＤＺ旗LzlatjiOn：the
apparentintestinalpredominaｎｃｅｏｆＩｇＡｐｌａｓｍａｃｅｌｌｓｊｎｔｈｅｎｏｒｍａｌintestinal
mucosasuggeststhattherelationshipofIgAantibodiestolocalinflammationisan
importantfactorinhomeostasisoftheintestinalmucousmembranewhereabundant
microbesanddiataryantigensareexposed,InIBDcolonicmucosa,particularlyUC，
however,IgGplasmacellsaremuchincreasedａｎｄｒｅａｃｈｔｏｔｈｅｅｑｕａｌｎｕｍｂｅｒｏｆｌｇＡ
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plasmacells､ＩｇＧｉｍｍｕｎｅｒ鯛ponsesmthelnlUamedmucosamayfaci泣誠ＰＧＩ)jthelial

mjurybyactivationofthecomplementcascadeandtherefbreisdeterioustohost､In

addition,abnormalprolifbrationaggregationsofB-cellswithoutgerminalcenterare

identifiedinUC，particularlyattheulcerbase，ｂｕｔｎｏｔｉｎＣＤ・TheirKi67-labeling

indecesareａｌｍｏｓｔ４２％ａｔｔｈｅｕｌｃｅｒｂａｓｅ，ａｎｄｍｏｓｔｏｆｔｈｅｍａｒｅＣＤ１９+ＣＤ20‐

immpatureB-cells・Therefbre，t1heseexaggeratedabnormalB-cellresponsesinUC

mayresultfromthedisruptionofmucosalbarrierslbydisordersofthemucosal

immunesysteminacertamgeneticbackgroundofthepatient・

MAdCAM(mucosaladdressincelladhesionmolecule)－１ontheendothelialcellsin

theintestiMllaminapropriaplaysarolefbrtherecruitmentoflymphocytesderived

fromtheinductivesitefbrthemucosalimmunesystemintotheintestiMlmucosa・

Interestingly>ＭＡｄＣＡM-1expressionlOyendothelialcelｌｓｉｎｔｈｅｕｌｃｅｒｂａｓｅｏｆＵＣｉｓ

ａｌｍｏｓｔａｂsentinspiteoftheirprolifbrationThissuggeststhatlymphocytes

participatinginthemucosalinfllamｍａｔｉｏｎｉｎＵＣｃｏｍｅｆｒｏｍｎｏｎ－ｍｕｃｏｓａｌｉmmune

tissuesbythedisruptjlonofthemucosaMefensemechanism

Ａ増加伽teQノ、aα℃lPjIIagPaC〃vatlicnanQ『ZZce〃ｒｅ叩伽seぷＤｕｒｉｎｇａｃｔｉｖｅＩＢＤ，

particularlyＣＤ，ＣＤ68＋macrophagesandS100＋dendriticcellstogetherwithT-cells
weremuchincreaseClinthelaminapropriacorrelatedwithitslhistogicalandclinical

gradings・TheseT-cellsshowhighKi-671abelingindｅｘｕｐｔｏ４％・Our
immunohistochemicalstudiesrevealedthatactivelyinflamedintestinaltractinCD

containedaloundantB7-1(ＣＤ80)/B7-2(ＣＤ86）macrophages，whichtendedtofbrm

aggregatesandgranulomas・ＴｈｅｖｗｅｒｅａｌｓｏＨＬＡ－ＤＲ+，ICAM-1(ＣＤ54)＋and
transfbrringreceptor+，butlessactiveacidphosphatase、T-cellspositivefbrCD28，

ligandfbrB71-/7-2,arecloselyattachedtothesemacrophages・Thissuggeststhat
exag窪eratedchronicimmuno-inf1IammatoryresponsesinCDiscoupIedwithantigen
presentationviaaB7-]/7-2-ＣＤ２８ｐａｔｈｗａｙａｔｔｈｅｓｉｔｅｏｆｉｎｆｌａｍｍａtionlnaddition，
Ｂ7-1/Ｂ7-2＋macrophageaggregatesareoccasionallypresentinlymphaticvesselsin

thelaminapropria,andmayfbrmgranulomaintheintestinaltractdistantfifomthe

primarylesiOn・Recentlya姓ameshiftmutationinNOD2，ｏｆｗｈｉｃｈｇｅｎｅｐｒｏ(iuct
conferssusceptibilitvtoCDbyalteringtherecognitionofmicrolialpathogenand/or

byoveractivatingNF-KBinmonocyte/macrophages,wasreportedisCDPatients．

Conclusion

IBDisachronicinflammatorydisorderoftheintestmaltractresultingfromthe

effectofantigenicstilnulifromtheintestinallumeninageneticallypredisposedhost・
ThisdisorderleadsalteringiInmunologichomeostasismaintainedbythemucosal

immunesystemandcharacteristicabnormalimmuno-inflammatoryresponsesand
tissuemjuriesinUCandCD,respectively．
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MalignantmesOtheliomaisoneofthetumorsshowingtheworstprognosis・Extensive

invasivenessandwidemeltastasisarecha腿cteristicsasitsbiologicalbehaviors・However,those

charactershasnotbeenexplainedatthemolecu1arlevel,ｓｏfar．、

HistologicalIy,malignantmesothelioma,especiallyepithelioidtype,producesabundant

hyaluronicacidSomeothercarcinomasincludingbreastcanceralsoproducehyaIuronicacid，

andthecontentisabundantattheiIwadingsite，

OMheotherhand,CD44isatransmembraneproteinandhasanadhesivefunctionatthesites

ofcelltocellandcelltoextracellularma砿xanditmightplayaIoleoncelMarmotilityand

transmissionofgrowthsignaIs・

Onethebasisofthesefacts,ouraimofthisstudyistoinvestigatetheeffectsofhyaluronic

acidandCD44onmotilityofmalignantmesotheliomacells,asanintialstepofinvasion．

2.MaterialSandMethodS

ＨｕｍａｎmaIignantmesotheliomaceMIine,ＨＭＭＭＥｗａｓｕｓｅｄＴｈｅｏｒｉｇｉｎａｌｔｕｍｏｒｉｓ

epithelioidtypeofmaIignantmesothelioma、

１ｍｍⅢohistochemicalstainingusinganti-CD4zIantibody(FlO-44-2)wasperfbrmed，

IntracytoplasmicactinfilamentswasstainedbyphalIoidin・Co-localizatioI1ofCD44andactin

fiIamentswasobservedbyconfOcalmicmscope・

Woundassay(cellmotilityanalysis)wasdoneasfbllow:repopulationofdenudedculture

monoIayerwasmeasuredatl2hoursinterval,andtheeffectoftheblockingantibｏｄｙｔｏＣＤ４４

(ＭＥＭ85)wasalsoexaminedInaddition,thesameassaywasconductedImderthepresenceof

4-metlyIumbelliferone(4-ＭＵ)inordertoblocksynthesisofhyalⅢnicacidbytheceIls・

CD44expressiononmaligMntmesotheliomaceIIswasanaIysedbyflowcytometry,andthe

effectofhyaluronicacidwasalsoexamined．

３，ResuIts

ImmunohistochemicalstainingshowedthatCD44expressedomlthefreesurfacemembmneof

theceIIs・BymeansoftheconfOalview,itswasrevealedthatCD44onthesurfacemembrance

coImectedtothei紺acytoplasmicactinfiiaments，

ＩＭｈｅｗｏⅧdassay,withoutthebiockingantibodytoCD44,tIlecelIstreatedbythe

hyaIuronicacidshowedsigIlificantIyhighermotilitythanthecontroI・However,oMhecase

usingtheblockiI1gantibodytoCD44,nosignificantlydifferentmotilitywasfOund・

BythefIowcvtom町icanaIysis,themeanfluorescenceintensityofCD44expressiononthe

ceIlswithhyaluronicacidwasabout5timescomparedtothecontroI．

皇L_旦L皿、j蝿と

ＩｎＨＭＭＭＥｃｅｌｌｓ,CD44wasexpressedprefereI1tiallyatmigl･atingfrontwhere

co-IocalizationofCD44andactinfilame狐wassuggestedHyaIuronicacidactivatedce1Iulal・

moti1ityandaisoincreasedexpressionlevelofCD44．
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ThepituitaryglandwhichisderivedficomtheRathke'spouchgiverisetotheanterior
lobeandintermediatelobeintherodents，Ｉｎｈｕｍａｎ，theintermediatelobeisnot

evident、Intheanteriorlobe，sixcelltypeshavebeenidentifiedｂｙｉｍｍｕｎｏ‐

histochemistryandinsituhybridization，ｉ,e・growthhormone(ＧＨ）secretingcells，

pro)actin(PRL）secretingcells，thyroidstimulatinghormone(IwSH）secretingcells，
hormone(ACTH）secrelngcellsandfb]]j1cleadrenocorticotropic

Incontrast，thestimulating(FSH)/luteinizinghormone(LH）secretingcells・
intermediatelobeinrodentsisdifferentiatedonlytoaMSHsecretioｎ.Ｉｎｈｕｍａｎ,ｔｈｅ

"invadinganteriorcells'，areequivalenttotherodentintermediatelobeandshoｗs
predominantACTHimmunoreactivi呼ＡＣＴＨｉｓｋｎｏｗｎｔｏｂｅｐｒｏｄｕｃｅｄａｓａｐｒｅｃursor
moleculeproopiomelanocortin(POMC)whic]hisprocessedtonotonlyACTHbutaＭＳＨ，
endorphinandLPHbyprohormoneconvertase(PC）１ａｎｄ２ＴＳＨ・FSHandLHare
glycoproteinsinwhichasubunitiscommonandfmctionalspecificityliesinβsubunit，
Recently〉molecularmechanismsfbrthedi髄rentiationofthepituitarycellshavbeen
clarifiedbycloningvarioustranscriptionfactors,Ｉｔｈａｓｂｅｅｎａｌｓｏｅｍｐｈａｓｉｚｅｄｔｈａｔｔｈｅ
cellulardi鮭rentiationfbllowscelllineages,ｉ､e､GH-PRL-TSHlineage,ＰＯＭC(ACTH）

lineage,ａｎｄＦＳＨ/LHlineage・Thetranscriptionfactorsiiorthesedifferentlineageshave
beenclarifed，

Thehumanpituitaryadenomaslhavebeenclassifiedaccordingtothefimctionsoftheir
tumorcells，ｉ,e，GHsecretingadenomas,PRLsecretingadenomas，TSHsecreting
adenbomas,ACTHsecretingadencmas,FSHsecretingadenomasandNon-fimctioning
adenomasThefmctionaldi錐rentiationofthehu皿anpituitaryadenomasapparently
fbllowthecelllineagesdisclosedintherodentpituitaryglands･InterestinglyうGH
secretingadenomasandTSHsecretingadenomasaremultihormonaltumors,i､e，GH
secretingadenomasalsoproduceＲＰＬａｎｄＴＳＨβsubunitaswellasubunit.，TSH
secretingadenomasalsｏｐｒｏｄｕｃｅＧＨａｎｄＰＲＬ､Ptxlhasbeenlocalizedfrequentlyinall
typesofadenomasandisspeculatedtofimctionasauniversaltranscriptionfactorasit

９



hasbeenshownintherodentpituitaryglands(Taharaetal.)Intheseadenomas,Ｐｉｔ－１

ｈａｓｂｅｅｎｓｈｏｗｎｔｏｂｅ金equentlylocalizedinthenuclei､Ａｓｉｔｈａｓｂｅｅｎｒｅｐｏｒｔｅｄｉｎｔｈｅ
ｒｏｄｅｎｔpituitaryglands，ＧＨＲＨ､Rhasbeendetectedasasynergistic色ctormGH

adenomas・InPRLsecretingadenomasand'rSHsecretingadenbomas，ＥＲａｎｄＲＸＲ

ｈａｖｅｂｅｅｎｒｅｐｏｒｔｅｄｆｉｆｏｍｏurresultsassynergistic血ctorsrespectivelyNeuroD1has
beenfiequentlyandspecificallydetectedinACTHsecretingadenomas，Ithasnot

clearlybeenidentifiedwhether“intermediatezone'，derivedadenomasexist・Ｉｎｎｏｎ‐

iimctioningadenomas,ｔheyhavebeenshowntobepositivefbrglycoproteinsubunitsby
IHC.ｉ､e・ａｓｕｂｕｎｉｔａｎｄＦＳＨ/ＬＨβsubunits､Ｉｎｈｕｍａｎ,LHsecretingadenomasare

relativelyrareandincontrast,FSHsecretingadenomasaremcrecommonlyoccurin
male・SomesuprresivemechanismfbrLHβsubunhitmayexistinthetumors・Ａｎｄｉt

isconsideredthatFSHsecretingadenomasandmanyglycoproteinpositiveadenomas

innon-fimctioningadenomasareprobablyinthesamecelｌｌｉｎｅａｇｅｉｎｄｉ雌rfもntiation・

SF-1andGnRH-RinconjunctionwithPtxlarethekeyfactorsinthedi鮭rentiation

towardFSHdi雌rentiation・NegativeGArEA-2hasbeenalsoproposedfbrthis
diffbrentiation．

Inhumanpituitaryglandandadenomas，GHsecretingcellsalsoshowimmuno‐

positivityfbrasubunitandftlrtheroccasionallyFSHβsubunit､Thisisconsideredto

beuniquephenomenainthehumanpituitarygland，Andsomenon-fimctioning
adenomaswithglycoproteinsubunhitpositivityarepositivefbrPit-1・Ｉｔｈａｓｂｅｅｎ

ｐｒｏｐｏｓｅｄｔｈａｔｉｎｈｕｍａｎａｓpecialcell近neagewithbothGHandgonadotropin
productionmayexistandmayundergoneoplastictransfbrmation・

Veryrarely〉thepituitaryadenomasshowfimctionaldi雌rentiationwhichoverlapstwo

difh･entcelllineages，ｉ､e・ＧＨａｎｄＡＣＴＨ・Pathologiccombinationoftranscription

factors,Pit-1andNeuroD1havebeenpropose.．

Ａｓａｓｕｍｍａｒｙうrecentmolecularandhistochemicalteclmiqueshavedisclosedthatthe

anteriorpituitarycellsandhumanpituitaryadenomasfbllowthreedistinctcell

lineages，ｉ､e・ＧＨ－ＰＲＬ－ＴＳＨ，ＰＯＭＣ，ａｎｄＦＳＨ/ＬＨ・Variouscelllineswithdistjinctcell

lineageshavebeenestablished・Thediffbrentiationfbrthesecelllineageshasbeen

clarifiedtobedependentonthecombinationoftranscriptionfactorsandsynergisticco‐

factors・Furtherdetailedmolecularmechanismsfbrthesynergisticactionsfbrthese

factorsremainstobefilrtherinvestigated．
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Ｘｉａ胆ghong職､9,形0通ghuiSun,ＹⅦｍｅ皿加

Dep猟ｍｅ雌０畑xpex･柵e脚mathOlOgyb伽伽Medjicam皿iversity

O1bjectiⅧThatVSMCintjhemediareplicateandmigrateintotheintimaistheveryimport狐
stepinatherosclerosis（AS）occurrence・TheaPoptosisofVSMCispredominanttothe
replicationofitinadvancedlesionofAS､TheincreaseofapoptosisofVSMChassomeeffect
onthestabilityoftheplaque､Itiswellacceptedthatthevesselendothelialcelldysfilction
andinjurycontributestotheatherogenesis､Weinvestigateweatherornot(iysfUctionormjwyof
ECinducedbylipidperoxidationcaninduceproliferationorapoptosisofVSMC．

Metlmds：ＨＵＶＥＣｓｗｅｒｅｉｓｏｌａｔｅｄｂｙＯ､25％typsin,andHVSMCswereculturedfromtissue

segments,ECwereexposedindIi鮭rentconcentrationofcumenehydriperoxide(0,0.01,0.05,
0.1,0.2,0.5,1.0,mol/L)andendothelialcellconditionalmedim(EC-CM)werecollected､ＥＣ‐
CMwasaddedintotheculturedVSMCtodetecttheDNAreplicationｏｆＶＳＭＣｂｙ[H3]-TdR

incorporationandtoobserveapoptosisofVSMCthroughtransmissionelectronmlcroscopeand
gelelectrophoresis．

R剛lts：[H3]-TdRincorporationrateincreasegradutelywithlowerconcentrationofcumene

hydriperoxide（０．０１~0.1,mol/L).thepromotiontolH31-TdRincoIporationrateisenlarged
withtimedependentwhenVSMCwereexposedinEC-CＭ（cumenehydriperoxide
O､2,mol/L).Cumenehydriperoxide（0~0.2,mol/L)can，tinducetheincreaseoflDHleveIin
ECculmremedium,sotlhedys釦nctionofEChavenosignificantchaｎｇｅｉｎｍｏ叩hOlogy，

ApoptosisofVSMCwereseenwhenexposedinEC-CMofhigherconcentrationofcumene
hydriperoxide（０．１~1.0,mol/L)．ＴＥＭ：chomosomescondenseandaccumulatｅａｎｄｓｏｍｅ
伽gmentsofchomosomesincytoplasmawithmembraneintact・Apoptoticbodiescanbeseen
also・GeleletrophoresisshowDNAladder・ＴｈｅｌｅｖｅｌｏｆＬＤＨｉｎＥＣｃｕｌｔｕｒｅｍｅｄｉｕｍsharply
increase,andshowthatEChavemorphologicalchange．

Dis剛tiⅢＲＯＳＳ，Response-toinjuryhypothesisistheproposalthatthedifferentrisk伽tors
somehowleadtoendothlialcelrdysfimction，whichcanelicitseriesofAS・Recently

investigationfbundthatproliferationｏｆＶＳＭＣｉｓｉｍｐｏｒｔａｎｔｉｎｅａｒｌｙｐｈａｓｅ，butinadvanced
lesion,apoptosisofVSMCareprodominantandhassomeeffectonthlestabilityoftheadvanced
lesionOuJrstudyshowthatECcanpromoteproliferationofVSMCwhenECinducedbylipid

peroxidationhavenosigni壷cantmoKphologicalchange;howeverECalsocaninduceapoptosis
ofVSMCwhenECwereinjuriedstronglyandhavemorphologicalchange,Inconclusion,EC
dysfimctionorinjurycancontroltheVSMCprolifbrationandapoptosisindi胸entstagesofAS
topromotetheoccurrenceanddevelopmentofit．

1１



恥伽鋤舶⑪f坤湖脈lr侃紬誠i側側NOimI伽､剛Ⅷs蝿l鮒鮒伽鋤e随窟：蝿盟

認ＩＭＩ鋤ｅｅｆ恥ctcfv細職加匪

盟軸ＷｍｉＸｉ剛giROngYa恩gYmxl肌Ｄｍｇ

（､叩航、伽⑪ｆＥ叩er加伽alPa伽lOgy,Ｃ伽aMe曲all恥iv伽ily,C伽a）

棚jective:Thecurrentstudywasdesignedtoexploretheinfluenceandmechanismoflipid

peroxidationonNOinendothelialcell(EC)andtheeffiectofvitaminEMet加伽ThehⅢan

umbilicalveinendothlelialce11ｓ（HUVECs）wereculturedinourexperiments．ＣⅢene

hydroperoxidewasaddedtotheculturetoexcitethelipidPeroxidationThenthecultured

HUVECsweredividedinto8groupsaccordingtodifIerentconcentrationofcumene

hydroperoxide､WedeterminedtheNOcontentintheECmediabyEnzymeMethod,ａｎdwe

examinedthLeexpressionofeNＯＳ,ｉＮＯＳ，activatedNF-KBinECbyimmunohistochemical

method.Ｒ剛晩：AftertheHUVECswereincubatedwithcomenehydroperoxidefbr3h,the

contentofNOdecreasedastheconcentrationofcⅢenehydroperoxideincreased(p<0.01)．

Afierthat,theHUVECswereiilrtherincubatedｉｎｃⅢe､ehydroperoxide-freemediafbriOh，

thecontentofNOhadincreasedproportionatetotheconcentrationofcumenehydroperoxide

raised(p<0.01).ＴｈｅｉｍⅢnohistochemicairesultssuggestthatasthecon伽trationofcu伽ne

hydroperoxideincreased,theratioofNOS3positivecellsdecreased(p<0.01),butｔｈｅｎⅢber

ofNOS2positivecellsincrease..(p<0.01),stainsofNF-KBp65shi丘fifomthecytosoltothe

nucleus，andthenumberofpositivecellsincreased(p<0.01).WhenvitaminEwasintrodl:ced

intothemedia,positivestai血grateofNOS3increased(p<0.01),butthepositivestainingrate

ofNOS2decreased(p<0.01)，ａｎｄａｌｓｏｔｈｅｐｏｓｉｔｉｖｅｒａｔｅｏｆＮ]F-KBp65decreased(p<0.01)．

Disc棚siⅧ：Underthephysiologicalconditions,ｔｈｅＮＯＳｉｎＥＣｉｓｍｏｓｔｌｙｅＮＯＳｗｈｉｃｈａｃｔs

rapidlyandshortlyafterstimulationAndiNOSexpressingininducedconditioninECacts

slowlyandneedlonghours・SowespeculatedthatthedecreaseofNOcontentinEC

stimulatedwithcumenehydroperoxidefbrashorttimemaycorrelatewithitsinhibitinge縦ｃｔ

ｏｎｅＮＯＳ，andthattheincreaseofNOcontentafieralongperiodofcumenehydroperoXide

stimulationmaycorrelatewithiNOSproduction・ＦｒｏｍｏⅢexperiment,wespeculatethatlipid

perioxidationoI｡jectscanactivatedNF-KB,anditmayactasaninitial伽torandfilrther

promoteatherosclerosis(AS）bydecreasingtheeNOSexpressionandincreasingtheiNOS

expressionInsummery,lipidPeroxidationmaypro伽tethedevelopmentofASbyregularｉｎｇ

ｔｈｅｐｒｏｄｕｃｅｏｆＮＯｉｎＣｉｉ従rentphaseinEC､vitaminEcanpreventthechangeofNOcontent

bylipidperoxidationtosomeextent．
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鯉謬⑥瞬創@Ｘ輔舗ｅ鰯塵罷頓⑧鋤鯵龍識階

Ｃｍ肋肌zgMIXiiao-凪ｓｏﾉＶＧ､ﾉii印ｅ

、伽伽卿Q/Pα伽ﾉo邸助加Ｍｇ伽αﾉ伽v酬取肋伽昭川川．

TheinjuryofenCiothelialcells(EC)andadhesionof､伽nocytes(ＭＣ）

toECareconsideredasinitialfiactorsinthedevelopmentofatherosclerotic

lesions・Variesagentscanelevatetheamountof､ＭＣａｄｈｅｒｉｎｇｔｏＥＣ，but

themechanismof、signaltransductionandthechangeofadhesion

moleCulesareUnClear，cAMPasasecondmessengerpexhapsplaysan

importantrole・InordertoinvestigatetheassociationbetweencAMP

contentof・ＥＣａｎｄｔｈｅａｄｈｅｓｉｏｎｏｆＭＣｔｏＥＣ，ｃＡＭＰａｎｄＭＣａｄｈｅｓｉｏｎ

ｗｅｒｅｍｅａｓｕｒｅｄａfiertheadditionof・diamide・Inanotherseriesof

exPeriments,ｃＡＩＶ⑲inhibitingagentGalaninwasaddedandcAMEMC

adhesionweremeasured・Ｉｎｔｈｅｓｅｔｗｏｓｅｒｉｅｓｏｆ･eXlperimentsadhesion

moleculeICＡＭ－ｌ,ＶＣＡＭ－ｌｏｆＥＣｗａｓｄｅｔｅｃｔｅｄｂｙｉｍｍｕｎｏｈistochemstry

andtheadhesionrateｏｆ,MCtoECwasmeasuredunderLM

TheresultsindicatedthatdiamidecouldleadtotheinjurytoECasa

resultof､lipidperoxidationcAMPcontentof･ECincreasedafterdiamide

wasadded,butdroppedafterGalaninwasa1dde〔i,Ｂｏ曲MCadhesionrateto

ECandexpressioｎｏｆ､ＩＣＡＭ－ｌＶＣＡＭ－ｌｏｆ､ECwereparalleledtothe

changesof､ｃＡＭＰcontentoItcouldbeconcludedthatcAMPasasecond

messengermightplayanimportantroleintheInechanismofincreasing

adhesionof,MCtoECbyelevatingtheexpressionｓｏｒＩＣＡＭ－ｌａｎｄ

ＶＣＡＭ－ｌ．
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Ｅ叩雌ssion伽dIocalizationof山畑mbomo〔Ｍｉｎｉ、此tallun窪tissueandinlung
●

ＣａｒＣ１ｎＯＸｎａ

HanYUchen,jiaXinshan,MinYOngfbn,ZhangLihong,PeiHuimin
SukuruYCnezawa,SatoEiichi

DePartmentofPatholo部ChinaMedicalUniversityうShcnyang,]RRChinallOOO1

SecondDePt､ofPatholo部FacultyofMedicine,KagoshimaUniversity

Abstmct

紅ｍｓ:']moinvespgatetheexpressionandthesigni丘canceofthrombomodulm(TM)in
fetallungtissueandinlungcancer・

Met伽ｄｓａｎｄ肥suXts：Usingimmunohistochemicalstainingtodetectthrombomodulin

proteiｎｉｎｌ８ｗｅｅｋｓ金tallungtissueand56caseslungcancerandculturedhumanlung
adenocarcinomacenlineAGZY83a・ThisstudvwascarriedinaccordancewiIththe

RegionalEthicsCommitteeondevelopmentandreproduction

Ｉｎｌ８ｗｅｅｋｓｉｍｍａｎｆｅｔａｌｌｕｎｇ，TMexpressedintheendothelialcellswhjIch

surroundingtheprimaryalveoljl，butabsentinbronchealePitheliumcell・Except
expressedmendothelialce皿s,ＴＭａｌｓｏｅｘｉｓｔｅｄｉｎａｌｌ３５ｃａｓｅｓｏｆｉｕｎgsquamouscen
carcmomaalongthecellmembranesanM1eintercenulaxMdges;butitwasnotdetected
inl4casesofadenocarcinomaand3casesofsmallcellcarcinomaandnormalbronchial

epithelium､TMalsoexpressedinhumanlungadenocarcinomacｅｌｌｌｉｎｅＡＧＺＹ８３ａ・

Discussion：Ｒｅｓｕｌｔｓｈｏｗｅｄｔｈａｔｉｎｌ８ｗｅｅｋｓｆｂｔａｌlung，TMexistedinthevascular

endothelialcellsur＆ceandcytoplasmwhichsurroundingtheprimitivealveolimass,but
mthemonolayerciliate-column虹ｃｅｌｌｓｏｆ舷minalbronchioleandCuboidceusof

resp1ratorybronchiolesandtheprimitivealveoliandthecartilagecells,TMwasalbsent、

ＴＭｄｉｄｎｏｔｅｘＰｒｅｓｓｉｎｈｕｍａｎ＆tallungtlssueexcePtinvasculartissues､PerlhaPs，

TMistransient,orexpressedintheglandu肱stage（7-I6weekS）whenthelungtissue
wastulbularinfbjmaMthebronchialdivisionweredifferentiatedandtheirair

conductingsystembegantoestablish

Wheｎｗｅｅｘａｍｉｎｅｄ５３ｃａｓｅｓｈｕｍａｎｌｕｎｇｃａｎcerfbrTMexpressionuslng
immunohistochemis叩wcfbundthatlO慨(35/35)SQCCs，11.1％(2/18)ＡＣsand０％

(3/3)smallcelllungcancershowedimmunoactjvity:Thisdi胸entialexpressionofTM
betweenAC;塾ndSQCCisinagreementwithpreviousreport,thissuggestthatanti-TM
immunostainingisauseMmarkerfbrsquamouscellcarcinomainthedifferential

diagnosisoflpulmonarycarcmoma・

Conciusions:Anti-TMimmunostainingisausefUlmarkerfbrsquamouscellcarcinoma

inthedifferentialdiagnosisofpulmonarvcarcmoma､ＴＭｄｏｎｏｔｅｘｐｒｅｓｓｉｎｆｅｔａｌｈｍｇ
ｔｉｓｓｕｅaftert]heprimitivealveolifbmlation．

２
1４



説盟鋤⑭奮伽p伽⑨窪鋤蝿側側伽側認嘘賊§t”溺伽'＠窪My械蝿尋

側§㈱⑪鮒、窒鋤Ⅲ鮒

必4Ｘｉ郷ｊＩ伽,ＨＥＡ卿4α昭電ＺＨ４ＩＶＧＤａｏ剛､３Ｊ恥ＶＣ助加α,SOMgJiyc・

ＤｇＩｗ加剛Q/】ﾌ鰍oﾉﾛ室ｙｂｃ肺ａＭｅ伽zzJ助jw附蹴単jrlﾙeﾉﾂ剛”α伽捌Q､伽
かr‘3'伽燃乃岬捌Q/､cA伽雌鈎叫助舵湖峨助吻ﾉ鯛ｇ伽仙

IAbstr雛鍋＠吋職誼Ⅷ恥“鋤pa肥ｔｈｅｃｈ肌ges㎡pat畑genetic

condition剛ｄ髄stopalhology㎡i伽gcancer舵tweenl兜０，sandl卵０，ｓ

of、肋釧yangdiStrict・Disc鵬Sing澱1ｅＣｈ剛geSof、齢wWHO

classificati側ａｎｄ錨agnogtickeypoi伽ｏｆ.ｒa1℃tyPeSofolmgc剛cer･

Ｍｅ#iR伽s：HEStainingo燭ﾌｚｃａｓｅｓｉＭⅢｇＣ剛Ｃｅｒｉｎｌ兇1-19卯anCi

5SZcaseso笠ｌ”l-ZOOOPartS㎡thesesampleSwe齢stainedwith

i加川nohistochemistryand加魂剛hybridization．

Ｒ鯵sult塞我ｎｄＣ⑥n曲ﾖsi伽露：CompaIingl9別，ｓ肌ｄｌ的０，s,ｔｈｅ齢sults

sllow:lTheimid鮒ｃｅｉ亜ｗｏｍｅｎｌ職ｓｂｅｅｎｉｎｃ齢asei昭．2Ｔｈｅ馳窪hest

incidenceageisbetwe鋤６ｉ鋤CI7O,itisonedecadela礎rthanbe壷鵬３

Ｍ伽carcinoma,eslpec城lypapillarycarc伽ｍａ剛ｄＢ伽chioloalveOlar

剛℃i伽ｍａｉｎｃ齢ased総maxoiKai)l乳ｗ雌曲ｍａｙｂｅａ伽血ｏｊｆｃ側ta忠tiIng

mo齢鮎rouscarci伽ge肌Ｉｎａ恵i伽i側，ｗｅａｌｓｏｄｉｓｃ鵬ｓ地eaiagnostic

pojint９㎡weiMi齢鮪噸観cdii3talademcaircimmaっIaI1ge鯛翌

船uroendocri鵬carci伽、a，lynxphOepitMioma-Me棚℃麺o蝿a，

pleomoxp髄ｃｃa1℃inoma,Ｃａ期noSarconxaandp醜lmonaryblastOma．
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ＰＡｒＨＯＬＯＧ夏ＣＡｉ[』ＡＮＡ]i[』Ｙ瓢ＳＴＣ型ＣＡＳ重ＳＯＦ
ＥＡ蔓ｕＹＬＵＮＧＣＡＮ吃ＥＲ

一触'"聯“ご〃“伽』!伽ｚ峨略ｚ
〃測色ﾉ伽r卿卿棚伽呼鱗移.伽r‘鰯伽礎伽岬“”鋤伽枕戯域伽かg剛f'駁，

鋤“y蛾ｇ

謬り鞭"伽郷呼馳伽』‘Ｗ,鋤蹴鰹雌‘iIi“IIE/紬柵坤Ⅱ〃伽

ｉ肋S棚CtlWeresearched21casesorearlylⅦｇ側cerbycoliIecting

s”Ⅷduring棚S~l州,whdichwasⅧfi伽e伽ypathologicaMiagnosis・

Thecompleteぎossandmaterial允rmicrosc叩eisstijIlconserved

IntlheZ1cases,ｔｈｅｒａｔｉｏｏｆ､ｍａｌｅｔｏｆｂｍａｌｅｉｓｌフ:４Ｔｈｅａｇｅｒａｎｇｅｓｆｉ･om

4緋７９withaverageof58.8．血cliniicalmani焔gtatiOm6Personsilaveno

sy煎皿o、伽ｄｌ３ｐｅｒ伽scouglleaand卸ectoratedwithblooｄｃｏ伽medin5

cas鮒．ByX-ray,ｗｅ心Ⅲdmottledin3cases，ateiectasisinlcase，strin窪

shaClowinl剛e棚伽othinginZcases､nmorcellsof,l6cases(76.1％)ｗ細

detectedbyPATaSsay,andanother3casesIWPTwashing､Usi昭伽e-needle

aspirationbi叩ｓｙ(】FNAB),ｗｅ伽nd4剛es㎡伽蝋Atlast,bypathological

eXaminationweconfimed8Casesof､ａｄ鋤OcarcinOma，ｌｃａｓｅｏｆ、Scar

carcinoma，ｌｃａｓｅｏｆｍｄｉ鮭rentiatedsmallcellcarcinoma，ｌｃａｓｅｏｆ､ｉｎｓ伽

canc砿ａｎｄｌＯｃａＳｅｓｏｆ､s叩amouscarcmomaincludinglcaseof,thatcompanied

byallveolar叩ithelialcarci伽、a､Thesizeof､、、orr剛geii．o、０．lx0.3へ2.Zx‘Z0．

Throu甑allof､aboveoweⅧsee:１.FNABandPAT賊eii叩Ortante徒伽

insCanningearlyl側ｇｃ鋤側.１６(76.1％）ｏｆ､２１側ｅｓｗ細允ｕｎｄｂｙｕｓｉｎｇ

ｔｈｅｍ､Thedetectivei鵬identisratherhigll・Ｚ、EarlylⅧgcanceroccwsmost

fi．e帆ｅｎｔｌｖａｂｏｖｅ４５ａｎｄｍａｌｅｔｏｆＩｅｍａｌｅｐｒeponder伽ｃｅｏｆ､abo就４:１．Ａｎｄｉｔ

ａ伽ｙｓｃＯ岬弧ｅａｂｙ伽gi]laMeXpe伽伽iｏｎ３．１２（923％)ｏｎ３伽ｅｓ

賊i趣ｇＸｒａｙｗａｓ伽ndabno伽almmdiogr叩hy,sowesuggegt伽sepati剛

wlhpseradiographyisabno伽alshouIdtakesputumcytolo写ｙｏｒＰＴⅧs腿､ｇ

加里ＰＡＴ,andmaytakeFNABijFgoodconditioｎ

Ｉｎｇｅｎ伽lly，ＰＡＴａｎｄＰＴＣｙｔＯｌｏ墓icalwaShinghavegreat伽Portancein

early鋤agnosisfbrearlyl伽gcancer・ＡｎｄＦＮＡＢｃａｎａｉｓｏｌ〕elPmuchtoit．
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睡Ｎ側-SIMllce服ＬⅢｇＣ肌ceK．

Ｄ叩α伽〃Q/Pα伽ﾉogy;Ｃﾉz加α八伽jcaﾉＵ７伽例j軌肋岬伽ｇｊＷ州

、ﾉαん〃o"ｇ･ﾉiaXii期/zα阿

仙jective：TostudytheexpressionofLEA(LargeExternalAntigen）by

monocloMlantibodyND-l(ProvidedbyJindanSongProfごssor）in

NSCLC(Non-SmallCellLungCancer）ａｎddiscusstherelationbetweenthe

expressionofLEAandclmicalcharactersof､ＮＳＣＬＣ・Met加伽：Studythe

qualitativeandquantitativeexpressionofLEAbyS-Pimmunohistochemistry

andWesternBlotting,ThesoftwareusedisSPSS(StatisticalPackageflorSocial

Science)fbrwindow8､ＯＲ剛lts:Theresultof､imⅢnohistochemistxy:There

were56casesofpositiveexpressionandoccupied73・'7％ofthe76cases;Ｉｎｔｈｅ

４３caseｓｏ缶adenocarcinomas,３４caseswerepositive(79.1％);２２caseswere

positivein34caseso側ungsquamouscellcarcinoma(68.8％)．Resultsof

WestemBlotting：ConsistentwiththeresultsofimmunohistochemistI．y，the

resultsof･WesternBlcttingshowedtherelationbetweenexpressionof,ＬＥＡａｎｄ

ｄｉ紺entiation：thehigherdifferentiation，thehigherexpression・Ｉｎｎｏｒｍａｌ

ｌｕｎｇ,thereisverylittleexpI･essionofLEA,ＣＯ伽l胆si⑪棚：ｌＬＥＡｉｓａｋｉｎｄｏｆ

ｔｕｍｏｒａｓｓｏｃｉａｔｅdantigenthatisalsoexpressedinNＳＣＬＣ・ZTheexpressionof

LEAisrelatedwithadenocarcinomadi舵rentiationoflungcancex・・

震ＫｅｙＷｃ伽璽NSC]LC(Non-SmallCellLungCancer）

LEA(LargeExternalAntigen）
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R卿H1題ね可e戯e噸c萱鍾AMmP，澗濁i⑪g：s側窪祁w韻R鋤趨《脳珊嘘誠i側

蝋ｍｅ細tati錘畑、剛、l窪c棚船I･ceIis

ZhangHongZhangJun

鋤”ce7伽伽qpjizJMｿ駒pりりvj服aZ71o'１gjIfMγzg〃Roα‘ﾉ恥X、肺ｂｒＢ伽Ｉ

Ａ脈伽ｔＯｉ〕jectiⅦＴｏｓｔｕｄｙｔｈｅｅ舵ｃｔｓｏ歪twocAMPanalogs

withdi鮭rentsite-seiectivityongrowthanｄｄｉ齢rentiationormetastatic

伽manlungcancercellso

Met細dsThemethodsusedincludecellculture,invitroinvasion

assayうsoftagarcolonyfiormationassayうimmunocytochemistyand

electronmicroscopy、Ametastatichumanl伽gcancercelllinegwas

treatedwitMibutyrblcAMP(db-cAMRnon-site-selective)or8-chloro‐

cAMP(8-cl-cAMEsite-selectivefbrtypellPKA)．

へResUltsTreatmento笠ＰＧｃｅｌｌｓＷｉｔｈｌｍｍｏｌ/Ｌｏ缶ｄｂ－ｃＡＭＰｆｂｒ

ﾌdaysresultedin4S％growthinhibition,whiletreatmentwith20い、Cl/Ｌ

㎡8-cl-cAMPgave７０％growthinhibition､ThegrowthinhibitoIye舵ｃｔ

ｏｆｄｂ－ｃＡＭＰｗａｓｓｈｏｗｎｔｏｂｅｒｅｖｅｒｓｉble,Whilethatof'８－cl-cAMPwas

not,TheabilityofPGcellstopenetratematrigel-coatedmembraneandto

fbrmcoloniesinsoftagarwasalsosignificantlyinhibitedbytreatment

witlhthesetwodrugs,Microscopicobservationshowedthatcellsfb期ed

elongatedcytoplasmicprocessesandincreasedexpressionO歪neuron‐

specificenolaseaswellaschromograninaftertreatment．

Ｃ側伽si側Theohjectivetoinhibitmalignancecouldbereached

byaCtivationorspecificPKAwithsite-selectivecAMPanalogs･

KeywmdslungneoplasmsGenes,suppressor,tumor

proteinkinases
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Expressi帆⑯ｆＰ２棚p'，ＣＤＫ４，Ｒｂｉ期賊叩ｓｙＩⅢ塞遡製鋤ｅ

ｓｉ塞遡i髄鮒nces側曲ｅｐｍ窪ｍｓｉｓ⑪ｆ鮒脚i恥、認⑪剛伽窒

Ｊ伽ｇＴａｏ，ｗ伽ｇｗ”'，肺ｘｉａ小，Ｗ伽ｇＥ刀加α，Ｓ伽ｇＪｉｊﾉｅ

(DepartmentofPathology，SchoolofBasicMedicalSciences，ChinaMedicalUniversity，

’ComputerCentreShenyang，110001）

ＡＭｍｃｌｔ側je噸Ⅶ：TostudytheexpressionsofP27Kip'，ＣＤＫ４，

R1binfilOeropticbronchoscopicsquamouscellcarcinomaspecimens，

theircorrelationstotheclinicalPathologicalfeaturesandti1eprognosis

ofcarcinomaofl叩g・

Met加小：HistochexnicalstainingofABC・

Resuits：TherateofpositivestainingofP27Kip’proteinexpression

was28/54(51.9％)，theexpressionlevelofP27Kip1waspositivelyrelateCl

tothePrognosisandmulti-varianceproportionaihazardsl1ownthatits

correlationsignificancewasoneofthehighestones・TherateofDositive

stainingofCＤＫ４ｗａｓ２６/54(４８．１％)。TheexpressionrateofRbwas

33/54(61.1％)，itsexpressionlevelwaspositivelｙｒｅｌａｔｅｄｔｏｔｈｅｐｒｏｇ－

ｎＯＳ１Ｓ．

Ｃ⑪nclusims：TheiowerexpressionofP27Kip'couldindependentlylbe

avaMmarkerforthepoorprognosisofsquaxnouscellcarcinomaof

l伽ｇｏＴｈｅｅｘｐｒｅｓｓｉｏｎｏｆＣＤＫ４ｗａｓｓｉｇnificantforthedifferentialdiag-

nosisofbenignaMmalignanttumorinsomeextent・Theexpressionof

Rbcouldbeavalualblemarkerfortheprognosisofsquamouscellcarci-

nomaoflungo

KｅｙＷ⑪x･曲：Fiberopticbronchoscope；P27Kip'；ＣＤＫ４；Ｒｌ〕；Squa-

mouscellcarcinomaoflung；Prognosis
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EXpreSSi側⑪ｆＰ２'W蝋，ＣｙＣｌｉｎＥｉｎｉ叩ＳｙＩｍｇ剛通的ｅＳｉ窪醗蝋側肌ｅＳ

棚鋤ｅ甑⑪窪ｍｓｉｓ⑧fcarcimHm⑧ｆ恥皿塞

Ｊ“gTZzo，Ｗ側gWeif'，ＭｊＸｉａ噸，Ｗ伽ｇＥ刀加α，Ｓ伽ｇＪｒ妙ｅ

(DepartmentofPathology，SchoolofBasicMedicalSciences，ChinaMedicalUniversity，

’ComputerCentreShenyang，110001）

Abs伽ctObjeCtive：TostudytheexpressionsofP2'waf',CyclinEin

fiberopticbronchoscopicsquamouscellcarcinomaspecimenｓ，theircor-

relationstotheclinicalpathologicalfeaturesandthePrognosisofcarci-

nomaoflungo

Me鋤側S：HistochemicalstainingofABCo

Resu1ts：TheexpressionlevelｏｆＰ２'waf'waslowerinsquamouscell

carcinomaoflungspecimens，therateofpositivestainingofP2'waf'was

onlyll/54(20.4％)．TherateofpositivestainingofCyclinEwasl7/５４

(３１．５％）insquamouscellcarcinomaoflungspecimens・Theexpression

ofCyclinEinthecaseofpoordifferentiationorlymphnodemetastasis

wassignificantlyhigherthanthatinthosecasesofwellandmoderate

differentiationornolymphnodemetastasis．

Ｃ⑪nclusi側S：TheexpressionlevelofP2'waf'waslowerinsquamous

cellcarcinomaoflungoTheexpressionofCyclinEcouldbeaxMrkerto

predictthemalignantdegreeofsquamouscellcarcinomaoflung・

ＫｅｙＷ⑰棚S：Fiberopticbronchoscope；Ｐ２'waf'；CyclinE；Squamous

cellcarcinomaoflung；Prognosis
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恥eEx砿essi側肌通Ｓｉ狐翻c棚Ｃｅ⑪fCe眼;CycIIeRe窪畑t伽

ｉ蝋Ｎ雌－－ｓ肌釧ＩＣ醐腿ⅧｇＣ剛舶ｒ

ＬｉｕＤｏｎｇ'，ZhangDaorong2，ＬｉＹｉ１，ZhangLihong2

１．DepartmentofPathology，LiaoNingProvinceTumorHospital

SlienyangllOO422・DepartmentofPathology，CollegeofBasicMedical

Science，ChinaMedicalUniversity．

［Abs伽ct］Ｃ吋ectiveIncellcycleofnormalcell，t1hereexistsp53-

p乏1wAF’一cyclinECDK2regulatorypathway・Thearticlestudiedthe

expressionandsignificanceofｔｈｅｔｈｒｅｅｒｅｇｕｌａｔｏｒｓｉｎｎｏｎ－ｓｍａｌｌｃelllung

cancerMet伽包S69NSCLCcaseswithneighl1boringnoncanceroustissueand

normallungtissueswereselectedatrandom・ExpressionofpS3，pZ1wAF’

ａｎｄｃｙｃｌｉｎＥｉｎ６９ｃａｓｅｓｏｆＮＳＣＬＣｗｅｒｅdetectedusingimmunohistochemical

S-PmethodRe測脆sTherewerelow-levelproteinexpressionofpS3，

ｐ２１ＩｗＡＦ１ａｎｄｃｙｃｌｉｎＥｉｎｎｏｒｍａｌｂｒonchiepithelial、Theexpressionof

neighlboringproliferationtissuewasstrongerthanthatofnormaltissuebut

weakerthanthatofcancertissue（Ｐ＜０．０５)；ThepositiveratesofpS3，

pZ1wAF'ａｎｄｃｙｃｌｉｎＥｐｒｏｔｅｉｎｉｎＮＳＣＬＣｗｅｒｅ６２．３Ｚ％，４２．０３％ａｎｄ４６．

３８％respectively；theexpressionofp21wAF’wasnegativecorrelatedwith

clmicalstage（Ｐ＜０．０ｓ)，TheoverexpressionofcyclinEinNSCLCis

correlatedwithsexandhistologicaltype（Ｐ＜０．０５)．Theexpressionof

p53andcyclinEispositivecorrelation（Ｐ＜００５）．Ｃ側伽S伽Tlle

abnormalityofp53InayexistaInechanismofinducingcyclinEexpression，

Nocorrelationlbetweenp21wAF’andp53proteinexpressionmayin(jIicate

p21wAF1inductionexpressionexistingap53non-dependentpathway，Thle

p21wAF1proteinexpressionmaybecomeareferencefactorinclinicalstage

andmaybenefitthejudgementoftreatmentorcalculationoftheprognosis・

TheoverexpressioncyclinEmayhavesomesignificanceinjudgingthe

histologicaltype

つ１
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ｍ加翻釧、伽一訓ａｉＩ－鯛ＩｉＩ叩ｇｃ訓cers

KangJunlingl,LiGuosheng2andZhangDaorong2

(lShenyangWCmeMIMilm伽tsHospiital,Liao血gShienyang,llOOl4,Cl血ａ

肌d2Deparime戯of･Pathoio部CmaMedicalUniversity§llOOOl,Ｃ伽a）

@bjective：Ｔｏｄｅｔｅ伽inetheexpress伽ｏｆ,vascular鋤dothelialgrowth

伽tor(VEG]F)inhⅢamon-smail-celllung伽cer(NSCLC)anditscl狐cal

si客nific伽Ｃｅ・顎e愉蝿ｓ：Pax･affi]Mections肋、砧humanNSCLCsinciuding

3Zadenocarcinomas，ZSsqIuamouscellcarcinomas，Zlargecellcarcmomas

aIXi3adenosqUam側scarcmomas・Alllesi側ｓｗｅ１ｒｅｒｅｓectedatswgery・

The伽mmohistochemistryS-Pmethodwasusedtoexamine池ｅｅｘｐ剛sion

of,ＶＥＧＦ・ＲｅｓｕＩｔｓ：ThefiFeqUenciesfbrpositiveVEGFexpressionwereZ'７

of､３２(844％)ade伽carcmomas,ｌ５ｏｆ､ｚｇ(S3.6％)squamouscell剛cinomas，

Ｚｏｆ､２（100%)largecellcar血oｍａｓａｎｄＺｏｆｏ３（667％)adenosqUamous

剛cinomas．'Ihepositive剛iowassigmificantlyhigjherinpatientswith

a(ienocarcmomathaninthosew油sqUamouscellcarcinoma､medegreeor

positivitywasg鮒erallygreaterinwelldi鈴rentiatedtumors・VEGF

exp柵s伽伽伽ｔｃｍｅｌａｔｅｗ肋clinic叩athologicalfiElctorssuchas剛ｍｒ

ｓ鵬orpatjholOgicallstage．Ｃ伽clusi◎ns：The剛ultsindicatedthatVEGF

expressjiｏｎｗａｓ金eqUently（ietectedinhumannon-small-celll肌塞cancers

伽ＶＥＧＦｍｉ雲htberelatedwitM1epathoge鵬sisfmdprogressof，ｈⅢan

non-small-cemungcancers．
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ＲＥＬＡｍＯＮＷＩＴＨＭＥＷｋＳＷｋＳＩＳＩＮＮＳＣＫＩ

XieChengyao,LiQingchlang,YangXiu,QiuXueshan,WangEnhM

Departmentof､Pathoio部ChinaMedicalUniversityうShenyang,ｌｌＯＯＯｌ

ＯＢＪＥＣＴＩＶＥ：Toobservetheexpressiono缶ＭＭＰ-2,Ｍ]ⅦP-9,ＴIMP-l

proteininNon-SmallCellLⅢgCanceraMtostudytherelationbetweenthe

proteinexpressionandmetastasis・

ＭＥＴＨＯＤ：６５ＮＳＣＬＣsampleswereobtainedfromthepatientsadmittedto

theFiIostA髄liatedHospitalorChinaMedicalUniversitybetweenl9S9-l992，

lymphaticmetastasisoccun･ｅｄｉｎ３１ｓａｍｐｌｅｓａｍｏｎｇｔｈｅｍＷｅｕｓｅｄ

ｉｍmunohistochemicalteclmiquetodetecttheproteinexpressionofMMP-２，

ＭＭＰ-9,TIMP-landusedtheX2testtoanalysisitsrelationwithlymphatic
metastasis・

RES1U瓦｣]『S：MMP-Z,ＭＭＰ-9,TIMP-lweremainlyexpressediｎｔｈｅｐｌａｓｍａ

ｏｆ･tumorcells,alsoweaklyexpressedintheinterstitialtissueandmonocyteor

macrophagesun･oundingthecancerlesions・Thepositiverateof､ＭＭＰ-2,

ＭＭＰ-9,TIMP-1innonmetastaticgro叩ｗａｓ55.9％(19/34),３ｓ３％(12/34)，

82.4％(28/34)respectivelyうwhileinmetastaticgroupthepositiveratewas

90.3％(28/31)，８ﾌ.1％(２７/31)，45.2％（14/31）respectively、Therewere

statisticalrelationshipbetweenimmunoreactivityoだⅣＷ[P-2,ＭＭＰ-9,ｍⅧ>－１

andlymphaticmetastasis(p<0.01,p<0.01,p<0.01)．

ＣＯＮＣｌＬＵＳＩＯＮ：Ｔｈｅｄｅｇｒｅｅｏ]ｆｌⅧV10P-2，ＭＭＰ-9,TIMP-lexpression

intensivelyrelatedtolymphaticmetastasis，MMP-2andMMP-9were

positivelyrelatedtometastasis,whileTIMP-1,negatively．



LiQingchang,WangYan,XieChengyao,QiuXueshan,WangEnhua

DepartmentofPatholo邸ChinaMedicalUniversityうShenyang,ｌｌＯＯＯｌ

ＯＢ羽ＥＣＴＩＶＥ：TodetecttheproteinandmRNAexpressionofMatrix

Metalloproteinase(ＭＭＰ)andTissueInhibitoro笠Metalloproteinase(TIMP）

inNon-SmallCellLungCancer，tostudytherelationbetweenproteｉｎａｎｄ

ｍＲＮＡｅｘｐｒｅｓｓｉｏｎ

ＭｌＥｒＨＯＤ：３２NSCLCsampleswereobtainedfi･omtlhepatientsadmittedto

the］FirstAffiliatedHospitalof、ChinaMedicalUniversitybetween

20003-20009．Weusedimmunohistochemicalteclmiquetostudythe

expressionofMMP-2,ＭＭＰ-9,TIMP-1proteinandusedlnSituHybx･idation

teclhniquetodetectthemRNAlevel、X2testwasusedtoanalysisthe

concordanceof・ｍＲＮＡａｎdprotein・

ＲＥＳＵ]Ｕ『:ＭＭＰ-2,ＭＭＰ-9,TIMP-lweremainlyexpressedintheplasmaof

tumorcells，ａｌｓｏweaklyexlpressedintheinterstitialtissueandmonocyteor

macrophagesurroundingthLecancerlesions，Innormalbronchialepitheliums

andglands,TIMP-1appearedmarkedexpressionTheresultsof､IHCandISH

suggestedthattheconcordantratesofMMP-2，ＭＭＰ-9,TIMP-lproteinand

mRNAwereg1.3％(26/32),84.4％(2ﾌ/32),７１９％(23/3重)respectivel乳beingof

statisticalsignificance.(p<Ｍ１,p<().005,p<0.025）

ＣＯＮＣｌＬＵＳＩＯＮ：ＴｈｅＰｒｏｔｅｉｎａｎｄｍＲＮＡｏｆＭＭＰ－２，ＭＭＰ-9,TIMP-lwere

concordantinNSCLC・Wecanusetheantisensetechniquetodown-regulatethe

expressionof､ＭＭＰＳ・Thiscanofhanewthoughttopreventlungcancerfi･oｍ

metastas1s．
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Expressioｎ㎡IEstrogenan(iProgestester伽eKeceptorsln

Non-small-CelllungCanceranditsclinicalSignijEicance

HanZhipeng

ZuoGuangwu ZhangGuirong

DepartmentofPathology，theCentralHospital,ChaoYangLiaoNingChina

l22000

Objective：WeinvestigatedtheralationofEstrogenrecepors（ER）and

progesteronereceptors（PR）intheLungCancerwithprognsisandtested

thefeasibilityofclinicalendocrinotherapy・Methods：ERandPRinll6

Casesnon-Small-CellLumgCancertissuespecimensWereassayedby

imunohistochemicalmethod・Resuts：ＥＲａｎｄＰＲＷｅｒｅｎｅｇａｔｉｖｅｉｎａｌｌｎｏｒｍａｌ

ＬｕｎｇｔｉｓｓｕｅｔｈｅｐｏｓｉｔｉｖｅｒａｔｅｏｆＥＲａnｄＰＲｉｎＬｕｎｇＣａｎｃｅｒＷａｓ４８､７％ａｎｄ

50.5％respectively・WefoundnocorrelationbetweenER（PR）Contentand

ageSex,histologicSubtype,clinicalclassificationormetastaisisof

regionallymphnodes,respectively,The5-yearSurvivalrateforER

positivepatients（42.8%）washigherthanthatforERnegativepatients

（17.2%）（P<0.05),andthe5-yearsurvivalrateforpositivepatients（45%）

WashigherthanthatPRnegativepatients（14.6%）（P<0.01),Ｔｈｅｐｏｓｉｔｉｖｅ

ｒａｔｅｏｆＥＲａｎｄＰＲｉｎＷｅｌl-differentiatedCancertissueWerehigherthan

thatinpoorly-differentiatedcancertissue（P<0.05)．Conclusions：Ｗｅ

ＣｏｎｃｌｕｄｅｄｔｈａｔＥＲａｎｄＰＲＣｏｕｌｄｂｅｕsedasbiologicalmarkerstojudge

prognosisandtheInalignantdegreeofnon-small-CellLungCancer,Selected

CaseofLungCancermightresponfavorablytoendocrinaltherapy・

References：

①BasilAStollEndocrineManagernentofCancer;ｌ;BiologicalLondon

l988:５３．

②CharlesC､VincentAPenhyL,ｅｔａｌ､Sexhormonereceptorsin

non-smal'一Cell-Lungcancerinhumainbeings､JThoralCardiovase

suryo1994;１０８．

③MclendonJE,ApplebyD,C1audonDB,ｅｔａｌ,Colonicneoplasmtissue

estrogenreceptorandCarcinoembryonicantigenArchSunry・’977；
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LIGuosheng,ZHENGDaorong,*LIUDong,WANGEnhua,QIUXueshan
(DepartmentofPathology，CollegeofBasicMedicalScience，ChinaMedical

UniversitV,ShenyangllOOO1，ａｎｄ☆LiaoningProvinceCancerHospital,Shenyang
llOO42,China）

ObjectiveTheobjectiveoftllisreportistoobservetheexpressionofcyclinB，
andP34cdc2inhmannon-smallcelllungcancer(NSCLC)，andstudythe
relations1hipandsignificancebetweentheexpressionofcyclinB，anClP34cdc2and
clinicopathologicalfeaturesofNSCLC，MethodsTotallylOONSCLCcasesw肋
neighboringnoncanceroustissuesandnormallungtissueswereselectedatrandom・

ThosesampleswerestainedwithcyclｉｎＢ１Ｐg4cdc2byimmunohistochemstryS-P
methoCi，andanalyzedinconjunctionwiththeclinicopathologicalfea伽ｅｓｏｆ
ＮＳＣＬＣ・StatistiCsstudyincludedx2-testandtheexaCtprobabilities．『I翌le
significanceIevelchosenwasPvaluelessthan0.0ｓ(p<0.05),andalltestwere
two-sided､ResultstheexpressionofcyclinB，andP34cck2waslocalizatedintlhe

cytoplasmofNSCLCCellsanClneighboringnoncanceroustissueswithproliferation
inepithelialcellofbronchioleandsmallbronchus,brownishyellowandyellowcan
beobserved,andnocolorwasfoundinnucleus,Resultsindicatediheexpressionof
cyclinB，andP34cdc2betweencancertissues、neighboringnoncanceroustissues
withproliferationinepithelialcellofbronclhioleandsmallbronchusandnormal

lungtissueswassignificantstatisticaldifference(P＜0.01).Therewasoverexpression
cyclinB，andP34cdc2inNSCLCandtheexpressioncyciinB，andP34cdc2in
neighboringnoncanceroustissueswithproliferationinepithelialcellofbronchiole
andsmallbronchuswasstrongerthanthatinnormallungtissues・significant
positivecorrelationwasfoundbetweentheexpressionofcyclinB，andthatof
P34cdc2inlOONSCLCcases(P＜0.01),correlationcoefficientwas0.866.Positive

correlationwasalsofoundbetweentjheexpressionofcyclinB，andthatofP34c蚊
inneigjnboringnoncanceroustissueswithproliferationinepithelialcellof
bronc]hioleandsmallbronchus（P＜0.01),correlationcoefficientwasO638・No

statisticalsignificantwasfoUndbetweenthedifferenthistologicaltypes、the
differentiateddegree、lymphaticmetastasisandtheexpressionofcyclinB，and
P34cdc2（Ｐ＞0.05）．Statisticalsignificancebetweenthedifferentclinicalstagingof
NSCLCandthepositiveexpressionofcyclinB，andP34cdc2、(Ｐ＜005）waS
obvious，ＣＯⅢlⅧsionsOverexpressionofcyclinB，ａｎｄＰ３４ｃｄｃ２ｗａｓｆＯｕｎｄｉｎ

ＮＳＣＬＣ，BeforeMphase，OverexpressionofcyclinB，andP34cdc2formedmore
MP]F(maturationpromotionfactor)tomakeNSCLCcellsacrossG2/Ｍcheckpoint
andproceedintoMphase､theOverexpressionofcyclinB，anClP34cdc2mightbe
oneofefficientmarkerinmanifestingthedividingandproliferatingabilityof
NSCLCandestimatingclinicalstagingｏｆＮＳＣＬＣ
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Ｃｌ伽nicactiveEBVinfection:cliniCopathologicalandmolecularstudjes

KikuchiM,ＯｈｓｈｉｍａＫ,SuzukiK・

FirstDepartmentofPatholo部SchoolofMeCIiCineFukuokaUniversityうFukuoka，

Japan

C伽nicactiveEpstein-Bmvir鵬mfection（ＣＭEBV）diseaseshowsrepeated

in免ctiousmononculeosis-likesympto、，abno伽alelevationoflevelsofEBV

antibodiesinsemmandpoorprognosis・Thediseaseoccasionallytransfiｏｒｍｓｔｏ

ｌｙｍＩ)hoprolife伽ivedisordersinclu伽ｇ伽lignantiymphoma.]Fromthesefindi昭stbis

conditionseemstObeprelymphomatousst誠e､Weexamined29patientswitllCAEBV

ThepaXientsconsistsofnoMeopiastic(gro叩Ａ),neoplastic(gro叩Ｂ)andfi1lminant

clinicalcoursetermiMtinglymPhoidmalignancy(gro叩Ｃ)．

加川nologicalexaminati伽伽ＣＤ20,ＣＤ３，CD56andSouthemblottingfbrTCR

genｅ（Cbeta,Ｊｇａｍ伽）ｗａｓｐｅ曲medtodeteminetheoriginofprol胸ating

lymphoidCells,ＦｏｒＥ肌EBER-lins伽城ridizationandexaminationoftermmal

repeatusingSouthemblottingwereperfbrmed・

Gro叩AconsistedoflOpatientsrangeMiFｏｍｏｎｅｔｏ３４ｙｅａｒｓｗｉｔｈａｍｅｄｉａｎｏｆｌＯ

ｖearsandthreemaleandsevenfeIMle､GroupBconsistedofl6patientsrangedfrom

伽eeto52yearswithamcdianofl7years伽dfivemalesandllfemales,ａｎｄＧｒｏ叩C

consistedoftl鵬epatientsrangedfiFomoneto釣uryearswithamedianofoneyear,ａｎｄ

３males・

ＩｎｇｒｏｕｐｓＡａｎｄＢ,fiav鉱lymphad鋤叩athyandhepatosplenomegalywerenｏｔｅｄｍ７０

－９０％,伽doralandcutaneousIesionSwere允叩ｄｉｎ２０－‐５０％．Gro叩Ｃｓ加wed

thesefin伽gsinallcases・Leuk叩e血andelevationofAS'nAmandLDHiMerum

werefbundabout５０％ingro叩sAandBandallcasesingro叩CConcer血ｇａｎｔ伽dy

titｅｒｓｏｆＥＢＶａｎｄｅｌｅｖａｔｉｏｎｏｆＶＣＡＩｇＧｉｎｓｅｍｍｗｅｒｅｆｂｕｎｄｉｎａｌｍｏｓｔａｌｌｃａｓｃｓｉｎ

ｇｒｏ叩ｓＡａｎｄＢ,bUtnoelevationingro叩CElevationofVCAIgMwasnot釣ⅧdA

mediaioverallsurvivaIwasof58monthsingXo叩Ａ,４５monthsinGroupB棚ｄ１．６

monthsingro叩ＣＦＯⅢpati鋤ｔｓｗｅｒｅｄｉｅｄｏｆｈｅ伽pllagocyticsyndromeingro叩Ａ，

ｌ１ｗｅｒｅｄｉedusuallyoflymphoidmalignancyiｎｇｒＯｕｐＢａｎｄａｌｌｔｈｒｅｅｗｅｒｅｄｉｅｄｏｆ

ｐｅripheralTcemymphomawitM伽ophagocyticsyndromeingroupC.ＡⅢngthem3

patientswithstemcelltransplantationwerealiveingro叩Ｂ・GroupBtransfb伽ed

hematologicalmalignancies伽mofpexipheralTcelllymphoma,１０ｏｆＮＫｏｒＮＫ/Ｔ

celllⅧPh側a/leuke血a,oneofmalignanthistiocytosisand側ｅｏｆＡＭＬ)averaglng
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about22monthsaftertheonsetofCAＥＢＶｓｙｍｐｔｏｍ・GroupCshowedperipheralT

celilymphomainallcases・

EBVpositivecellsweredistributedthroUgh伽、ode,mainlymtheparacoretexand

clonalprolifbrationwasdetectedin遇veofeightexaminedcasesingro叩Ａ・Allcases

exceptAMLwerepositivefbｒＥＢＶｉntheneoplasticcelisingroupsBandC

Conclusions

l,CAEBVinducedlymPhoidmalignanciesaveragingabout22monthsafiertheOnset

ofClinicalsymptom

２.Lymphoidmalign肌ｙｍＣＡ]EBVconsistedusuallyofper城eralTcell

malignanciesof伽speC樋edorNKcelltype、

３.ＳｏｍｅｃａｓｅｓｓｈｏｗｅｄａＭｍｉｎ鋤tclinicalcoursewithtransfbmationtoperiphe職lＴ

celllymphomaandh伽ophagocyticsyndrome．
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《ＣＬＯＮＫＮ忽Ｏ霞盟ＫＪＭＡＮＡＮＧｌＩＣｇＩ１ＡｍｉＮＡＮＤ§ＣＯＮｇ]KR1UC剛ＣＮ

ＯｍＩｒＳＲＥＣｃＭ別[ＮＡＮ菅ＢＡＣＵＬＯＶ]蝋NDS

LiuGefもi,HuangDongyang,ＷａｎｇＢｏ,DuJing,ＺｌｌｕＬｉ

伽加Ｍ２伽α/伽ve剛奴伽Ｘｅ)ﾉLa6o剛oryQ/､α〃肋ﾉwq/Ｍｉ伽”q/､舵α肋q/・

ＲＲ・助加α,肋“yα認ｇ〃〃〃,Ｃﾉh腕ａ

ＡＢＳＴｍＡＣｒ

Ｏ剛ECrIVES:Angiostatin,a38KDaproteincontainingthefirst4orthe5

plasminogenkringles,ｉｓｏｎｅｏｆ・themostnovelantiangiogensiscompounds､It

hasbeenshowntodramaticallysulppressthegmwthandmetastasesof

experimentaltumorsin伽imalmodel，Sufficentamountofangiostatinis

essentialtoexammeitsmechanismofactionanddevelopapotentcandidateof

anti-cancerdrugSo，weclonedthegeneofangiostatinandcons伽cted

recombinantbaculoviruscontainingitsencodingsequence’I1hiswork

estaMshedthe允伽dationoflargescaleexpressionofangiostatmus1ing

baculovimsexpressionsystem(BVES)．

ＭＥｒＨＯＤＳ：ThereversetranscriptionproductofmRNApurifiedfiFom

hu伽nlivercellswasamplifiedbypolym伽sechain剛ction(PCR）using

sequence-specificprimersdesignedaCco戯ｍｇｔｏｔｈｅ加lllengthcDNAof

plasminogelMnGenBank/ＥＭＢＬ(I7orward:５，－AAA伽GⅨrCTCTCAGAGT

G-3，andReverse：５，－ACACTCGCTTCTGTTCCTGAG-3，)．After３，ends

beingblunted,thePCRprcductwaslinkedwitlhlpCR-Blmtvector(Invitrogen)，

andthentransft)medintolrOPlOcomptentcells伽vitrogen)Lengthand

sequenCeconfimationofpurifiedplasmi<iabtai鵬dfiDmpositivecloneswere

canFiedout，

Ｔｈｅｃ側fi伽edplasmidwasamplifiied鵬ingprimersCIesignedtogenerate

angiostatinDNAfiFagmentwitll肋卿HIsensitive3，ｅｎｄａｎｄ疏加msensitive

5，ｅｎｄ（ForwaKd：５，－GGATCCGAAAGTGTAnrCTCTCAGAGTGC-3，and

Reverse:5,-AAGCTTTCArrCTGTTCCTGAGCArrlTTTCAG-3，)ｍｌｅＤＮＡ

2９



fiagm剛wasmserted伽opGlEM-Teasyvector(Iwitrogen)』ｃＯ脚MlO9

wastransibrmedbythevectorPlasmidwaspurifiedfiumpOsitiveclonesand

confIrmedby此oRIaxxiDNAsequenCing

ThepGEM-TeasyvectorwasdigestedwithBa卿ＨＩａｎｄＨｉ"αIIIafter

proliferatedandpurifiedTheenzymesdiigestedproductwassubclonedintothe

pBlueBacHis2Bbaculovirusexp剛sioIwector(Invitrogen)thenthevectorwas

transfiormedintoE・ＣＯﾉﾉJMlO9,TheclonedproductwasdigestedbyBα卿ＨＩ

ａｎｄ脇”mandseqIuencedtoconfirmproperinsertionoftheangiostatinDNA

mtothemultiplecloningsiteoftheplasmid

RecombinatbaculOviruswasgeneratedbycotransfiectionofthe

pBlueBacHis2Bvectorw肋linerizedbaculovirusDNA（Bac-N-BlueDNA，

Invitrogen)into恥ａｊｔｌ砿剛か雌伽伽９（S砂)cellsThet伽s企ctionme《iia

wasuseClinplaq鵬assaytopurifiedtherecombinatbaculovirusawayfiFomany

伽cutviralDNAback窪roudand/orillegilimaterecombinantsthatdidnot

containthegeneofangiostatinPCRanalysisofblueplaquewascarriedoutto

aete伽i鵬thepres船ｃｅｏｆ剛伽ertofangiostatｉｎDNAinaputativerecombinat

virusandconfImtheisolationofapure肥combinantPlaque,Therightplaques

weresubsequentlyusedtogeneratehigMterstocksofrecombinantvirusfbr

fi伽einfectionsofceilsgrowninprotein-量eemedia(SFX-InsectMRHyclone）

遮ESUKjrS：BaculovirustranSfervecto唾pBlueBachisZB-Angiocontajined

sequenceencodmgaminoacidsW-458ofhumanplasminog釦,wasacquired

Thenewlyclonedandconstructedhumanangiostatinisdi舵紀ｄ伽、肥ported

recombinant伽、鮒angiostatininthete伽ｏｆ肌mberofaminoacidsand

transfiervector・Sdaysafterinfiectjon,ｔｈｅｃ側stmcteCirec伽binantbaculovirus

leadedtOS砂ＣｅｌｌｓｌｙｓｉＳ

ＣＯＮＣＬＵＳＩＯＮ：Wesucceededmclonmgthlegeneofangiostatinand

abtainedthe肥combinatbaculovirusw肋biologycapaciMitycontaming伽

encodingsequenceofangiostatin
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Title

Statusofc-erbB-2ingastIicadenocaxcinoma：Acomparativestudyof

immunohistochemistIy，fluo棚cenceinsituhybridizationandandenzyme-linked

immuno-sorbentassay．

AUthors

AkishiOoi,TakuoTakehana,KazuyoshiKunitomo

DepartmentsofPathologyYamanashiMedicalUniversity

Abstract

c-erbB-2isaproto-oncogenethatislocatedonchromosomel'7（''7ql2-z1.32）

andthatencodesal85-kDatransmembranetyrosinekinasereceptorwhiｃｈｉｓａｍｅｍｂｅｒ

ｏｆｔｈｅｇｒｏｗｔｈｆａｃｔｏｒｒｅceptorfamily・ｃ－〃f)B-2abnormalitiesattractgreatdeaiof

attentionbe伽ｓｅｔｈｅｎｅｗａ可wanttherapyusingaMntibodyagainstc-eγbB-2gene

product,trastuzⅢａｂ(Herceptin;Gen剛ech,Inc,SouthSanF伽cisco,ＣＡ)iseffective

tobreastcancerwitllamplificationand/oroverexpressionofc-〃f〕B-Z､Ｔｈｅａｂｅ柵tｉｏｎｏｆ

c-〃bB-ZalsooccurrednotonlyinbreastcancersbutalsoinoⅧrian,lung,andgastIoic

carcinomainvarietyoffiEquencies，

Weexaminedampli丘cationofc-〃6B-21ocus(l7ql2-q21),protein

overexpressionofc-"6B-2protein(pl85),andserumlevelofsolublec-〃6B-2

fizlgment(plO5)ingastriccancerusingfluolescenceinsituhybridization(FISH)，

iⅢⅢohistochemistry(IHC)ande卿me-linkedixmⅢosorbentassay(ELISA）
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respectively，

Overexpressionofc-〃6B-2protein(2＋or3＋immunostaining)wasfo皿din

29(8.2％)ofthe352gastrlccarclnomasanalyzedInFISHanalysis,２３of24tumors

with3＋immunostainingandoneof5tumorswｉｔｈ２＋staininghadhighlevel

amplification(morethan20copies)ofc-erbB-2Pre-operativeserujmplO5was

quantifiedintheserumspecimensobtainedfifoml29patientswithgastriccancerand28

patientswithbenigndiseases・TlHewasnosignificantdi俄紀ncesbetweentheserum

plO51evelsofllpatientswithc-〃6B-2overexpressmgcarcinomas,thoseofll8

paticntswiitho戯overexpressionofc-〃ｂＢ－２,andthoseof28controlpatients,although

singlecaseofgastriccarcinomaoverexpressingc-〃bB-2withextensivelivermetastasis

hadhigherthanthecut-oBFlevel・

Ｔｈｅｍｅｃhanismsofhighoverexpressionofpl85incellullarmembranedueto

highlevelamplificationofc-〃bB-2seemsimilartolhosewellestablishedinbreast

cancers・Patientswithgastricadenocarcinｏｍａｗｉｔｈｃ－〃6B-2amplificationarepotential

sUbjectsofnewaC1jwanttherapyusinghumanizedmonocloMlantibody．
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EnhancedExpressionofE2F1inHepatocellularCarcinoma

J伽konNakayamal，MasatoshiWatanalt)e２，Ｈ伽yukiTakahashi1，Masahiro

Ikegami1,TakashliNilkaido,HiroshiHanol

lDepartmentofPatholo部Ｊ｢ikeiUniversitySchoolofMedicine，TokyolO5-84s1，

Japan

2SecondDepartmentofPatholo部SchoolｏｆＭｅ(iicine，MieUniversityうＭｉｅ５１４‐

8507,Japan

Purpose:Ｅ２Ｆ１,whlichisoneoftranscriptionfactor,isanimportantregulatorof

cellproli企ratjion,apoptosis,ａｎｄｄｉ鮭rentiation・E2F1isregulate(Muringthecell

cycleatthemRNAlevelbyalterationsintranscriptionｏｆＥｚＲＺｇｅｎｅａｎｄａｔｔｈｅ

ｐｒｏteinlevelbycomplexfbrmationwitｈｐｒｏｔｅｍｓｓｕｃｈａｓｔｈｅｒｅ虚加ﾉｩjastひmagene

proCluct（pRB)，cyclinAandDP1．’Ibclarifj7mvolvementofE2F1mthe

carcinogenesisofhepatocellularcarcinoma（HCC)，wemvestigatedE2F1

expressioninHCCusingtheimmunohistochemicalmethod・

MaterialsandMethoCIs：Ｔｈｅ４０ＨＣＣｓｐｅｃｉｍｅｎｓｏｌｂｔａｍｅｄｆｒｏｍｓurgical

resectionswerefixedml0％ｂu雌redfbrmalinandembeMedinparaffin．All

thesections，whichwerethreeノUnlthick，wereimmunostainedbyindirect

methodwithanti-E2F1mousemonocloMlantibody（KH-95,SantaCruz

Biotechnolo部ＣＡ)．

ResultsandConclusion:PositivenuclearstamingfbrE2F1waｓｄｅｔｅｃｔｅｄｉｎ３３ｏｆ

４０ＨＣＣｃａｓｅｓ（82.5％)．Ｏｆｔｈｅ３３ｃａｓｅｓ，２２cases（66.7％）showedfbcaland

scatteredpositivestainmgpatternandotherllcases（33.3％）ｓｈｏｗe(ｉｄｉ伽se

positivepattem,Therewasnocorrelationbetweenthepositivenuclearstaining

ofE2F1ａｎｄｔｕｍｏｒｄｉ雌rentiationHCwev例,positivestainingwasprominen型y

observedinthehighcellularityareasoftumornodules・NopositivenucIear

stainingwasdetecteClinnon-cancerouslivercells,TheseｄａｔａｓｕｇｇｅｓｔｔｈａｔＥ２Ｆ１

ｍａｙｐｌａｙａｎｉｍportantroleintumorcellprolifもrationinthecarcinogenesisof

HCC．
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ＳｙｎｏｖｉａｌｃｅｌｌｓｅｘｐｒｅｓｓｔｈｙｍｉｄｉｎｅｐhosphorylaseininflammatoryaIldｎｅｏｐｌａｓｔｉｃ

ｓｙｎｏｖｉａｌｔｉｓｓｕｅ

KazuhisaHasuil,２，KiyohiroSakae3，Shin-ichiAkiyama4，Shin-ichiroTsuyama2，

TakashiHayata5，ShujiIzumo6，SuguruYonezawal，FusayoshiMurata2andEiichiSatol

lTheSecondDepartmentofPathoiogy’２theSecondDepartmentofAnatomy，３Ｄepartment

ofBasicPhysicalTherapy，SchoolofHealthSciences，４DepartmentofChemotherapy，

Cancerlnstitute，６DivisionofMolecularPathology，CenterforChronicViralDisease，

KagoshimaUniversityFacultyofMedicine，Kagoshima，Japan，５KagoshimaWomenユs

JuniorCollege，Kagoshima，Japan

Synovialcells（SCS）inpathologicalconditionsofsynovialtissuewereanalyzedby

meansofparaffin-imInunohistochemistryinpointsofimmunologicalphenotypes，which

areusuallyexpressedinmonocytes/macrophagesanddendriticcells・ Paraffin

sectionsof4casesofnon一inflammatoryandnon-neoplasticsynovialtissue，eachl

caseofnon-specificchronicsynovitisandofgranulomatoussynovitis，５casesof

rheumatoidarthritis（RA)，ａｎｄｌｃａｓｅｏｆｂｅｎｉｇｎｇｉａｎｔｃｅｌｌｔｕｍｏｒ（GCT）ｗｅｒｅused，

SCsinnon-inflammatoryandnon-neoplasticsvnovialtissuerevealedweakorstrong

immunoreactivitywiｔｈＣＤ６８ａｎｄＬＮ－３（Ia-likeantigen）butdidnotwiththymidine

phosphorylase（TP)．SCsinRAexpressedstrongiInmunoreactivitywithTP，GCT

tumorcellsshowedstrongimmunoreactivitywithCD68，ＬＮ－３ａｎｄＴＰ、T-andB-cell

lymphoproliferativｅｌｅｓｉｏｎｓｗｅｒｅｎｏｔｅｄｉｎＲＡ，whereasT-cell-dominatedonewasseen

intheotherconditions・Germinalcenters（GCs）inRAassociatedsomeCD3-positive

T--cells・Consequently，ｉｔｗａｓｒｅｃｏｇｎｉｚｅｄｔｈａｔＳＣｓａｒｅｏｆｍｏｎocytes/macrophage

lineage．InpathologicalconditionsSCsexpressedTPespeciallyinRA．Ｔｈｅ

ｅｘｐｒｅｓｓｉｏｎｏｆＴＰｉｎＳＣｓｉｎＲＡｓｕｇｇestednon-neoplasticgeneticalterationinthe

expressionofTPinthepathologicalconditions．TheunusualexpressionofTPmay

induceunusuallynlphoproliferativｅｌｅｓｉｏｎｉｎＲＡ・ＢｕｔｔｈｅｅｘｐｒｅｓｓｊｏｎｏｆＴＰｍＧＣＴ

ｍｉｇｈｔｂeasatumorgrowthinhibitoryfactor．
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●遡鋤g鋤ic恥ct脳髄心淑撫雌aiMi碧雌鉱瑚岬紬珊

Kaz血saHasui(1),Xin-ShanJia(2),']Mfas腿Hayata(3),鮒chiSato(4)
l)Ｓ剛ndDepa伽鋤tOfAn誠omyKagOshimaUniversityう
2)Departm弧OfPat伽io部Ｃ伽aMediCalUniverSity§
3)KagoShi伽Women，sJIuniorColle墓e’
4)SecondDepar伽entofPa伽lo邸Kagos迩伽UniⅧsitｙ
(Thisstudyis伽co-ope剛vestudyw伽MasanoriNakagawa,ShmjiYas肱i,Suguru
YOnezawa,S1hUjiIzumo鋤dFusayoshiMuratajinKagos賊伽Ｕ伽棚ity）

IthasbeenclarifiediMheepid棚iologicalretrievaithattheinfecti側ofHelic曲acter
pylori（HP）isacauseofthegastric伽cosa-associatedlymPhoidtiss鵬(ＭＡｎ）type
ly抑加肌But，伽chani湖ｏｆ血egastricMAIJrtypelympho伽-彦凱esisunder
infestati側ｏｆＨＰｈａｓｎＯｔｙｅｔｂｅｅｎｅｘｐｌａｉｎｅｄ､Recentlyうitwasreportedthatnitx･icoxide
(NO)WhiChHPproducesmay伽(Ｍ誠e伽activeoxygenmetabclismiMhemc柵.The
enzymethatprO伽cesNOandismducediIwariousCells軸diseasestatesisin血c伽enitric
oxidesyn伽se(iNOS)．ＩｎｏＩｄ帥o伽derstandtherel鉱ionshipbetweeMctuaic側diti側
ｏｆｔｈｅＮＯｐｒｏ《jlucti側加ｄｔｈｅｇａｓｔｒｉｃＭＡｎｔｙｐｅｌｙｍｐｈ伽a-ge鵬sis伽ｄｅｒｔｈｅＨＰ
ｉｎ企stati側,池isstudyim1MedanalysisofiNOSexpressi側ingastricMAmandregio肌l
lymphnOdeS，stromalCellsinthegastricMAmtyｐｅｌｙ伽pho蝋a，somaticmutationin
imm肌oglOMinheaWcilaing柵（IgH)CDR3region,“Epstem-Ba汀ｖｉ剛（鯛V）
infectionCIetecte此yEBER-lin-situhylXidizatiOn

F側rcaseSofMAmdevelopedi筋thestOmachwithHP-relate1dulC砿４０Chi舵secases
ofgastric脇alignantlymlOhomaandsomecasesoflymPlmodes伽。to脳iltissuewereused
TheexpressionoｆｉＮＯＳｗａｓｅｖａｌｕ誠ｅｄｂｙ伽伽ｓＯｆｉｍｍⅧohistoch伽is抑Ｉｎｏｒａｅｒｔｏ
Ｉ伽ｗ加伽nologicalcharacteristicsoflymPhocyteandlIⅧI〕hO伽CellsanClHPin企stat伽，
anti-HPantibody，anti-LewisX/Ｙ棚tibcdyb棚dseveraIantibodiesc通aracterizing
lymPhocytesands伽伽lCellswerea仰liedLewisX/Yislipopolysacc賊ides(LPS)of
thecellmembraneofHRDirectDNAsequ鋤cinganalysisofIgHCDR3regjonwas

perfbmed，extractingDNA伽mparaffinsectionsofthe鋤alignantlymph伽asand
amPlifiedtheDNAbymeanSOfFr3A-LJH,-VLJHs伽i-舵sticpolym伽sechain卿ction
(PCR)．

ＩｎｔｈｅＩｍＰ－鵜lateClgastriculceLH]ＰＣ側ldbedetec槌ｄｍｔｈｌｅｍｕｃｏｕｓｃｃ鉱ａｎｄ麺the
glandsofthegastricmucosa・Theanti-LewisX/YantiboClieSlabeledHPbodiesｉｎｔｈｅ
ｍｕｃｏｕｓｍ誠ｅｒｉａｌａｎｄｉｎ伽glandularepi伽lialcytcpla伽ａｎ〔1釦lllicuiard鋤driticcells
(FDCs)intheregi柵llymPhnodes・Anti-hum肌IgM/G/Ａ猟伽diesalsolabeled伽
鞭bodi鮒InMAIjr,IgM伽sitivecelIswereseeniMrⅢgg伽伽lce伽s(GCs)but
IgGcrA-pos伽ｅｃｅ伽o制astswsredetected通aCase，IgMpOs伽ｅｃｅｌｌｓ剛ealed
psemc伽dulargrowthwithproli企r鉱i通ｇｃｅ疏剛ｉｎｔｈｅＭＡⅢ、ＩＮＯＳｉｓｅ聯聡sSedi通
FDCsweaklyi遡theMAm鋤dstr側glyin伽肥浮onaiIy岬加0des,PortycasesOfgastric
Iyx叩h伽aＳｃ伽priseCincasesofMAIJrtype，ｏｎｅｃａｓｅｏｆｐｉ鋪伽cyto伽，２４ｃａｓｅｓｏｆ
ｄ伽sel蝿eB-Celllymph側a(mBC),２caseSofT-ceⅢympho伽and2casesofnodal
B-cemymPhc肌ＴｌｈｌｅＧＣＳ麺伽MAmtypelymPllo伽ｓ剛ealedcol側izationof
lym摩homacells，appear鋤ceofCD68-positive剛｡/orthymiCli鵬ｐ加sp畑rylase
（TP)-poSitiveden伽iccelis,andexpressi鮒ofiNOSInDIBlL,CD68-positiveand/or
TP-pos澱vestro砿ａｌＣｅｌｉｓａｎｄ金wstroｍａｌｃｅ亜sexP1ress麺ｇｉＮＣＳｗｅｒｅｎｏｔｅｄａｍｏｎｇ
ｌｙｍｐｈｏｍａｃｅｌ1s．TheGCsinDIBCmanifiestedcollapsｅｄｎｅｔｗｏｒｋｏｆＦＤＣｓａｎｄｗｅａｋ
ｅｘｐｒｅＳｓｉ棚ｏｆＴＰ剛diNOSAfbwlymphomacellsexpresseｄｓｉ甑ａｌｓｏｆＥＢ]ＢＲ－ｌｉｎｔｈｅ
ＭＡｎ,ｔｙｐｅａｎｄＤＬＢＬＴｈｅｅｘｐｒｅｓｓｉｏｎｏｆｉＮＯＳｉｎＦＤＣｓｗａｓｒｅｃｏｇｎｉｚｅ《ｉｉｎｓｍａｌｌ
側nberof伽sil剛dlymPModeMndinmany墓astricregionallymph伽des
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Ｃ側sequently,itwassuggestedthatjLewisX/Ｙｄ”ｏｓｉｔｅｄｍＧＣｓｏｆ仇eregi側allymph
nodesinducediNOSmFDCs，ｉＮＯＳｐｒｏｄｕｃｅｓＮＯｔｈａｔｉｓａｍｕｔａｇｅｎａｎddisordered
membranereceptorfimctions,althoughNOiseasilycatalyzedinawater、Then,ｔｈｅＮＯ
ｉｎｄｕＣｅｄｂｙＨＰｉｓｏｎｅｏｆｔｈｅ魚ctox･sinthegastricmalignantlymphoma-genesis・In
addition,伽rewasaPoSsibilitythatgaStricMAntyPelymph側ａｃａｍｅｆｉＦ伽theGCs
expressingiNOSintheregionallymphnodes・IgHCDR3DNAsequencesuggested
on-goingsomaticmutationthatmayrevealhomologywithvariouslmmanDNAsorwould
mt鵬icateaxiyho伽logieswithlmownDNAseqUences・Therefiore,伽gastricMAm
typeiympll伽a-genesisincludesacCeleratｅｄｏ跡gOingsoxMticmutati側andtheNO
mutagenratheI・tllan伽immunoreactionagainsttllespecificantigen The

microewironmentwiithiNOS-positiveglandularepitheliialcellsand/◎x・‐stromaicells，
TP-positivedendriticceilsandCD68-positivecellsisaisothefactorsinthegastricMＡⅢ
typelymphoma-g鋤esis．］BBVinfieCtjonmaybeoneofthefactorsinChinesecases・
ThegastricMAntypelymp畑ma-genesismustbestudiedfhrther，becausethereare
unCliscovere《ｄｌｇ鋤eticmnutationorpathologicalconditionsthatcorrespondtothe
APn亨MALr-lchimericalgenefb伽ationintheMAIjrtypelymphomawithoutrelationof
HPinfbstation

、ｲ叩
'り

ぎ判Ｉ
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ＳＴＵＤＹ側珊ＣＡＳＥＳ噸函班職=亙夏SiHI⑰霞ＭＩＡＬ頁ＣＮＡＮ夏、

ＬＹＭＰ１翌ＯＭＡ

Jiaxinshan１，Ｋ墨zu賊saHasui2,Lifblng1,Ｅ誼c瞳Sato３
１)Departmento笠P鋤ololgy,C伽aMedicalUniⅧsityZ)Second

Departm鋤tof.A､鉱omy,Kagos腫伽UiliⅧsity3)SecoxKiD叩a伽弧o藍
Ｐ蝿olCgy,KagoSlli伽Uiliv棚ity

⑧雌髄鐘ＷＴＯ曇縦ctEPStei弧.Ｂ鮒virus(EBV)inSOcasesoiomalignant
lympilｏｍａｂｙｉｍｍ伽o賊sltcchemistryandEBV-棚code《ｉｓｍａｌｌＲＮＡ‐
l(EBER-l)抗鉱雌ｈｙＭ伽誠i側(ISH),肌d畑鎖yti1lerel銃ions姉betw剛
p航ｏｆ℃伽棚malign郷l1ymPhI伽ａ伽伽BVi雌Cti側．
Ｍ棚剛ｑｉ７０％他伽鋤睡-通恥diParafIi遡wZix-棚be“e也剛dHE-stai強ｅｄ
剛Brial伽、念()cases砿malig剛xtly抑壁伽a｡1.1ｍⅢ伽賊S:ＤＣ鵬mistry：
ＴｃｅｌｌｓａｎｄＢⅧｓｗｅ肥鐘師伽《iI〕ｙ猟iboClyMTi,UCml，LZ6,ＢｅｒＨＺ
ｆｋＤ伽ＤＡＫＯ剛《。“麹ｅｄｂｙＮｕｘｎ紬触鋤o《ｉａｎｄＡＢＣ.Ｚ・那ＥＲ－ｌＩＳＨ：
ＤＩＧ－ＥＢＥＲ－１帥齢washybridizatedbymetlMas齢龍剛馳,pos伽ely
controiMbyinft3Cti側ｓ伽ncytoPoiesisaxlC1鵬gativelyco伽olledi〕y
EBV-蝿ativelympllad鋤迩s肌伽etecte《ｉｂｙＲＮＡｐｒｏｂｅ３､Histoiogical
classificati伽ｏ笠触alignantiy岬加伽ｉｓｂａｓｅｄｏｎｌ９ＷＷＨＯ
Ｃｌａｓｓｉｆｉｃ嘘側．

麗鶴期Nts2s㎡帥側es(弧３％)slxowEBER-1脚s耐ve,ｉｎｗ賊CMS蝋9）

inSOcaseso畑Ce遡lym諺１１側a、Ｓ0%(9)ｉｎｌｇ側eso灯celllympll伽a
anCi認.1％(7)ｉｎｌＺｃａ剛ｏ笠Ｈｏ《i甑､'sCliseasew棚EBER-1-po3itive
(HD)(聯tabletl)’TllePOsitiWsignalswe齢CIist曲u剛intu伽r肌clei
w鮒鮒塞ativePIIa剛墨剛金蝿盟翻伽Ixax職.ＩｔａＩ鋤ｃａｍｌｂｃｓｃ棚inmosto達
ＲＳ鯛遡Ｓ鮒ｄＨＯ《i墓ki遡，Ｓ鯛遡S・TIiiS剛靭ltSuggCStS鋤鈍l蕊噸ｏ萱鋤i通e鯛
捌ig側tlymPiXC伽ji州姉曇約伽i勉filCti側ｏｊｆＥＢＶｏ
脳s唾覗醐i肌：EBER-I柵ｙ舵側ｅｍｉ亜i伽inEBVinfごctio珊鯛遡s､ｓｏ誼
ｉｓａ魅ghly剛s伽ｅ恥Ｖ《ietectivemeti'ｏｄＴ雄f3Rct加誠筋ｏ萱８０側穆s
iSEBER-lPositiVeS伽ｗｅｄｃｌｉ⑨照ｌｙ妃lations灘ＰI粥twcenpflrtlymaljig亜柵t
iymp迩側ａ鋤棚ＢＶ・剛ｓ蝿鋲ststilat恥Ｖｉｓｖ州加pcl伽畑卿esis
o壷partlymp加伽.冊ＥＲらｉ皿9％ofBcellly岬如伽、ｓｏ％ｏ垂Tcell
iyxnPhO柵捌ｄ兇.1％Ｏ州Ｄｗｅ稲Pos伽e,Ａｍｏ蝿ｗｈ油，皿ｉｓ愈e
higlxe魂鋤enisTceiily繊或側a噸Bce肌抑P加伽.ＣＯ岬剛。ｗ肋
肌sopharyngeal側ci伽伽ａｎｄ墓astriccax1側,鋤cclist曲嘘ｏＭｆＥＢＥＲ－ｌ
ｉＳｄｉｆ池齢就.Ｉｎｔｈｅ允棚crtwo,ｉｔｃ釧舵sceninaImosta翌緬蹴orccll；

ｗ賊lemmalig遡狐lym”伽a,it側ly伽I〕e伽xMiinp剣rttu伽irce翌.I遡
塞棚rallyl伽ＳＰａｌ職PHFWidesimPo血賊伽鯛ation揃畑dying蝋ｅ
稲latiO船越ＰI〕etwC鮒Ｃ睡鵬SeeaChty齢◎ｉｆ伽li柳伽tlymP加磁ａａ狐ＥＢＶ・
Thepositiveand鵬gativccasesof・ＥＢＶｉｎｆｉ鵬加ｅ約prog伽siswi盟齢
剛earcbledin血曲創．
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剛鮒鯉鞠側伽睡刈噂c卯鐙鋤伽恥ex摩剛魂棚

加Ｇ剛tlric夏暑、ＩＤ伽幽魂

的ｏ万似加Ｘｉ祁加獅似加血〃”g〃ＫＺ伽紬ａＨｂｍｓ鯉の

〃D”α伽猟《‘ゾ肋伽jpg)４飢伽雌飾”肋か酬峨
肋gｿ加咽〃卯〃Ｌｊａ伽蝿Ｐ柳加c９，

２ﾘ舵c棚αＤ叩α伽“q鋤，αわ剛KZIgpsゐ航α助加斯妙

K紬s伽ｃｔＸＯ蝿枕伽⑬:Tostudy伽卿ressiono壷CD44sa城CD44v6i通

gastriclympllomaandcorrelatedthiswitllSeVeralclinicopathologic

pammeters.Ｍ⑬伽｡：HistologicsectionscutfiPompara鋤blockswere

stai鵬droutinelyw肋ｈ伽atoxylinanderosin・Thellacnmatopoietic

originoHymphomaswasCOnfirmedbyimm伽o賊stcche随istricaista加昭

witilmonoclonalantibodiesagainstCD3,ＣＤＳ,CD79a・AccessoIycellsin

stro伽Ｗ棚dete伽inedbymonocl側alantibodiesagainstCD21,Ｓ伽,伽

ＣＤ‘8.麗鮒Hmlt：（１）AccordinglDtilenewWHOclassificationcritericn，

剛ongthe3BcasesofogastrMymPhoma,羽ｗｅ船classifie〈iaslow悪ra《jie，

lOMAIjroma，ｌｐｌａ剛acyto伽，重T-ccillⅧp加伽，Ｚｌｙｍｐ盗加壷ｅ

ｍ伽stasisolFly抑hlo伽.(Z)O伽ｏｆ､伽ZT-celllympho伽swe縮むotlx

stainedbyCD3，ＣＤ５，CD79a;Tlle齢were2B-ceillyx叩homaswitlxco‐

eXp剛sionｏｆ,ＣＩ)３ａＭＣＤ７９ａ・Ｔｌｌｅｄ側制ｅｊｉｍｍⅢostainingstudiessllow

u鵬叩ivocallyth誠co-eXp剛si側ｉｓｏｃ側、､ｇ側thesamelymphoma㈱ll

pOpulation・The肥werealotofmacmpllIagesandd鮒dIiticcellsstaine<i

byCD20,Ｓ,､oanClCD‘8instro伽.(3)Ｔｈ叩ositiveeXprcssio柵ｏｆ,ＣＤ桃

珊ｄＣＤ４４ｖ６ｗｅｒｅ４７３％ａｎａ２３.ﾌ％剛PectivelyhD伽剛ces麺伽

intensityO蓋eXP剛si鮒wererel躯dlDthelxistologicsubtyPe,loWgrade
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gastrMⅧphⅧａｗ棚oft帥weakjypositivc伽ＣＤ"罵伽３％)W1he側ｓ

髄g駐gradegastriclympho伽werecharac槌Iizedbyastrong剛ctMtyfbr

CD44s㈹％)(P=0.ｏｚ).Ｗ≧observe〈lasubstantialPos伽ｅ卿剛sioⅢf，

CD“ｖ６ｉｎ髄g雄gradegastriclymphoma(37％),Wlle剛sitis鵬gativein

伽arlyalllowgradeones(ｓ2％)(p=().01).Ｃ⑧MiR鵬i側:Ｔｈ柵ａ肥sev伽l

typesi通gastriclymplloma,ａｍｏｎｇ伽ｌｉＭｉ肋selaxgeB-cellwas伽伽imI

o鵬.Tllercwe肥co-exp剛sion㎡ＣＤ３ａｎｄＣＤ７ｐａｉｎｓｏｍｅｌｙｍｐｈｏｍａsoIn

B-celllymphoma･鋤剛areinteminglinglymPllocytesam棚glympiloma

celisthatarepositive地rthe伽曲odysucllasCD3OrCDs・Tlle齢ｗｅ船a

lOt㎡macroPllagesanddendriticcellsstainedbyCD20,Ｓ１００ａｎｄＣＤ３８ｉｎ

ｓ加伽．Evid帥cesuggeststhatlⅧphocytehⅢing剛eptorsa肥

加Portantnotonlyinthetra髄ckingojfnormallymphocytes,釦talsoin

diss棚inationor伽lign肌tlympho伽.Ｔ伽ｓ伽剛alysiso笠CD44sand

CD44v6伽ｌｄｂｅａ鵬efMdiag伽sti叩a】剛etertodi魅剛tjiatebetw剛

ｌｏｗｇ蝿ｄｃａｎｄ腿gixgIaKiegastriclymphoma．

【総ｙＷ心峨ＸＧａ伽CLy岬h伽aMAIjI、CD44sCD44v6
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SUNHanxiao1FENGLixia2UYicheng’＆ＨＥＷｅｎｆもmgI

1．MedicalCollegeofJmanUniversity§Guangzhou,510632

2．DepartmentofPathologybUniversityofMontreal,Canada

Sincetheco-receptorsinfectivemechanismbeingrecovered，ｗｈｉｃｈＨⅣ

bindingand伽ｓｍｇｔｏｔｈｅｍｅｍｂ伽ｅｏｆＣＤ４＋targetcellsismediatedbyco-receptor

andCD4＋moleculartogetll艶scientisthaveagreatattentioninｓｔｕｄｙｏｆＨＩＶ

co-receptoranditslig伽dsMutatorsorvariantsoftheco-receptorsoritsligandscan

oiwi側slyblockordelayincidenceorplrogressionofAIDSamOngHIVpositive

bodies・Howev砿HIVco-recept側andchemokinesasitsiigandshavebeen

investi脚edastheattractivetargetsfbrnewantMralagentsofHIVinfectionThe

伽ctioMndusageofvMIPqencodedbyK6geneofherpesvims8(HHV8)Which

hashomologywithhumanmacrophageproteji､(MIP)havebeennotclearlylmownln

presentreporttheK6geneofI丑IV8wasclonedandtr剛smectedi並ｏＮＩＨ３Ｔ３ｃｅｌｌｓ

ａｎｄＥｃｏ産.cells・Conditionalmedia量o、血e3T3-transfectedcellsandK6product

vMIPqfromEcoﾉﾉ．cellswasusedtoperfbrmtheexperimentsOfligand-receptor

bindingandcellulara曲esionwitilperipheralbloodmacrophages・Theconditi側ｌ

ｍｅｄｉａ剛dtllepurifiedvMIPqfromEco〃couldCompetetobindCCRSlocatedon

thesurfaseofmacrophages伽mperipheralbloodwitM脳-11MIP=ｌｃｌｃｈｅｍｏｋｉｎｅｏｆ

畑man・Furthe伽ore，celMaradhesionshowedth誠tileconditionaimediaandlhe

pur猟edvMIPqdidno伽ClucedtheadhesioM鮒eperiph伽lbloodmacroPhageⅧ

ICAM-l,InconclusioIwMlPqencodedbyK6geneof班IV8canbindtoCCR5of

peripheralbloodmacrophagecellsanddoesn，tinducedtheiradhesionThissuggeSted

thatvMIPqcansealOff・theCCRs.CCR5isamajorco-receptorofHIVin企cti肌

ToSealthereceptorcanblockHIVtoenterintotaIgetcells・Ｓｏ，vMmPqsealing

CCR5bumotpromotinｇａｄｈｅｓｉｏｎｒｅａｃｔｉｏｎｏｆＭＤＭｓｍａｙｂｅａｒecombinantpKoo紀、

伽mnaturalsourcetoinhibitHIVintothetargetcells・Ｔｈｉｓｏ齢rｓｖＭＩＰｑａ

poss伽lityofpreventingmVinft9ctioMndtrea伽ｇＡＩＤＳ
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ＴＨＥＥ>QPRESSIONOFAPOPTOSIS-RBLA'IＥＤＧＥＮＥＣＡＳＰＡＳＥ－４ＩＮＨＤＡＮＤＡＬＣＬ

ZＥＮＧＺｉｈｕａ

ＷＥＩＪｉｗｕ

ＺＨＥＮＧＰｅｉｅ

Thedepartmentofpathology,medicalcollege,JinanUniversity,Guangzhou
Thedepartmentofsurgery,ZhuhaiPeople'sHospital,Zhuhai,Guangdong
Thedepartmentofpathology,medicalcollege,JinanUniversity,GuangZhou

O瑚祉伽e：
Ｔｈｉｓｓｔｕｄｙｉｓｂａｓｅｄｏｎ蝋ｅｒｅｓｕｌｔｏｆ伽ｓｔｕｄｙｍＨＤａｎｄＡＬＣＬｅｍｐｌｏｙｉｎｇｇｅｎｅｃｈip
techniql1e･Inthelatterstudy，wefbundthatthereweredistinctlyｄｉ齢rentexpressionof
apoptosiS-relatedgeneCaspase-4betweenHDandALCLcelliinesatthelevelofmRNA・
Fromthepointofview,wetrytoidentifyatthelevelofproteinwhetherthereared齢rent
expressionsofthisgeneinIm伽dALCLtissuesaswen

Met伽伽

H-Estaining，themonoclonalandpolyclonalantibOdiesCD30(BeIH2)，ＣＤｌ５(C3D-l)，
CD20(L26)ａｎｄＣＤ柘RO(UCHLl）ｗｅｒｅｕｓｅｄ伽seleCting伽casesofHDandALCL
Speci冠ｃｈｉｇｈａｆ伽tiveanti-caspase-4polyclonalantibo(iiesw柵usedimmunohistochemi‐
Callytoanalyzetheexpressi側ｏｆＣａｓｐａｓｅ－４ｉｎｌ８ｃａｓｅｓｏｆＨＤａｎｄｌ５ｃasesofALCL，

ResuIts：

Theexpressionofcaspase､４demonstratedastrongpositivestaininginallALCLCases,l5in
l5caseswerestained＋++,ｗｈ賊aswasnegativeinl6HDcases(88.8％),whileothertwo
caseswere＋ａｎｄ十十stajned(11.2％)respectively,showingadistinctdji舵rence(ｐ＜0.01）
betweentwogroups．

Ｃ皿clusiⅢs：

ThediffbrentexpressionofCaspase-4inHDandALCLcasesimpliesadifferentmechanism
ofoncogenesisandtlhedifferentde企ctsofsignaltransductionpatilwaｙｏfapoptosisinthese
twoen伽esoflymPhomas.(2)Pathohistologicalfeatnxes,combinedexpressionsofs伽e
celMarmarkersandCaspase-4prOteininne叩lasticcellsjinfewcasesshoweCianoverlapand
alikelytr肌sitionalst誠ebetwe棚mandALCL.(3)TheexpressionmⅢerofCaspase-4is
Use釦lfiorthedi舵rential(iiag鯉osisofHDandALCL団

Keywords：apoptosis，caspase-4，hodgkin，sdisease，剛aplasticlargecelllymPho伽，
immlmohistocllemistry
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ＧＡＯＨｕａ,ＤＡＩＷｅｎｙｉｎｇａｎｄＹＵＡＮＹＵａｎ

Ｃａｎｃｅｒｉｎstitute,ChinaMedicaIUniversity,China

objective:tomeasuretelomeraseactivityanddetecttheexpressionofPCNA,P53proteinandP16protein

inH､pyloriassociatedgastricdiseases・'1℃伽douttheproliferationcharacteristicsofH､pyIorigastric
diseasesanditsrelationshipwithgastriccancer，

Methods：２４８sampiesofdifferentgastricmucosabiopsywereselecte｡、Ofthem94sampIeshadbeen

measuredfbrtelomeraseactivitvwhilel54sampleshadbeendetectedfbrPCNA，P16andP53protein・
TelomeraseactivitywasmeasuresbyTRAP-ELISAprotocol・TheexpressionsofPCNA,Pl6andP53

proteinweredetectedbySPprotocoLH､pyloriinたctionwasconfhmedorexcludedbyhistoIogicaI
examinationhematoxyIin-eosin(HE),ureaseofH､pylori-DNAPCRandenzyme-1inkedimmunosorbent
assay(ELISA)．

ResuIts:ThereseaI･charecomposedoftwopartsasfbllows：

1．TelomeraseactivityanditsclinicalsignificanceinH〃ﾉorjassociatedgastricdiseases・Therewas

di舵renceoftelomeraseactivitybetweenatrophicgastritis，dysplasia,gastriccancerandnormalgastric
mucosa(respective1yP<0.05,Ｐ<0.01ａｎｄＰ<0.01）.Compareddifferentgastricdiseasesmucosawith

normalone,thedifferencewassignificant(P<0.05).Thedifferencebetweengastriccanceranddifferent

gastricdiseasesmucosawassignificant(P<0.01);comparedH〃〃jpositivewithH〃〃jnegative

groupsofdi齢rentgastricmucosa,thedifferencewassign滴cant(P<0.01).IntheH〃ﾉo”positivegroup，
therewasnodifferencebetweenthecagApositivesamplesandcagAnegatives(P>0.05)．

2.ExpressionofPCNA,ｐｌ６ａｎｄｐ５３ｐｒｏｔｅｉｎｉｎＨ〃〃jassociatedgastricdiseases・ＴｈｅｉｎｄｅｘｏｆＰＣＮＡ

ｗａｓｈｉｇｈｅｒｉｎＨ〃ん〃positivethaninH〃/伽negativegroup・Theexpressionofp53proteinwasthe

sameasPCNA,whenitcametopl6protein;theresultwasjusttheopposite・Therewassignificam

di能rence《betwee、Ｈ〃》〃jipositiveandnegativesampiesinbenigngastriclesiong伽ｐ(P<0.01).Ｔｈｅ

ｐｏｓｉｔｉｖｅｒａｔｅｏｆｔｈｅｉｎｄｅｘｏｆＰＣＮAandp53proteindroppeddistinctlyafltertheEradicationtherapyofｉｎ

Ｈ〃ん減positivegroup､AfierH〃わ〃eradicationthera似therewassignificantdi齢renceoftheindexof

PCNAandp53proteinbetweenH〃'〃(umedtonegativeandH〃〃jstillpositivegroups(P<0.01）

ＣＯ､c雌sio皿s：１.TheexpressionoftelomerasactivityingastriccancerandH〃わ”associatedgastric

diseases,includingatrophicgastritisanddysplasia,ishigherthaninnormaigastricmucosaandsuperficial

gastritis・Theexpressioningastriccancerishighest､Throughthedetectionofthetelomeraseactivityin

H〃わ〃positivegastricdisease,wefbundthattheexpressionoftelomeraseactivityinH〃ﾉαブpositive

gastricdiseasewashigherthaninH〃伽jnegativeones・ItisprobablythatH〃ﾉ師infectionmayieadto

telomeraseactivitvandthenCelIs1proli髭rationsarepromoted．”

2壱ＴｈｅｉｎｄｅｘｏｆＰＣＮＡａｎｄｐ５３ｐｒｏｔｅｉｎｗａｓｈｉｇｈｅｒｉＩ１Ｈ〃ﾉ伽positivegastricmucosathaninH〃んri

negativegro叩Butwhenitcametopl6protein,theconclusionwasjusttheopposite・Therewas

significantdi能ｒｅｎｃｅｏｆＰＣＮＡａｎｄｐ５３ｐｒｏｔｅｉｎｂｅｔｗｅｅｎｔｈｅＨ〃んrjnegativeandPositivegroupsafter

theantibacterialtherapy,Ｔｈｅａbove-mentionedresultswereconsistentoftheexpressionofPCNA,pl6and

p53protein・TheconclusionindicatesthatH〃ん浦infectionhadpI･omotedtheexpressionofmutantp53

geneandinhibitedtheactivityofpl6gene､Thosecouldleadtothecells!proliferation、

3.Ｈｊｑ)わ”associatedgastricdiseases,theimportantprecancerousdiseases,itsprolifbrationcharacteristics

aresimilartogastriccance砿
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ＺＨＡＮＧＨＯＮＧ１，ＹＡＮＧＢＯ２
１・DcPa伽削ｔｏｆＰ誠加胞gy,ChinaMcdicalUihiⅧ『s鋤china
2.Ｇ鮒eralHo”itaiofShgnyn窪MilitaIyDigtxi“Ｃｌ血ａ
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Paticntgw仙剛妙ｇａ弧ｃ噸cimma,伽EXXSAmCtinOdwaSUscdtodg齢ct伽
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c脚ino伽tilan詮Ratcf伽rmalcoKmtml(P<0.01)．、les剛mactMty㎡ｅ－Ｇｉｓ
《lec齢柵daftemP叩６噸ionorix胴fv剛ionalti1棚pｙ（P>o､０５)．Thcfindin夢
Siiowcd伽tdetectioMjFs棚mB-Gissignific剛ｉｎ《!ig藻osi82mdj蝿g伽cnt㎡

●

舵atmgmcjricigncy㎡ｅａ趨ｙ竪ag6ricc1℃1,0Kｍ．

Ｋｇｙｗｍ《1ｓ e-2jnnc伽nidasc；

early窪stricearcinoma．

ELISA；
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YANGBO，
ｎ－一へ－４－ハー＋

Ｕｃｌﾉ⑤Lユし皿ごｕし

ZHANGHONG

㎡Pathology，China班edicalUniversity，Ｃｌ１ｉｎａ

Thelocalizationand叩antitationo歪e-G1ucUronidase(ｅ－Ｇ）ｉｎ５８

ｃａｓｅｓｏだhepatocellularcarcinomawerestudiedwich

immunohistochemicalandimmunoelectronmicroscopictechiqUes・The

resultsshowedthatB-Gexpressionswereidenticalincelland

sub-celllevels，ａｎ(ibothsllone(ihigherthanthoseinnormalliver

tissue・B-Gexpressionrosealongwiththeincreaseintumorof

malignancy（Ｐ〈０．０１)．AuthorssUggestedthatMgherB-GwaｓｓＵｉｔｔｈｅ

ｎｅｅｄｓｏ歪substancemetablismincancercellS，andwasregUlated

lbyitselfAsamarkerofenzyme，ｅ－ＧｍａｙｂｅＵｓｅ釦linaUxillary

diagnosiso歪llepatocellularcarcinoIna．

Keywwor《iｓ S--G1ucuronidase

lmunohistochemistry
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ClmicopathologicalandMolecularＧｅｎｅ血Analj/蝿of4Chinesご恥jcalHereditary
NonpolyposisCoIOrectaICancerFamilies

ＣＡＩＱｉｌ蕊崎，SUNMenghong1称孟虹，LUHongjfi3nl院洪芥，MOShanjingi莫
善競，CAISanjun2票三軍，ZHUXiongzengl朱雄増，SHIDarenl施迭仁

lDepa伽entofPathology,ShanghaiCancerHospital,MedicalCenterofFudanUniversity，
Shangllai200032,China(CaiQSunMH,ＬｕＨＦ､ZhuXZ,ＳｈｉＤＲ）

２DepartmentofAbdominalSurgery,ShanghaiCancerHospital,MedicalCenterof恥dan

University,Shanghai200032,China(MoSJ,CaiSJ）

Abstract

BackgroudHereditarynon-polyposiscolorectalcancer（HNPCC）ｉｓｏｎｅｏｆｔｈｅｍｃｓｔ

ｃｏｍｍｏｎｇｅｎｅｔｉｃｄｉｓeasescomprismgatleast5-6％ofallcolorectalcancers・Itischaracterizedby

eaI1yonsetandmostlyri甑t-sidedtumors・ItisklzownthatHNPCCis伽sedbygermlinedefiects

inoneoffivehumanmismatchrepairgenes(hMSH2,hMLH1,hMSH6,ＰＭＳ1,ＰＭＳ2）and伽
fbImertwogenesaccoⅧfbr伽laIgemajorityofmutationsfbundinfhImilieswithHNPCC

Untilnow伽1℃haveonlyb剛somecasereportsofHNPCCinChinaandnosystemicstudyof
moleculargeneticaspectsofmJPCChadbeendone・

Obj賊iveTbixwestigatetheclinicopatllologicalandmoleC皿arge鵬ticcharacte】Risticsof
ChinesetypicalHNPCCft1milies．

Ｍe伽ds4ChinesetypicalHNPCCf勘milieswerestudiedusingmicrodissection，

microsatelliteinstabilityanalysis,ｉｍ伽nostainjbngofhMSH2andhMLHlprotemsanddirect
DNAsequencingofhMSＨ２ａｎｄｈＭＬＨｌｇｅｎｅｓ、

脱suitsAllfivetumortissuesof4probandsftomthe4ChinesetypicalHNPCCf21milies

showedmicrosateuiteinstabilityatmorethantwolIoci(MSI-Horcalled肥R+phenotype).Three

outofdle4caseslosthMSH2proteinexpressionandonecaseshoweｄｎｏｈＭＬＨｌｐｒｏｔｅｍ

expressionnlreepatMogicalgeImlinemutations(2inhMSH2andlinhMLHl),whichhadn，t
notbeenreportedpreviously，wereidentified

C0inci鵬io蝿Chinesei配ypicalHNPCCfamiiiesshowedrelativelyfreq鵬ntgermline

mutationofmismatchrepairgenesHigillevelmicrosatelliteinstabilityandlossofexpressionof

mjismatchrepairgenescorrelatedcloselywithgermlinemutationofmismatchrcpairgenes・

MicrosatelliteinstabilityanajlysisandimmunoStainingofmismatchrepairgenemi幽beeffective
screeningmethodsbef｡]もdirectDNAsequencingltisnecessarytoestablishclinica1criteriaand

moleculardiagnosticstrategiesmoresuitablefbrChineseHNPCＣfamilies．
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ＣＡＮＣＥＲ，ＰＲＥＣＡＮＣＥＲＯＵＳＬＥＳＩＯＮＳＡＮＤＨ･ＰＹＬＯ)鯉-蝿ＺＸＡｍｒＥＤＧＡＳ'X､剛睡
ＢＥ剛ＧＮＬＥＳＨＯＮＳ

ＧＵＯＤｏｎｇｌｊｉａｎｄＹＵＡＮＹｉ１ａｎ

ＣａｎｃｅｒInstitute,ChinaMedicalUniversity〉China

⑪吋ective:1[binvestigatetherelationshipbetweenthe猟igenMG7expressionandgaStric
cancerandpre伽cerous伽ditions；tostudytherelationshipbetweentheantigenMG7
expressionandHpingastricbenignlesionstofMthee齢ctofHPintheProcessofgastric
cancerdevelopment・

Met伽伽TheHpinfecti側wasdeterminedbyHEstain,ＰＣＲａｎｄＥＬＩＳＡＴｈｅｅｘｐ肥ssion
levelofantigenMG7wasdetemｉｎｅｄｂｙ伽munohistoCh伽istrymethodTheclassifIcationof
intestinalmetaplasiaof解stric伽cosawasdetem血edbyhistochemistrym鋤ｏｄ
Ｒ闘伽s：ThepositiverateofMG7expressioninnomalgastricmucosa,intestmalmetaplasia
anddysplasiaofgastricⅢcosaandgastriccancerwe配increasedgradually（P<0.01）．The
positiverateofMG7exprcssi側insuperfiCialgastritis，蜘叩hicgastIitisandgastricCancer
wcreincreasedonseq鵬nce（P<0.01）．ThepositiveraにofantigenMG7expressioninm
intestinalmetaplasiaofgastricmucosahadsignificantdifference，ｃ伽paredwithlanCilI
intestinalmetaplasia（P<0.05）.The肥wasnoeXpIessionofantigenMG7inH・pylori-negative
superficialgastritis,Ｔｈｅ８ｃａｓｅｓｏｆｓ叩erficialgagtritiswithantigenMG7expressi側ｗｅＩｅａｌｌ
Ｈ､pylori-positive,ofwhichonlyonecasewithantigenMG7expression(++)was釣undreduced
Mg7eXpressionaccompanyH・pylorie1radiCationafiertreatment．
Ｃ側Cl鮒i側s:MG7wasdistinctiveingastriccanceranditcanbeagoodindexinthescreening

ofgastriccancer；ⅢintestinalmetaplasiaofgastricⅢcosa,atrophicgastritis伽ddysplasiaof
gastncmucosashoUldｂｅ幼llowed叩andtlledetectionrateofearlygastriCcancercoUldbe
impmved，ＭＧ７１１adgIBatclinicalval鵬inthedynamicfbllow営叩ofgastricprecⅢsors；
a肋ougMmeMG7-positivecaseswithHpylori-positivegas耐sshowedbenigninmorpholo部
theyalsohadthepotentialriskofdevelopmggastnccanc飢sotheMG7-positivecaseswithl
H,pylori-positivegastriclesionsshouldbepaidatte伽ｏｎｔｏａｎｄｂｅ約llowed叩．
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ＣａｎｃｅｒＩｎstiMe,ChmaMedicalUniversity,China

O蝿ec鰯ⅧTostudydyM耐cch棚gingofGST-師iⅢ《、a}gastric川cⅢ,ⅧioustypeIM伽《igas鯨c
cancerうtoinvestigatetherel誠ionsIlipbetweenhumancarc加og側detoxific誠ionsyst伽ａｎｄｔｈｅ
ｖ伽lenCeofH,pyloriinIM

測眺加曲:Detectingtheexp剛sionofGST-汀ｉｎ３０ｃａｓｅｓｗ油ｎｏ期algastricmucosa,l71casesw油IM

andl8caseswithgastriccancerbyS-P伽、Ⅷo肺tochemicalm曲odうtlletypesofIMwereclass浦edIW

higM伽diamine/alcianbluePH25/periodicacid-Schiff(HID-ABpH2,5-PAS)method；Hlpinfection
wasconfi期edorexcludeClinallpatientsbyhjstologicalexaminationh棚atoxyiin-eosin(HE),Ⅷaseof

Hp-DNAPCRaIXl伽yme-iinked伽､棚Osorbentassay(EUSA)う８０HWlori-positivecaseswere
伽ated，

恩剛伽ThepositiveratesofGST-狐expressioninIMandgastric伽cerweresignifi伽tly腫或erthan
thatinnonMlgastric伽cosa,whereⅥweallnegative(P<001).ThepoSitiveratesofGST-菰expression

ofgastric伽cerwereliowerth加伽tofIM(P<Ｍ１).Thlepositive賊esofGST-煎exp剛s畑iM
subtypeIM,IIsubtype】Ｍ肌dmSubtypeIMweredf>c剛sedmSequence(83.3％,71.1％,489％）The

positiveratesofGST-菰inHp-pOsitive窪ro叩swithIMwerehigherthanHp-neg帥ivegroupsw肋１Ｍ

(P<0.05)Ａ伽Ｈｐｔｒ剛舵nt,伽poSitiverateofGST-菰inHp-eradicatedgro叩weresignificamly
higher伽nthatofHp-Positivegro”be釣retheHPtreatme敏(P<Ｍ１).ThepositiverateofGST-耐

ex脈SSi側ｍＨｐ－柵dic鉱edgm叩weresignifi伽tly腿giler伽､gas伽伽cer帥叩(P<Ｍ１)．

Ｃ側Cl鮒i側§:Fmmnomalgas城cmucous,IMtogas加ｃｃ伽cer，theexpressionrateofGST-亜isfiDm

noexpreSsiontolllighandtOlowagainFromI→11→mlM,theexPressionrateofGST-JIis伽、随gilto

low､WeconCMedtllatmtypeIMhadahigilriskw肋gastric伽ceriftherewaslowomoexp剛sion
ofGST-汀ｉｎit､OurfindingsdemOns伽ted伽triskOfdevel叩mggastriccancefcouldbeincreaseｄｉｆ

ｔｌｌｅｒｅｗａｓｌｏｗｏｍｏｅｘｐ剛sionCfGST-ninHp-m髭cti側patjients,aswellasdem側strated池餓the

lMnancarc伽genCietOx伽ati伽syStemaMthevirul剛eofHpmightinte伽ｔｗ油卿hOtherm]側

４８
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ＤＡＩＷｅｎｙｍｇ,ＧＡＯＨｕａａｎｄＹＵＡＮ恥鋤
CancerInstjItute,ChinaMedicalUmv棚似Clxina

O恥嚇ⅧTomeasurethetelome伽ｅａｃｔＭｔｙｉｎｎｏ伽algastricⅢc棚,Hpyloriassociated
diseasesandgastnCcanc剛Ｔｏｅｘａｍｉ鵬therelationbetweenteiomeraseactMtyandHpylori・
ＭＩｅ伽mls：MeasⅢｅｔｈｅｔｅｌ川eraseactivityinlOcasesofmrmalgastricⅢcosa，６７ｃａＳｅｓｏｆ
Ｈ､Wloripositiveand27casesofH,pyIori鵬gativedjseasesaIXi23casesofgastricc伽c剛Also
tel側eraseactMtywasmeasuredmlOcasesofHpyloriinfectionbefbI･ｅａｎｄａｆｉｅｒＨ､pyiorj
era<iication､Tel伽eraseactMtywasdetectedbyTRAP-lBLISAprotocol・HWloriinfecti側ｗａｓ
伽伽nedorexcMediMllpati剛sbyhistologicalex伽mationhe伽toxvlin-eosin(HE),Ⅷaseof
Hpylori-DNAPCRandenzyme-l肱edin加朋osorb棚tassay(ELISA)．
恥洲搬Therewasnoexp棚sionoftel伽e伽eactjivityiⅧormalgastricmucosaThepositiverate
oftel伽伽seactivityinH・pyloripositivegro叩wassjgnifi伽tlyhigher伽ｎｔｉｌａｔ加Hpy伽
negativegro叩(P<0.01).Telom柵seactivityofgastric伽cerwassign伽antlyhigilerth肌施atof
no伽algas耐cmucosaaMHpyloriassociateddjscases（P<0.01).AfterHpylorieradication
tI･ea加剛，thepositiverateoftelomeraseactMtywassignific狐lylowercomparedwithitself
befbreHPylorieradication(P<0.05)．
Ｃ側Cl棚i側s：Ｆｍｍｎｏ伽algastricmucosatoHpyloriassociatedgastricdiseasesandtogastric
c棚c鉱telomeraseactMtyincreasedgradualIy・Ｏｗ剛ultsin(iicatedthattelomerase伽tＭｔｙｈａｓ
positiverelationw油Ｈ・Wloriinfiection．
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BiologicaIback淫roⅢ(ｉ曲ｒ耐flk9r側伽Ｈｄｌｉ我gmsiisofSailiⅧrypleomO叩hic6

adenomaflrommyO叩肋eliiom認ｂｙＣＴｉｉｍａｇｅｓａｎｄＣ畑racteristic
hist叩athOlogyofP肌小珊側larstroma

JunChengi，SatoshiMaruyamal，TakafmliHayashi2，LanyanWU3，ZhiⅦZhou3，Takashi
Sakul

D伽j川”ﾉ〃αﾉＰα伽/og〕ﾉα”2Ｒａ伽/０部Mjg伽伽y酬妙Ｇγα血伽肋ＣＯﾉq/Ｍ２伽αノ
α〃Ｄｅ伽ノ此加州，Ｍｊｇａ脇､ﾉﾋIpα"，α"α3D伽伽伽呼ｏｒαノＰα伽/o邸肋c"ﾉjty”
邸側伽/o馴肋伽肋jv棚j〃q/肋伽αﾉＳｃ加州Ｃﾉze"g伽,Ｃ伽ａ

SalivarypleomorphicadenomasarecharacterizedbyitscolorfUlandabundantstroma,which

hasbeenthereasonfbranotherte伽“mixedtⅢor.”Thestromahasfibrous,hyaline,myxoid，

andcartilaginousappearancesandtheproportionofeachtypeofstromavarieswith

individualcase､However,theirPaucivascularityinthestromalspaCeiscommontoallcases・

Inordertounderstandthebiologicalbackgroundoftheircharacteristicvascularityinthe

stroma,wehavestudiedpleomorphicadenomasandmyoepitheliomascomparativelyぅinterms

ofvascularchanneldistributionbyimmunohistocheｍistryfbrendothelialcellmarkers,andof

expressionsofanti-angiogenicfactors,suchaschondromodulin-I(ChM-I)orED-Bregionof

fibronectin,andofdelayedcontrastCTimages､Forthisend,weusedsurgicalspecimensof

lO4pleomorphicadenomasand72myoepitheliomasfromNiigataandChengduaswellaslO

primaryculturesofpleomorphicadenomacellsandcomputedtomography(CT)imagesfiom

spatientswithpleomorphicadenomaand2patientswithmyoepitheliomas､Ｔｈｅｒｅｗｅｒｅｑｕｉｔｅ

ａｓｍａｌｌｎｕｍｂｅｒｏｆｂＩoodvessels,especiallycapillaries,inthestromalspaceofpleomorphic

adenoma,iIrespectiveofitshistologicalvariation,althoughmyxochondroidmatriceswerethe

poorestinvasCularity､Incontrast,theparenchymaofmyoepitheliomatendedtobedividedby

vascularstromalsepta，andcapillarieswerescatteredevenlyoverthetumortissue・

ImmunohistochemicallyぅChM-Iwasstronglylocalizedinstellatecellsinthechondromyxoid

stromaofpleomorphicadenomaandplasmacytoidcellsfloatinginthemyxoidstromaof

myoepithelioma・ＣｈＭ－Ｉｇｅｎｅｗａｓａｌｓｏｅｘｐｒｅｓｓｅｄｉｎｔｈｅtumorcellsmentionedabove・In

pleomorphicadenomacellsofprimaryculture,ChM-IexpressionatbothproteinandmRNA

levelswasconfirmedbyin-situhybridizationandRT-PCR､Inthesecells,fibronectinED-B

regionwasalsofrequentlysplicedout,Theseresultsindicatedthatthestromaofpleomorphic

adenomacontainedanti-angiogenicfactorswhicharereleasedbythetumorcells・CTimages

ofpleomoxphicadenomawascharacterizedbymoredelayedandmottledenhancementwlhich

lastedlonger､Incontrast,myoepitheliomas,especiallyonesofspindlecelltypeshowedquick

andevenenhancementandclearance､ThesecharacteristicCTimageswereexplainableby

theirpaucivascularstromalarchitectureswhichmightbemaintainedbytheparencymal

biosynthesisofangiogenicsuppressors．
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勘Cl哩仙減：]Periodontitisischaracterizedbyextensivedestruction

of･thegingivaItissuesandassociatedsupportingstructuresof､theteeth・

Matrixmetalloproteinases(ＭＭＰＳ),ahosceMerivedproteolyticenzyme

色milyarebelievedtohaveanimportantroleinthepathogenesisof、

periodontaldiseases・

Met伽《is：Inl2samplesorinflamedperiodontaltissuesfromaCiult

Periodontitｉｓａｎｄ４ｓａｍｐｌｅｓｏ歪periodontallyhealthycontrolswere

obtainedinourdentalhospital・Tissueextractswerepreparedand

analyzedft)r72-kDagelatinasesMV1P-2),92-lKDagelatinases(ＭＭＰ-9）

activitybyGelatinZymogIphy，

Res皿lts：Latentmatrixmetalloproteinase（pro-MMP-2）ａｎｄ

(pro-MMP-9)wereexpressedbothininflamedperiodontaltissuesandin

clinicallyhealthytissues，whileactiveIVmIP-2notactiveIⅧ/P-9was

detectedonlyintissuesobtainedfioompatientswithadultperiodontal

diseases．

Ｃ側Cl恥i側s：Owresultsrevealedthatthesehost-derivedproteases

wereinvolvedintlhepathogenesisofclronicadultperiodontitis,MMP-2

isaveIyimportantproteasesandactivatedMMP-2maycontributeto

tissuedestructioninperiodontaldisease・

Ｋｅｙｗ例曲:matrixmetalloproteinase､Gelatinzymogrphy、

periodontitis．
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ZhangWenyan懇，LiGandi窯，LiuWeiping噸，OuyangQin§，Ren

Xingchang鵜,LiFengyua､,Ｚ伽gShangfif

(Depa伽entsofTathologS/伽ｄ§gastroenterolo部UniversityofSi

Chuan,HUaXiHospital,Chengdu,ＰＲ.Ｃ）

ＡＢＳＴＲＡＣＴ

脱clKg伽､伽、０吋ec館ⅧIntestinalT-celllymPhoma(ITCL）has

beenknownasahIeterogeneouslymphoid鵬oplasticgro叩,whichis

characterizedwithdi齢rentClinicopathOlogicfeatures・Except

enteropathy-typeintestinalT-ceⅢymphoma(ＥTCL),theotherITCL

entitiesarestillinconclusive､Astotheetiologyandpathogenesisof

ITCL,thereishigjherfrequencyofEpstein-B服virus(ＥＢＶ）infection

intheeastthanthatinAmericanandEumpe,butitisstillamatterof

controversywhetherEBVinfectionisanetiologicaleventora

secondaryoneinthePathogenesisoflTCLInthisstudyうjR)rty-two

casesofITCLswereStudie〔１駒rtheirclinicop誠hologicfeatu剛，

phenotypes，客enotypesaMthestateofEBVlatentinfectiOn，the

slXbtypesofEBV;therouteofEBVinfbction,theexpressionofEBV

genomeanditssignificance・The配ft)re,ｔｈｅａｉｍｏｆｐＩ巳sentstudywas

toinvestigatethecelloriginofITCL,aswellastoascertainEBV

statusofthe伽norandtlheroleofEBVin企ctioninthepathogenesis

ofITCL

貝句
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Met加鞠：Forty-twocasesofITCLswereclassifiedaccordmgtothe

叩く1atedKeilclassific誠ionAllclinicaldatawerereviewedａｎｄａｌｉ

ｐ鉱ientswere約llowed-叩.更ｏｒｉｍｍⅧOhistochemiCaIStainmgapanel

ofm伽ocl側alandpolyclonalantibodieswere叩plied：T-ce蕊

makers（CD45RO,ＣＤ38,ＣＤ３，ＣＤ４，ＣＤ5．ＣＤ８）,B-ceIl伽畑

（ＣＤ２０）,histiocyte伽ker（ＣＤ６８〉,NK-cell-associatedantig的

(ＣＤ５６),cyto約xicgranularProtein(TIA-l）,ＣＤ21,bcl-2,andthe

productsofEBVg伽me(EBNA-2,IMP-l)hsituhyb紬zati伽fior

EBER1/２ａｎｄpolymerasechainreactionfbranti鋲nreceptor(TCR‐

Ｙ、ＩｇＲ）generearr棚gem帥andfi〔woEBVnucl棚剛igenge鵬

(EBNA-3C）oftwcBBVsubtypeswerePer允伽edPartcaseswhich

w帥positiveinbothins伽hyMdizationandimm肌ohistochemistry

weI･edetectedbyaOUblestainmg,Amplifi-cationproductofEBNA-3C

genewasanalyzedbyDNAsequencing．

Res血g：HistoIogica雌４２ITCLswereclassifiedintopleo伽mhic

mediⅧandlargecell（､=38,90.48％),monomorphicmedium-sizeCi

(、=2,4.76％),Ple伽orphics伽llcell（、=2,4.76％).Tllelesions

showeduclerappea剛1ces，withfifequentangiocentricityand

angio伽asi側，associatedwithzonalne伽sis・Featuresof

lympho-epitheliallesion（ＬＥＬ）andreactive肘stiocytosiswith

Phago-cytosiswe肥observedin伽stcases､1ｍｍⅧohistOChemica雌

ａｌｌ４２ｃａｓｅｓｏｆＩＴＣＬｒｅｖｅａｌｅｄＣＤ４５ＲＯpositivjty，ｉｎｗｈｉｃｈｌＯ

（23.81％）exI)剛ｓｃｄＣＤ８，７（16.67％）exp剛ｓｅｄＣＤ４，１２

（28.57％）expreSsedCD56,ａｎｄ３９（92.86％）exp剛SedTIA-L

NoneexplreSSedCD20棚ｄＣＤ６８・GenetiCally》ｒｅ服angeme誠sof

TCR-'Ygeneweredemonstratedm31cases(73.81％),howeⅧnone

IgH言ene剛r伽gementwasdetectedTheim川nopllenotypesa豆．
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genotypesof42casesCouidbedelineatedintothreecategories:α/βｏｒ

γ/６Tcelltype(30,7143％),naturalkiller(ＮＫ)一likeTcelltype(11,

26.19％),andNKcelltype（1,2.38％）.MostCD56＋ITCLswelfe

NK-likeT-celllymphomas,butonewasNK-celllymphoma,Clinicallyう

mostpatientswithITCLswereyoungmaleswithabdommalpain，

hematochezia,企verandweigMoss・MultipMesionsandsPontaneous

perfbrationswerefreque疎lypresent・GenerallyうＣＤ５６＋ITCLsmore

firequentlyshOwedsmglelesionthanCD56一ITCLs,ｔｈｅｐ鉱ientswith

CD4-ITCLsprefe鯛dfbverthant伽ｓｅｗｉｔｈＣＤ４＋ITCLs,ａｎｄthe肥

ｗｅｒｅmorespontaneousperfbrationsoccⅢｅｄｉｎＣＤ８+ITCLsthanthat

inCD8-ITCLs・AlltyPesofITCLhaveanextremelypoorprognosis

withasurvivalmedianof３.OmontlRs,whichoneyearsmvivalratean《i

twoyearsurvivalrateare30％ａｎｄ２２％respectivelyTlhepatients

withoutTCR-Ygenerearrangementsshowedpoorerprognosisthan

thosewithTCR-γgenereamngements(ｐ<0.05）.Nonesignific伽

prognosticfactorfiXITCLswasdetermined

Onthewllole,ＥＢＶin企cti側wexedetectedatDNA,xnRNA,and

expressiveproteinlevelsin41oftllc42cases(97.62％)｡３８cases

(90.48％）exhibitedspec伽ban<lsbypolymerasechainreaction,in

which32(8421％）wereEBVtypeA,２(5.26％）weretypeBand

4（10.53％）weremixt伽softypeAanClBTllerewereseldom

base-insertioMn肋ase-deletioninEBNA-3CgeneIn36(85.71％）

cases，tlletumorcellsshowedpositiveinEBERl/2-ｉｎｓ伽

hybridization,aswellaswe肥demonstratedtoexpressCD45RO,ＣＤ４，
．?字･急

CD8,ＣＤ56,ｏｒＴＩＡ－ｌｂｙｉｎｓ伽hybridizationPimmuno雌stochemistry

(ioublestaining、TheexpressionfiFequencyofLMP-1was

3810％（１６/４２）,revealingadirectcorrelationtoCD56exPression
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（ｐ<005）．Therewasnovaluablecorlrelat畑betweenLMP宮１

expressionandprognosis，NonecasepresentedCD21，bcl-2棚d

EBNA-2positivereactionThebiologicroleofLMP-lwasnot

associatedwithbcl-2expressionEBVinfectioninlTCLswouldnot

bemediatedviaＣＤ21．’rhereweretwopattemsofEBViatent

in従ctionjnlTC1,s,ｔｈｅｍｏｒｅｃｏｍｍｏｎｏｎｅｗａｓｔｙｐｅＩａｎｄｔｈｅanother

wastypell．

Ｃ側cI棚i側s：ITCLsarecharacterizedwithunusual

clinico-pathoIogicalandimmunoilistochemical盆atuIcsinChina､Ｔｈｅ

加munophenotypesandgenotypesoftheimeoplasticcellscouldbe

delineatedintoα/Ｂｏｒ‘Y/aTcelltype,naturalkiller(NK)一iikeTcell

type，ａｎＣｉＮＫｃｅｌｌｔｙｐｅ，MostITCLsareofdiffe剛tT-cell

sUbpopUlationsord峨剛tT-cellCii齢rentiationstages,especialiyof

cytotoxicT-celllineage,AhighlevelEBVi伽ction，伽stofwhich

areEBVtypeA,ispresentedinChineseITCLs・Thepatt伽sofEBV

latenti賊ｃｔｉｏｎｉｎＩＴＣＬａｒｅｔｙｐｅｌａｎｄ卯eIIThespecial

cl加Co-pathologicalfeaturesoflTCＬｗｏｕｌｄｄｕｅｔｏｔｈecytotoxic

fimctionandtheroleEBVinfectionPlaysmthepathogenesiｓｏｆＩＴＣＬ・

ＩＴＣＬａｎｄｎａｓａｌＮＫ/T-celllymphomamightbelongtothesaxne

sPectmm

Ｋ]EYWOIRDSIntestinalT-celliymPhoｍａ；Epstein-B伽ｖｉｍｓ；

clinicopatholo部phenotype;ｇｅｎｅ剛rrang伽ent;latentinfection夕
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ＳＯＮＧＭｉｎ，MIXiaoyi,LiBailin,ＧＡＯＹｉｎｇｘｉａｎａｎｄＳＯＮＧＪｉｙｅ

Departmentof,Pathology,CollegeofBasicMedicalSciencesChina

MedicalUniversity,ShenyangllOOOl，China

objective：Expressionof､telomerasegenes（hTR，hTRT）and

apoptosisrelatedgenes（p53,bcl-2）wasinvestigatedinmammary

atypicalductalhypeIplasia・Met加伽：Expressionoftelomerasegenes

(hTR，hTm）andaPoptosisrelatedgenes（p53,bcl-2）byinsitu

hybridizationandexpresｓｉｏｎｏｆｔｈｅｍｕｔａｎｔｐ５３ｐｒｏｔｅｉｎｂｙ

ｉｍｍunohistochemistryweredetectediｎ４４ｃａｓｅｓｏｆ・patientswith

mammaWatypicalductalhyperplasiaandcomparedwiththatof､the6

benignhyperplasiaand26carcinomaofbreast.Ｒ柵lts:Hyperexpression

of・telomerasegenesinsevereatypicalductalhyperplasiaisofsignificant

di舵rencefromthatinmild-mediumatypicalductalhyperplasiaand

breastcancer・Thleupgradingofatypiawasinlineｗｉｔｈdecreased

expressionofwildp53mRNAandincreasedexpressionofthemutant

p53proteinAsflorbcl-2mRNA,itshowsmoderateexpression,especially
insevereatypicalductalhyperplasia．Ｃ側Cl柵io鵬：Ourstudyreveals

significantcoITelationbetweenexpressionoftelomerasegenes（hTR，

hTRT)andthestateofmalignanttransfbrmationinmammaryatypical

ductalhyperplasia・Decreasedexpressionofwildp53ge､e，increased

expressionof,mutantp53proteinandoverexpressionof､bcl-2genewere
associatedwithtelomerase．
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Umversity(Hepingd航ict,Beier伽｡，ShenyangLiao血gproⅥnce､Ｃｌ血a､1100011

Abgt四cｔ

Ｏ咋噸veToinvestigatetheexpressionandactivityofextracelMarsignal-negulatedkinase（賊,jp42

MAPkinase)andphosophatidylinositol3-kinase(PI3-kjnase)inhumanbreasttumors．

Ｍ曲⑥伽Westemblotting,immunoprecipitationandkinaseacｔＭｔｙａｓｓａｙｗｅｒｅｕｓｅｄｍ３７ｃａｓｅｓｏｆｂｒｅast

tumOrS，

Res皿ItsSig9niiicantlyincreasedexp鰐ssionofExkandp85subunitofPI3-kinasewerefbundinalland3２

Ⅷofthe37breasttumorscomparedwithadjacentnormaltissues（１００％ａｎｄ86.49％、respec脈恥

Significantlyhigherleveloftheactivityof賊andPI3-kinasewereobservedin28and25outofthe37

cases（７５６８％ａｎｄ67.57％，respectively)．Therewasnomarecolrelationbetweentheincreasem

expressionandacｔＭｔｙｏｆＥＩｋ血anintheactivityofErkandPI3-kinase

ConcIus伽sInthisstudybreasttumoIBexhibitedovereXPressionandenhancedactivitVofboth賊and

PI3-kinasecomparedwithadjac剛normaltigsues,mising伽possibiliMhatErkandPI3-kinasemaybe

po剛ialtaIgetsfbrnewstrategiesfbrtihetreatmentofbreastcancer．

K恥ﾊ”ぬ:伽ａｓＭｅ叩ﾉ“肌ｐ物仙ｌＰ紬αぷe,”AI岬A雌鋤伽“刺3.紬帆瑠似伽”血c伽’
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面慰ｅＲ･es船脚髄⑪髄畑鮒胸x･職i餓塞窪測ｗ鋤臓砿⑪r，ｓｅ錐c童
側瀧篭磁s鋤Ｓｃ⑧奮破ＯＳ噸舶馳卯Ｍ:１１．叩lIRy

HtJ刀肋肌恥７２９”ん〃

Ｄ”α伽酬Ｑ/・Pα伽ﾉ・gjv,肋州α噸Ｍ２伽α/ＣＯﾉﾙge,Ｓﾙ州α鴫〃､伽,ｃ伽ａ

TheMturalorabnormaigrowtllof畑manprostateisa舵ctcdiWmale

ho伽側ｅｗｈ紬alsolivesontheprostateoPolypeptidegrowthfactox･s
llavebeenfl〕伽dinprostatetiss鵬.ｗ腿chshowsthatmalehorm側ｅｉｓｎｏｔ

ｔｈｅｏｎｌⅦubstancea舵ctingthegI･ｏｗｔｈｏｉ､prostate・

RecentlyI･esearcllojFtllee齢ｃｔｏｆ､ｇｒｏｗｔｈｇ鮒ｅｓｈａｓｂｅｅｎｃｏｎ曲cted
ontheemergenceanddevel叩ｍｅｎｔｏｆ､ｂ棚ignprostatial]IyperplasiaaxXi
prostatecancer・Thoughgreatprogresshasbeenmaderec帥ｔｌｙｉ亜ｔｈｅ
剛eaI･cｈconcerl血塞tllea齢ctofcellgrowth窪enesUponProstatediseases

mb鮒ignprostatiahyperplasiaItisconｃｌｕｄｅａｔｈａｔＴＧ１Ｆ－ｑｉｓａ劉eto

promotetllebreakiｎ㎡ＰＸ･ostateepidermiScellMndbasem棚ｔｍｅｍ諺捌鴻s

ce1lS・Wl1lereaSTGF-Bisprovedtohave剛tramililge鮎ctonthiegrowth

ojf､pros伽eepiCle伽iscelisafteITemoⅧｌｌｏＭ川gsintheaspect㎡ｃｅｌｌｓ

ｂ肥eding､Tran剛itPxoogramdeatllof･ｃｅｌｌｓｉｓｎｏｔｙｅｔｐｒｏｖｅ(ｉｏｎ伽man
tlssues・

TileresearcllisinanattempttofbcusonthlesVmbolizingof,ＴＧＦ－ｑ

ａｎｄＴＧＦ－Ｂｂａｓｅ側加ｍａｎｂ鋤ignprostatiaI1yperplasiatiss鵬s,ｔｏ愈曲er

disc鵬ｓｔｈｃｃ雌ｃｔｏｆＴＧＦ－ｑａｎｄＴＧＦ‐Ｂｏｎ伽manbenignprostatia

hyperplasia,ａｎｄｉｎｔｈｅｅｎＣｌｔｏｐｒｏｖｉｄｅｅ舵ctivemetlhoCitopreventand
tre誠benjignprostatiahyperplasia,Basedonthatandw肋theadoptionof･
th1eworld'ｓ側柵ｎｔａｄⅧ伽edmethodof､剛earcl1I側benignprostatia

hLypeI･plasia,combinedwith剛earcllmetllod㎡t加伽ditionalpatlholIogy
鋤。伽伽de伽ｉｍｍ伽ologicalmethod，ｕｓｅｄｗ油streptolydigin‐
p剛Xidaseenzy伽tictissueimⅢnochemicalme伽Cl(SP)iMOcasesof、

BPHtis洲ｅｓ鋤d15casesof伽伽aipros鰯1週totakeTGF-qanClTGF-B

im伽遡ityorientatio遡,Ｍｆ・rationexpression,tlhismakesa血鋤erstepto
exP誠ｉａｔｃｏｎｔｌｌｅａ鈴ｃｔｏｆ､tllepolypepti《ｉｅｇｒｏｗｔｈｆａｃｔｏｒｓｉｎｂ鮒ign
prostatiallypemlasiaandtriestofinde齢ctivewavStoprev帥tan《itreatざ

cwr鮒t窪rowmgdiseaseoi､benignpI･ostasialIype叩lasiaintheworld・

Ontheslices,exp伽sestainingof､ＴＧＦ－ｑｏｆ､４０BPHcanbeseemIin

thecytoplasmof､an伽mepitMiⅧ,whereasTGF-価sbroadlystai伽。i強

base、鮒t、伽braneandcytoplasmstainedincells・ＴＧＦ－ｑａｎｄＴＧＦ－Ｂ

ｓｌｌｏｗｅｄｎｏｐｉ墓mentationintlleepide伽ｉｓｏｆ､Ｓｎｏ伽alprostatetissueso
pigmentationonly,ＴｌＩｅｐｉｇｍ帥tationi触棚sitVandareaaI･emucllsmallcr
tll剛tilatinbenignprostasial]yperplasiaStaltistica肥lysissllowstl]latthe

positiverateof､exp剛sionofTGF-qinBPHtissueePide棚iｓａｎｄｉｔｉｓ
５８



lligher伽、Ⅲmalprostatetissues(P<Ｍ１).BesiCIestheexp剛sionｏｆ、

TGF-qinBPHtissueepiCie棚isisevid剛lyhigherthl棚ｉｎit(P<Ｍ１)．

ThepositiverateojFexpressioｎ㎡TGF-einBPHtissueepidermis肌dit

ishigher伽nnomalprostateti剛ｅｓ(P<0.01).Andtheexpressiono笠
TGF-BinBPHtissue、itisevidentlyhigllerthantlIatinepidermistissues・

Theaboveexp鮒、鮒tshowstllattheexcessiveexpressｏｆＴＧ雷一in

epitllleliusanｄＴＧＦ－ｑｉｎＢＰＨｓｏｗｄＩｉｓｃｏｒｄＰａｗｎａ１℃mostlikelVthekeV

魚ctorsof､BPHemergenceanddfweloPm帥t・ＴＧＦ－ｑｈａｓｎｏｅ鮭ct側sow

diScordｐａｗｎｃｅｌｌｓｂ醜ｈｌａｓｅｖｉｄ側tstimulatinge雌ctonepitlleliuscells・
whichshowsthatitplaysimPortantroleinePithcliusbenignprostatia

hyperplasia､ThestrongPositivestainingrate㎡TGF-BinBPHtiiss恥sis
olwi側slyhighertlllanprostatetiss鵬s・Andthepositiveexp剛ｓｏｉ、
TGF‐Ｂｉ１ｍＢＰＨｉｓａｌｓｏｏＩｗi側slyhigherthanBPHep肋eliustissues，

whichshowsthatitlikBlvtakespartdirectlVox･inC1irectlyinthebreaking
andproli企ration，Ｆｘ．o伽ｔｈＩｅａｂｏｖｅ,ｔｌｌｅｅ齢ｃｔｏｆ倣ultigrowthg帥ｅｓｏｎ
ｐ剛tatecelllsisquitecomplicated，ａｎｄｔｈｅ伽equiliMumc肌sed叩On
beni窪、prostatialxyperplasiacellsbymulti‐ｇｒｏｗｔｈ伽torsmaybehave
ｓｏｍｅｃｏⅢectlonwithtlleemergence㎡ＢＰＨ．

｡
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ＡⅧysiis⑪fGe伽施盟etem窒鋤eilWi囲呼剛伽ｅＣ肌舵Ro

MasatoshiWatanabe,RyuichliYataniand耐izoShiraishi，

Seco皿DepartmentofPatholo邸MieUniversitySchloolofMedicine，2-174Edo

bashi,'1su,Mie5148507,Japan・

駒c聴伽城．Prostate伽cer(PCa)isheterogeneousandⅢltifbcal,ｗ肋diverse

clinicalandmorphologicalmani企stations・Inaddition，recentmolecularstudies

haveshow、thatthereisageneticheterogeneity．、sisoneofreasonswhythere

hasbeenawidediscrepancyinthereporteddetection金equencyofp53mutationsin

PCa・Ｉ、伽presentstudyうweattemptedtodeterminethegeneticcharacterization

amongPCa酌CiiMhesameSpec血enusmganalysisofras,P53mu城ionsandpl6，

glutathioneS-trans企rasepi(GST菰)metilylation

Met加伽．TY1reePCaspecimensobtainedjiomradicalprostectomywereexamined・

ThreespecmenswereShOWMs釣llows;theAsample(7Syrs,stageＣ)isamodemte

d齢rentiatedadenocarcinoma,theBsampie(64yrs,stageＣ)amoderate，and地eC

sample(77yK･S,stageＢ２)ａwell、Eachspecimenwasprocessedby伽whole-mount

teclmiqUe・UsingLaser-cap伽emicrodissectionsystem,cancerfbciwereobtained

fiPomthe伽zen-70％ethanolfixedsections､DNAwasextractedfromeachcancer

fi3cusaccordingtothestandardProtocol,Mutationsoftherasandp53genesmeach

ft)ciwereanalyzedbyPCR-SSCPandsequencinganalysis,methylationofthepl6

andGST派anabﾉzedbymethylation-specificPCR(MSP)．

Ｒ＄s覗髄soThreefbciweremicrodaissectedftom伽ｅＡｓａｍＰｌｅ,fivefioci伽、蝿ｅＢ，

andtwofi)ｃｉｆｍｍｔｈｅＣ・ＩｎｔｈｅＡｓａｍｐｌｅ,Ａ/ｌａｎｄＡ/２伽cihadamutationof蝿ｅ

ｐＳ３(CGCtoCACatcodonl81)andmethylati側ofthep]ｉ６棚ｄＧＳＴ亜ｗｈ通ｅＡ/３

拘ｃｕｓｈａｄｎｏｐ５３ｍｕｔａｔｉｏｎａｎｄｐｌ６ａｎｄＧＳＴ亜methylation・IntheBsaxxlpie,Ｂ/１，

B/２ａｎｄＭｆｂｃｉｈａｄａｍｕｔ誠io川ftlleP53（AmtoArAatcodonl69)ａｎｄａ

ｍｅ卿lationoftjheGS'r瓦ｗＭｅＢ/4andＢ/Shadamethylationofthepl6・Bothof

C/ｌａＭＣ/２伽ihadamutaXionofthe伽andametjhyl鉱ionofthepl6．

Ｃ側趨棚iims．Omfindingsindic誠etjhatthereisgeneticandepigenetic

heterogeneityinhumanprostateCanc砿Multiple釣ｃｉｏｆＰＣａａ抑eartoarise

independentlywith伽hesameprostate・Itisnecessarytoexammemultipie駒ciof

PCafiorgeneticorepigeneticcharacterization．
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WUQiang,ZHANGGuihong,ＲＡＯＨ血ong,ZHENGGuohao
DepartmentofPathology,AnhuiMedicalUniversity,Hefei,Ｃ瞳､ａ

…墨鮭職懸蕊溌職制灘群舞鴨噺離職照
weredetectedimmunohistochemicallyin36benignbreasttissues，includin2l7cases

withoutepithelialhypeIplasiaandl9withhyperplasia,and59breastcarcin伽ａｓＣｙｃｌｉｎ
ＤｌＤＮＡａｎｄｍＲＮＡｅｘｐｒｅｓｓｉｏｎwerealsodetectedbyinsituhybridizationin25breast
carcinomaandｌ５ｂｅｎｉｇｎbreasttissuesTheresultsshowedthatnooverexpressionfbr
cyclinDlandCyclinEwasdetectedinductepithelialwithouthyperplasiabutonecase
withcvclinEoverexpressionＴｈｅｐｏｓｉｔｉｖｅｒａｔｅｓｏｆｃｖｃｌｉｎＤ１ａｎｄｃyclinEinbreast

伽cerweresignifIcantlyhigherthanthoseinbenigntissues（ﾉo<0.05）．CyclinDl
overexpressionwasrelatedtoitsgeneamplifIcationandmRNAexpressionTherewasa
positiverelationbetweencycljInDloverexpressionandlymphnodeiIwolvement
（Ｐ<0,05），andtherewasatrendfbrtumorslaIgerthan3cmtooverexpresscyclinE

mOrefreqUently・Positiverelati伽wasevidentbetweenoverexpreSsionofcyclinDland

cvclinE（灰０．０５）．TheratiosbetweenPl6，Ｐ２１ａｎｄｃｙｃｌｉｎＤｌ，cyclinEcontents

decreasedfiFomnormalbreastepithelia,hyperplasiatocarcinomas､Tumorswithhigher
P21contentthanｃｖｃｌｉｎＤｌｗｅｒｅｓｍａｌｌｅｒｉｎｓｉｚｅａｎｄｈａｄｌｏｗｅｒｆｉ･equencvinnode

mvolvement（Ｐ<0.05）P21pcsitivitywascorrelatedwithcycIinDloverexpression

(灰0伽)，ａｎｄtherewasatrendtomorecyclinEove剛presSionwitMheincreasing

expressionofP21・StrongexpressionofPRbwasposjltivelyassociatedwithcyclinDl

overexpresSion（P<０．０１)．ＴｈｅｒｅsultssuggestedthatcyclinDlandcyclmE
overexpressionsoccurmamlyinearlystageofbreastcarcinoma，whichmayplayan
importantroleinthetransfbrmationanddevelopmentofbreastcancercooperatmgwith
genesofpl6,p21wamandRb・
KeyWOrdsBreastneoplasms；Oncogene；Antioncogene；ＧｅneexpressionうCellcycle§
Immunohitochemist1y;Insituhybridization

〆
Ｑ
ｐ

Ｄ
■
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ＦＥＡＴＵＲＥＳ

ＣＵＩＦＥＩ１ｕｎｌ，ＷＡＮＧＷＥＮｙｉＩ，ＦＡＮＧＸｌＵｂｉｎ２,LUYACl

lDepartmentofUrology,205thHospitalofPLA,JinZhouChina

２DepartmentofAnatomy,ChinaMedicalUniversity，China

TeIomerasearethespecificstmcturewhichstabilisetheendsofeukaIyoticchromosomesand

preventthelossofgeneticinfbrmationｏＩｎｈｕｍａｎｓ９Ｔｈｅｙｓｈｏｗａｓｐｅｃｉｆｉｃｏｆ５００－３０００ｒｅｐｅａｔｓｏｆ
ＴｒＡＧＧＧ・Inmalignanttumors,telomerasereactivationplaysanimportantroleintheacquisitionof
celMarimmortality，ButthemoIecularmechanismofthetelomerasereactivationinhuman

carcinogenesishasnotbeenclarifie｡､Toevaluatedthetelomeraseactivityinbladdercancer，We
examinedthetolemeraseactivityinexfbliatedcellsinurineof７４patientswhohaveabladder
cancerand40normalpersons、

Asaresult，Therewereapproximately83％（62/74）showedtelIomeraseactivitywhich
comparmgwith49％（32/６６)telomerasepositiveofpatientswhowereexaminedtheireXfbliated

celIsinurinebycIinicopathologicparameter・Itwessign描cantlyhigh・Inhistologicaigrades,there
are７７％ｉｎｃ,，83％ｉｎＧ２，８８％inG3telomerasepositiverespectivelyinexfbliatedcellsinurine・

Whereasall40normalexfbliatedceⅡsinurinewerenotelomeraseactMty，

Inthisstudy，Wefbundanobviousassociationbewteentelomeraseactivityand
clinicopathoIogicfeaturesofbladdercancer､ItissuggestedthattelomerasewouIdbeusefUlinthe

diagnosisandfbllow-upofbladdercancer・Itisindicatedthattelomerasemightbeapotencial
prognosticindicatorfbrbladdercancer､Inaddition，thisenZymefUl別smanyofthecfiteriafOran

idealcancertarget・SincethemolecularmechanismoftelomerasereactivationiSnotunderstood，
fUrtherstudiesneedtobedone・
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CLINICALFEATURES

CmFEllunl,ＬＵＹＡＯｌ,FANGXIUbiif,WANGWENyil

lDepartmentofUrology,205世HoSpitalOfPLA,JinzhouChina

２DepartmentofAnatomy，ChmaMedicaluniversity，China

Pmstatecancer(Pca)andbenignpmstatehyperpIasia⑱PH)arethemost

commonProstatiCdisordeIs､Buttheirpathologicalmechanismisstillunknowno

ThisstudyundertakentoinvestigatetheexpressiionOfp531GrebB-2,epidermal

growthfaCtorreceptol(EG1FR)inPcaandBPHbydeteCtingtheirPmoteins、

Formaline-fixedspecimensof67caseSofPCa,８５casesofBPHand8casesof

normalpI･ostatewerestainedusingimmunOhiStochemiCaImethodtoexaminethe

expressionofp53,ＣとerbB急2,EGFRAfterObServingtheChataCteristicsofthe

sectionsandcomParingwiththeClinicalfeatures,Itisconcludedthat：

１.Theexp髭ssiOnmteofp53is46.､3％whichlocatedinnUclei､C-erbB‐

２oncoprotemislocatedincytoplasmanditsexpressionrateis41.8％・

EGFRwhichissituatedonceⅡmemberansig１９．４%pOsitiveoThis

suggestedthattheetiOlogyOfPcahavedifferentmechanismandassociated

withmultipleoncOgeneS．ー

２．１tisnotedthattheexpressionofp53,C-erbB-2onco伽teinvaried

significantlyamongdiffbrentgIHdesofPca・

３.ThereisasignificantIdationshipbetweencoexPressiOnofp539CとerbB-

２andthesurvivalperiodofPca､Withthisfindingwecanconcludethat

thep53andC-erbB-2onCoprOteinisagoodindicatorofgIading,staging

andprognosisofPca・HOweveENOrelationshipwasfbundbetweenthe

EGFReXpreSsionandclinicalcharacteristicofPca、

４．，１e紀isseldomexpressionofp53，Ｃ-erbB-2innormaIpmstate・the

BPHisnotapre-Pcainourstudy．



Ｍ､舶側:剛Ｃｙ師塞e細撫Ｃ壷棚窪鮒加Ｓ⑪髄，頁､is鋤ｅ

１Ｉ』鯵如剛y＠s剛鋤K、

陸側窪麗遡ｉ油蹴ｇＧ覗棚g脆珊

DepartmentofPatholO邸WestC伽aUniversityofMedicaI

ScjIences

Ａ悪S1IRA絶丁

ActivationofoonCoge]nleSaMlOssof･fi1nctjionsof､tmnors叩plressojr

geⅧ(TSG)r棚伽gininstaMityof､伽､伽ｇ伽meis側ｅｏ肋e

mech組ismsintumorigenesis・SMIygenomicchanges㎡specific

伽nortypeisimportanttoourftl池cr肌｡棚ｔａＭｉｍｌｇｏ通tumororigin，

pmgressi側,biologicalbehaviouraswellasfiMingrelatedabno伽al

genes

Leiomyosarconaof・so伽ssue(LMS)isarelativelyraremalignant

tⅢorocⅢringprc《i側in剛lyixiadI雌,Upton州側knowle〔ｉｇｅｓ

ｏｎｉｔｓｐ独ogenesis,CSpeciallyoncytogeneticsammolecular

geneticsarelim細ｄｈｔｌｌｅｄｉ髄cultyOracquirmgtheresearch

material・Previouscytoge棚jicsmdiesrevealeCIthat

leiomyos紅comasareaheterogeneoustumorentitywixichlaCk

rep剛entativechromosomalab鮒ations，Thesestudieswerebased

側ｃ側venti側alcytoge鵬tickaryotypmgwhiclmeedsmet叩hasesof、

tumorcellsfioranalyses伽側ghsucCessiillcell側l伽e，Ｔｈｅ

<ii錨側ltyoraCqU伽ghiglMlualitytumOrcellmetaphasesimpe畑

findingcharacteristicchromosomalab帥rmalities棚danalyzmg
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lelations魅諺betwe側genetic血angesaMmmoI･ciimcaipatholog蝿l

fi3atures，Besides，ｔｈｅ棚derstandmg側molecularbiologyofLMS

arealsolimited，ｔｕｍｏｒｓ叩prcs3orgenesp53，ｐＲＢａｎ(ipl5were

abno棚ａｌｉｎｏｎｌｙｐａｒｔｉａｌＬＭＳ，othergenesrelatedtoLMS

pathogenesisremainunknown

Bec鋤ｓｅｏｆ､thereasonsm鮒tionedabove，ｗｅｃｈＯｓｅＬＭＳｏｆ､sOfi

tiss鵬ａｓｔｈｅｓｔｕ(iymaterial・Usingcomparativeg伽mic

hyIxi〔iization（CGH)tecmq鵬instea〔iofCbandkaryotypingas

wellaslossofhete伽ygosity(LOH)剛alysistostudythemol剛lar

cytogeneticchangesorIMS，

ThIeexperimentalresultsweK･esummarizedasflollows：

1.ＣｈｍｍｏｓｏｍａｌｉｍＩ)al伽ceswcredetectedin30casesof,LMSby

comparativegenomicllyMdizationComplexchangesinDNAcopy

numbersinvolvingvari側schromosomalregionsweredetecteｄｉｎＺＳ

ｃａＳｅｓｏｆ､ＬＭＳ・Ａｔｏｔａｌｏｆ･ＺOlgainsandl511ossesweredetecte｡，

The伽st伽quemltga伽wex･edeteCtedmlq,sp,ｇｑ(lOcases剛h，

33％)ａｎｄｌ６ｐ,ｌﾌp,Ｓｑ,lSq(gcaseseach,３０％)withtheminjmal

invoMngregi側soHq31-32,Spl4-pt髄l5pl3-pet甑ｌﾌpll-lZand

SqZ4-qlt鉱ｉ叩lying血esechromosⅧalregionsmaylharbor

側cogelmesrelatedtoLMSpathog側csis，ＴｈｅｍｏＳｔｉうrcqIueIxtlOsses

weredetectediｎ６ｐ,lOq(53％ａｎｄ５ﾌ%)，３p(4ﾌ％)，２２q(43％)，

llq(ｚ３３％)ａｎｄｌ３ｑ(2C％),ｗｉｔｈ伽mimmalinvolvingreg畑sof､

6PZl2-223，ｌＯｑ２２-23,3pzl-24andZZqlz-CIt鉱iInplicating血ese

chro髄csomeregionsmayharbort圏morsUppressorgeneslrslate(ito

l-MStumcrigenesis・Analyzingrelati側ｂｅｔｗｅｅｎｃ叩ｙ側mber

ch組geSandllistologicalgradingsorI-MSrevealedlthatcOpy
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伽mberchangesweresignificantlydifferentamonggradeI，IIand

IIILMS(P<Ｍ５),copynumberiⅢeasesmgradeIIILMSwere

significantlyhigilerthaningradeILMS(P<0.0ｓ),whereascopy

numberlossesamonggrａｄｅＩ，IIandmLMShadnosignificant

d伽剛ces(P<O肋),imPlyingactivatioMfmcogenesisrelatedto

LMSai齢rentiati側加dmaligMntpotential,whereasinactivationof、

tumoI・suppressOrgeneseemstobenotrelatedtoLMS

diffierentiation、

ZLOHstatusonCllromosolne3pl42-pterwerestudie《iin22cases

of､LMSbymicrosatelliteDNA-polymerasechainreaction-silver

stainingteclmique，Ｔｈｅｒｅｓｕｌｔｓｓｈｏｗｅｄａｍｏｎｇ５血crosatelliteloci

onchromosome3p，LOHoccurredmost伽qluentlyon

D3sl29S(36.8％）aMD3slZ89(105％),WhereasD3Sl293hadno

LOHoccurredｉｎｔｈｉｓｇｒｏｕＰｏｆ､LMSstudied，ｌＯｃａｓｅｓｏｆ･LMS

sllowedatleastonelocioccⅢingLOH(10/22,45.4％)，lcase

showedLOHOccurredon21ociorchromosome3p,ｉmplyingLOH

onChromosome3pl42-23regionisrelativelyfiFequent，３pZl・l

regi側aroⅧdD3sl29SandD3sl2さgxnayharbortumors叩p剛sor

gemlerelatedtoLMS

'I1akentogeth鉱chromsomalimbalancesof,LMSiscomplexand

involvingⅧiousclh川1osomalregions，implying伽ltiple

oncog肌esactivationaMtumors叩p剛sorgenesinactivation

iwolveinthepathogenesisandprogressiomlofＬＭＳ，３p21.lmay

harbortumors叩pressorgencsrelatedtoLMS．

Ｋｅｙｗ⑪油Leiomyosarc側ａＣＯＩ叩arativegenomichyMdization
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LiuJunKongxiangZlmZ1heル叩加Ｍファｇ〕ﾉ加剛ノロg〕ノα"α

pae伽"如伽”ね伽fjZ附加sﾉzeﾉﾘ)ﾉ"ｚｇ川I〃

ZhuqiUmeiThlefirsthcspitalins可iatlmdistrict,shenyangllOlOl

Patient:LiangXXxnale:４０year-old

Patient企ltnumbinleftleg・Clinicaldiagmosis:Occupyingdiseasein

vertebralcanaloOperationfield：nmordevelopedinvertebralcanal，

dumbellshapewithcompleteddura,企ｗｂｌｏｏｄ・

GrosS:Agreyirregularfbrm,４×３×２ｃｍ3,withmembranefi･agile.Ａ
企ｗｂｌｏｏｄｏｎsection・

HistoloIghcally：nmortissueconsisto笠shuttlecellsaxTangedin

whirlPoolshape，withweakstainedplasmaandoval加cleigranular

chromasomesmall肌cleolus，Ｃｅllularsomenucleiswerearrangedi、

企nce-shape,ｗｉｔｈｓｏｍｅｂｌａｎｋｂａｎｄｃｅｌ}sscatteredirregularlyinreticulaJr

regionThenucleiscannotbeobserved，theresultsor

immunohistologiChemistyindicate:S-lOO(++)Vimentin(++)Ki-67(++）

Ｉ>athologicaldiagnosis:neuricemoma,rich-celltype、

Discussion:Ａｌ伽ughitiscommon,ｔｈｅｓｉｚｅｏｆ､肌deusisincrease，

malfkxxnation，ｄｅｅｐｓｔａｉｎＳｏｉｔ，seasilyft)ｒｕｓｔｏｍａｋｅｍｉｓｔａｋｅｆbr

maligranttumoroThiskindof、exPressioncellsdegenerationneeｄｔｏ

ｄｉｓ血guishfi･omleiomysmaanClnemofibromaoTheleiomyomashave

redCytoplausmahaveblRmtaMround加cIeusandshowknits墜叩e伽(ｌｅｒ

皿croScope､ｖＯｌｏＰｅｃａｎｂｅｎｅ伽鮎rOma,wavingOutlockceⅢodycoul〔ｉ

ｂｅｓｅｅｎ，theteminathonof．ⅢＣｌeusaremoreacute，meanWhile

immunohistologichemistrWypresent:S-lOO(++)Vimentin(++)Ki-5ﾌ(++)．

ThisresuitsuPporteCIthediagnosisof側rofibroma。
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延納e洲曾Ｒ伽脆⑪ｍｙ鮒剛帥、認

ZhanちXiguangl

HanZhipeng2LiuLiquanlLuZhenjun3

1・DepartmentofPatholo邸thefirstHospital,BeipiaoLiaoNing,Chinal22100

2・DepartmentofPathologybtheCentralHospital，ChaoYangLiaoNing，China

l22000

3､DepartmentofPathologyうtheChineseTraditionalMedicalHospital,BeipiaoLiao

Ning,Chinal22100

０軸ect:Rhabdomyosarcoma(RMS)istooⅢchcommonmanlignanttumorof

softtissue､Itsdiaynosisanddifferentialdiaynosiswithothersarcomaarestiildifficult

toallofus､３０casesofrhabdomyosarcomaarereported:Ａｍｏｎｇ３０ｃａｓｅｓＲＭＳ､Male

l7cases・Femalel3Cases,３０caseswerestudiedimmunohistochemicallybyS-P

method・SpecificantibodiesagainstfbrmyoglobinanddesminWasfioundin71.8％

and56.4％oftheCasesstudiedrespectively・ThepositivityWasdependentonthe

Clegreeofcelldifferentiated,ResultsSuggestthatimmunohistochemistryisausefUl

toolfbrthediagnosisofpoorlydifferentiatedrhabdomyosarcomas,Cross-striations

Were允血dinonly6ofthethirtyCase(20％).Itisnowgenerallyacceptedthat

demonstrationofcrosS-striationsisnotessentialfbrthediagnosis,neverthelessness，

thecharacteristicfeaturesoffibrillarymaterialarrangedinwhorlsaroundthenucleus

areofdiagnosticsignificance・Histologically§itisalsobelievedthatsearchingfbr

earlydiffierentiatedrhaMomyoblastsCombinedwiththehostologicalpatternisof

vitalimportancefbranaccuratediagnosis・

References：

①EnzingerFM・WeissSW,SofttissuetumoursstLowis:ＣＶｍｏｓｂｙＣＯ

ｌ９８３:338-370.

②KahnHJ,etaloInmunchistochemicalandelectromicroscopicassessmentof

childhoodrhabdomyosarcoma;increasedfregehcyofdiagnosticover

routinehislologicalmethodscancerl983;５１：1897.

③AltmannsbergerM,ｅｔａｌ､Desminisaspecificmarkerfor

rhabdomyosarrcomaofhumanandratOrigin,AmJJatholl985,１１８:85.
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LiuJun KongXiangzhU

耽り印α伽伽”ｐα伽ﾉつgジノα〃叩加Ｍ〕γｇｗａ伽ﾉog〕ノα”

pae戒〃畑伽”jα伽伽伽卵舵1)ﾉ伽９

Ａ伽r猟ObjectiveTostudythecorreiationbetweenexpressionor

oncogeneproteinproductsp53，pZl，plg5andhistologicaltype,cell

d伽rentiatioMndpx･ognosisimhaIXlomyosarcoma(RMS)．

Ｍｅ曲側s41RMScaseswhichhadfbllow-叩materialwereselected

fbrthisstudy・Expressionofproteinproductsoroncogenep53，p21and

pl85weresynchronouslydetectedandcomparedbyimⅢnohis‐

tochemicalABCmethod・

Ｒｅ測蛎Thepositiveratesfiorp53,ｐ２１ｒａｓａｎｄｐｌ８５ｃ－ｅｒｂＢ－Ｚｗｅｒｅ

７２％,６ｓ％ａｎｄ６０％respectivelyoPositiveexpressiondidnotrelatetoage，

sexorRMShistologicaltype，butrelatedtothedegreeof､ＲＭＳ

ｄｉ齢rentiationThepositiverate㎡ｐ５３ａｄＰ２１ｒａｓｉｘｌｗｅｌｌｄｉ齢rentiated

caseswere42､9％ａｎｄ28.6％whilethatof､thepoorlydi鈴rentiatedgroup

was85％and８０％respeCtively(P<0.05).ThePositiverateof､p53inthe

RMSgroupwilhmetastasisｗａｓ86.6％,significantlyhigherthanthatof･

thenon-伽tastasizedgroup,ｗｈｉＣｈｗａｓ６６7％(P<0.05).Therewasa

significantdi齢rencebetweenthosewithoneyearsurvival，whosep52

positiveratewas8e.７％andthosewhosurvivedfbrmorethan3years，

whosep53positiveratewas4'7.1％(P<Ｍ５)．

Ｃ側ci閣si側nleresultssuggestthattheirregularexpressionsof・p53

andp21welrerelatedtotumordi鮭rentiationandthedegreeof､

malignancy・p53positiVitymayindicateapoorprognosis・

Ｋｅｙｗ⑪1.曲RhaIXiomyosarcoma Prognosis

Oncogeneproducts

K〔）
も少F



MACROPI-lAGESCAVENGERRECEPTOR(CD204),ＡＮＥＷＤ１ＦＦＥＲＥＮＴＩＡＴＩＯＮ

ＭＡＲＫＥＲＦＯＲＭＡＣＲＯＰＨＡＧＥＳ

MotohiroTakeyaJunkoHayashicIa,KatsunoriJinnouchi,Ryu-ichiroTomokiyo，

KiyosiliTaka網shi

SecondDepartmentofPathology,KumamotoUniversitySchooiofMedicine,2-2-1

Honjo,Kumamoto,S60-O811JAPAN

IrWociuction

Mac『op柏gescavengerreceptor(MSR)isoneofthemajorreceptorsof

macropl1ages、MSRpIaysanimportantroIeinthepathoIogicaIcIepositionof

choIesteroIduringatherogenesisthroughreceptor-mecIiatecIUptakeofmodifiecIlow

cIe鵬ityIipoproteins・ItisaIsoimportantformacrophagestorecognizeanCI

eliminatepathogenicmicrooIganisms・SinceMSRmoIeculeishighIyconservecIat

theaminoacicIIevelamonganimaIspecies,ithasbeencIifficulttoelicitstrong

immuneresponsesinrecipientanimaIstogeneratehighaffinityantibocIies、To

avoidsucmmmunoIogicaItoIe旧nce,ｗｅｕｔilizedMSR-knockoutmiceasan

immunizationanima1o

P約cIuctionofMonocIonaIAntibocIie皇_ag皇j､塾堕皿aｎＭＳＲ

FivemonoclonalantibodiesM-I1,SRA-C6,SRA-D10,SRA-E5,SRA-FB)were

generatedbyimmunizingMSR-knockoutmicewith絶combinanthumantypelMSR

protein(aminoacidresicIuesl56-450)ａｓｉｍ川nogen[１２]、Theseａｎ池oCIieswere

confirmecItobespecificforMSRpmteinbyWestembIotana1ysis、ＩｍｍｕｎｏgIobulin

suioclassofaIlantibodieswas1gG1，kappa

TissueDistributionofHumanＭＳＲ

ImmunohistochemistryusingthesemonocionaIantibodiesdisclosedthe

distributionofMSR-pos耐veceiisinvariousorgansancItissues[1-2]・AIIantibodies

recognizedtissuemacrophagessuchasaIveolarmacrophages,Kupffercelisofthe

iiver,sP1enic『edpuIpmacrophages,sinusmacrophagesinIymphnodes,ancI

interstitiaImacroPhagesinvariousorgans・Ｐｅ『ivascuiarmacmphagesinb旧ｉｒ１

(Matocells)wereaIsopositivefortheseantibocIieslnatheroscIeroticpiaques，

macrophage-derivedfoamceI1swereclearlystainedbytheseantibodies･FreshIy

isoiatedbIoodmonocyteswerenegative;howeve『,theybecamepositjveforthese

antibodiesafterSdaysincuItureoDendriticce11ssuchasinterdigitatingceIIsof

IymphoidtissuesandepicIermaILangerhansceIIsｗｅ幅invariablynegative．
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BeaCt皿)LlD-Anlmamssu塾

Toclarifywhetheranyoftheantibodies『ecognizeanimalMSRmoIecules,we

peifoIrmedimmunohistochemicalstainingofthe1ivers,spleens,ａｎcI/O『iymph

nocIesfromvariousanimaIspecies[21．Eachantibociyshowedaunique『eaction

pattemintheanimaitissues･SRA-C6showedthenewowestinterspecies

『eactMty;reactionwasrestiPictecItohumansandcats・Threeａｎ肋ocIiesrecognized

macrophagesinmonkeys,ｃｏｗｓ,horses,beagIes,ancIcats、SRA-E5recognizecI

macrophagesinaIIanimaIspeciesexaminedincIuc1ingmonkeys,ｃｏｗｓ,horses，

beagIes,cats,rabbits,guineapigs,hamsters,ratsandmice．！ｎsimiIarmanneras

inhumantissues,reactionswererestricteclinmacrophagesandmacrophage‐

reiatecIceiisinmostanimalsexceptforhamsters,rats,andmice・intheseanimals，

hepaticsinusoidalendotheIialceIIswerealsopositiveaswelIastissue

macrophages

ConcIusion

FivemonoclonaIantibocIieswe『egene旧teclbyimmunizingMSR-knockoutmice

withrecombinanthumantypelMSRProtein・AIiantibodiesrecognizecItissue

macrophages,butnotfreshlyisoIatecIbIoodmonocytes‘EachantibocIyshowec1a

uniquereactionpatternagainstanimalspecies・Especia1Iy,SRA-E5recognizecI

MSRmoiecuIescfvariousanimalspeciesincIucMngratsancImIce、Fromthese

obseWation,meseantibociiesa伯ＣＯnsiCleredtobeusefuInoton1yfo『studying油e

roIeofMSRsbutalsoforanaIyzingmacrophagecIifferentiationinhumanand

animals・TIwoughtheseevaIuations,ＭＳＲｈａsbeenassignecltobeaneWCD

mo1ecuIe,ＣＤ204,ａｔアｔｈＷｏ『kshopandConferenceonI-iumanLeucocyte

Diffe『entiationAntigens．
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ｐｅ]ｃｓｉｓｔｅｎｔｈｊｇｈ五ｅＶｅ]c，ａｎｅｍｉａａｎＣＵｊ－ｖｅｒｄｙｓｒｕｎＣｔｉｏｎ、ＴｈｅＵｖｅｒ

ｂｉｏｐｓｙｄｉｓｃｌｏｓｅｄｍｊＬｃｒｏｇｒａｎｕｌｏｍａｓｗｉｔｌｆ１Ｏｕｔｃａｓｅｏｕｓｎｅｃｒｏｓｉｓ・

亜ｈｅｄ土ａｇｎｏｓｉｓｗａｓａｌｓｏｓｕｇｇｅｓｔｅｄｊｏｙｊ－ｎｄｉ－ｒｅｃｔｉｍｍｕｎｏｌｐｅｒｏｘｉｄａｓｅ

ｓｔａｉｎｍｇｕｓｉｎｇｔｈｅｄＵｕｔｅｄｐａｔｉｅｎｔ’Ｓｏｗｎｓｅｒｕ１ｍｔｏｓｈｏｗ

ｐｏｓｊＬｔｉ－ｖｅｌｙｌａｂｅ]_ｅｄｓｍａｌ]‐ｐａｒｔｉｃｌｅｓユｎｔｈｅｃｙｔｏｐｌａｓｍｏＥ

ｅ]p此ｈｅｌｉｏｉｄｍａｃｒｏｐｈａｇｅｓｏ]ｃＫｕｐｊＥｒｅｒｃｅＵｓｏＥ１ｅｖａ七ｊＬｏｎｏ五ｔhｌｅ

ｓｅｒｕｍａｎｔｉｂｏｄｙｔｉｔｅｒａｑａｉｎｓｔＬｅ』ｉｓｈｍａｎｉａｄｏｎｏｖａｎｉｉ，ｅｎｄｅｍｉｃｉｎ

ｔｈｅＩｎｃｉｉａｎｃｏｎｔｉｎｅｎｔ，ｗａｓｄｅｍｏｎｓｔｒａｔｅＣｌ・ｉｎｖ工ｔｒｏ、

３〉Ａｃａｎｔｈｏａｍｅｂｉｃｅｎｃｅｐｈａｌ辻ｉｓ：Ａ６７－ｙｅａｒ一○ｌｄＨⅣ-ｎｅｇａｔｉｖｅ

ｍａｎｓｕｒ五ｅｒｉｎｇＥｒｏｍ］Ｕｖｅｒｃｊ－ｒｒｈｏｓｉｓｓｕｄｃｉｅｎｌｙｃｏｍｐｌａｊ－ｎｅＣｌｏ五１ｅ丘

ｈｅｍｉｐａｒｅｓｉｓａｎｄｒａｐｉｄｌｙｐｒｏ９ｒｅｓｓｉ_ｖｅｃｏｎｓｃｊＬｏｕｓｎｅｓｓｄｉｓｔｕｒｂａｎｃｅ・

ＣＴｓｃａｎｄｅｍｏｎｓｔ]ｃａｔｅｄｍａｒｋｅｄｂｒａ加ｓｗｅ]L]_ｉｎｇ，ａｎｄｂｒａｉｎｂｉｏｐｓｙ

ｗａｓｌｐｅｒ五○ｒｍｅｄｃｉｕｒｉｎｇｄＩｅｃｏｍｐｒｅｓｓｉｏｎｓｕｒｇｅｒｙ・Ｍａｃｒｏｌｐｈａｇｅ－]Ｕｋｅ

ｏｒｑａｎｊＬｓｍｓｈａｖｉｎｇＩｒｏｕｎｄｎｕｃｌｅｉｗｊＬｔｈｃｅｎｔｒａ]Ｕｙｃｌｕｓｔｅｒｅｄ
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ｃｈｒｏｍａｔｉｎｗｅｒｅｏｂｓｅ]ｃｖｅｄａｒｏｕｎｄｓｍａＵｖｅｓｓｅｌｓ，ａｎｄｃｙｓｔ－Ｕｋｅ

ｔｈｉｃｋ－ｗａｌｌｅｄｒｏｕｎｄｌＯｏｄｉｅｓｗｅ工ｅｉｎｔｅｍＩｍｇｌｅｄｗｉｔｈｉｎｎａｒｍａｔｏｒｙ

ａｎｄｇｌｉａｌ］ｃｅａｃｔｉ○ｎ．Ａｇａｉｎ，ｔｈｅｐａｔｉｅｎｔ’ｓｏｗｎｓｅ]ｃｕｍｄｉユｕｔｅｄａｔ

ｌ：５００ｃ１ｅａ]ｃｌｙ１ａｂｅｌｅｄｔｈｅｐａｔｈｏｑｅｎｓ．○ｐｐｏｒｔｕｎｉｓｔｉｃｉｎＥｅｃｔｉ○ｎ

ｂｙＡｃａｎｔｈｏａｍｏｅｊｂａｃｕｊｌｂｅ,rｔｓｏｍｗａｓｃｏｎｎｒｍｅｄｂｙｌｈｅａｔ－ｒｅｔｒｉｅｖｅｃｉ

ｉｌｍｕｎｏｌｐｅｒｏｘｉｄａｓｅｓｔａｉｎｉｎｇｕｓｉｎ９ａｐａｎｅｌｏｆｍｏｕｓｅａｎｔｉｓｅｒａ。

４）ＤｉＰｈｔｈｅｎａｌｌａｒｙｎｇｉｔｉｓ：Ａ７６ｙｅａｒ一○1ｄｍａｎｓｕｄｄｅｎｌｙ

ｓｕｒＥｅｒｅｄＥｒｏｍｓｅｖｅｒｅａｎｄＥａｔａｌｄｙｓｐｎｅａ、Ｉｎａｎｅｍｅｒｇｅｎｃｙｒｏｏｍダ

ａｌａｒｙｎｇｅａｌｃ]ｃｕｓｔｗａｓｏｂｔａｊ－ｎｅｄｄｕｒユｎｇｉｎｔｕｌｏａｔユ○ｎ．Ｎｕｍｂｅｒｓｏｆｉ

Ｇｒａｍ－Ｐｏｓｉｔｉｖｅｒｏｄｓｗｅｒｅｓｅｅｎｊｍｔｈｅｔｈｉｃｋｍｅｍｂｒａｎｏｕｓｍａｔｅ]ｃｉａｌ

ｃｏｖｅｒｉｎｇｔｈｅｉｎｔａｃｔｓｑｕａｍｏｕｓｍｕｃｏｓａ．Ｎｏｎ－ｆｌａｇｇｅｌａｔｅｄｒｏｄｓ

ｗｉｔｈａｕｎｉｑｕｅｔｈｊＬｃｋｅｎｉｎｇＩａｔｔｈｅｅｎｄｏ造ｌｏａｃｔｅｒｉａｗｅｒｅｏｂｓｅｒｖｅｄ

ｕｌｔｒａｓｔ]ｃｕｃｔｕｚａＵｙ・ＩＩｍｕｎｏｓｔａｊＬｎｍｇだ○ｒｄｉｐｈｔｈｅ]ｃｉａｌ七○ｘｉｎａｎｄ

ＰＣＲｊｄｅｎｔｉ且ｃａｔｉｏｎｃｏｎａｒｍｅｄｔｈｅｃｉｉａｇｎｏｓｊｓｏＥｌｅｔｈａｌ

ｄｉＰｈｔｈｅｒｉａ、

５）ＥｎｔｅｒｏｈｅＩｎｏｎｈａｇｉｃＥ・ＣＯ近（ＥＨＥＣ）ｉｎｒｅｃｔｉ○、（○－１５７，Ｈ７）：

Ａ２０－ｙｅａｒ･‐○]_ｄｍａｎｃｏｍｐ１ａｉｎｅｄｏＥｈｅｍａｔｏｃｈｅｚｉ－ａａｎｄｓｅｖｅｒｅ

ａｂＣｉｏｍｉｎａｌｐａｊＬｎ・ＥｍｅｒｇｅｎｃｙＵｅｏｃｅｃａｌｒｅｓｅｃｔｉｏｎｗａｓｐｅｒ五○ｒｍｅｄ・

Ｈｉｓｔｏｌｏｇｙｓｈｏｗｅｃｌｓｅｖｅｒｅ，ｍｕｌｔ迂○ｃａｌｈｅｍｏｒｒｈａｇユｃｎｅｃｒｏｓｊ－ｓｏ五ｔｈｅ

ｃｏｌｏｎ土ｃｍｕｃｏｓａｗ辻ｈａｔｔａｃｈｍｅｎｔｏ五Ｇ]ｃａｍ－ｎｅｇａｔｊ－ｖｅｒｏｄｓｏｎｔｈｅ

ｅｒｏｄｅｄｓｕｒｆａｃｅ・Ｉｍｍｕｎｏｓｔａｉｎｊ－ｎｇｕｓｉｎｇＤＡＫＯ′ｓａｎｔｉｓｅｒｕｍａｇａｉｎｓｔ

Ｅ・ＣＯ互ｒｅｖｅａ]Ｌｅｄｄｅｎｓｅｂａｃｔｅ]ｃｉａｌｉｎｆｅｃｔｉｏｎａｔｔｈｅｓｊ－ｔｅｏ症

ｍｕｃｏｓａｌｄａｍａｇｅｏＥＨＥＣ，○－１５７，Ｈ７，ｗａｓｃｕｌｔｕｒｅｄＥｒｏｍｔｈｅｆｅｃｅｓ。

６）ＭｅｔＭｃｉＵｉｎ－ｒｅｓｉｓｔａｎｔＳｔａｐｈｙＺｏｃｏccusa砿euS〈ＭＲＳＡ）

ｓｅｐｔｉｃｅｍｉ－ａ：Ａ７０－ｙｅａｒ－Ｏ]_ｄｍａｎｗｈｏｈａＣｉｕｎｄｅｒｇｏｎｅａｏｒｔｉｃ

]ｃｅｐ１ａｃｅｍｅｎｔｓｕｒｇｅｒｙｃｏＩｎｐｌａｊ－ｎｅｄｏｆｈｉｇｈｉ言ｅｖｅｒａｎｄｄｙｓｐｎｅａ・Ｈｉｓ

ｇｅｎｅｒａｌｃｏｎｃｉｉｔｉｏｎｗａｓｒａｐｉｄｌｙｄｅｔｅｒｉｏｒａｔｅｄ．ロ['ｈｅａｕｔｏｐｓｙ

ｃｏｎ量、､ｅｃｉｓｙｓｔｅｍｉｃｃｉｊ－ｓｓｅｍｉｎａｔｉｏｎｏｆ、ユｃｒｏａｂｓｃｅｓｓｅｓａｎｄ

ｊＥｏｒｍａｔｉｏｎｏだｍｕｌｔｉｆｏｃａ]‐ｃａｖｉｔａｔｉｎｇｐｎｅｕｍｏｎｊＬａ，ｉ－ｎｗｈｉｃｈ

Ｇｒａｍ－ｐｏｓｊ－ｔｉｖｅｃｏｃｃｉｗｅｒｅｄｅｎｓｅｌｙｃｏｌｏｎｉｚｅＣｌ・Ｈｅａｔ－ｒｅｔｒｉｅｖｅｄ

ｉｍｍｕｎｏｐｅ]ｃｏｘｉｄａｓｅｓｔａｉ､ｎｉｎｇｕｓｉｎｇｍｏｎｏｃｌｏｎａ]Ｌａｎｔｉｌｏｏｄｉｅｓａｇａｉｎｓｔ

ＰｅｎｉｃｎＵｎ－ｂｉｎｄｉｎｇｐｒｏｔｅｉｎ２’ｍｄｉｃａｔｅｄｔｈｅｓｙｓｔｅｍｉｃｉｎＥｅｃｔｉ○ｎ

ｏｆｒＭＲＳＡ．Ｍｉｃｒｏｂｉａｌｃｕ此ｕｒｅｓｔｕｄｙａ１ｓｏｃｏｎａｒｍｅｄｔｈｅ

ｈｏｓｐ辻ａｌ－ａｃｑｕｉｒｅｄｉ－ｎ造ｅｃｔｉｏｎｏ五ＭＲＳＡ・

Ｐａｔｈｏ]_ｏｇｉｓｔｓｍｕｓｔｌｏｅａｗａ]ｃｅｏｆｔｈｅｓｏｃｉｏｍｅｄｊＬｃａｌｊ－ｍｐｏｒｔａｎｃｅ

ｏｊＥｔｈｅｐｒｏｍｐｔｄｉａｇｎｏｓユｓｏｆｉｎＥｅｃｔｉｏｕｓｄｉｓｅａｓｅｓ，ｉｎｏｒｄｅｒｎｏｔ

ｏｎｌｙｆｏｒａｐｐｒｏｐｒｊ－ａｔｅｌｙｔｒｅａｔｉｎｇＩｔｈｅｐａｔｉｅｎｔｓ，ｂｕｔａｌｓｏ：Ｅｏｒ

ｐ]ｃｅｖｅｎｔｉ－ｎｇｕｎｎｅｃｅｓｓａｒｙｔ王ａｎｓｍｉｓｓｉｏｎｏｒｃｏｎｔａｇｉｏｕｓＰａｔｈｏｇｅｎｓｉｎ
ｔｈｅｈｕｍａｎｓｏｃｉｅｔｙａｎｄｉｎｔｈｅｈｏｓｐｉｔａｌ・Ｈｊ－ｓ七○１○ｇｉｃｍｏｒＰｈｏｌｏｇｙ

ｉ－ｓ五ｕＵｏｆ;ｉｎＥｏｒｍａｔｊＬｏｎ，ｗｈｅｎｓｕｉｔａｂｌｙｃｏｍｂｍｅｄｗｉｔｈｔｈｅｃＵｎｉｃａｌ

ａｎｄｌａｂｏｒａｔｏｒｙｓｔｕｄｉｅｓ．
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DifferentiationbeiWeenmaiig鯛ntmeSotheliomaanometastaticcarci伽ｍａ

ｃｅｌｉｓｉｎｈｕｍａｎｓｅｒｏｕｓｃａｖｉｔｙｅｆｆｕＳｉｏｎｂｙｍｏｎｏｃｌｏｎａｌａｎｔｉｂｏｄｉｅｓ

ＬｉＪｉanhua1・ＦｕＺｈｉｍｉｎ１、LiuShijun2
lPathologlcalDiagnosisCenter・FirstHospitalofChinaMedicalUniversity、Shenyang，１１０００１

２ResearchInstituteofChineseMedicine，Liaoning，Shenyang，１１００３１

Diagnosisscopeofexfoliativecytｏｌｏｇｙｏｆｓｅｒｏｕｓｌａｃｕｍａｅｆｆｕｓｉｏｎｉｎｃludesthe

exfoliativecellIsfromeffusionsofpleural，pericardialandlperitonealcavities・The

overwhelmjng伽jorityoftmorcellsineffusionspecimenscomesfroInthecreep

andmetastasisofmalignanttumors・Thechieftaskofeffusioncvtologicaldiagnosis

istodistinguishmalignantmesotheliomafrommetastaticcarcinoma，especially

fromadenocarcinomaaｎｄｔｏｄｅｔｅｒｍｉｎｅｔｈｅｐｒｉｍａｒｙｌｏｃｕｓｏｆthemthattheprimarv

locusisunknown・ThisarticlesUmmarizedcurrently40casesofmalignanteffusion

froｍｐｌｅｕｒａｌａｎｄｐeritonedcavitiesthatwerecollectedbythepathological

diagnosticcenteroftheFirstAffiliatedHospitalofChinaMedicalUniversity・The

methodoftheexpressionofmonocloneantibodvwasusedtodistinguishmalignant
mesotheliomfroInmetastaticcarcinoma・

Materialsandmethods：Ｔｈｅｓａｍｐlesofmalignanteffusionfromeffusionsof

plIeuralcavitywerel9casesandIthosefromperitonedcavitywere21cases・

MonocloneantibodiesusedwereCK(L)，ＣＥＡ，ＭＣ，ＣＲ(reagentswerepurchased

fromFuzhouMaiximBiologicalTechnologyDevelopmentCompany,China)．

Results：○nthebasisofhigh-gradesuspiciousmalignanttumorcellsselected

bylightmicroscope，thestainofmonocloneantibodieswasusedtoconfirmthe

clinicaldiagnosis:Therewere5casesmalignantmesotheliomainl9caseeffusions

frompleuracavity・ＴｈｅｉｒＣＫ(L)expressionswerestrongpositive,MConeswere

positive，ＣＫｏｎｅｓｗｅｒｅｗｅａｋｐｏｓｉｔｉｖｅａｎｄＣＥＡｏｎeswerenegative・lcasewasthe

breastcarcinoma，ａｎｄｉｔｓＣＫ(L）expressionwasweakpositive，MConewas

negative，CRonewasweakpositive，CEAonewasstrongpositive・gcaseswere

Iungadeocarcinoma：ＣＫ(L）expressionswerepositive，MConeswerenegative，

CEAoneswerestrongpositive，CKoneswerenegative,４caseslungsquamouscell

carcinoma：ＣＫ(L）expressionswerepositive，ＭＣ，CRandCEAoneswereall

negative・Therewerel5casesintensinalcarcinoma，lcasemalignant

mesothLelioma，３casesadenocarcinomaofstomach，lcasepancreascarcinomaand

lcaseoverycarcinoma・Theexpressionofmonocloneantiboｄｉｅｓｗａｓｔｈｌｅｓａｍｅｔｏ

ｔｈｏｓｅｏｆｍａｌｌｉgnanttumorcellsfrompleuracavity・Ｔｈｅmaterialsmentionedabove

weremostlyconfirInedbyparaffinsection・

Discussion：Significancewasindicatedbypracticethatthemonoclone

antibodiescouldbeusedtodistinguishmalignantmesothLelioxnafrommetastatic

carcinoma・Ｂｕｔｔｈｅｐｒｅｍｉｓｅｗａｓｕｎｄｅｒｔｈｅｃｏｎｄｉｔionofpapanicolaoustainmethod

andafterthehigh-gradlesuspiciousmalignanttumorcellselectedbylight

Inicroscope・Ｔｈｅｎｔｈｅｉｍｍ伽ohistochemistrymethodcouｌｄｂｅｕｓｅｄ・Itwasbenefit

todeterxninetheclassificationofmalignanttumorcells・

ItwasalsomoreiInportantformetastaticadenocarcinomaespeciallypapillary

adenocarcinomathatcytokeratin(ＣＫ）epithelialmembraneantigen(ＥＭＡ）and

proteinassociatedbasementmembranewerepositiveexpressionCEAwas

negativeexpressioninmalignantmesothelIioma．
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窪ｅ開ｅ嚇急諺謬砿雲⑧雷：謬窪瀦夢嬢馴窪急糊鋤織雪:鋤騨鯛寵瀦馨獅職鋼聡鰯

ｓｅ蝿圏ｅ開Ｃｅ認嗣動iiy魂霊緬憲Ｌ鱈、⑥胡ｅ:宮剥ｅｗ翼鰭釧識醐適mice

MJXiiao-玖珊jvG】1,b!",ｃＷ肋"伽ｇル1ﾉＶＧＨ,ｓｏﾉＶＧ蜂ﾉi(〕ﾉe,SHIﾉMrZMz伽加Jl

DeIpa伽〃q/Pα伽/o邸Ｃﾉ'”Ｍと伽α/伽v帥奴ｓﾉz卿伽ｇ〃o川．

＠の印α伽伽Ｑ/Ｐα伽/Ｏ部血脈伽Ｕ>伽”Ｓｃ伽ノ"Ｍ２伽αﾉ，乃勺ｏ

〃ﾌ肌

Systemiclupuserythematosus(SLE)isａⅢltigenicautoim伽nedisease

associatedwithIgGhypergammaglobulinemia，ＩgGanti-DNAantibodiesand

immunecomplex-typeglomeruloneplhritis・FlhybridbetweenNewZealand

Blacｋ(NZB）andNewZealandWhite(NZW)micewereaspontaneousSLE

modelwhichwereusedwidelyatpresent・Inordertomapthesusceptibility

alleleoflgGhypergammaglobulinemiaderivedNZBanddetectthee舵ctsUpon

theproductionoflgGantibodies，Ｗｅｓｅｔｕｐｔｈｅ（NZB×ＮＺＷ)F，×NZW

backcrossmicemodelandusedpolymorphismmicrosatellitemarkers，

quantitativetraitlocus(QTL)analysis,nucleotidesequenceanalysis,RT-PCR，

flowcytometryaMlysisandenzymelinkedimⅢnosorbentassay(IⅢSA)．

Experimentalresults：（１）SusceptibilityalleleofIgGhypergam‐

maglobulinemiaforSLEin(NZB×ＮＺＷ)Flmicewaslocalizedthetel側eric

regiononNZBchromosomelwhichislinkedtoFcgr2bgeneaccordingtothe

QTLanalysis.(2)SequenceanalysisrevealedflorthefirsttimethatNZBhadtwo

deletionsitesinpromotorregionincludingtranscriptionfactor-binding

consensussequences,i・eAP-4-bindingsiteandS-box.(3)Weexaminedlevels

ofFoYRIIB1expressiononsplenicgerminalcenterＢｃｅｌｌｓｆｉ･ｏｍＮＺＢ,ＮＺＷ

ａｎｄＮＺＢ/WFlmiceusingflowcytometricanalysiswithamonoclonalanti-Fc

YRIIantibodiesandiloundthatｅｘｐｒｅｓｓｉｏｎｏｆＦｃＹＲＩＩＢｌｗａｓｌｏｗｅｒｉｎＮＺＢ
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aIKiNZB/WFIthanfbundinNZW・UndertheconditionofimmunzingNZＢａｎｄ

ＮＺＷｍｉｃｅｗｉｔｌｈめreignantigens,theexpressionof､ＦｃＹＲＩＩＢｌｗａｓａｌｓｏｌｏｗｅｒ

ｉｎＮＺＢｔｈａｎiｎＮＺＷ(4)RT-PCRanalysisshowedthattherewasalower

expressionin]Fcgr2bmRNAofNZBsplenicgerminalcenterBcellsthanin

noⅢalBalb/cmice.(5)ELISAandanalysisofvariancewereｕｓｅｄtodetermine

thecombinatoriale晩ctsOfFcgr2balieleandH-2complex(MHC)inIgGanti‐

DNAatibodiesproduction，ｔｌleresultsindicatedthatthehighIgGanti-DNA

antibodytitersseeninＮＺＢ/WFlmicearereguiatedbvacombiMtorialeffiectof

H-2d/zandtheNZBFcgr2ballele、

Accordingtoallresuits，weconcludedthathighlevelof･ｓｅｒｕｍｌｇＧｉｎ

ＮＺＢ/ＷＦ，]micewithspontaneousSLEiscontroledbyFcgr2ballele,ｗｉｔｈlgG

anti-DNAantibodiesareregulatedbyFcgr2balleleandH-2comples，We

speculatedthatBcellhypereactivityassociatedwithIgGhypergam‐

maglobulinemiaobservedinSLEwouldberelatedtodysfimctionof・ＦｃＹＲⅡBl

inducedbypolymorphismof,NZBFcgr2bpromotorregion・Theabno伽ａｌｏｆ

ＮＺＢ]Fcgr2ballelemayplayacrucialroleinthedevelopment㎡ＳＬＥ．
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ＣＥＬＬＳＷＩＴＨＹＥＡＳＴＴＷＯ－ＨＹＢＲＩＤＳＹＳＴＥＭ

Ｇｕｉ血enWanglYingCheng2,､Zhengren恥oui,Anttivaheri3HilkkaLankinen3
（lDepartmentofMicrobiology､MedicalUniversityofChina,Shenya､９，１１０００１，

２Departmentofpathology,theuniversityofsydney,ＮＳＷ2006,Austalia；
３ＤepartmentofVirulogy,HelsinkiuniversityFIN-00014,Finland．

TheneucleaocapsidproteinofhatavirusisencodedbySgene，whichmightbe
associatedwithviraluncoating，assembly,budding,andrelease・Thevirusreplicateixwero
E6Cella伽rHantanvimsinfection，andcytopathogeniceffectdidnotappear・Itsuggested
thatinteractionbetweenvirusandhostcelldidnotkillcells，vimsreplicationmaybe

completedbyusingsomecompositionofhostcel1s､Forthepurposeofstudystmctureanｄ
ｆｉｍｃｔｉｏｎｏｆＳｇｅｎｅａｎｄＮｐｒｏｔｅｉｎｏｆｈantavirus,andexploringtheinteractionmechanismof
hantavirusandhostcelLinthispaper,wescreenedthehostproteinwhichhaveassistinga駐ct
onNproteinbyyeasttwo-hybridsｙｓｔｅｍ

ＴｈｅｇｅｎｅｂａｎｋｏｆｖｅｒｏＥ６ｃｅｌｌＤＮAwasconstructedbyPCRmethod､VeroE6cellgene
wasinsertedintoactivationsiteofthePGBT9plasmidaspreyplasmjid：andSgeneof
Hantaviruswasinsertedintoactivationsitecontainingreportgeneplasmid(ＭｒC2)asbait

plasmid,thetwoplasmidweretransferintotheyeaststrain,andselectedcoloniscontaining
eitherpreypasmid（MrC2）andbaitplasmid（PGBT9）onselectivemediumandthe
pGBT9plasmidofcontainNproteinwasdeteminedaccordingβ-galactosidaseactivityand
VroE6genefragmentwasamplificatedwithspecificprimer・Cloningstrainwasclassified
accordingtothelengthofinsertedfragmentandrestrictionendonucleaseｍａｐａｎｄｗas
Sequenced，RelatedseqUencewascomparedandanalysisusinggenebankandsearched
homologysequence､Inferringthefimctionofrelatedproteins、

１．，誠erial肌dmetlmd

lo1ConstI｡ⅢtiⅢｏｆ伽itplasmidcⅢtainingSgene
TheSotkamozhustrainSgeneofPuumalaviruswasobtainedbyRT-PCRmethod,and

ligatedSgeneintoCAL4DNAcombinedregionofPGBT9plasmid,andthentransfbrmthem
intoyeastHF7Cstrain､370Ccultuerfbr6day’ontryptophanselectivemedium，Screening
NonecolorcolonisthatcontaininsertedsequencingofSgene、

１．２Ｃ側strⅢti側Ｏｆｐｒｅｙｐｌａｓｍｉｄｃｏｎ伽ningx･柵domg棚ｅｂⅢｋｏｆｖｅｒｏＥ６ｃｅ11．
ExtratedandpurifiedmRNAwithpoly(A)ｆｒｏｍｖｅｒｏＥ６ｃｅｌｌ,ThedoubleDNAwere

synthesizedbycDNAsynthesizedreagentboxofrandomprlmer・Ｔｈｅｍａｔｃｈｏｌｉｇｐｏｌｙｍｅｒｏｆ
ＥｃｏＲＩａｎｄＸhoIligatedrespectivelyinto3､ｅｎｄａｎｄ５､ｅｎｄｏｆｄｏｕｂｌｅｃＤＮＡ,andtheninsert
cDNAgenebank(2×lO7randomaloneclones）intOCal4activationsiteofl〕ACT2prey
plasmid．

１．３ｈte測醐Ｏｎ０ｆｙｅａＳｔｔｗＯとhyIWidSyStem
Thepreyplasmid(PACT2)weretransfbrmedintoPGBT9Nstrai､,transfbrmingcloneswere
screenedonselectivemediumTheHF7cyeastclonecanliveandreproduceonlywheneither

proteinexpressedbyplasmidPACT2andPGBT9specificreCombined.β-lactoraseactivation
weredetectedwithcolonyliftassay(CLONTECHLABORAmRY)fbrensuringscreened
clonescontainPGBT9plasmidindeed､Purifi76plasmidftomHIS+/β-GAL+clone,andthen
retransfiOrmedIntoH]F7cstrain

１．４Ａ肋iysisOfselectedPlaⅧiid
PlasmidwereExtractedfrompositiveclones,ａｎｄｖｅｒｏＥ6genesequenceinsertingonPACT2
plasmidwereai叩lificatedbyPCRmethodwithspecificprimeMn曇thenthelengthofPCR
productsandrestrictedendonucleasemapwerecomparedbyargrosegelelecteophoresis．

Ｉ
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虹cncqlgroup

１．２ＣｏｍＰａｒ加gofsequenCes剛alysis

Table3・Thehomologyofammoacidsequencesencodedbyinsertedsequencecompared
withknownsequenceofgenebank

４１０．５３１０ Ａｌ１Ｎ

８１１６１１４

r１
ＬＪ

ＴｈｅＰＣＲｐｒｏｄｕｃｔｓｏｆｅａｃ]hclonewasdigestedwithEcoRIan金HaeⅢrespectivelyぅ

comparingendonuc1easemapafterargrosegelelectroDhloresis､ａｌｌ６８ｃｌｏｎｅｓｃａｎｂｅｄｉｖｉｄｅｄＡ

ｉｌ伽ｌｌｇｒｏ叩，exceptgroupBandET舵samelengtllofinsertsequence，whose

帥doneucleasemapalsoldentical、groupBfMherdividedintoBlandB2,gro叩Edivided
intoEl，Ｅ２ａｎｄＥ３・

Table2groupingofgroupBandgroupEaccordingtoendonucleasemap

tal

EＩｒＯｕｒ

悪
h而雨F--
LlQ型－－－－

臣tｈｏｆｉｊｃｏＦ

gｍｏＩｎＥ
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ﾌｅｒＣ

ｒｌ

Ｌ‐

７

Ｌ
Ｄ（３）

3ｍｏｌｏ画ouslPercent2

Clonestrainsweregroupedaccordingtolengthofinsertedfragmentandendonucleasemap・
Thethreecloneswereselectedrandomfmmeachgroupandwereanalysisbyautosequencer・

Theknownrelatedsequenceswereresearched丘omgenebankandcompared・
ＺＲｅｓｕｌｔｓ

２.ｌｇｒｏ叩mgaccordmgtoiengthofi棚eI･tfragm棚ｔ柵ｄｒｅｓ鮒瞳tedexMi側uclcasemap
All68strainsweredividedto8group(A-H)accordingtolengthofinsertfi･agmenton

PACT2carrier､Lengthofinsertfiagmentsisbetwee、0.4-2.3Ｋb､theclonenumberofeach
groupisfi･om2to21

Tablelgroupingofclonescontainingpreyplasmidaccordingtolengthofinsertfragment

とlＬｃｕｌｏｆｃｌｃ
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Ｒ
』
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Ｔｈｅｔｈｒｅｅｃｌｏｎｅｓｏｆｅａｃｈｇｒｏｕｐｗｅｒｃｓequencedfbrdeter皿necommonconserve

sequenceofeachgroup・Commonconservesequenceofeverygroupweredegeneratedinto
aminoacidsequencesandcomparedwithKnowngenesequencesofgenebankResult
血owedthat73､5％selectedplasmidswhichspecifi“lｙｂｉｎｄｔｏNproteincontaintheinsert
fragmentwhichisgeneticallyhomogeneoustoUbiquitinprotein,homologyismorethe、９９％；
16％ofselectedclones，containtheinsertingwhichisreievanttoamouseproteinkinase，

homologyisabout72％､About１０％clonecontaindi齢rentsequencerespectively・Ｂｕｔｉｔｉｓ
ｉｎsignificantinstatistics、

３.DiS側SSiⅢ

UbiquitinhavebeenfbundinHIV-lbyhighlypurifingfifomlymphocyteandinsideof
lukemiavims（ALV)andretrovirusCIthasbeendefinedthatubiquitincovalencecombined
withGagproteinofHIV；thiscovalencecombinedproteinmimesisubiquitinizedcellProtein
administratingviralassemblv・

Nproteinofhantavirusisproteinassociatedwithviralassembly・Ourresultshowedthat
ubiquitinhasliabilityofinteractionwithNproteinofhantavirus，andsuggestedtbatthis
interactio、mightbecorrelativewithviralassembly，Thatishantavirusmightundertake
assemblyfimctionbycombinedNproteinandutilizedubiquitinWhetherornotthey
covalencecombinedwitｈＧａｇｐｒｏｔｅｉｎｏｆＨIVasubiquitinwouldbestudied血rthler・

UbiquitindecorateplaymanvfimctionincelLThismostgeneraljimctionisthatthe
combinationofpoly-ubiquitinchainwitharmproteinismarkerofdegradation・Anditalsois
necessarystageft》rpinocytosisprocessofcytoplasmicmembranereceptorandactivationof
lKBaproteinasecomplex,Ｈｉｓｔｏｎｅ２Ａａｎｄ２Ｂａｒｅｍａｉｎｐｒｏｔｅｉｎｃｏmbinedonlyoneubiquitin
theyareexpressionRelativetranscriptionactivationlnaddition,someskeletonproteinsalso
combinedsingleubiqUitinmolecular・Virusneedsskeletonproteinofhostcellintheprocess
ofassemblingandbuddingFromtheresultwecanthinkthatNproteinofhantavirusmight
playthefimctionofassemblingandbuddingbycombiningskeletonproteinofubiquitinized
cell・

ThisexperimentshowedthatNproteinofhantavirusmighthavecertainaffinitywith

someproteinkinaseoｆｖｅｒｏＥ６ｃｅｌｌ，ＩtsuggestedthatNprotemmightparticipateinsome
reactionofenzymechain,andcauserelativesignalconduction,andactivehostproteinrelated
viralproductionormakebeneficialenvironmentfbrvirusreplication．

３

/､ノ



ＴＨＥＥｌＦＦＥＣＴＯＦＮＥＲＶＥＧＲＯＷＴＨＦＡＣＴＯＲＩＮＴＨＥ

ＲＥＧＵＬＡＴＩＯＮＯ]ＦＮＥＵＲＯＰＥＰＴＩＤＥＳＩＮＴＨＥＰＡＴＨＯＧＥＮＥＳＩＳ

ＯＦＴＨＥＡＳＴＨＭＡＴＩＣＧＵＩＮＥＡＰＩＧ

ＦＡＮＧｘｉＵｂｉｎ,LIdongpei,LIUxiaoxiang

(DepartmentofNeurobiology,ChinaMedicalUniversity,ShenyangllOOOl,ＰＲ､China）夕

WeconfirmedpreviousiythatsUbstanceP(SP),neurokininA(NKA)帥d

calcitoningenerelatedpeptide(CGRP)wereinvolvedinthepathogenesisof

theeXperimentalasthma・Ａｎｄｉｔｗａｓａｌｓｏｐｒｏｖｅｄｔｈａｔｎｅｒｖｅｇｒｏwthfactor

(NGF)couldpromotetheproductionofSRNKAandCGRPinthecellsofthe

dorsalrootganglia､However,iｔｗａｓｓｔｉｌｌｎｏｔｋｎｏｗｎｉｆＮＧＦｗａsinvolvedin

theregulationofSRNKAandCGRPintheasthma､The48guineapigswere

dividedinto4groups:①normalgroup,withoutanytreatment；②control

group,injectedwithlOmgof１％albumininnormalsalineintoabdominal

cavity，aweeklaterinspiredwiththeinstillednormalsalineintothe

respiratorytract;③asthmaticgroup,sameasthecontrolgroupexceptthe

inspirationoftheinstilled1％albⅢininnoImalsaline;④ashnaticgroup

withapplicationofNGFantibody,s０ＬｌｌｏｆＮＧＦａｎｔｉｂｏｄｙ（1:400）was

inspiredintothenasalcavitybefbretheinductionoftheastlⅢa・Theanimals

weredecapitatedandtheblood,trachea，bronchusandthelungweretakenout

andprocessedfbrradioimⅢnoassay,TheresultsshowedthatthelevelsoｆＳＥ

ＮＫＡａｎｄＣＧＲＰｉｎｔｈｅｂｌｏｏｄ,trachea,ｂｒｏｎｃｈｕｓａｎｄｌｌｍｇｏｆｔｈｅasthmatic

groupweremuchhigherthanthoseinthenormalcontrolandcontrolgroup

（Ｐ<0.01)，ａｎｄｔｈｅｌｅｖｅｌｓｏｆＳＲＮＫＡａｎｄＣＧＲＰｉＭｈｅblood,trachea，

bronchusandthelungin④groupweredecreasedcomparedwiththe

asthmatiCgroup・Conclusion:NGFmightbeinvolvedintheregulatｉＯｎｏｆＳＲ

ＮＫＡａｎｄＣＧＲＰｉｎｔｈｅｐａｔｈｏｇｅｎesisoftheexperimentalasthma．
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ＦＯＵ－ＯＷｌＮＧＩＳＣHEMIA：AMECiFIAMS頚OFREDUCEDiMjURY？

１Shlldulol-LWan厘皇一ＰＬＨ a＆企迄

1.(DepartmentofphysiologyChinaMedicalUniversityShenyangilOOOl）

２(Divbcardiovasc､Med・andSchofVet､Medo,Univ,ofCaIif,Davis,CA95616）

Ｉ血Q血Q1i皿:FastingfbrZ4hrshasb剛showntolimitinjurydueto

globalischemiaandreperfilsion1Fastｉｎｇｈａｓａｌｓｏｂｅｅｎｓｈｏｗｎｔｏｂｌｕｎｔ

ｓｏｍｅphysiologicresponsestocatechlolaminesandreduce

norepinepMne(NE)tⅢoverrates.SinceNEreleasehasbeenassociated

withischemia/reper伽sion(I/R）injury〉wehypothesizedthat伽ting

wouldprotecttheheartfiromI/Rinjurybybluntingthehemodynamic

responsetocatecholaminestimulationandlimitingNEreleaseon

reperfilsionM屋thQaS：Isolatedratheartswereexposedtograded

concentrations(lO-l0tolO-6）ofbothNEandisoproterenol(ISO）with

measurementof､heartrate(HR)anddevelopedpressure(LVDP).Tissue

NEconcentrationspriortoischemiaandeffluentNEreleaseon

reperfUsionweremeasuredbyHPLC._~R＆SllltS：Fastedanimalshad

bluntedhemodynamicsensitivilytoISO､Thledose-responsecurveof､ISO，

ｂｕｔｎｏｔＮＥ，wasshiftedtotherightsignificantlyinfastedhearts

(ECso7.74vs8o29).WhiletissuestoresofbothNEandepinephrinewere

unchangedbyfasting,thereleaseof･NEonrePerfUsionafter20minof

ischemiawasmarkedlyreducedbyfasting(0.O68vsO､234ＵＭ,Ｐ<0.05)．

iQQnQ1LLEiiQ雌:flastingreducesNEreleasefbllowingI/Rdespiteunchanged

tissuestores､Thus,thelowereffluentconcentrationofN]Eislikelydueto

anactivemechanisminhibitingNEreleaseduringischemiaand

reper血sion

Keywords:Norepinephrine・Fasting・ischemia
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ExP蝿卿剛Ｓｔ遡伽恥K･恥職伽剛⑪貢軸ｉｌｇ鋤恥旦緬Ｚ触醗剛馴

ⅢMDA剛《ISODi期HyIper抑⑪掴emi瓢A遡加ai

助α"Ｌ派",肋"伽血o,Ｓ""Ｌｊ,Ｚ７ｉα"gI′城4肋肋"ｇ
(DepartmentofPharmacology，CollegeofBasicMedicalSciences,ChinaMedicalUniversi収Shenyang,110001）

ABSTRACTCbjectiⅧOurpumosewastostudytllee舵ctof､qingshen

tiaoZhitablet(qing)onmalondialdehyde(MDA)andsuperoxidedismutase(SOD)in

hyperlipoideIniaanimal､Met加伽:thirty-fivewistarratsweI･erandomlydividedinto

４groups,Ｉ:normalcontrolgroup;Ⅲ:hyperlipoidemiamodelgroup;Ⅲ：smalldose

preventionandcureguoup;１Ｖ:highdosetherapygroup・Bloodlipidweredetected

byautobiochemicalanalysisinstrument;MDAbythiobarbituricacid(TBA)reaction；

SODbythemethodofadrenaline・Resullts：ｏｎＺＯｔｈｄａyafterratsweregiven

llyperlipoiｄ企ed,ｔｈｅｂｌｏｏｄＣｈｏＬａｎｄＩＶｍＡｉｎｇｒｏｕＰＩＩwashigherthaninno伽aｌ

control(P<Ｍ１)BloodMDAcouldbedecrease伽ysmalldosepreventionandcure

(P<Ｍ５),bloodlipoidwasdecreasedslowly〉andwasrecoveredintonormallevel

untiltheeXperimentended､Ｏｎ５５ｔｈｄａｙｏｆ・theeXperiment,ＭＤＡｏＨｉｖｅｒｉｎｇｒｏｕｐＩ]i

wasstillhigherthanincontrol(P<0.05).ＳＯＤdidnotchangeduringallcourseo肋e

experimentoC側伽siⅢTakingsmalldoseorQingandhyperlipoid企edatthesame

timecanpreventandcmetherisingofbloodlipid,inhibittheincreasingoflV価Ａｉｎ
７

plasmaandliver､HigMoseo缶QingcandecreasebloodlipidandMDAinliⅧNo

effectwasfbundinsmallorｈｉｇｈｄｏｓｅｇｒｏｕｐｏｎＳＯＤｏｆ・redbloodcellandliverin

theexperiment．

KEYWORDShyperlipoidemia;malondialdehyde;superoxideClismutase
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ｏｎ]Ｍ１伽i唾醗飢眼伽jⅧyi囲伽t

WUAnlhuaLiJinming,YangGuoru

(DepartmentofpaImacolog，CollegeofBasicMedicalSciences，chinaMedical
University§Shenyang,ilOOOl）

ＡＢＳＴＲＣＴＡ伽：Toinvestigatetheof.Ｋ＋channelopenersin

ischemicbrai、injury､Ｍｅ伽伽Ｋ+channelopenerswerea伽inistered

i伽aventricularly30minbefbretheocclusionof･rightmiddlecerebral

artery,ｔｈｅｉｓｃｈｅｍｉｃｄａｍａｇｅｏｆｂｒａｉｎｗａｓｍｅａsuredらyhistop鉱hological

examinationRe珊紬：Therewasasignificantlyhig壷eｒＭＤＡ

Concentration(P<0.05),asignificantlylowerSODConcentration(p<0.05)，

andwatercontent（P<Ｍ５)４haftertheocclusioninanimalsreceiving

K＋channelopeners、Electronicmicroscopystudyshowedafi3wer

mitochondriadegeneratioｎ（P<Ｍ１)onday3iMnimalsreceiving.Ｋ＋

chamelopeners．Ｃ側clm側：Ｋ＋chaxinelopenerscanprevent

neurologicaldamagefi･omischemicbraininjury・

KEYWORDSKナＣｌⅢelopeners；sUperoxidedismutase（SOD)；

malondialdehyde(MDA）
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ＩＭＭＯＢＩＬＩＺＥＤＯＬＩＧＯＮＵＣＬＥＯＴＩＤＥ

YUjieZHAO,ＱｕｎＨＥ,WeijianHOU,RuhaiMA,ShouchengWANG,XinshanJia

ChinaMedicalUniversity

E-Mail:yjzhao4＠163.net

Abstract：Inthispapen，weinvestigatedthemeltingcurveofperfectandsinglecenterbase

mismatchedimmobilized20-merDNAduplexbycollectingthefIuorescenceintensiityimageat
differenttemperature,Solutionphasemeltingstudieswereperfbrmedbymeasuringtheabsorption
hypochromismofthesamesequences､Thedecreaseinmeltingtemperaturewasattributedtothe
lowerlocalionicstrengthatthesolidliquidinterface・

Keywords:Hybridization,Meltingcurve,Meltingtemperature，Confbcalmicroscope
l・IntroductiOn

DNAhybridizationwithimmobiIizedprobesontheglaｓｓｉｓflndingincreasingly

applicationsinavarietyofareas,includingsingienucleotidepolymophisms（SNPs）detection

sequencingbyhybridization(SBH)andmorerecentlyDNAcomputing（1-3).Thermodynamic

investigationofsolid-phasehybridizationisimportantintheseapplicationsbutlittlepublisheddata

areavailable.(4,5)Unlikethehomogeneousliquidphasehybridization,heterogeneoussolidphase

hybridizationofimmobilizedoligonucleotideswasaffectbythebulkdi伽sion,surfacedi伽sion，

dielectricconstantandlocalionics舵ngth・Meltingtemperatureisofltenusedasanindicatorofthe

thermalstability、

2.Experimental

PerfectandonebasemismatchedprobeNH2-50-AGGAGGCTAG(C/A/T)ＴＴＣＴＣＴＣ

ＡＧＧ－３'andfluorescencelabeledtargetFAＭ－５Ｉ－ＣＣＴＧＡＧＡＧＡＣＴＴＡＧCCTCCT-3iusedin

thisstudyweresynthesizedandpurifiedbyTacoro(DalianChina).ThissequencewascarefUlly

chosentominimizethechanceofintraPandintermolecularsecondarystructure・Hybridization

buffierHyperHybTMispurchasedfi･omResearchGenetics・Allotherreagentswereofanalytical

grade・

Meltingexperimentsinsolution(6)wereperfbrmedusingShimadzu2lOOUV-VIS

spetrophotometer･Absorbanceversustemperaturewasmeasuredat260nmeverylCfi･ｏｍ２６ｔｏ９０

ｗＣ・TheheatingratewasO､５℃/ｍin・TheconcentrationofeachunlabelledstrandwasluMThe

melItingprofilesweresmoothedwith7pointSavitzky-GoIayFilterandnormalized，

Theprobearraywasspottedontheglutaraldehyde-activatedglassslidebyPix3500System

(CartesianTech.).The4X4-arrayIayoutwasillustratedinFig2-f

AllexperimentsofimmobilizedoligonucIeotidewereperfbrmedinrealtimeonan

experimentalsetup(Fig.1)consistingofLeicaTCNSPconfbcaImicroscope,２５uLhybridization

chamberandawaterbathcontrollingthetemperatureofthehybridizationchamber・

Meltingexperimentwascarriedoutwiththetemperatureincreasingfi･ｏｍ２５'Ｃｔｏ６９''Ｃａｔａ

ｒａｔｅｏｆ１０．５℃/ｍin・ＴｈｅｎｕorescenceimagescollectedeIrery２℃byconfbcalmicroscopewerethe

averageoffburscans・TheimageswereprocessedandtheintellsitydatawereextractedbyLeica

QwinsofiWare．
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Fig.３ｓｈｏｗｓｔｈｅｌｍｍＸ１ｍｍｐｒｏｂｅａｒｌｏａｙｗｉｔｈce11sofabout200umdiameteratdifferent

temperamreasindicated､ＩｔｃａｎｂｅＳｅｅｎ廿omtheimagestheflIuorescencefmmbuiksolutionwas

apparentlyrejectedbytheconfbcalsystem，

Fluorescencemtensityversus露mperaturewasplottedinFig4・

Themeltingiemperatureofperfectandonebasemismatchedduplexes,bothinsolutionand

onchipweresummarizedjin'nablel・TheobserveddecreaseinmeltingtemperatureofdIjDlexon上

chipmaybeattributedtofbllowingtwoaspects、Ｆｉ１･stly，stabilityofthedLiplexisstrongly

dependentonthelocaIionicstrength､Theshiftoftheme1tingtemperamremayrenectthelower

ionicstrengthinthesoiidinterfacecomparingwiththatinsolution,Thelowionicstrengthwas

、

Fig.２Ｎ０画睡謹zed温むＳｃ傘“ceGfper溌鉱ｇｍｄｃｎｅｂ塊ｓｅｍ遍睡a“heｄ“ｐＩｅｘ醜ｓｏ肥迩0噸

蝿趣7錘雷嘩趣

丁寧季鍛９噸嬉嬉＃
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lnconclusion，wepresentedthepreIiminaryinvestigationofmeltingbehaviorofthe
▼

immobilizedoIigonucleotideandcompaIoedwiththatinsoiution・ThiswoI･kwiIihelpusto

optimizethehybridizationconditioninmicroarrayappliCations．
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LIBaoQiang,lWANGGuiZhen2DONGZhanShuang2
(lChanesePeople､sLiberationArmy,202Hospital,ShenyangllOOO2；
2DepartmentofPathogenicBiology,ChinaMedicalUniversity,llOOO1）

Mycoplasmapneumoniae(ＭＰ）ｉｓｏｎｅｏｆｍｏｓｔｃｏｍｍｏｎｃａｕｓｅｓｏｆｈｕｍａｎ

infectionofrespiratorytractandistheprincipaletiologicalagentofatypical

Pneumoniae・Mpneumoniaeinfectionhasaincreasingtrendinrecentyear，

especiallyonchildren・Theinfectionhasaserioussymptom，ｌｏｎｇ

process，ａｎｄvariouscomplication，ｓｏ，itisnoticedworldwide・ThePathogenic

theoryofMPinfEctionsstillunclear・

Ｐ１ａｔｔａｃｈｍｅｎｔｐｒｏｔｅｉｎｉｓｔｈｅｍｏｓｔｉｍportantpathogenicagentof

Mopneumoniae,itcanattachfirmlytoepitheliumcellsofhost,Thisattachmenthas

beenrecognizedasaPrerequisitefbrcolonizationandsubsequentdevelopmentof

diseaseoMatureP1attachmentproteincontainsl568aaanditsMＷｉｓｌ６９７５８ｄａｌ．Ｉt

isamajorimmunogenofMpneumoniae，Whichcancausehumoralimmune

responseandproducelgGandlgAantibody．Ｓoithasbeensuggestedaspossible

vaccinecandidatesandmaybedevelopedintoaeffectivediagnoseagent・

Inourstudy,theP1structuregenewasobtainedbｙＰＣＲｍｅｔｈｏｄ・ＰＣＲｐｒｉｍｅｒ

ｏｆＰ１ｓｔｍｃｔｕｒｅｇｅｎｅａｓｆｂｌlow：５′‐ＧＣＴＧＡＡＴＴＣＣＡＧＴＴＣＴｒＡＡＡＡＧＣＡ

ＡＧＣ－３／；５／‐ＧＴ－ＱＡＡ－工工ＬＬＧＧＡＧＧＴＡＧＧＴＧＴＴＧＧＣＴＡ－３′，PCRproduct
wasRecoveredandLigateditwithpUC19plasmidvectortogetherafterdigested

withEcoRI，thentransfbrmingitintoE・coliDH5astrain・Therecombinantswere

screenedonX-Galplat,andrecombinantplasmidswereidentifyedbyPCRmethod
andrestrictedendonucleasemap，

Theresultsareasfbllow：

Selectingrecombinants：Thenumberofwhitecolonieswhichcontaininsert

targetgenewasselectedonX-galplate，

Identifyingrecombinantplasmid：Plasmidwasextractedandpurified・Ｔｈｅ
ｔｗｏｂａｎｄｗａｓｆｂｕｎｄｏｎ１％agarosegelelectroghoresisafterdigestedwithEcoR

I，Ｔｈｅｏｎｅｉｓ５､ｏＫｂａｎｄａｎｏｔｈｅｒｉｓ２､７ＫｂｗｈｉｃｈｓｉｍｉｌａｒｗｉｔｈｐＵＣｌ９ｐｌａｓｍｉｄ
carrier(figl).Thisresultisidenticalwiththeoreticalvalue．
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Ｆｉｇｌ噸Ｒ念s鍾鈍ｉｏｎｅ“o“cleas慮錘apofrscoi通も遜鍾o重piasmid
l・諺UC19謹鎚“diDNA錨謬鍾edwi鐘EcoRX
２.pUC19蕊識錘dＤＮＡ

３.Ｒｅ”xn溌笠a鈎亜ｐｌ衝ｓｍｉｄ〕ＤＮＡ蝿ges齢ｄｗ錐EcoR
4､Reccx期b遜鍾c飢餓asmidDNA
鼠Ｓ勉遡d麺｡〈SP璽躯ccR1）

RecoxrXb遜錘並plag“ｄｗａｓａ唾jpl漁ｅｄｗｉ鑓ＰＸＳp“鰯ｃｐｒｉｍ鐘
PCRprc“c館ｗａｓ鈴tscted“１％agf渡osegsi、２．，Ｋも麹遡ｄｗ“
indic誠己動誠灘crecomb腫麺ｔｐ賎s“。ｃ･麺tainpistructurcEenc。siruCturcgenc．

上Wぶl”

4)畔'姉
雑談軸

－４謎ｊｔｉｐ

謁準(や
:Ｗ２７Ｉ流

・し･

？ ］ ４冬戸『

Fig蝿ｅＺＰ懇prcd1uc鶴cfRecoximb麺獅Ｐｌ罰smk1I

1.S鰯顛“域入DNA/Hijind班）

2風PCRp”“CtSofP1(RCphimPZ/3)p瞳iIi愚ｒ
3.ＰＣＲ錘od砥晦ｏｆＰ１Ｓｉｒ遡ctuiregene
4壷ＣＯ鍾遥麺錘RtDiasmid

畠.蓮cgtiﾇﾉｃｃｏ錘Cｌ

韓己ｐｆ歴2/３），麺d

fb“。《鞄3〉.These

Ｐ１ｐｒ銃einisamajorimnnunoge重ｏｆＭｏｐｎｅｕｍｏ述癖，whi唾ｃ麺ｃ錘恩ｅ

如鯉or殿i迩遡､Inc”spo砿ｓｃａｎｄｐ““cci鐸ａ“lgAamibcdy，Ｓｃ並ｈａｓｂｅｃ重
sugg醗齢ｄａＳｐｃｓｓ諭脆vaCc並瞬Ｃａ“i“龍ｓ郷ｄｍａｙｂｃｄｅ”l“cｄ“ｏａｅ錐｡鍵嬉
蝿agnc綴s錘●蝿o息．Ｐｌ緬覗c”鯉ｇｅｎｅ“遡趣蹴息４８８１nucleo“億s，遮る“d1cn

UGAisrsad識TiyPtoPh麺蹴Ｍ・PneUmo麺悲錘ｄｏ蝋erWisercadastcrnf麺aiSigXlal
趣Escherichia噌蝿爵t麺ｓ,coxxlpl魂Ｃｅ零rcssio敵ｏｆＰｌｇ“ｃ鵡蝿鐘cult麺ＥＳ鑓cric魅a
coli．'r蹴鍾ｅ贈report蝿aｔ鯉ｅＧ壷a夢､唇麺ｏｆＰ１ｇｅ亜ｅｈａｓｓ理ccess麺llytr麺siated
wi錘sPvlvec錘rinsp誼opl鎚遜a,ａ麓hcu鱗誼hassevenUGAcodo麺．

ｗｅ‘csi琴ｐ遡麺ｓｒｏｆＰｌｓ”c麺霊igenewhichliesbetwe錘蕊１諺-5042
“cord趣gtc裁c”一“w、”ngervati”ss鞭屠通cc(nt75~認17,）“d1a“鐘sEccRI
蝿es随o通s錘a趣dProtectivebase蝿xmit錘eo迎鋤．

Ｉ、錘s轄諌,ＷｅｈａｖｅＯ髄a麺ｅｄ皇reco麺bina域ｇｔ鵡趣sWhichcon錘ｉｎＰ１麺迩ctur壱

gene.ｏ麺r鋸遡tsh･哩鯉ｐｌａｙ典f”､“tio通念r塗riherr層se麺ch，
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TheRelationsMpBetweenc-fbsandPI･olac伽Ｇｅ鵬Expressioninthe
RatPituitaryafteI･RestraintStress

"伽意肋峡"山側Ｍ,肱Ｏｊｗ例～〆

ﾊﾉ”'o釧伽cﾉ加ｅ此舵〃c方Ｌａ６ｏﾉ伽Cry,〃α加Rese〃CAI伽”伽c,伽加αＭａｃαノ
Ｕｉし、ＷＳ妙,肋"りﾉα鴫ｊ〃00ﾉ

ＯⅢpurposewastoeXploreiftheI･eisc-fbsexlp】ressionmpituitaryand
th1erelationsilipbetw剛c-fbsandprolactin(PRL)ｇ州expressionafier
restraintstress､Wistarflemaleratswereexposedtorestraintstressft)ｒ６０
ｍ]ｉｎａｎｄｋｉｌｌｅｄａｔＩ５，３０，６０，１２０，l80minafterstress・Insitu

hyMdizationwaｓｐｅＩ･formedtodetecttllelevelsof･ｃ－ｆｂｓａｎｄＰＲＬｍＲＮＡ
ｍｔｈｅａｎｔｅｍｒｐ伽i伽y・ＷｅｆｌｏⅧdthattherewasalowbasallevelofc-

fosexpressionintheanteriox･pitui剛y､Arapidincreasewasnotedfi･om
l5to30minafterrestlramtstress,tllentheexpressiondecliiledAsecond
pｅａｋａｐｐｅａｒｅｄａｔｌ２０ｔｏｌ８０ｍｉｎａＦｔerstress・ＴｈｅｃｈａｎｇｅｏｉＰＲＬｍＲＮＡ
ｗａｓｐａｒａｌｌｅｄｗiththec-fbsexpressionWeincludedthatc-fbsmight
mediatetheactivationofPRLgeneexpressionafterstress・Immediate‐
earlygenesexpressionmp伽itrymaybeamarkeI｡ｏザactivationof
neuroendocrmesyste、．

9０



ＡＳＴ１ＵＤＹＯＮＭＣＲｌＰＨＯＬＯＧｌｉＣＡＬＣＨＡＮＧＥＳＣ露

ＴＨＥＡＯＲＴ頁ＣＥＮＤＯＴＨＥｕＡＬＣＥｌｕＬＳｌ１Ｎ

ＡＲＴＨＥＲＯＧＥＲＯＧＥＮＥＳ夏Ｓ

（Ｏ腕ｅＭ肋ｙｅｎ勉齢,Ｓ側肌in悪ａＭＴｒ捌剛側側me伽側
Mic剛c叩y）

伽Ｂ仰jl加加伽加肋g加ｊ
Ｄ叩αy加猟〔ゾPα伽jIogｼ,Ｃﾉz伽Ｍこめ帥ﾉ助亦'e畑収S/剛Ｗ"g〃〃肌

飢j〃

６６whitemalerabbits,thelSrabbitsof､ＣＯ伽･olgroupwerefiedwith
commondiet、ｔｈｅ４ＳｒａｂｂｉｔｓＯｆ､eXperimentalgro叩ｗｅｒｅ産dwith
llypercholesteroldiet､TheVwerekilledindi従剛ltintervals丘omldaV
tolSwceks・Moxphologyof・endothelialcellsinnoImaland
hyPercholesteraldj1etwasdescIibedwi血HautclH1teclmiqUe,SEMand
TEMmethodso

ApplicationofHautchenteclmiqUeof､endolheliⅢshownomlal
emlotllelialcellsareⅢallyinsimple伽saiclayersimilarfigujrationof、
cellsshownbythesilⅧimpregnationm蚤thod,theroundoroval則clei
PresentedbyhematoxylinstainingHowev艶thereａｒｅｓｔｉｌｌｓ伽e
di鮎rencesamongthediffごrentsites,ForeXample,ｔｈｅＥＣｉｎａｒＣｈｏｆ、
aortae服Polygonal，ｔｈｅＥＣｉＭｂｄ伽血ａｌａｎｄ伽racicaO血eare
teardxOp-ShapedandtheECattlhevasculararboIizationllasaPatt棚o茜
radiafio期.'IVhemitostosisof.(jli舵rentstagesof､ECalsollavebeenseen
ItshowedthattheECpossesstllefimctionoi,reg鋤emtjmandrepai1a
Thisexper加entalsodi配ctlyprovedthatendotheliallesio、xnightbe
theinitiatingeVentinarlherogesisandplayedveryimportantrolein
fiolminganddevelOpingof､artllerosclerotiCplaques・

Itwassuggestedtllattllcrewareｔｗｏｓｏｒｔｓｏｉ､floamcellsin
arth剛scl棚ticplaqUes：oneoriginated伽mmonocvtes・theotller
calne危側s伽othmusClecellsof､arterialwall､Monocytesands棚oth
msclecellsreactingtothelesionsof､endothelialcells，aswellas
lPlatdetaggregationplayedanimportantroleiMrtlHogenesis，
Itwassuggeste(jalsothathaemOdynamicstxess色ctorplaya
lpromotionalroleinartllerogenesis．
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２.Ｓ賊Ｙ皿ｘ畑,Ｄ叩.ｏｆＨｉｓｔｏ－ＥｍｂｒｙｏＩｏｇｙ，ｃｈｉｎ典ＭｅｄｉｃａｌＵｎｉｖｅｒｓｉｔｙ，
Ｓｈｅｎｙａｎｇ

Throughtlheult伽tmcturalobservationon5DiffuｓｅＡｘ側allnjury
(ＤＡＩ）Patients，wecanfindtllattlleultrastmcturａｌｃｈａｎｇｅｓａｒｅ
ａｌｒｅａｄｙｖｅｒｙｏｂｖｉｏｕｓｉｎ４ｈｏｕｒｓａｆ､ｔｅ１ｒｔｒａｕｍａ,Ｔｌｌｅｓｅｃｈａｎｇｅｓｍａｉｌｙ
ｍａｎげestedasswelling､:distortion､surfacecoarseof,ｔｈｅｍｙｅｌｉｎｉｃ
ｓＩ１ｅａｔｈａｎｄｔｈｅａｘｏｎ、ｄｉｓｓｏｃｉａｔｉｏｎａｎｄｄｅｇｅｎｅｒａｔｉｏｎｏｆ･ｔｈｅｍｙｅｌｉｎｉｃ
ｓｈｅｅｔｈ、ｄｉｓａＰＰｅａｒａｎｃｅｏｆｔｌｈｅｍｉｔｏｃｈｏＭｒｊａａｎｄｄｉｓｏｒｄｅｒｏｊｆ、ｔｌｌｅ
皿ｃｒｏｆ､ｉｌａｍｅｎｔｗｉｔｌｌｉｎｔｈｅａｘｏｎ，ｔｌｌｅｎ，ｄｉｓｓｏｉｕｔｉｏｎ、ｌｉ叩ｉｚａｔｉｏｎ、
ｖａｃｕｌｉｚａｔｉｏｎ㎡ｔｈｅａｘｏＩｌａｌｐｌａｓｍａ，ａｔｌａｓｔ,ｖａｍｓｈｍｇｏｒｔｈｅａｘ側.Ｔｈｅ
ｓｅｖｅｒｉｔｙｏｆ､ｔｈｅｓｅｃ１ｈｌａｎｇｅｓｖａｒｉｅｓ､Ａｎｅｘｐａｎｓｉｖｅａｒｅａｃａｎｂｅｆ･ｏｕＭａｔ
ｔｈｅａｒｅａｗｈｅｒｅａｘｏｎｄｉｓａｐｐｅａｒａｎｃｅＭｄｍｙｅｌｉｎｉｃｓｈｅａｔｌＭＩｉｓｓｏｃｉａｔｉｏｎ
ｗａｓｏｂｖｉｏｕｓ，ａｔｔｉｌｅｅｎｄｏｆｉｔ，ｔｈｅｃｌｕｅｓｏｒａｘｏｎｄｉｓｃｏⅢｅｃｔｉｏｎｃａｎｂｅ
ｆ､oⅢｄ・Ｔｈｅ‘‘retractionball，，ｗｈｉｃｈｃａｎｂｅｏｂｓｅｒｖｅｄｗｉｔｈｍｌｌｈｏｕｒｓ
ａｒｔｅｒｔｒａｕｍａｍａｙ缶oｒｍｅｄａｔｔｈｅｅｘｐａｎｓｉｖｅａｒｅａ,ｗｈｉｃｈｉｍｐｌｉｅｓｔｈｅ
ⅢＰｏｒｔａｎｃｅｏｒｅａｒｌｙｃｌｉｎｉｃａｌｔｒｅａｔｍｅｎｔｆｏｒＤＡＩ・Ｏｎｔｈｅｏｔｈｅｒｌｌａｍｌｄ，
ｔｈｅｓｔｒｕｃｔｗａｌｄｉｓｏｒｄｅｒｏｆ・ｎｅｕｒｏＭｌｍｉｔｏｃｈｏｄｒｉａａｎｄｅＩｌｄｏｐｌａｓｍｉｃ
ｒｅｔｉｃｕｌｕｍ,ｅｖｅｎｔｈｅｖａｃｕｌｉｚａｔｉｏｎｉｎｎｅｕｏｒａｌｐｌａｓｍａ,ｃａｎｂｅｏｂｓｅｒｖｅｄ
ｔｏｏ､Ｔｈｌｅｏｎｓｅｔｏｒｔｈｅｓｅｃｈａｎｇｅｓｉｓｒｅｌａｔｅｄｔｏｔｌｌｅｓｅｖｅｒｉｔｙｏｆｔｈｅ

ｌｎｔｈｅｓａｍｅｐａｔｉｅｎｔ，ｕｌｔｒａｓｔｍｃｔｕｒａｌｃｈａｎｇｅｓｂｅｃｏｍｅｔｒａｕｍａ

ｐｒｏｎｏⅢｃｅｄａｓｔｌｌｅｔｉｍｅｏｆｔｒａｕｍａｇｏｅｓｂｙ，ｂｕｔｔｈｅｒｅｉｓｎｏ
ｓｉｇｎｉｆ・ｉｃａｎｔｃｏｎ･ｅｌａｔｉｏｎｂｅｔｗｅｅｎｔｌｌｅｍｍｄｉｆ.f､e船ｎｔｐａｔｉｅｎｔｓ・Ｔｈｅ
ｒｅｌａｔｉｏｎｓｈｉｐｂｅｔｗｅｅｎｔｈｅｉｍａｇｅｆｅａｔｕｒｅｓａｎｄｔｈｅＰｒｏｇｎｏｓｉｓｏｆ３０
ｃａｓｅｓｏｆＤＡＩｉｓａｌｓｏａｎａｌｙｓｅｄＩｔｉｓｃｏｎｃｌｕｄｅｄｔｈａｔＣＴａＭＭＲＩ
ｅｘａｍｍａｔｌｏｎｃａｎｉｍｐｒｏｖｅｔｈｅｃｌｍｉＣａｌｄｉｇａｎｏｓｉｓｏｆ･ＤＡＩ、Ｉｔｃａｎｂｅ
ｄｉｖｉｄｅｄｍｔｏｔｗｏｔｙｐｅｓａｃｃｏｒｄｍｇｔｏｔｌｌｅｓｅｓ伽dings：tllecentraltype
(tllemjuryreferredtotlhewhitesubstancelocatedwithinthelateral
伽rginolFtllebasila川uclei）剛dthelperiplheraltype（themjury
re歪e鵬dtotlhewhitesubstaKlceiocatedbｅｙ伽伽helateralmargmojF
tllebasilamucleionly),tl1emortalityofthe伽merisstatistically
significantlｙｈｉｇｈｅｒｔｈａｎｔｈａｔｏｆｔｌｌｅｌａｔｔｅｒ．

*Ｓｐ側ｓｏｒｅｄｂｙｔｈｅＳｃｉｅｎｃｅａｎｄＲｅｓｅａｒｃｈＦｏⅢｄａｔｉｏｎｏｆ,ｔｈｅＭｉｎｉｓｔｒｙ
ｏｆ･ＮａｔｉｏＭｌＰｕｂｌｉｃＳｅｃｗｉｔｙ
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E函FECrI、ＯＦＰＭＡＡＮＤＭＥＭＢＲＡＮＥＦＬＫＪｌ⑳ｍｒＹＯＮＴＩ皿

NEMATOLYSOSOMESINRA【ＩＮＥＵＲＯＮＯ１ＦＳＰｍＡＬＣＯＲＤ＊

S賊ＹｍＫ加,1iHamiGu肌ｇＬ触り側窪拠剛。Ｄ叩ｔ⑪ｆＨｉｓ的i⑪鰯肌〔ilEmIm可③１０邸Ｃｈｉｍ

Ｍｅ《ii側H肋jiver§卿馳eKW肌窪皿棚1,ＥＲＣｉ血ａ

Wellave卸ored畑'MPaseaIldACPasepositivenematolysosome（NLY)existin
centralneu]、ｓｏ笠ｍｔａｎｄｇＮＢｉｎｅａｐｉｇｌｎ伽sstudyweObservedthee舵ct㎡PMAand

membranefh1iClityonihesllapeanddistributiono笠NIjYinculturedneunm㎡spinalcoId．

､lecellswere（a)inclXbatedW池PMA(50,9/inl）fiorlSllours,(l〕)pIeincubatedwith

PMA(50,9/､l）ｆｉｏｒｌ５ｈｏ伽,伽njmC血脈ｄｗｉｔｈＰＭＡ(50,9/ml）andlinoleicacid
(30ugIml)fbrlllourIY1econtrolcellsweIenottreatedwitil郷reagents,ACPase
cytoCllemistryandelectxonmicrOscopicenz?y､ocytochemistrywereusedlDSllowlﾛﾉsosomes・
MBmbIzmemluiditywasdetemminedbyfluoIescencepolarizationteclmiqUewilhtheplasma

membranePrObeDPHIncontIolcells，lysosomesweIecluste船darolmd伽cellcentelaln
PMAtreatedcel]吟，lysosomesweredistributedjmtotjheperiplHyorthecell,Forelectron

ncroscop乳mostlysosomesweIerougll]bﾉsplHicalandfごwNIJYweIeseenmnomlal
culturedneuIonswithoutanytIeatment・Whentilecellswe鵬incubatedinlhemedium

contajng50ng/ｍｌＰＭＡ,them、berorNLYIemaIkablyincreasedmthecytOplasmWb
noticed伽IⅢbero笠NIjYincreaedastMysosomesmovedoutwardinducedbyPMATbe

plasmamembrane通uidityincreasedinlinoleicacidandPMAtxeatedcellscomparedwith
伽㎡thecontrolceIlstreatedwithPMAonlyButnochangesin伽ShapeanddjBtribuiion

o缶NLYweIeObsewedinthe缶xmercomparedwiMlatorintilelater､nleresultsmentioned

aboveindicatetilatPMAaltertiledistIibutioＭｎｄＳｈａｐｅｏｒ伽lysosomesPMAinduce

lysosomemoveoutward伽mtllece皿側terto伽periplleryojfthecellandthelⅢbelrso缶
NIjYincIeasedItseemsthemovem弧outwardo笠lysosomesmaybeassociatedwitllthe

fbrmationorNIJYInourexpeIimentthein鵬asedmembranefluidityhasnosigni缶icant

relationto伽shapeand＆stributiono缶ＮⅨ

*SponsoredbyCl血aNaturalScienceFomldation



☆']r触曲sewa館側⑪ｉＦ伽油Ie-i油e伽窪lysOso腿ｅ肌壷
new､寵胞職e剛ｔｉ亜珊⑪ｔＯｒ館e剛側ｏｆ珊舵riOH･叩i棚ＩＣ鮒蝿盟噸ｔ
ＳＨＩｙ胆xi甑，ＨＵＡＮＧｙ灘9.,e鯉rt睡e誠CfHiStoIogyandEmbryoIogyぅChinaMe戯c浸！
UniversityぅSheIMmg,皿0001,麗R､China

Recently,therehasbeenanincreaseinresearchandreportsaboutthedifferentshapesand

fimctionsoflysosomes､ESpeciaMyinneuronofspinalcord，thepresenceofnematolysosomes

mightbecIoselyreiatedtothedecompositionofneurotransmittersandtheprocessingof

metabolites・Somearticlesreported,themovementoflysosomeandtheirolganizationwithina

cellisassociatedwiththecytoskeIeton，bUttheirphysiologicalfimctionsarelargelIyremain

unknownJnordertostudythereIationsbetweenthelysosomeandtheneurofilament，weaplplied

oneoflysosomemarkerenzyme-ACPasecytochemicalmethodandimmlmohistochemical

reactionsimuItaneouslytodemonstratethewholedistributionofIysosomeandneurofilment・

MaterialS肌ｄＭｅｔ伽dSWisterratswereusedfbrtheexperiments･SpinalcordwasperfUsed

withafixativeconsistingof2％ＰＦＡａｎｄＯ､２％ＧＬＵｉｎＯ・Ｏ１ＭＰＢＳｂｕ髄ｒｌＰＨ７４，

containing8％sucrose・Thespinalcordwasremovedandcutiｎｔｏｌ５ａｎｄ４０ｕｍｓｅｃｔｉｏｎｓ､For

ACPasecytochemistry，thespecimenswereincubatedinaGomori-typemediumfbr80minat

roomtemperature・ＦorIightmicroscopy,１５umsectionsweretreatedwith2％am”oniumsulfide

solutionaftertheincubation,Indirectimmunoperoxidasemethodwascarriedoutcnallsections・

Applyingnormalgoatserummarkedlyreducednonspeciflcstainingespeciallyatrelativelylow

diMions(l:200)oftheprimaryantiserum(sigma).Afterthese,thespecimenswerepostfixedin１

％ｏｓｍｉｃａｃｉｄｆｂｒ３０ｍｉｎａｔ４℃・Ｔｈｅｎ，thespecimensweredehydratedandembeddedin

Epon・ultrathinsectionswerecutandobsｅｒｖｅｄｕｎｄｅｒａＴＥＭａｔ６５ｋｖ．

R剛1tSLightmicroscOpy・ACPasepositivereactionwhichisbrown-blackgranuIewasfbundin

thecytoplasm，ａxonandalsosynapseintheneuronswithoutthenuclealregion・

Immunohistochemicalreactionmicroscopyhasshownthatthisfibrousmaterialfbrmanetworkall

overthecytoplasm,whichiShighdensityintheaxon,Electronmicroscopy・ACPasepositive

reactionwashighdensityblacksedimentaccompanywithotheroIganellesoftenandwasfbund

inthethread-likestructuresandinthesphericallvsosomes・Nematolysosomesisoftenrunning

paralleltoneuro制ament､Immunohistochemicalreactionmicroscopydemonstratednuerofilament

isconsistsofbundIesoffilamentswhichinacage-likenetworkoraradialpattemthroughoutthe

cytopIasm

DiS側SSi側Onepurposeofthepresentstudywastofineouttherelationsbetweenthelysosome

andthecytoskeletonsystem・ItisaIsounknownwhetherthecytoskeietonsystemwhichhasbeen

believedtoparticipatedirectlyintheregulationofintracellularlysosomemovementplaysany

importantroleinregulatingtheactivityof‘‘Iysosomethree-dimensionaInetworksystem，，､Double‐

stainingexperimentswithenzymecytochemicalmethodandimmunohistochemicalI･eaction

demonstratedcoexistenceoflysosomeandneurofmamentattheｓａｍｅｓｅｃtion，Lysosomeand

neurofilamentwerebothobservedinthecytoplasm…

*supportedbygrantsfi･omthenationalnaturescienceofchina(39970383）
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Theselectionofoligonudeotideprobefbring伽剛〕rization笠omalready

knowngenesbymeansofDNAdatabageontheweb

Li-yingSu12,KazuhisaHasuil,ShiniChiro，TsyamalandFusayoshiMuratal

1SecondDepartmentofAnatomy，FacultyofMedi越舶，KagoshimaUni‐

versity；２DepartmentofHistologyandEmbryology，FacultyofMedjicine，

HebeiMedicalUniversity,China．

ItispossibletodetectthesuitablｅｓｅｑｕｅｎｃｅｓｍＲＮＡ金omknowngenesby

meansofjins伽Mxidization(ISH),butitneedstoprepareaprolble允批he

ISH､OligO則cleotideprobeiseasilysynthesizedanditsspecificitycanbe

ascertainedbymeansoflmmologyanalysisｏｎＤＮＡｄａｔａｂａｓｅｏｎｔｈｅｗｅｂｓｉｔ・

ThisstuClyhasbeenundertakenwhetheragoodoligcnucleot型eprobefbrthe

ISHcanbeselectedbｙｍｅａｎｓｏｆ池ｅＤＮＡＣｉａｔabaseontheweb・

Thepresentstudy,targetge舵ｉｓｒａｔＨ+-Ｋ+‐ATPasebeta,subunit伽e・In

ordertogetcDNAinfbrmationofratH+-Ｋ+-ATPasebetaosubunitge鵬,ｋｅｙ

ｗｏ城analysisprogramonthewebl)http:/ｿwww､nCbi､nlmgwfEntrez/ｗａｓ

ｕｓｅｄｔｏ８ｅｔｔｌ〕eprogramlinkedto則cleotideinfbrmation・ThegottencDNA

sequencewasche血edagainbymeansofhomologyanalysisprogramonthe

web,重）批tp:州ast､ge加ｍｅ.aCl､ｊｐ,usingthelatestCDNAinfb加ationA

lmndredpairsofprimerscamMatesfbrpolymeraseCilainreaction(PCR）

伽mthegottencDNAwsreselectedbymeansoftheprogramont舵web,３）

Ｍｐ:"Www-genoIne・wi.ｍit・edu/bg;i詞bin/prime”rimer3､www,cgi・Ｔｈｅleft｡gi(ie

primerswerethemostsuitableprobesfbrt鮎ｇｏｔｔｅｎｃＤＮＡｏｍ１ｅｐｒｏｂｅｓｗｅ肥

sortedlaccor〔iin窪ｔｏｔｈｅｂａｓｅｎｎｍｌｂｅｒｏｆｔｈｅｃｃａｎｔＭａteswe蝿ａ楓the

re諺eatedlproioeswe腿Cleleted・Finalprobe（al，ａ2..通，鑓…）Clividedthe

cDNAsequenceinA(probeal,ａＺ…)toＦ(probefl,鑓…)regions・T1heselected

p湖beswereexamined加tlhespecifiCitytot齢ｃＤＮＡｂｙｍｅａ鵬ｏｆｈＤｍｏｌｏ野

analysigont畑welbprogramZ).Itwassl〕ownthattheAandCre錘onswere

themostspecific伽ｒＨ＋‐Ｋ・ATI》asebetaosubunitgeneofratandrattus､Ｂ

ａｎｄＦｒｅｇｉｏｎｓｗｅｒｅ駒ｒｔｈａｔｒａｔ,rattusandmo鵬e､Ｅｒｅｇｉｏｎｗａｓｆｂｒｒａｔ，
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rattusandhum肌AnCIDregionwasfbrrattus,Oregionwasfbrcunicukus，

pig,mouse,ｈｕｍａｎａｎｄｄｏｇ・

Ｔｈｅｓｔｕｄｙｅｍｐｌｏｙｅｄｅ３ｐｒｏｂｅｉｎｔｈｅＥｒegiontoseewhethertheselected

probecanbea卯liedMiorISH､Theanti-senseprobe(RHKATPe3A)ｗａｓ５，－tta

aaatgaacag窪attgtcaagtt,andthesenseprobe(RHKATPe3s)ｗａｓ５'一aact

tgacaatcctgttcattttaataa､ThebothprobeswereSynthesizeCI1byacustom

surviceby'rakaraBioteC1hnologyCo.,]Ｍ(Kusatsu,Japan)ＩＳＨｗａｓｐｅｒ‐

fbrmed,usingD脇REMBRANDTfbrRNAISHandDetectionkits(Kreatech

DiagnosticsAT,Amsterdam,TheNetherlands）withthesynthesizedDig-5'‐

end-labeMprobes(RHKATPe3AanCiRHKATPe3S)．

ＴｈｅＤＩＧＲ亜ＭＢＲＡＮＤＴｆｂｒＲＮＡＩＳＨａｎｄＣｌｅｔｅｃｔｉｏｎｋitswascheckedby

thepoly-AprolbestodIetectthelevelofthekits,employingpara髄、sections

ofhumanstomaChwithaHeIi帥bacter”orirelatedulcer・Hightempera‐

tureanti窪enunmaskingtechniqueeitherusingautoclaveormicrowaveanCI

catalyzeCIsignalamplificationwereappliedfbrgettingmoreiLntensepositive

signalsofpoly-AmRNAohpara鎧nsectionsofratstomaCh,mSHoftheanti‐

senseprobelabeledparietalcells,indicatingsignalsofH+-Ｋ+､ATPasebeta‐

sUbunitgene‘XnparaffinsectionsofhumanstomaChwithfimdicgdands

rege船rative北veO1arepithelialcellsandearlygasreicaCle肋Carcmoma，

singalSwereaetecteClasthehomologyoftheDNAsequencecorresPonding

theanti-senseprobesuggested

Consequently,wehavereportedtheselectionmethodofoligoⅢcleotide

probefbrISHfromlknowngenes患ymeansofDNAClatabaseonthewebThe

methodissimple,刺ectivean伽elialbleonesuitablefM3eginningofISH．
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DMsionofPathologicalCytology,InstitutefbrComprehensiveMedicalScience,助ita
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§DepartmentofEnvironmentalDermatolo部NagoyaUniversitySchoolofMedicine
T1surumai-cho,Showa-ku,Nagoya466-8550,Japan

Introduction

Thenishikinezumiwithcinna伽､color(ＮＣ伽use)isbredandkeptasapet麺
Jap肌ＮＣ／助ita(NC/F)ｍice、whicharekeptinthelaboratoryanimalcenterofour
UniversitybdevelopdematitissimilartohumaMtopicde伽atitisfmm5～８weeksof
ageundercowentionalcircumstances・Ｔｈｅｄｅ伽atitisgraduallyproceedsandpersists
duringthelifi3timeofthemouse&thus，池ｅＮＣ/Ｆｍｏｕｓｅｈａｓｂｅｅｎｃ側side総dasan
animalmodelofatopicdermatitisbasedonitsskin棚ption,thehistologicalfin伽gsof
theemptiveareaanditsskinbarrierfimctionWepreviouslyreportedthat側ｅｏｆｔｈｅ
伽sesofdermatitisinNC／ＦmicewastheIgEmediatedtypeIallergytoMyocoptes
Ⅲsculims(Kと加加瓶),whichisakindofparasiticmitefbundomnice,Toiwestig誠e
thecauseofthepersistentdermatitis,weattemptedpatchtestsagamsthumａｎ誠opic
dermatitisandalsoexaminedthemigrationofLangerhanscells（LCs),whichare
antigenpresentingcells,ｉｎＮＣ/Fmice．

MaterialsandMethods

NC／FmicewerePrePared拘rtheexPerimentsandBALB/Cmicewereusedfbr
controls．

ResultsandDiscussion

Manyly鋤phocytes,andafeweosinophilsandmastcellsｗｅ齢Ｃｌﾂservedinthe
de伽jisoftheemptiveareamNCmice・MoreIL-4andIL-5positivecellsweｒｅｎｏｔｅｄ
ｉｎｔｈｅｓ畑ｉＭｈｅ伽ptivegroupthanintllenon-伽ptivegro叩IL-4andIL-5
positivecelisi通theeruptivegro叩inc剛sedweekly伽ｍ３ｗeekstoi8weeks(at
acutePhase)．SomelFN-γpositiveCellswerealsoobservedinthedemisinthe
emptiivegro叩,especiallydu伽gthech伽icde棚猟isphase(a細l8weeks)．IFN‐
γpoSitivecellswerescarceintheskininthenon.､eruptivegrO叩ａｎｄ剛Ptivegro叩
ｗｉｔｈａｃ砿ｅｄｅ伽atitis・WeConfi伽edthe伽munologicalresponSesofT腿iMheaCute

de伽atitis,but伽肌nologicalactivati側ofTh2tr畑fbmedtoTm-type郷ivati側ｉｎ
伽chroni叩llase(iermat伽ManyIgEfRI-positiveceilswerenotedintheae伽is
oftheemptivegro叩intheacutephase・SerumIgEwaSelevatedfirom7weeksto21
weeks,andthenitdeCreasedうthus,weconsideredthatderm帥itiSiMheacutephasewas

duetoIgEmediatedallergy・Mostofthe伽stcellshadI甑ERIinthedemsofthe
eruptivegro叩.．Wespeculatedthlattjhelargenumberofla-positivecellsinthede伽is
oftheeruptivegroupa伽２１weekstogetherwithase剛nlgjElevelthatwaslower
伽nintheacutephasemightbemoreassociatedwitMelayedhypersensitMtythanIgE
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mediatedimmediateallergy,ｎａ伽lytypeⅣallergy・

Wealsoconfirmedthatantigenpresentingcells，especiallyLangerhanscells，
whiChwereIaPositivecells,migrate伽mepidermistodermis,Therehavebeenno

reportsoMhecorIelationbetweentypeⅣallergyandthemigrationofLCsinNC
mice,a肋oughitiswelllmownthat側eofthecausativefactorsofatopicde伽atitisisa
mite・ThePatchtestusingmitecomponentsshowedpositivereactionsinatopicpatients
(KⅢeietal,1990；Kubotaetal,1994)．′rhepositive剛oofpatchtestingwithamite
antigeninatoPicdermatitiswashigherthanthatinno伽alcontrols（Cadtelainetal，
1993；Ｓｕｚｕｋｉｅｔａｌ，1994)．Therefbre，weusedDpextract，ａｍｉｘｔｕｒｅｏｆ
Ｄｅ伽飢ophagoiCiespteronyssinusandDemat叩hagoidespteronyssinginthisstudyto
attemPtPatchtestInonevial，l78mgdriedextraCtofDematophagoiCles
Pt伽nyssinusaMDe伽atophagoidespte伽yssmg(Gr棚laboratoriesINC,ＮＣ,USA)，
ofwhichtheamountofantig鋤proteinwas17.33％oftheextract・WelabeledDp
antigenwithPKH26dye，andperfbrmedpatclltestingmanatopicInodel髄ice，
ＮＣ/NgamiceうａｋｉｎｄｏｆＮＣ伽usetodete伽inewhethertheatopicde伽atitisistype
Ⅳallergyomot・ResultswerejudgedaccordingtoD職ize，scriteriaatO.５，１，３，６，９，
２４，４８，７２andl68homsafterpatchtesting、Ｔｈｅ耐grationoflLCsatl-hoⅢwas

obsewe伽ｙ伽mmohisto伽micalstudyof伽teinkinaseC-亜(PKC-皿）stai血gasａ
伽arkerofLCs,肌ｄｖｅｒｙｆｅｗＬＣｓｗｅｒｅｎｏｔｅｄｉｎｔｈｅｓｋｉｎａt48-hourand72-hours，Ｉｎ
ａｄ伽ion，ｗｅｏｂｓｅＷｅｄＬＣＳｌａｂｅｌｅｄｗｉｔｈＰＫＨ２６ｄｙｅｍｔｈｅＴｃｅｌｌａＩｅａ，six、sand
maxginala剛sofregionallymplllnodesat24，４８，７２andl68-hⅧs・Electron
mi伽scopica血PKC-II‐positivecellsinthe肥gionaliymph伽deshadBirbeck
Gramlles(BGs)andatypicalgranules・OurfMingssug窪estthatLCsprocessantigens，
andthenmigratetotheTcell鵬aoftheregionallymphnodesfbrpresenting狐igens
iMelayedlWer剛sitivity・

ItiswellknowntllatGM-CSF,whiChisproduce肋ykerat伽cytes,inducesthe
maturatioMndmigratioｎｏｆＬＣｓ、Inoursmdyusingthewestemblottingmet畑d,the
levelofGM-CSFinthepatchtestingsitesincreasedwithtime,ＴｈｅｎumberofLCs
decreasedastheleveli、GM-CSFintheskjnincreasedandthePeakGM-CSFlevel
wasnotedat48-hOⅢs・At72-hours，ｔｈｅｌｅｖｅｌｏｆＧＭ－ＣＳＦｈａｄｄｅｃｒｅａｓｅｄＷｅ
伽逼medthatLCsmigr誠ｅ伽mtbleepidermistotheregi側llympModes,initiated
byGM-CSRviathede伽is・
Toourlmowlledge,仇isisthefirstreport允cusingonelucidatinglheexactrelationships
betweenatopicdermatitisandthemjigrationofLCsinNCmiＣｅ
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ＫＯ昭Ｘｉα'ｚｇ助況励ｅﾉz叩加ﾉ允ｒｇﾌﾉ伽eco/ogyα”ｐａｅ伽α伽ｓ加岬jα伽

(伽かjα,ｓﾉ剛リノ伽ｇ〃OIO／

肋α噸励"Ｂねｏ剛ec例妙加叩加ﾉj川”jα伽伽加c“ﾉze砂伽ｇ〃OIOノ

恥‘Ｑ〃Mgj肋eガノＭＩｚ叩加ﾉ加岬加肌伽伽細胸加ﾉｚｇ川川

Ａ賊mctObjectiⅦ:ToassaythepoSitiveexpressionrateofestrogenreceptor

(ER)anClprogesteronereceptor(PR)andP53inendometrialcarcinomaandclinical

significance,Method:ＥＲ,ＰＲａｎｄＰ５３ｏｆ４４ｃａｓｅｓｅｎｄｏｍｅｔｒｉａｌｃａrcinomaspecimens

weremeasuredbyimmunohistochemicalmethod・ResⅧlts:'1､hetotalpositive

expressionx･ateｏｆ、ＥＲ,ＰＲａｎｄＰ５３ａｒｅ６６､5'7％,63.64％,27.2ﾌ％separatelyin

endometrialcarcinoma,Positiveexpressionrateo缶ＥＲ,PRandP53arerelatedtothe

gradesｏｆ､rumor・ThepositiveexpressionrateofER,PRdroplowerbutthepositive

rateofPs3risehigherwithgradeolFtumorinendometrialcarcinomarisinghigher

(P<0.05).Thereisnotanysignificantinstatisticsabouttherelationsllipbetweenthe

positiveexpressionrateo歪ＥＲ,PRP53andclinicalperiodC側c畑si側s:ＥＲ,ＰＲ,P53

andthegradingo笠thetumortissuereflectbiologicbehaviorsof､en-dometrial

carcinomaJER･PRandP53assaysareimPortantinpredictingprognosisandselecting

ciinicalen-docrinotherapy．

ＫｅｙｗＯｒ曲：endometrialcarcinoma；estrogenrecrogenreceptor；Progesterone

receptor;Ｐ53；immunohistochemistIy
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Pat畑l⑪窪i側ｉｎ･鮒鮒rch側bre鮒ｔｃ肌ceHow誼迩vimentinexp肥ＳＳｉ側

伽〃"剛e伽sｵﾉz叩捌伽噸α伽伽伽Z,sﾉzeﾉ?〕伽ｇ川川

Ｋｍｇｘ７α昭Ｚ71〃伽吻叩加ﾉ允r剛aecoﾉ〔ｗα”ｐａｅ伽"畑加岬jα伽

伽〃“ｓﾉzeﾉ1リノ〃ｆｇ〃ＯＩＯＩ

Ｚ７ｚａ昭肋"Ｂ伽jI『1hec鮒〃加咽"ﾉ加s”jα伽伽"城sﾉz鋤』α"ｇ〃OmI

ABSTRACT助jectiⅧ'Ibinvestigatevimentinexpressioninbreastcancer

epitheliaanditsrelationshipwithvariouspathological企aturesof･breast

cancerMe地⑪伽Theimmunohistochemistrywasusedtodetectvimentin，

prolifieratingcellnuclearantigen(PCNA)andcytokeratinexpressioninbreastcancer

epithelia・TheDNAdot-blottinghybridizationwasusedtodetecttheexpressing

statuso缶c-myconcogeneamplificatoninbreastcancertissues，andtheradio‐

labellingdextran-coatedactivatedcharcoalabsorptionwasappliedtoassaythe

estrogenreceptor(ER）qUantityR剛lts:TY1evim-entincouldbeexpressedin30％

breastcancertissues,anditsexPressioncorrelatedtohistOlogicgrade,ERstatusand

PCNAindex,etc・Thebreastcancerinwhichthevimentinexpressedpositivelywas

fbundtobesligMydi鮭rent念omtheordinarybreastcancerepitheliainmoxpholO邸

andthecytokeratinstainingwasalsopoor6Theproto-oncogenec-mycamplified

morefi･equently.Ｃ肌cHuSi側;Thebreastcancerwithipositivevimentinexpressionis

akindofbreastcancerwhichismoremalignantandprobablywithpoorprognosis．

ＫＥＹＷＯＲＤＳ:breastcancer;vimentin;protooncogenes
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恥諺鍬眺蕊舗i醐細趨簿Ｉｉｎｉ鮒ｉ霊i瓢i偶ｃ蹴鞠、斧Ⅷs鮒!ａ『

鋤Ｃｌ◎袖eIi鐘Ｉ陳､鮒愉子a碗､『ｉ閥ｂ淵塗就蝿鵬馴

肋'ｚｇ肋I"ｇＺ７ｚ〃剛ｅん叩加Ｍ>ｒｇ〕"z卿ＯＪＩつｇｌﾉα”〃e伽伽ｓ加”ね伽
伽かjc“んeﾉＺＷＩＩ昭〃〃〃

伽ん〃jr恥./加加叩加/伽zグjnI伽伽伽“ん“)伽ｇ川川

別α昭肋"Ｂねｏ肋ec釧妙ﾉzo叩捌j川”ね伽伽"jc“ﾉze叩α昭〃＠mＩ

Ａ城伽t:Ｏ輔ective'I1ostudytheroleofvascularendothelialgrowtMiactor

(VEGF)indevelopmentandevaluatingprognosisof､breastcan側Ｍｅ伽dsS-P

immunohistochemicalmethodwasusedtodetectVEGFexpressioninbreast

benignandmalignantdisease・Res胆髄ｓ：VEGFexpressionpositiverateinbreast

cancer(75.5％)washighertllanthatinbreastbenigndisease(3/9),thed伽recnewas

significant(P<0.05).In40casesofbreastCance亀theexpressionof、VEGFin

lymphaticmetastasicgro叩(21/23),wasmorethanthatinnonelymphaticmetastasic

g川p(13伽),ｔｈｅｄｉ舵rencewassignificant(P<0.05).C側c1閣si側VEG]Fplayan

importantroleindevelopmentandevaluatingprognosisof､breastcancer・

Ｋｅｙｗ伽伽：vascularendotheialgrowthflactor;bx･eastcancer;immlmohistochemical

method
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ＥＸＰＲＥＳＳＩＯＮＡＮＤＲＥＳＥＡＲＣＨＯＦＧＥＮＥＰＲＯＴＥＩＮＣＤ４４ＳＡＮＤＣＤ４４Ｖ６ＩＮ

ＧＡＳＴＲＩＣＣＡＮＣＥ

ＺＨＡＮＧＧＥ,ＸＵＧＡＮＧ.,ＳＨＯＮＧＣＨＵＡＮＸＩＮ,ＬＩＴＡＯ字

InstituteofPathologyぅHospitalofWomanandEnfant,thecityofYingkou，liaoNing

ＫＥＹＷＯＲＤ：

Gastriccancer。ＣＤ４４Ｓ・ＣＤ４４Ｖ６TUmourdiversion,．Recursion・

Expressionofgeneprotein

AIM

Researchthegeneexpression,thecatalogoftumourtissue,bloodvesselinvasion，

lymphnodediversion,recursionandprognosis,ａｎｄｓｏｏｎ・

ＭＡｒＥＲＥＲＩＡＬＳＡＮＤＭＥＴＨＯＤＳ：

AccordingtotheWHOclassificatio､,classi句clinicofcase,pathologyanddatain

l61curativelyresectedgastriccarcinomas．Pickthefactionpossessingmosttumour，

１０．０Ｐｅ聯ntfbmlalin，ｏｌｅｆｉｎｓｌｉｃｅａｎｄＡＢＣｉｍｍｕｎｉｔｙｄｙｅａｓthematererialsof

experiments､Intheexperiment,useCD34tomarkthecellinthevesse1．
ＲＥＳＵＩ－ｎＦＯＦＥＸＰＥＲＩＭＥＮＴ：

Inl61cUrativelyresectedgastriccarcinomas，CD44Sisexpressedin32percent,ａｎｄ
．;,、

CD44V6IIl67・Opercent，

CD44SisexpressedO,Opercent，ＣＤ４４Ｖ６ｉｎ７２・ＯｐｅｒｃｅｎｔａｎｄＶ６ｉｎｌＯＯｐｅｒｃｅｎｔｉｎ

ａｘillalymphnode､Incontrast,ｔｈｅoccurencrateofthevesselinvasionandthegastric

cancerisscirrhus＞canalcanceI｡>gastriccancer・Vesselinvasionandlymphnode

diversionisonlyexpressed(P<0.001)andＰ<0.005inremotenessdiversion

CONCLUSＩＯＮ：

ThestrongexpressionofCD44Sissignificantlycorrelatedwithvesselinvasion・

ThestrongexpressionofCD44V6distinctlyshowsthediversionandRecursionof

gastrlccancer・

ＴｈｅｅｘｐｒｅｓｓｉｏｎｏｆＣＤ４４Ｐｉｓｄｉｒｅｃｔｐｒoportionofrecursion，diversionandbad

prognos1s．
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