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AlltheParticipantsmustalTiveKunmingMedicalUniversi掴･ｉｎＫｕｎｍｉｎｇｂｙＡｕ窪usｔご

ｌ6,2004fmmJapanortheotherareas､Promotingthesymposiuminsuccessａｎｄｉｎ←’

ecomonicaspectfbrattendingthes》'mposiumtheorganizingcommi鵬ｅｐｌａｎａｇｍ叩
鯛velfbrtheJapaneseparticipants．

Langua窪e：
TheofficiallanguageofthesymposiumisEnglish．～

Wear：Infbrmal．ＣonsideringtheclimaleinKunmingi肌･ｅｒｙｃｏｍｆｍａｂｌｅｉｎｔｈｅ
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ThefirstmeetingwasheldinDunhuangonAugUSt,ユ6,ｌ９９８ａｎｄｔｈｅ

ItismygreatPleasuretodecla肥theOpeningthe3IdIntemational

SymposiumofMolecularPathologytoallp航icipantsfiomChinaand

Japan・ThefirstmeetingwasheldinDunhuangonAugUSt,ユ6,1998andtI

secondonewasdoneinChengdu,ｏｎAugust,１８，ユ001．Eachorthemwas

wellorganizedbyPro垂XinShanJia,ChinaMedicalUniv師ity,Ｐｍｆ：

EiichiSato,KagoshimaUniversityandProfHimshiNagUraTohoku
UniverSity・

ＮＣⅧdays,outstandingdevelopmentof､molecularpatilOlo野isseen

and伽nslational肥sea１℃honthebasisofknowledgeo錨asicsciencesto

clinicalmedicineisplamed・AlIofusmustbealwaySintendtoacqui随

technicalapplicationandnewinfbrm鉱ions・Molecularpatholo野ｗｉｌｌ厘ive～

ｕｓ竺oodunderstandi胆ｏｆ､thebaSiso王diseases-inclUdingin企ctions．～

ｍetabolicandneoplasticdisorders・

肋opealloftheParticipantsWill”oythediscusssioninthis

symposiumandalsothisoppotunitypmmotecollabo剛iveiIwesti蝋ions
- ．

amongtheparticipantsfmmChinaandJapan．

P犯sidentofthesymposium

KoukiInai.Ｍ､，..＆ＰｈＤ．

Pro従ssorandDean

HimshimaUniversily

G咽duaIeScI1oolofBiomedicalScienceｓ
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LadieMndgentlemen：

Atfirst､thankyoufbrattendingthemeetingtoiliijlly・ThisMeetingshould

beheldin2003,becauseofSARSitisdelayed[ｏtoday､Sixyearsagqweheld

thefirstlnternationalSymposiumofMolecularPathologyonAug26･l998in

Dunhuang・Sixyearsisonlyawinkofhistory･butitleavesthegreatpromotion

inmolecularbiology・Amongwhich､ｔｈｅｍostremarkableisHumanGeneMap・ｰ

newtechniqueofDNAchips、RNAiandtheresearcllaboutembrvonicand

adultstemcells・Thesewillpushthedevelopmentofthewholepathology，

whichhasbeenpartlycommunicatedｉｎｔｈｅｍｅｅｔｉｎｇａｎｄｄｉｄgreatgoodtous、

SinceWHOclaimednewhistologicclassiHcationoflymphomaandlung

cancer・bothJapaneseandChineseresearchersfaceamendingthediagnostic

criterion・ItisaratherVitaltaskandalsohasbeendebatedinthismeeting・This

symposiumdeepenedourcomprehensiontoeachother，enhanced

communication・Whilecommitteewillexchangeviewsaboutreinfbrcingー

intercouI･seofpathologybetweenJapan叩dChina･Allofthoselava

floundationfbrcooperationandcommunicationinthe釦ture・WithJapanese

amicablegentrvattending・Ibelievethiss)mposiumwillproducemore2reat由一グ

influencefbrJapanese-Chineseamicabilitv・AfteI･meeting・ｗｅｗｉｌｌｔｏｕｒＤａｌｉ，

LijiangandsomeshowplacesinKunming祝

Ａｔｌａｓｔ，ＩｗａｎｔｔｏｅｘｐｒｅｓｓａｌｏｔｔｈａｎｋｓｔｏＰｒｏｆＪｉｎＣｕｉ，KunmingMedical

Universm;flortlleirhardworkandwarmacceptaIion・

WishVourgoodhealthandhappytraveling1Iamlookingfbrwardtoseeing.，ｰ

everyonenexttlme．

Presidentoftllesymposium

XinSlmnJia.Ｍ､，．

(Pro従ssor,ChimMedicalUniversity）
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ApoptosishasbeendetectedbymeansofTUNEL(TdT-mediateddUTP-biotinnick

endlabeling)ｍｅｔｈｏｄｏｒｌＳＮＴ（in-situnicktranslation)methodRecentlyitwas

introducedthatsingle-strandedDNA(ssDNA)isdetectedbyimmunohisto-chemistry

(IHC).Ontheotherhand,arabbitmonoclonalantibodywasraisedagainstcleaved

casparse-3thatisaproductinapoptosisandhasbeensuppliedcommercially・Ｔｈｉｓ

ｓｔｕｄｙａｉｍｅｄｔｏｓｅｅｗｈｉｃｈｌＨＣｏｆｔheantibodiesagainstssDNA,cleavedcasparse-3，

Bcl-XandBaxisthemostusefUlinthepracticalstainingofapOptoticcellsinthe

routinelyprocessedtissuespecimens・

Paraffinsectionsofhumanlymphnodesandthymusandmousegastrointestinal(GI）

tractwereusedinthisstudyundertheconsentofMedicalethicalcommitteein

KagoshimaUniversitvHospital・Primalyantibodiesusedwereanti-ssDNArabbit

polyclonalantibody（4BO13A･DakoCytomation，１:１００)．anti-cleavedcasparese-3
rabbitmonoclonalantibody(Aspl75,５Ａ1,CellSignalingl:250),anti-BclXrabbit

polyclonalantibOdy(A3533oDakoCytomation,ｌ:lOOO)andanti-Baxrabbitantibody
(A3535.DakoCytomation．’:１０００).Antigenretrievalwasperfbrmed・Thereacted

primaryantibodieswerelabeledbyChemMateEnVisionsystem(DakoCytomation）
oroursupersensitivelHCandwerecoloredbyDABandhydrogenperoxidereaction

TheEnVisonsystemwithpretreatmentofproteinaseKdetectedssDNAintingible

macrophagesofthegerminalcenters,macrophagesinthenodalmedulla,degenerative
mitoiccellsinthenOdalsinushistiocvtosis,andmanylymphocytesinthethvmus､but

wasnotseenintheepithelialceｌｌｓｉｎｔｈｅｍｏｕｓｅＧＩｔｒａｃｔ,TheEnVisonsystemwith

antigenretrievalinEDTAsolutionbyanautoclavevisualizedcleavedcasparse-3

clearlvinapoptoticcellsinthehumanlymphnodesandthymusandinthemouseGI

trac'’○ursupersensitivemethodwithantigenretrievalincitratebufferpH8byan
autoclaveshowedobviouslypositivecellularstainofBclXandBaxandtheir

granularstainincytoplasmofmanyce11s・
ＩｔｗａｓｓｈｏｗｎｔｈａｌｔｈｅｌＨＣｏｆｔｈｅｃｌｅａｖedcasParse-3isthebestonetodetect

apoptoticcellslnspileofdifficultdetectionofssDNAinapoljtoticnuclei、
accumulatedssDNAinmacrophagessuggestedapoptosisorcellulardegenerationin-

theiI･areas・Thesupel･sensitivelHCofBaxmightlabelthecellsbefbreapoptosis
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YUjieZhao
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Whatisbioinfbrmatics？Bioinfbmlaticstasksconcernthecreationandmaintenance

ofdatabasesofbiologicalinfbrmation､Nucleicacidsequences（andtheprotein

sequencesderivedfifomthem)comprisethemajorityofsuchdatabases,Whilethe

storageandorganizationofmillionsofnucleotidesisfarfromtrivial，designinga

databaseanddevelopinganinterfacewherebvresearcherscanbothaccessexisting

infbrmationandsubmitnewentriesisonlythebeginning・Bioinfbrmaticstasks

involvetheanalysisofsequenceinfbrmation・CompUtatiomlBiologyisthename

giventOthisprocess,anditinvolvesthefbllowing：

●FindingthegeneSintheDNASequencesofvariousorganisms

oDevelopingmethodstopredict［hestructureand/ｏｒｌｉｍｃｔｉＯｎｏｆｎｅｗｌｖご

discoveI･edproteinsandstructuralRNAsequences．

oClusteringproteinsequencesintofamiliesofrelatedsequencesandthe

developmentofproteinmodels．

●Aligningsimilarproteinsandgeneratingphylogenetictreestoexaｍｉｎｅｰ

evolutionaryrelationships．

TheprocessofevolutionhasproducedDNAsequencesthatencodeproteiｎｓｗｉｔｈｖｅｒｖヴ

specificiimctions・ItispoSsibletopredictthethree-dimensionalstructureofaprotein

usingalgorithmsthathavebeenderivedfi･omourknowledgeofphysics・chemistrvー ご

andmostimportantly9fioomtheanalysisofotherproteinswithsimilaraminoacid

sequences､ThediagrambelowsummarlzestheprocessbywhichDNAsequencesaI･e

usedtomodelproteinstructure．

Biochipwidelvrecognizedasthenextrevolutioninmolecularbiology，enableoヴ

scientiststoallalyzegenes、prOteillsandotherbiologicalmoleculesonagenomic

scale、Thisemergingtechnology，ＵｓｅｄｉｎｍｏｒｅｔｈａｎｌＯ,O001aboratorlesalreadv・ｉｓヴ．

havinganenormousimpactinallareasofbiomedicineandaCrosstheagricultural．ー

bioteclmology,andpharmaceuticalindustries．

Bioinfbrmaticsandbiochipappliedinmedicinecanhelpustodiagnosediseasesin

geneIevel，肌alysethemutationofgene(ａｓｗｅｌｌａｓＳＮＰ.s)，observegenome

expressionprofiletodifferentiatesomediseasesubtypes、identi命pathogenic

microbes，researchtargetofdruggeryandinvestigatePharmacologicalmechanism

KeyWords:Bioinfbrmatics;Biochip
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Theupperaerodigestivetractpossesseslymphoidtissues,thepalatinetonsilsand
adenoids,whichhaveacharacteristiclymphoidarchitectureconsistingofprimａｒｙａｎｄ

､secondarVfbllicleswithagerminalcentersurroundedbyextrafbllicularregionsand
reticularcryptepitheliumTheyplayｔｈｅｒｏｌｅａｓｐａｒｔｓｏｆａｎｉｎｔｅｇｒａｔｅｄmucosal
immunesVstem

lgAnephropathy（IgAＮ）isdefinedasafbmofglomerulonephritisinwhich
immunoglobulinsoflgAisotype，particularlyJ-chain-linkedIgAlinanimmune
complexfbrmdominateorco-dominatewithintheglomerulardeposits・Upper
respirator1･infectionandinflammationincludingtonsillitisofienprecedelgAN．and
tonsillectomyiseffectivefbrthetreatmentofthisdisease・IntheseaspectSthe
mucosalimmunesystemcontributeslgANpathogenesis・andpalatinetonsilsand
adenoidsseemtoplayaroletogeneratenephritogenicimmunecomplexesinlgAN・
Inthepresentstudy,palatinetonsilsremovedfTomlgANpatientswithorwithouthigh
dosesteroidtherapywereimmunohistochemicallyanalyzed,andcomparedwiththose
fi･omrecurrenttonsillitis・

Palatinetonsilsfi･ompatientswithlgANarerichingerminalcenters,andtheirsize
anddistributionareinirregularandtheoutlineofthefblliculａｒａｒｅａｉｓｈａｚｙ・The
interfbllicularareacorrespondingtoTcellareaismuchbroadera､disinfiltratedby
moreBcellsthanthose分omrecurrenttonsillitis、Thereticulatedsponge-like

epitheliallayerontheoutersurfaceofｔｏnsillarcryptsrepresentsaspecialized
compartmentimportantintheimmunologicfimctionoftonsilS9andthatinpalatineー・

tonsilsftompatientswithlgANContainsmallyCD20＋Bcellsandimmatureplasma
cells、ThesecellsoftheBcelllineageareproliferatingandlabeledwithKi67．
AlthoughIonsillarBcellscanmaturetoproduceallfivemajorimmunoglobulins，

ｐercentageandnumberoflgA-positivetonsillarcellsaresigniflcantｌｙｉｎｃｒｅａｓｅｄｉｎ
ｌｇＡＮ

－‘

‐Bvhighdosesteroidtherapy,germinalcenlel･sandfbllicularareasbecomesmallel-or
disappear､andBcellsandimmatul･eplas伽cellsalmostdisappearinthereticulated
sponge-likeepitheliallaVer．・ヴ

Fromthepresentstudv,westrongl):flavol･theviewthatthetonsilseemstobeauniqueザ少

organcausinginitialand/orprogressiveeventstogeneratenephritogenicimmune
complexesonlgAN9andthereappearstobeadvsregulationoflgAproductiollinlhｅ
ａｅＩ･odigestinetractsprobablybyafilnctionalabnormalitvofTcellsanditsclearance
ofsuchpatients・ThuslonsilleCtomvmavbeaworthwhileproceduretoconsideｒｉｎ
ｔｈｅＵ･eatmentfbrlgAN．

へ
、
》

ＮＣⅦl企atures0fthepal認伽etonSiIinIgAnephr叩athy



‘‘ExpressiOnsofaquaporin-1,古3,-5叩ｄａ肋-epitI1elialSOdiUmchannelin伽man
lungcarcinomas，，

YOshimichiUeda、MiyakoShimasakLMingGong，KatsuakiSato・ShogoKatsuda・
MakotoSugita*,MotoyasuSagawa*,TsutomuSakuma＊

DepartmentOfPathologyandThoracicSurgery*，KanazawaMedicalUniversity，
Japan

IBackgroⅢdlWaterisoneoftheessentialmoleculesfbrlifeanddynamicwater
transportisperfbrmedthroughcellmembrane、ＳｉｎｃｅＡｇｒｅＰ.（1993）fbunda
transmembranewaterchannelmolecule，aquaporin（AQP)－１，therehavebeen

establishedatleastl3differentsubtypesandtheirphysiologicandpathologic
fimctionsareintenselyinvestigated・Ｌｕｎｇｉｓｏｎｅｏｆｏｒｇａｎｓｗｉｔｈａｃｔｉｖｅｗａｔer
metabolismandphysiologicallyexpressesAQP-l，‐３，‐４，ａｎｄ‐5．Recently，
involvementsofAQPsintUmorigenesishasbeenreportedinbraintumorsandcolon
carc1nomas．

{PuR･poselExpressionsofAQP-l．‐3．‐５andalfa-epthelialsodiumchannel
(alfa-ENaC),anothercellmembraneC伽nelfbrwatermetabolisInwerestudiedboth

atproteinandmRNAlevelsinlungcarcinomasofdi舵rentSubtypesandbiological
aggressivenessotoelucidatethebiOlogicalandclinicopathologicalsignificanceofへ

AQPsandalfaさENaCinlungcarcinoma・

IMaterialSandMethodsｌ４５ｆｉ･esM･ozenlungcarcinomatissues（２７
adenocarcinomas；lOsquamousceIlcarcinomas；each41argeandsmallcell
carcinomas)andthreenonneoplasticlungtissuesresectedsurgicallyandembeddedin
OCT-compoundwereimmunostainedwithpolyclonalantibodiesagainStAQP-L-３．
－５andalfa-ENaC￥ＴｈｅｉｒｍＲＮＡｓｉｎｔｕｍｏｒｃｅｌｌｓｏｆｒｅｐＩ･esentativecaseswere
quantitativelvanalvsedbylaser-capturedmicrodissection／realtimeRT-PCR、

IResuItslAQP-3wasexclusivelyexPressedintumorcellsofnonmucinous

bronchioloalveolarcarcinoma(BAC).whileAQP-land-5wereposltlvelnlnvaslve
tumorcellsofNoguchitypeClesionsandwell-differentiatedadenocarcinomas・

TumorcellsofmucinousBACoverexpressednotonlyAQP-l,-5andalsoalfa-ENaC

AQPsandalfa-ENaCwererarelydetectedinothersubtypes,exceptfbrAQP-3ina
HewcaseSofpoorlydifflerentiatedadenocarcinomas・Expressionsofthosegenesinthe
carcinomacellswereupregulatedatthemessagelevel．

|ConclusionlTheresultsshoweddistinctexpressionpatternsofAQPs叩ｄａ肋-ENaC
inlungcarcinomas、somebeingrelatedtocellulardi鮭rentiationandothersbeing

Lゥ

tumol･-1．elatedabnormalgeneexpressions,AQPsanda脆一ENaCgenesoverexpI･essed-

inmucinoUsBACmavbecomeoneoftal･getgenesfbrintractableendobronchial
spreadingmucinousBACs，

４



S叩ersensitiWimmm0stainofp53pmteininperiIDlleralbloodtissue叩ecimens
of唖rLandHTLV-1carriers

KazuhisaHasui，AtaeUtsunomiya*，FusayoshiMurata・ShUjilzumo、Suguru

YOnezawa.'ElkamiMatsuyama,ＴそlkashiHayata**,EiichiSato

KagoshimaUniversitya､。＊Imamura-BuninHospitaland＊*KagoshimaWOmen，s

JuniorCollege9KagoshimaうJapan

ItisimportantclinicallytopredicttheoccurrenceofadultT-cellleukemia

(ATL)/lymphoma（ATLL）inhumanT-celllymphotropicvirustypel（HTLV-l）

camersandthetransfbrmationtoacuteorlymphomatypeinchronictypeATL

Developingsupersensitiveimmunohistochemistry(sslHC)ofHTLV-l-relatedprotein，

p40T2lxwefbundthatp40TaxisexPressedinATLLcellsandleukemiccells,whereas

p40TaxisalsodetectedinmononuclearcellsinHTLV-lcarriers・Thisstudyaimed

toseewhetherexprｅＳｓｉｏｎｏｆｐ５３ｐｒｏｔｅｉｎｉｓａｎｉｎｄｅｘｔｏｐredicttheocculTenceof

ATLLinHTLV-1carriers・Peripheralbloodtissuespecimens（PBTS，Acta

HistochemCytochem36:345.2003)of5casesofchronictypeATL,５casesofacute

typeATL8caSesofHTLV-1carriers､２casesoflymphOcytosisand5casesofthe
otherleukemiawereused，Employinganti-Ki67antigenantibOdy（MIB-1,

DakoCytomation),anti-p53proteinantibody(l80LNovoCastra)labelingser46,and

anti-p53proteinwithphosphorylatedser392antibody(p53-Phos,NovoCastra)，

reactedprimarvantibodieswerevisualizedbvmeansofsslHC（nsCSAsystem

developingtMinHistochemJ､３４:215.2002),comparingthedetectionbymeansOf
ChemMateEnVisionsystemThelHCwasperfbrmedbyDakoautostainer・In

ATLthereweremanVKi67antigen-positivecells､relativelVmanyp53-Phos合positiveヴ

cellsandsomep53-l801-positivecells,whentheotherleukemiarevealedsomeKi67

antigen-positivecellsandrarecellspositivefbrp53-Phiosorp53-1801・The
lymphocytosisshowedthesamepatternwithATL､lnHTLV-1carrles､cellspositive
fbrp53-Phosorp53-1801increasedsigniflcantly（p<0.05）accordin且ｔｏｔｈｅａｇｅ，

althoughtheyweremuchlessthanthoseinArLItwassuggestedthatexpressionof

p53-1801andp53-PhosdetｅｃｔｅｄｂＶｓｓｌＨＣｃｏｕｌｄｂｅａｎｉｎｄｅｘｔｏｐｒedicttheoccurrence

ofATLinHTLV-1carriers､consideringtheage．

５



DeficiencyofoCCchemokinereceptorZattenmtesleftventricularremodeling
afferexperimentalmyocardialin曲I･Ction１

MotohiroTakeyaJKoichiKaikita,l92TakanoriHayasaki,1,2ToshiyukiOkumal

DepartmentsofCellPathologylandCardiovascularMedicine２．ＧraduateSchoolof

MedicalSciences,KumamotoUniversitvll-lHonjo,Kumamoto860-8556,Japanづﾞ

Leftventricularremodelingafteracutemvocardialinfarctionisdependentonthe
extentoftheinitialischemicdamageandthesubSequenthealingoftheinfarctand
surroundingtissues・Akeycomponentofcardiacremodelingfbllowingacute
myocardialinfarctionistheinflammatoryresponse,ｗｈichmodulatescardiactissue

rep血ToinVestigatetherelationshipbetweenthemonocyticinflammatoryresponse
andleftventricularremodelingaftermyocardialinfarctionweincorpOratedthemice
deficientinCCchemokinereceptor2（CCR2),theprimaryreceptorfbrmonocyte
chemoattractantprotein-1（MCP-l)，ｗｈｉｃｈｉｓｏｎｅｏｆｔｈｅｍｏｓｔｐｏｔｅｎｔｍｏｎｏｃvteヴ

chemotacticchemokines、

ImmunohistochemicalanalysiSrevealedrapidinfiltrationofmacrophagesinto
infarctedtissuewithin7daysinwildtypemice・However・thisprocesswasgreatly
impairedi、,CCR2deficientmice・Echocardiographydemonstratedbeneficialeffects
ofCCR2deficiencvonleftventricularremodelingat7and28davsaftermvocardial

infarction，伽ｓ伽zymographyshowedaugmentedgelatinolyticactivityinwildtype
micewithin7daysaftermyocardialinfarction､whilegelatinolyticactivitywasbarelv
detectableinCCRZ~/‐ｍice、Moreover､thedistributionofgelatinolyticactivitvin
serialsectionswaSverysimilartothedistributionofmacrophagesratherthan
neutrophils・Expressionofmatrixmemllopl・oteinasesandtumornecrosisfiactor皇a

mRNAswasupregulatedinin血ctedregions伽ｍＷＴｍｉｃｅｃｏｍｐａｒｅｄｔｏＣＣＲ２－'‐
miceat3daysa丘ermvocardialinfElrction､Thesefmdingsindicatethatdirect
inhibitionofCCRZfimctionalpathwaymightcontributetotheattenua〔ionofleft
ventrilcularremOdelingafiermyocardialinfElrction．

.６
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patlnologic剛aIysisofl81casesmainlyfromtheChinesep叩uIatiOn
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DentalSciences,Niigata,Japan

⑨好

Inthelasttenyears,wehavecollectedatotalofl81casesoflymphoepithelial

carcinomas（LEC）ofthesalivaryglandftomthemainlandofChinaうmwan,ａｎｄ

Russia（６３casesfi･omShanghai,４２fiPomGuangzhou,４０fromChengdu,９fTom

Beijing,４fi･ｏｍＷｕｈａｎ３伽nChangchun,州omKunming,３fiPomXi，an,２from

Urumqi,６fi･omTaipei,３from別chung,lfomMoscow).Theirclinicopathologic

featuresａｒｅａｓｆｂｌｌｏｗｓ:nosexpredilection,ａｍｅａｎａｇｅｏｆ４３､５years,mostcommon

intheparotidglandfbllowedbythepalatalminorgland､Histopathologically,salivary

LEC(SLECs)caseswereclassifiedintotwosubtypes:largeandsmallcellnesttypes・

EBVｉｎ企ctionswereconfirmedbyin-situhybridizatioｎ（ISH）andPCR

amplificationsinallofthecasesexamined・

ThecharacteristiclymphoidstromａｏｆＳＬＥＣｓｗｅｒｅｅｘａｍｉｎｅｄｂｙ

ｉｍⅢnohistochemistrvandlSHfbrextracellularmatrix（ECM）molecules．
ご

lymphocytesandmacrophages・AbasicuI1itstructureofSLECswascomposedof

centrally-locatedundifferentiatedcarcinomacellnestsandsurroundinglymphoid

cells・Suchunitstructureswereseparateｄｂ１・fibrOusseptum-likestromataThe

lymphoidcellsweremainlyCD45RO＋Tcells・ｗｈｉｃｈｗｅｒｅＣＤ８＋predominant、

mixedwithBcellsandmacrophages､Immunohistochemically9eachunitstructurewas

surroundedbyperlecan＋andtenascin＋ｆｍｅ丘brouSelements，andtheboundary

betweencarcinomacellsandlymphoidcellswaswidelyperlecan+/tenascin+・

su奴estingthattheflbrousstromaofSLECswereproducedbybothcarcinomacells
-ゴー～

andlymplloidcells・

ＴｏｃｌａｒｉｆＶｔｈｅｓｉ伽ificanceofEBVinSLECs､ｗｅａｎａｌｙｓｅｄｔｈｅＬＭワノgene，
ｰ

whosegeneproductsaI･etranspol･tedillthecellmembranetofUnctionasaTNF

receptortriggeringamultitudeofsignalingpathwavsincludｉｎｇＮｆｋＢＭＡＰＫｓ､ａｎｄ
others､EBV-infectiOnwasconflrmedbvPＣＲａｎｄｌＳＨｉｎ６２ｃａｓｅｓｏｆＳＬＥＣｓ・LMP1

proteinwasimmunohistochemicallVdemonstratedin31cases（50％)．The
characteristic30-bpdeletioninthecarboxyl(O-terminusregionoftheLMP-1gene

ｗａｓｆｌｏｕｎｄｉｎ２０ｃａｓｅｓ（32％).Mostofthemwere伽mGuanzhou､Chengduand

mwan・whilemostofthecasesfi･omShanghaiandotherareasshowedno30bp

deletion・Inadditionseveralpointmutationsincludingcodon338werecommonlV

sharedb,'ｔｈｅｃａｓｅｓｗｉｔｈｏｒｗｉｔｈｏｕｔｔｈｅ３０ｂｐｄｅletionTheseresultsindicatethat

７



therearetwomaJorgeno叩cvariationsinSLECEBVmheftequentmutationsinthe

C-terminusindicatethatSLECmayhavethesamebehaviorasnasopharyngeal

carc1nomas．

lnthenextstep,ｗｅｉｓｏｌａｔｅｄｔｈｅｃｏｍｐｌｅｔｅＥＢＶＬＭＰｌｇｅnesfiooml2samples，

andcomparedtheseLMP1geneswiththoseofnasopharyngealcarcinoma(NPC

ＣＡＯ)andtheprOtotypeB95~８EBVSalivaryLECLMPlgenesweremoresimilarto

CAOgenesthantoprototypeB95-8genes・TheanalysiSalsoidentifiedseveral

conserved（67-100％）variationsinSLEC-LMP1andCAO-LMPldistinctfi･om

B95-8-LMPl・TheseincludedlO-aminoaciddeletion，S-aminoaciddeletionand

l2-singleaminoacidvariations・帳Inaddition,ｔｈｅｐｒｏｍｏｔｅｒｒｅｇｉｏｎｏｆｔｈｅＬＭＰ１ｇｅｎｅ

ｗａｓａｌｓｏｅｘａｍｉｎｅｄｉｎ２０ｓａｍｐｌｅｓＯｆＳＬＥＣＳ,ａｎｄａｌｌｏｆｔｈｅｍｈａｄ３７ｃｏｍｍｏｎｐｏｉｎｔ

mutations、９２％ｏｆｗｈｉｃｈｗｅｒｅｓｉｍｉｌａｒｔｏｔｈｏｓｅｏｆＣＡＯ・ＯｎｅｏｆｔｈｅＳＬＥＣＬＭＰ１

ｇｅｎｅｓｗｉｔｈｔｈｅａｆbrementionedconservedvariationsinhibitedthegrowthofan

embryonickidneycellline､293Ｔ､andatthesametimehighlyactivatedtheNF-KB

pathwayinexpresSedproteinamount-dependentmanners・And､theseａctivitieswere

equivalenttothoseｏｆＢ９５－８ａｎｄＣＡＯ、Thesefindingssuggest［hatthebiological

fimctionsofSLEC-LMPlaresignifIcantbutthatthemutationaleventsintheSLEC

LMP1sampleincludingthewell-known30-bpdeletiondidnotaffectthesetwo

promlnentactlvltles・

InordertoexaminepossibleroutesofEBVentry､paraffinsectionsfi･om50cases

ofLECswereanalvzedbvimmunohistochemistrvfbrlgA,secretorycomponents(SC)，

ＣＤ21．ａｎｄＬＭＰｌ・CD68-immunopositivemacrophageswereseIectivelvI･ecoveredbv

lasercapturemicrodissectionqandextractedDNAsamplｅｓｗｅｒｅａｌｓｏａｎａｌｖｚｅｄｂＶＰＣＲ・

ImmunohistochemiCally･ｔｈｅｒｅｗａｓｎｏＣＤ２１ｅｘｐｒｅｓｓｉｏｎｉｎｔｈｅｃarcinomacells・

however，IgAandSCwerefiocallvobservedinthecarci､omacellswhichwere

LMPl-positive・Inadditionthesethreemoleculesweredemonstratedinmacrophages
immunohistochemicallvandbvPCR・ＴｈｅｒｅｓｕｌｔｓｉｎｄｉｃａｔｅｔｈａｔＣＤ２１ｉｓｎｏｔｌｉｋｅｌｖｔｏ

‐ご

fimctionasacellsurfacereceptorfbrEBVinthesecarcinomacells・butthat

transcvtosisviaSC-anti-EBVIgAcannotbecompletelyruledout､Inaddition､itis

obviousthatmacrophagesareatleastinvolvedintheprocessesofinfEctionand
metabolismofEBVinLECcells・

Sincetherehavebeennoestablishedcellsystemsoriginating伽ｍＳＬＥＣｓ､we

triedtoisolatecarcinomacellsｈ･omfteshsurgicalsamplestostudvmodesofEBV

in企ctionanditsroleinLECcellproliferation・Aftermanvtrials､weweresuccessfill

ingrowingepithelialcell伽ctions伽ｍｐｒｉｍａｒｙｃｕｌｔｕｒｅｓｏｆａｐａｒｏｔｉｄＬＥＣｏｆａｌ６ｰ

ｖｅａｒｏldboy・Ａｊう[er7passages，thecellsstartedtogrowstablvandｓｈｏｗｅｄご

short-spindleshapes・Theywereimmunohistochemicallypositivefbrkeratin､ＣＫｌ４、

ＣＫｌ９､ｖｉｍｅｎｔｉｎＭＵＣｌ,S-lOOproteinandLMP-lprotein,suggestingthatthevwere

ofsalivaryductepithelialoriginPCRandRT-PCRshowedthepreｓｅｎｃｅｏｆＬＭＰｌ
ａｎｄＬＭＰ２Ａｉｎｔｈｅｃｅｌｌｓ・Immunoblotanalvsesdemonstratedthebiosvnthesisof



LMP-lprotein・indicatingthatEBVinfbctionwasmaintainedinthecells・Their
LMPlhadnocharacteristic30-bpdeletion・

prbjectshavebeencarriedoutincollaborationThesesalivaryLECprOjectshavebeencarrledoutlncollaboranon

ChinesepathologiSts・IwouldappreciatetheirkindandsincerecooperatiOn．

、

９
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lDivisionofMolecularPathology,CenterfbrChronicViralDiseases,２Departmentof
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OBJECTIVES：Highlyactiveantiretroviraltherapy(HAART)hasbeensuccessfillto
reduceprogressionofacquiredimmunode五ciencysyndrome(ＡＩＤＳ).Nevertheless，
recentautopsyanalysisofthebrainfiPompatientswithhumanimmunodeficiencv
virus（HIV)-linflectionreportedsameorevenincreasingnumbersofAlDS
encephalopathy・ToinvestigatethereasonfbrthisinsufficienteffbctofHAARTfbr
centralnervoussystem(CNS)complicationweusedsimianimmunodefIciencyvlrus
(SIV）inoculatedmacaques，ａｎａｎｉｍａｌｍｏｄｅｌｏｆｈｕｍａｎＡＩＤＳ・ａｎｄｉｎvestigated
relationshipbetWeendegreeofthelymphnodepathologyandthatofAIDS-related
brainpathology．

ＭＥＴＨＯＤＳ：Ninerhesusmonkevswereexamined・Threemacaqueswereinflected
withT-celltropicSIVmac239・twomacaqueswithmacrophagetropicSIV
239/ｅｎｖＭＥＲＴ・ａｎｄｔｈｅｏｔｈｅｒｔｗｏｗｉｔｈＴ－ｃｅｌｌｔｒｏｐｉｃＳＨＩＶ－ＲＴ・Anothertwo
uninfbctedmacaqueswereusedasthecontrols・Parafrin-embeddedfbrmalin-fixed
lymphnodesandbraintissuesfi･omeachanimalwereexaminedusingroutme
hematoxylin-eosinstainingvarlousimmunohistochemistrv,andinsituhybridization．

ー

Electronmicroscopyofthecerebralcortexwasalsoperfbrhied

ＲＥＳＵＵＳ:AnimalsinfectedwiIhT-celltropicSIVmac239developedAIDSmol･ethan
l50weeksafterin金ctionandshowedtypicalAIDSpathologyinthelymphnode・The
cerebralcortexshowedfbcalgliosisandEManalysisdemonstratedmildchangessuch
asaccumulationoflamellarbodiesindendritesandswellingofastrocytlcprocesses，
HoweveMherewasnoevidenceofmicroglialnodulesnornlltinucleatedgiantcells
inthewhitemater､Theanimalsinfectedwithmacl･ophage-tropicSIV239env/ＭＥＲＴ
ｄｉｄｎｏｔｄｅｖｅｌｏｐＡＩＤＳｉｎｔｈｅｓａｍｅperiodofinfection・ＴｈｅwhitemateroftheanimaL
however,showedmicroglialnoduleswithmultinucleatedgiantcellMnslni
hybridizationdemonstratedexpressionofviralmRNAintheseglantcells・Therewas
noabnormalityinthecortex．

1０



TheExperimentalStudyofMorPMogicalDevelopmentand

di縦re航我tedPr⑥teinsNSEGFAPCNPaseandBDNFExpreＳＳｉⅢ

atHi卯ocampus㎡PmlongedSeleniRIm-DeficiencyF3Ｒａｔｓ

TianDong-Ping,ＳｕＭｉｎ，ZhangRui-Juan,GuoXiong,WangyUkai,YUYan,WangYan

DepartmentofPathoio邸MedicalCollegeofShantouUniversity,Shantou・Guangdong5I5031・

ChinaE-maiI：minsu⑰Ｓｍ.e血cnTelephone:＋86-754-8900429Fax:＋86-754-8900429

Objec的e:ThepuIposeofstudyistoknowtheSe-deficiencywaswhetheroranother

significantfactorsfbrthebraindevelopment､Thescholarhadpayedmoreandmo腿
attentiontotherelatiOnShipbetweenSeandneuraldiGferentiationandgrowth､There
hadsomereportaboutSeaffectedtheneuralcelldevelopmentinvitro、ButhowSe
affectsthebrainmorphologicaldevelopmentinvivo,ａｎｄｈｏｗｔｈｅＳｅ＆Icombined

deficiency？Thereisalitterreport・Ｉｎｏｕｒｓｔｕｄｙ・ＷｅｕｔｉｌｉｚｅｄｔｈｅＰ４、P21rats

brainsamplesftomSe-deficientandl-deficientF3ratstoinvestigatedthe
morphologicalchanges・neuralmaturedifferentiatedprotein-GFAP、ＮＳＥ，CNPase

andneurotrophicftlctorsBDNFexpressionathippocampus(Hp)．
Ｍ鉱erial肌dMethod：Theexperlmentedanimalswerefi?omSe-deficient・

I-deficientF3rat,Theanimalsweredividedfburgroups:Se-deficient:I-deficient:Ｓｅ

＆I-deficientandcontrolled(supplementSe＆I)groups､WerespectivelvtookP4(４
pergroup）ａｎｄＰ２１(６pergroup）brainsamples→fixed→embedded-sliced--made
HE，Nissl、ＰＡＳｓｔａｉｎ，ＧＦＡＰ、ＮＳＥ、CNPase、BDNFimmunohistochemism.In

addition・weextractedtotalproteinfiFomtheP2IfiFeshhippocampustissue(４per
group)todetecttheGFAP､ＮＳＥ､CNPase､BDNFproteinexpressionbvWesternBlot
technique.‐
Results：

l、Morpimlogicalchanged：Contrastedtothecontrolledgroup・cortexcellular

migrativespeedanddentategyrｕｓ(ＤＣ）ofhippocampuswereslow-movingaIthe

Se-,I-andSe-I-，delaminationofcortexwasuncIear:ａｔＰ２ＬＳｅ－､I-andSe-I-groups
hadhighercelldensityatcortexandpolariIyofarrangementwasget‐behindthan
thecontrolledgroup・Thesamechangeswereatl-andSe-I-thanSe-groups、
２，Neumlmaturｅｄｉ仇rentiatedproteinexpression:ThepositivecellofGFAPand

grayintensitvofcontrolgroupwerehigheｒｔｈａｎｏｔｈｅｒｓａｔＣＡｌａｎｄＤＧｒｅｇｉｏｎｓｏｆづ

hippocampus（P<0.01)｡atCA3regionsarehigherthanSe-,Se-I‐groups(P<0.01)．
WestemBIotrevealstheGFAPprotei、ConcentrationWashighestatcontrolgroup。ー

thedi徒ｒｅｎｃｅａｍｏｎｇｏｔｈｅｒｇｍｕｐｓｗｅｒｅｎｏsignificant・ＴｈｅgrayintensitvofNSEat
controlgro叩washigherthanI-andSel-(P<0.01).therearenodifferencewithSe-・

WesternBIotshowedtherewerediffbrencesamongthegroups9consistentwith
immunohistochemistryresults・CNPasepositvecellexpressatHpandcortex・Ｔｈｅ
間ultsofaccountingpositivecellatＣＡ３ｗｅｒｅｄｉ舵rent・ＩｔｓｈｏｗｓＩ‐andSe-I‐ｈａｄ
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morepositivecellthancon伽ｌａｎｄＳｅ‐ｇ、叩.AndthegIayofpositivCfib師werE
moreintensiveatcortexofl-andSe-I-gmup,thepmjectingareaswe随wide､へ
３，Neumtmphicfﾐ1ct⑪ｒＢＤＮＦｅ叩１℃ss:meimmunohistochemis町ｓｈＯｗｅｄＢＤＭＦ

ｃｏｍｍｏｎｌｙｅｘｐ肥ssedatHp、corIexandmidbmin・Thecontrolledgro叩ｈａｄｍｏ腿
gmyintensin･ｔｈａｎＳｅ－ａｎｄＳｅＩ－ｇｍＵｐ弧hippocampalproperbmtherewasno

di能rencealDGregionsbyimmunohistoChemical肥sults：ｔｈｅl-hadhighergray
intensitythanSe-.WestemBlotrevealedtheBDNFproteinconcentmtionofHpatl‐
washigherthanothers．

ConcluSionS：

(1)、Seandlarevelyimportantelementsfbr剛braindevelopment，especiallyHp

andcortexdevelopment､Se-､I-orSe-I-cancausecortex、ＨｐＣＡｌ、CA3pyramidal
cellandgranualcellｏｆＤＧ肥gionsoverneⅢgenesisandslow-movingatdiffb剛t
level．

(2)､Theneuralm誠u1℃ｄｉ舵剛tiatedPmtemexp肥ssiondecIEases舵spectivel》mSe-,
1-、Se-I-・Se-mainlVaiｦfectstheAS､andthatI-afIbctstheneumnMo肥overI-、Se-I-

ご

couldinducetheoilodendmcytepmIi企剛ｉＯｎ，Ｓｅ－ｏｎｌＶｅ舵clwZlsless

(3)NeumtrophicfaCtorBDNFexpressedlessatSe-gmup,ｂｍｍｏ正ali-gmup､merE

aIEmaVbesomediffｾ1℃ntmechanismfbrSe-、Ｉ－ａ舵cttllepmductionoずＢＤＮＲＩｔＨｐ．

Ｋ帆wOrds： Selenium

BDNF

Iodine． raｔ
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CIinic叩atllologicalStudyonAlteration㎡PTENGeneandits

ProteinEXpressioninHu伽nBreastCmcer

QｉａｎｇＷＵｊｕｎＺＨＯＵＦｅｎｇＹＡＮＣ

DepartmentofPatholo部AnhuiMedicalUniversity,６９MeishanRoad,Z30032HefEi,Anhui，
PRChin2

．Abstract

PurposeTbInvestigatethealterationofPTENgeneanditsproteinexpressionin

breastcancersoastoevaluateitsclinicopathologicalsignificance・Methods

lmmunohistochemicalstaining，S-Pmethod，wasusedtodetectthepositivitvｏｆ

ＰＴＥＮｉｎ２３ｃａｓｅｓｏｆｎｏｒｍａｌｂｒｅａｓｔｔissues、２８casesofprolifbra[ivebreastdisease

including8caseｓｏｆａ[ypicalhyperplasia(ＡＤＨ),８casesofductalcarcinomainsitu

(DCIS）ａｎｄ９８ｃａｓｅｓｏｆｂＩ･eastcan側Meanwhile、cvciinDlandmicrovesse１ヶご

density(ＭＶＤ）markedwithFactorⅧ-1.ela[edantigenwerealsoinvestigatedin98

casesofbreastcancer,PCR-PAUGEwasusedtodetectlossofheterozygosity(LOH）

andmicrosatelliteinstability(MSI)nearPTENlociin98breastcancerbResultsl・

PTENwasweaklyexpressedinnormalbreasttissues.AtypicalhyperplasiaandDCIS

expressedhigherlevelsofPTENthannorⅢltissues(P<0.05),buthadnoremarkableー

distinctionwi[hiIwasivebreastcancer、TheexpressionofPTENwasnegative1Ｖｰ

ｃOrrelatedtohiStologicalgrading,axillarylymphnodemetastasis,clinicalstagingand

MVD、２．ＴｈｅけequencyoflossofflankingmarkerDlＯＳ２１５ａｒｏｕｎｄＰＴＥＮｗａｓ

32.7％(32/98).InthecaseswithPTEN-L○Hsamples,５of32werePTEN-nega[ive，

PTEN-LOHwaspositivecorrelatedtoclinicalsmging9axillarylymphnodemetastasis・

ButmicrosatelliteanalysisshowedthaXtherewasnomicrosatelliteinstabilityabout

DlOS215ofPTENgeneexistedinallthesesamples、３．Anegativerelationshipｰ

existedbetweentheexpressionofPTENandcvclinD１．４．Ｗｉｔｈｗｅａｋａｎｄｎｏ

ｅｘｐｒｅｓｓｉｏｎｏｆＰＴＥＮ，therewasapositivecorrela[ionbetweentheexpressionof

cvclinDlandhistologicalgrading，axillarylymphnodemetastasis、５．Withstrongヴ

expressionofPTEN，therewasnocorrelationsbetweencvclinDlexpressionandづ
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axillarylymphnodemetastasis・Conclusionl・ＴｈｅｃｈａｎｇｅｏｆＰＴＥＮｅｘｐ随ssionisan

earlveventinmalignanttIansfbrmationofbreas1epitheliumSignificantcorTelation

betweentheexpressionofPTENandcyclinD1alsosuggestedthatthedown

regulationofPTENexpressioninbreastcancerco舵latingwithhistologicalgrading9

axillarylymphnodemetastasis・clinicalstageandMVDmaybeconside肥ｄａｓａ~

potentialindicatortojudgethedifY1el･entiationandmetastasisofbreastcancer､2.LOH

ofPTENgenemaybearelativel1･lateeventinbreaslcancerdevelopment・whichmay

playimportantrolesoninvasionandmetastasisinbreastcancer・Andmicrosatellite

analvsisshowsnomlcrosatelliteinstabilityaboulDlOS215ofPTENgeneexisted，

MicrosatelliteinstabilityofPTENmightnotbethemainchangeinbreastcancer､３．

ImmunohistochemistrvisusefillflorthedelectionofLOHofPTENgeneonDlOS215

inbreaslcancer､４.TheeffectofcvclinD1onaxillarylymphnodemetastasisofbreasl

cancermaypartl)･beundertheregulationofPTEN
←
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StudythetrachealstemcellsduringtheregenerationafteI･injureinducedby

5-FU

DingQiangIJiaXinshan2ZhouYing2LiaoAijun2WangLingling2
ISunYat-SenUnversity§DepartmentofPathphysiology,2ChinaMedicalUniversity，

Departmentofpathology

Objective

Stemcellshavebeenregardedasundi鮭rentiatedcellscapableofproliferation．

selfrenewal，productionofalargenumberofdifferentiatedprogeny,ａｎｄ

肥generationoftissue,Analtemativemethodfbridentifj/ingbothmurineandhuman

hematopoieticstemCellswasrecentlydeveloｐｅｄａｎｄｉｓｂａｓｅｄｏｎｔｈｅｅＥｆｌｕｘｏｆｔｈｅ

ＤNAbindingdye,Hoechst33342.theSPprotocolcanbeusedtoidentifi/stemcellsin

othertissuesincludingskeletalmuscleandepidermis・TheAIP-bindingcassette

transporｔｅｒＡＢＣＧ２/BcrplmediatestheSPphenotype・Weconstructedatracheal

injurymodelinWisterratstreatedwith5-FU､Usinglightmicroscope､electronic

microscopeoimmunohistochemistry，Hoechst3332stainingandRT-PCRmethods

investigatedtheprocessofregenerationtolocalizethetrachealstemcells・Tolocate
andobservethetrachealstemcellsinsitu

MethodS

WeconstructedatrachealinjurymodelinWisterratstreatedwith5-FUUsinglight

microscope，electronicmicroscope,immunohistoChemistryうHoechst3332stainingand

RT-PCRmethodsinvestigatedtheprocessofregenerationtolocalizethetracheal
stemcells

ReSults

1.5-FUtreatmentandtherecoveryprogress：Threehoursa丘er5-FUtreatment・

tmchealepitheliumbegantoshed§pseudostrati丘edcolumnarciliatedepithelium

desquamatedpartlyandexposedthebasementmembrane．ＴWelvehoursthewhole

tracheaepitheliumdesquamatedwithtriflenake｡‐nucleus-likecellsnailingjust

abovethebasementmembranealternation、３hoursafterremoving5-FE．thesecells

disappearedinsteadbyextremesquamousepithelium：thenucleusbecameflaIwith

plasmaalmostcoveringthewholebasementmembranelikeamembrane,atthisIime

thePCNAstainingshownegative・Sixhourslater､extremeflatepitheliumgraduallv

di舵I･entiatedintoflatepitheliumwithadenselystainingnucleus・Usi服electronic

microscopy・theSenegativecellsarepoorly-differentiated：characterizedbvalarge

nucleus,scantycytoplasm，undevelopedorganelles､andnomucusgranuleandcilia．ｰ

PCNAimmunohistochemischyshowedthatnegativestainingcellslocatedsparsely

amongthepositivestainingcel1s・Ninehourslater，flatepitheliumgraduallvｰ

diBferentiatedintocuboidalepithelium・Itcouldbeseenthatthereweresmalｌｍｕｃｕｓ

ｇｒａｎｕｌｅｏｎｔｈｅｔｏｐｏｆｓｏｍｅｃｅｌlsandciliaonothercellsunderelectron

micrOscopic,l2hoursthesecellsbecamemorecuboidaLAfter24hourstherecould

beenseentheciliaundex･lightmicroscope.(fIgurel-F),Forty-eighthourslater､we

observedthatthetrachealringswerecompletelycoveredwithpseudostratified

columnarciliatedepithelium．
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2.Hoechst33342effluxingpopulatio、seenundertheFluorescencemicroscope：
smearofePithelialcellsweredissociatedfromtrachealtreatedby5-FUfbr
l2hours､Isolatedcellswereincubatedinthepresenceof5卜Lg/mlHoechst33342fbr30

minutes,washedandobservedwithreflectedFluorescencelightandcontrastphase、
UndercontrastpllasecellswereseenwithIntegraoutline，meanwhileWithUV

excitedmostcellsseenthebluenucleus，thenopenthelightvision，ｓｏｍｅcells
withnoHoechst33342dyecombinationamongthepositivecells、

3．ＰＣＲＡｍｌｙｓｉｓ・RNAwaspreparedaccordingtothemanufacturer，s

instructionsfromtrachealepithelialcellsaftertreatedby5-FU・RT-PCRanalyses
wereperfbmedasdescribedpreviously,ｕＳｉｎｇＡＢＣＧ２５，ｅｎｄｐｒｉｍｅｒＣＣＡＡＡＧ
ＣＧＴＡＧＴＧＴＣＴＧＴＡＧＣＡａｎｄ３，ｅｎｄｐｒｉｍｅｒＴＧＣＣＣＴＧＡＴＴＴＡＴＣＡＡＧＴ
ＡＧＴＣ・ThePCRconditionsfbrtheABCG2reactionwere95oCfbr4min,fblloｗｅｄ

ｂｙ３０ｃｙｃｌｅｓａｔ９５ｏＣｆｂｒ４５ｓ,５５ｏＣｆｂｒ５０ｓ,７２ｏＣｆｂｒ５０ｓ,andafinalextensionof6
minat72oCActinPCRusedthesameconditionsasthe､initialABCG2PCR
reactlon．

Conclusion

RattrachealstemcellsexistthepollutantresistanceGocellswhichcanefHux

Hoechst33342andexpressthegeneABCG2/Bcrpl・

IlKeywordl:FliorouraciMrachealstemcell;iniure；regeneratiⅢHoechst33342：

ＡＢＣＧ２/Ｂｃｍｌ
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NasoplmryngealNon-Hodgkin'slymphomasinSheny肌ｇ肌ｄｔｈｅｉｒ

relationshipwitllEpstein-barrvirus

肥胞"プjα･ﾉ,川筆肋-sｈ伽ﾉ,ＫＺ剛肺α肋Ⅷ２．

ＪDepα伽e〃q/Pα伽/０部Ｃ〃伽耽伽α/伽'Ⅷ蛾Ｓｈｅﾉﾘ伽ｇ川川､ＣＡ伽

２Ｓe川αDepα伽捌ｑ/､4剛o州K昭Cs伽α切伽剛()ﾉＦａｃ"ﾉj:ｙＱ/､雌伽伽．

KZzgoW川890-脱α､ﾉﾋIpα〃

【Abstract】ObjectiⅧTostudytheclinicalflSatures,immunophenotypesand

thesignifIcanceofEpstein-BalTvirusin企ctionofnasopharyngealnon-Hodgkin，s

lymphomasinShenyanganddiscusswhetherＣＤ５７ｃａｎｂｅｕｓｅｄｔｏｄｉａｇｎｏｓｅＮＫ/Ｔ

ｃｅｌｌｌｙｍｐｈｏｍａｏｒｎｏｔ・Methods：Nasopharyngealnon-Hodgkin，ｓｌｙmphomas（l58

cases)inShenyangwerestudied,ThesampleswerestainedwithhaematoxyliMnd

eosinfbrhistologicalexamination・Immunohistochemistrvstudieswel･eperfbrmed

usingmonoclonalantibodies，againstCD3florT-lymphocytes，CD20fbr

B-lymphocytes,ａｎｄＣＤ５６ａｎｄＣＤ５７ｆｂｒＮＫｃｅｌｌｓ，andcompareｄＣＤ５６ｗｉｔｈＣＤ５７・

InsituhybridizationfbrEBV-encodedsmallnuclearRNA(EBER-l）wasperfbrmed

in38cases,Results：１０１cases(63.92％)wereNK/Tcelllymphomas,ａｎｄ72.28％

（７３/１０１）oftheinitialsiteswereinthenasalcavity59.90％（１０/１０１）inthetonsils

and17.82％（18/１０１）inthepharynx､２３（14.56％)casesweretrueTcelllymphomas，

ｗｉｔｈ26.09％（6/２３）oftheinitialSitesoccurringinthenasalcavitv,30643％(7/１３）ヴク

inthetonsilsand43.48％（１０/23)inthepharynx､21.52％(34/158)ofcaseswereBcell

lymphomas・ａｎｄ１.↓､70％（5/３４）oftheinitialsiteswereinthenasalcaviⅨ64.71％

（22/３４）ｉｎｔｈｅｔｏｎｓｉｌｓａｎｄ２０､59％（7/３４）inthepharynx・Correlationbetween

lymphomasandinitialsiteswasexaminedbyChi-squaretestandsignifican［

correlationwasfbund（Ｐ＜0.001X2＝55.831)．ComparingCD56withCD57was
peribrmedin78caSes・ＮＫ/Tcelllymphomas(７３cases)werepositivefbI･CD56but

negativefbrCD57・FewTcelllymphomas(５cases)werepositivefbrCD3，negative

fbrCD56andsca[teredpositivefbrCD57､UsingEBER-linsituhvbridization・the

sampleswerepositivein34of３８cases（89.5％),inclUding29/２９cases（100％)ｏｆ

ＮＫ/Tcelllymphoma､２/２cases(１００％)ofTcelllymphomaand3/７cases(42.9％)ｏｆ

Ｂｃｅｌｌｌｙｍｐｈｏｍａ，Conclusions：ＮＫ/Tcelllymphomaisthepredominanttypeof

lymphomaamongnasopharyngealnon-Hodgkin嘗slymphomasinpatientsfiDm

ShenyangThedistributionofNHLmayberelatedtotheinitialsitesatwhichNHL

occurs:ＣＤ５６ｉｓｔｈｅｌｍＩ･kertodiagnoseNK/Tcelllymphoma､AlthoughCD57isalso

themarkerofNKcell・ｉｔcan､ｔｂｅｕｓｅｄｔｏｄｉａｇｎｏｓｅＮＫ/Tcelllymphoma;ＴｈｅＮＫ/Ｔｰ

celllymphomasweStudiedwereassociatedstronglywithEBV(１００％)．

【Keywords】Nasopharyngeal；Lymphoma；ＮＫ/Tcelllymphoma：ＣＤＳ６：ＣＤ57：

Epstein-Barrvirus：Insituhybridization
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Exp剛sionandsignificanceofCD204inmsalNK/rcelll】'ｍｐｌｍｍａ

ＺＨＵ伽-伽７ﾉ,｡１Ｍ肋7-s加7ﾉ,肥ｌｔＷｊａｏﾉ,Kaz"紬α肋剛2．
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【Abstrsct】ObjectiveTostudytheexpressionofCD204innasalNK/Tcell

lymphomaandanalyzethepathologydiagnosticsigniflcanceofCＤ204．Methods

Samplesof65paraffin-embeddedspecimenswerestudied､including51nasalNK/T

celllymphoma，６nasalBcelllymphoma、４ｎａｓａｌＴｃｅｌｌｌｙｍｐｈｏｍａａｎｄ４ｎasal

inflammation､Thesampleswerestainedwithhaemaloxvlinandeosinfbrhistological

examination・S-PimmUnohistochemiStrVstudieswereperfbrmedusingmonoclonal

antibodiesagainstCD204・Immunoelectronmicroscopwasusedtodetectthe

distributionofCD204・ResultsUsingimmunohislochemistry・CD204wasexpressed

mainMncvtomembraneandcytoplasm・samplesarepositivein49/51(96.1％)nasal

NK/Tcelllymphoma､２/6(33.3％）nasalBcelllymphoma,２/4(50％）nasalTcell

lymphomaandO/4(0％)nasalinflammation､TheexpressionofCD204imasalNK/T

andBcelllymphomahasdistinctdiffbrenCe(P=0.001),ＮＫ/TandTcelllymphoma

hasdifference(P=0.023).lmmunoelectronmicroscopystud)・suggestthalCD204

antigendistributesmainlvincvtomembraneandcytoplasmConclusionsCD204canゴ ヴ

ｂｅｕｓｅｄｔｏｄｉａｇｎｏｓｅＮＫ/Tlymphoma,anddiffel･entialdiagnoseofnasalNK/Tcell

lymphomawithnasalinflammation,BandTcelllymphoma．

【Kevwords】CD204antigen;nasalNK/Tcelllymphoma;immunohistochemistrV：

imunoelectronmicroscopy
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AppIiedvalueinclinicofCapturedbyCytOchipfbrCancercellsinpleuralefnsionof

patientSwithlungcgmCer

ﾘﾘﾉＵ“α"gや蝿為り伽Ｖｃ助-〃α,ＨＤＵ隅2吋伽，ＺＨ４０肋批，ＬＩ川"-A肌刷jVU

助α"９９伽9,LmS伽-仏＊Pα伽ﾉひｇｊＭＤ蝿"OsjsQ"畑剛ｅＦｉバル1ﾉ肋ＭＨひ叩加j,α伽
Ｆ

股肱α/助純応伽肋e岬α昭〃〃〃,剛加α

【Abstract】ObjectiveToevaluatetheclinicalappliedvalueofautomaticrecognitionand

capturedbvtheantibodycellmicroarray-cytochipfbrcancercelIsinp1euraleffUsionofpatientS

withlungcancer､MethodsThecytochipthatisnotreportedinthewholeworldatpresentwas

developedtoimmunizehybridizationthecellsinpIeurale伽sionsof42patientswithIung

carciｎｏｍａｓａｎｄｏｆ２０ｏｎｅｓｗｉｔｈｌｕｎｇｂｅｎｉｇｎlesions､ResultsThepOintofpositivehybridization

showedround・bordercleaI；ａｎｄｔｈｅｓｈａｐｅｏｆｃｅｌｌｄｉｓｐｌａｙｅｄwell，thecelIsofnospecial

combina〔ionexceptpointofPositivehybridizationwashardlvfbundbythetimesof40、１００．２００

and400oftheordinarvmicroscopeprogressivelv､Theposi[ivehvbridizaIionnumbersofESA、

ＣＤ４４Ｖ６、ＬＥＡｗｅｒｅ３５．３０，３８．respectivelvin42adenocarcinomacelIs：Thepositive

hvbridizationnumberｓｏｆｔｈｅｍｗｅｒｅｏｎｌＶ３ａｎｄａたwerlymphocyteswerefbuｎｄｏｎｔｈｅＣＤ４４Ｖ６．．，ご

in20oneswithIungbenignlesionsthroughthecellmicroaITav：ｔｈｅｏｔｈｅｒ７ｃｌｕｓｔｅｒｏｆゴ。

。i舵I･entiationantibodiesdidnotcaptul･ｅｄｃａ1℃inomacellsexceptlymphocytesneutrophiIsand

macrophagesfi･omthetwopIeuraeffilsions5Conclusion℃vtochipshowedadvantagesas化lIows：

small-sizedandinfbrmationrich；high-throughpu〔:automaticrecognition：obviouslvcomparable

withothersimilarmatteMowcost、simpleope剛ionandI1eedalittlesample、appearstobean

importantappliedvaluefbrdiagnosingcarcinomaceⅡsinpleuralensionofpatientswithlung

caI℃inomacells・

【Keywords】Cytochip:microarray;glassslide
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DymmicsAnalysiSofRhOdaminelZ3Staining⑪ｆＨｕｍａｎ

ＢＩ･oncllialEpitheliumDⅢ．ingtlleW⑪Ⅲd-repairProcessIn伽ced

byFlⅢrouracil・
ＺＨＯＵＹｉｎｇ，JIAXin-slMm，

EmergencyDepartmentoftheFirstA剛iatedH0spitalofChinaMedical
University(ZhⅢＹ)，

Departmentofpath0logyofChinaMedicalUniversity（JIAXS），,Shenyang
llOOO1,Ｃｌ'iⅢ

IAbstmctl

ObjectiⅦToanalyzetheconditionofRhodaminel23stainingofhuman

bronchialepitheliumduringthewound-repairprocessinducedby
fluorouracil(5-FU)．

MethodsStemcellsshowreducedstainingwithRhodaminel23・We

developedaninvitroinj叩modelofhumanbronchialepitheliuminducedby

5-FUtofindbronchialstemcell,Thenormalandiniuriousbronchialepithelial

cellswereobtainedbyenzvmaticdigestion（TypeXⅣprotease・Sigma)and

analysedbyflowcytometry､１)PIstainingtoidentifythepercentageofcellsin

differentcellphase，２)Rhodaminel23staininginlivecellsweretocontrastthe

percentageofnegativecellsintwogroups・

Resultsl､Analysisofcellcvcle:ThepercentageofGo/Ｇｌｏｆｌｉｖｅcellsin

normalgroupwas86､５４士4.50％，Ｓ+Ｇう/Mphasecellsoccupied１３．１４±4.39％

ofnormalbronchialepithelium；necrosisandapoptoticcellsininiuriousgroup

increased・oCcupied13.62±4.90%､thePercentageofGo/Glphasecellsinremain

livecellsofinjuriousgroupincreased、93.33±4.95％.ＣｅｌｌｓｉｎＳ+G2/Mphase

almostdisappeared;withtherecoverofbronchialepitheliumcellsinS+Ｇ７/M

phaseincreased、

２.ThepercentageofRhodaminel23negativestaininglivecellsinnormal

groupwaslO,46±217％.andininjuriousgroupwas17.82±3.16％・withthe

recoverofbronchialepitheliumthepercentageofRhodaminel23negative

staininglivecellsreducedtonearlVnomallevel・

Conclusions

5-FUcanmakethecyclingcellsdegeneratio、andnecrosisandreserveGophase
ls・TherearebronchialsIemcellswhichhavethecaDacitvtoeffluxcells・TherearebronchialsIemcellswhichhavethecapacitytoefflux

Rhodaminel23amongtheseCuphasecells・Justtheproliferationanddifferentiation

ofthesestemcellsregeneratedbronchialepithelium

IKeywords］Bronchialepithelium：Stemcells：Fluorouracil：Human：
Rhodaminel23
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1ｍｍⅢohistochemicalanduItrastmc伽alstudyofso-calledsclerosin窪

llemangiomaofthelⅢgsuggestsdi縦rentoriginsofcells

ＷＡＮＧＹａｎ，WANGEnhua9WUGuangping，

DepartmentofPathology，CollegeofBasicMedicalScience，Chinamedicai

UniverSi既shenyangllOOO1,ＰＲ､China

IAbstractlObjectiⅦ Tostudythemorphologicalcharacteristics，

immunohistochemicalstainandhistologicaloriginofso-calledsclerosing

hemangiomaofthelung(S-SH),andtoinvestigatethesignificanceanddiagnostic

valueofexpressionsofsurfactantproteinB(SP-B)，thyroidtranscription

factor-l(TTF-l)andothermarkersinS-SHMethodsUsingtransmissionelectron

microscopeandimmunohistochemistrymethods、theexpressionsofSP-B、TTF-L

mastcelltrypsin(MCT)，epithelialantigenmarkers（CK-H，ＣＫ－ＬＥＭＡ，CEA)，

mesothelialantigen(ＭＣ)，neuroendocrinemarkers（NSE，Ch-Asynaptophysin・

calcitoninACTH,ＧＨ),vimentinandCD34wereobservediｎ３０ｃａｓｅｓｏｆＳ－ＳＨ，

ResultsS-SHdemonstratedamixtureoffburhistologicalpatterns：solid?papillary、

hemorrhagicandseleroticpattemwhichoftenshowedtransitionalphenomena・
Cuboidalcellsonthesurface,whichcontainedshortmicrovilliandlamellarbodiesin

cytoplasmarrangedinonerowandsometimesinte血sedintomultinucleargiantcells、

Immunohistochemicalresultsshowedthattherecellsdemonstratedstronglypositive

stainingtoSP-B､TTF-LCK-LEMAandCEA・Theothermalorcell

component-polygonalstromalcellswerestronglypositivetovimentinandTTF-l・and

positiveorweaklypositiveto2or3neuroendocrinemarkersineachcase、Sparse

neuroendocrinegranulaeandabundantmicrotubuleswereobservedincytoplasmOf
thecells・ Bothcuboidalandpolygonalcellsdisplayednegativeｰ

immunohistochemicalresultStoCＤ３４ａｎｄＭＣＳｏｍecellc1ustersinsolidregion

werｅｐｏｓｉｔｉｖｅｆｂｒＳＰ－ＢａｎｄＥＭＡ・MostcellswhichwerepositivefbrMCTexisted

sparselyinalmostfilllvisionfield，ConclusionCuboidalcellsofS-SHoriginate

fTomreactivepl･oli企】･a[ingtypellpneumocVtes叩dsometimesinterfUseinto

multinucleargiantcells・Ｔｈepolygonaicellsinstromaprobablyoriginaterrom

multipotentialprimitiverespiratoryepitheliumandhavemultipledifferentiating

abilitv・ThepresenceofmastcellsisalsooneofhistologicalcharacteristicsｏｆＳ－ＳＨ．ご

IKeywoI･dslSo-calledsclerosinghemangioｍａｏｆｔｈｅｌⅢ Lungneoplasms

lmmunohistochemistrV
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ExpressionandSignific川ｃｅｏｆＥＲＫＰｒｏｔｅｉｎ

ｉｎＨｕｍａｎＢｒｅａｓｔＣarcinOma

ZhangXiⅢeilSongMin、

ＡＢＳＴＲＡＣＴ

objective:ToinvestigatetheexpressionofERKandp-ERKproteinin

humanbreastcancerandtheircorrespondingtissue，toaccessthe

significanceofERKsignalpathwayintUmorigeneSisandprogressionof、
breastcarcinoma・Methods：４０breastcancercaseswereuSedinS-P

immunohistochemistrytechniqueandWesternBlotstudy・Results：The

eXpressionofERKl，ＥＲＫ,，andp-ERKproteinlevelsincreased

remarkablyinbreastcancertissuesincomparisontonormaltissues(P＜

0.01).Theseproteinexpressionwasupregulated1.32-,1.53-and427-fbld

respectively・OverexpressionofERKl，ＥＲＫぅandp-ERKproteinswere

obviouslycorrelatedwithclinicalstageofbreastcancer､Proteinlevelsof

ERKandp-ERKwerehigherinstagelllpatientsthaninstage□and

stage□patients(P＜0､05)．Theseproteinswerestronglyrelatedwith

axillarylymphnodemetastasisofbreastcancer,butnocorrelatedwith

histopatholｏｇｉｃａｌｔｙｐｅａｎｄｓｔａｔｕｓｏｆＥＲａｎｄＰＲｏｆ･breastcancer・

ExpressionofERK1andERK2protei、showedapositivelinear

correlation､Conclusion：ERKsignaltransductionpathwayisakevfactor

duringhumanbreasttumorigenesisandbreastcancerprogression～

Kewwords：ExtracellulaI･Signal-RegulatedKinase；BreastCarcinoma：！⑥

Phospholylation;Immunohistochemistr.y；Metastasis
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ExpressionofIntegrin-LinkedKinase(ILK）andE-cadherinin

non-SmallCellLⅢgCancer

ShiRui,ZhangDao-rong,FangXiao,YUHui,QiuXue-shan,WangEn-huaDePa伽釧ｑ／

Ｐα肋oﾉogy，Ｃｈ肋aM2dicaﾉ助jve剛０'，SAe岬α"ｇ〃000／，ＣＡ加α

【Abstract】ObjectiveTostudytherelationshipbetweenhistological

type，diffErentiation,clinicalstageandlymphaticmetastasiswiththeexpressionof

lntegrin-LinkedKinase(ILK）inhmannon-smallcelllungcancer(NSCLC),and

analyzewhethertherewasrelativitybetweenlLKandE-cadherinMethods

lmmunohistochemicalmethod,S-Pmethod、wasadoptedtodetecttheexpressionof

lLKandE-cadherinproteinsin76NSCLCcaseswiththeneighboringnoncancerous

tissue・Resultlmmunohistochemically,theoverexpreSsionｏｆｌＬＫｐｒｏｔｅｉｎｉｎＮＳＣＬＣ

ｗａｓ５３/7６（70％),including３３/４４(75％)squamouscarcinomaand20/３２(62.5％）

adenocarcinoma,itsexpressionwasnotrelatedtothehistologicaltype（Ｐ=0.247)．

ExpressionoflLKwasrelatedtodifferentiaion(P＝0.009)，lymphaticmetastasis(/Ｄ

＝0.006)，andsurvivaltime（Ｐ=0.0057).OverexpressionoflLKinNSCLCwas

associatedwithunfworableprognosis・Ourresultsalsoindicateaninversecorrelation

betweentheleveloflLKandthatofE-cadherin(P=0.0002).ConclusionslnNSCLC，

ILKcaninteractwithmanytumor-associatedflactorsothroughwhichitappearedtobe

involvedinseveraloncogenesis-relatedevents､includingpromotionofcellsurvivaL

aswellascellmigrationandinvaSion・ILKkeptsigniflcantinversecorrelationto

E-cadherin,ａｎｄitwouldbeoneofthepathwayfbrlLKtoaffecteddi雌rentiation

clinicaIstage･lymphaticmetastasisandprognosisofpatients.ILKexpressioncanbea

usemlpredictorofpoorprognosisinNSCLCandi[alsomaybeofsignificantⅧlue

intumortherapy．

【Keywords】Lungneoplasms：Carcinoma､non-small-celllung；Integrin-LinkedUゴ

Kinase(ILK)；E-cadherin
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TlleclinicaISignificanceortllymosinB4exp剛ｓｉｏｎｉｎｌⅢｍａｎ

､Ⅲ-smalIceIllⅢgcanc側

ﾉｦＯＵＰｊﾉｚｇＳＯﾉＶＧＺ７７ｉ－ｇ"ｏ】'ＵＭ〃ＵＳｈＷ〃卯独ﾉＶＧＥ"-〃伽ＯﾉＵ
″

～

肋e-sh伽．

oDepartmentofPathology、ChinaMedicalUniversity9Shenyang9
110001,ＰＲ､China

＝DepartmentofPharmarv､ChinaMedicalUniversity，

ThisstudywassupportedbythegrantsfiomtheScientificTechnology

FoundationofLiaoningEducationOffice(IoQiuXueshan・No9910500108）

【Abstract】ObjectiveTomakeathoroughstudvonthe

clinicopathologicsignifica､ceoftheexpressionofhumanthvmosｉｎβ４（Ｔ

Ｂ４）inhumannon-smallcelllungcancer・ＭｅｔｈｏｄｓＳａｍｐｌｅｓｏｆ７６←

paI･a儲n-embeddedspecimenswiththeneighboringnoncancel･oustissuewere

studiedusinganti-丁β41gYantibody(primaryantibody).Immunohistochemical

stainjngandrelatedsoftwareanalvsiswereused・ResultsBothhumanTβ４

washighlyexpressedinlungcancerwhileweakpositioninnon-canceroｕｓ一

ｔissue・Ｉｔｅｘｐｌ･essesincytoplasmassociatedinimmunol･eactivecells，

ExpressionofTβ４ＷaspositivelVassociatedwithTNMstage(Ｐ＝

0.032)Jymphaticmetastasis(Ｐ＝0.029)andvenousmetastasis(Ｐ＝0.045）.A

negativecorrelationwasiloundbetweenexpressionofTβ４anddiffbrentiationー

（Ｐ=0.002）．PatielltswithpositiveexpressioｎｏｆＴβ４hadaworseprognosis

thanthosewithanegaljveTβ４expression(Ｐ＜0.05）.ConclusionsTβ４

ｉｎＮＳＣＬＣｓ、isrelaledlodifferentiation､TNMstageandmetastasis、aswell

astheoccurrenceandthedevelopmenloflungcancers.Ｔβ４mightplayan-

importantroleintheinvasion・metastasisandprognosisoftheNSCＬＣ．

【Keywords】ＮSCLC；Ｔβ４：Metastasis：Prognosis．
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Theclinicalsi窪nific肌ｃｅｏぜｔｈｙｍ⑨sｉｎＢ４ａｎｄｔｈｙｍｏｓｉｎＢ１ｏ

expreSsioninlⅢmaImon-smallceⅢⅡｇｃａⅢ肌

HouPingSongZhingGuo*＊ＬｉＳｈｕ－ｖｕＹＵＭｉｎＷａｎｇＥｎ－ｈｕａＱｉｕ，ご

Xue-shaI1＊

＊DepartmentofPathology§ChinaMedicalUniversitMShenyang，

llOOOLRR､China・

ThisstudywassupportedbvthegrantsfioomtheScientificTもchnology

FoundationofLiaoningEducationOffice(toQiuXueshan､No.9910500108）

【Abstract】ObjectiveTomakeathorOughstudvonthe

clinicopathologicsignifIca､ceoftheexpressionofhumanthvmosｉｎβ４（Ｔ６

４）andthvmosinβ,(）（Ｔβ,0）inhumannon-smallcelllungcancer,Methods

Atotalof76paraffin-embeddedspecimenswereenrolled．

Immunohistochemicalstainingandrelatedsoftwareanalvsiswereused・

ResultsBothhumanTβ４ａｎｄＴβl0werehighlyexpressedinlungcancer

whileweakpositioninnon-canceroustissue・Ｉｔｅxpressesincytoplasm

associatedinimmunoreactivecells・ＥｘｐｒｅｓｓｉｏｎｏｆＴ６４ａｎｄＴ６ｌｏｗａs

positivelvassociatedwithTNMstage（r=0.239,P＝0.032:r＝0.263,P

＝0.018respectively）,lymphaticmetastasis（ｒ＝0.243,Ｐ＝0.029：ｒ＝

0.286,Ｐ＝0.OO9respectivelv).venousmetastasis（ｒ＝0.224,Ｐ＝0.045；

ｒ＝0.257．Ｐ＝０．０２１respectivelv）Anegativecorrelationwasfbund

betweenexpressionofTβ４ａｎｄＴβl0anddif6erentiation（ｒ＝-0.368列

P=0.002:r=-0.277,P=0.046respectivelv).PaIien〔swithpositive

expressionofT64aｎｄＴβl0hadaworseprognosisthanthoseofnega[ive

expression（Ｐ〈0.05）．ConclusionsBothTβ-ｌａｎｄＴβIomightplayan

importanlrolein〔heinvasion・metastasisandprognosisoftheNSCＬＣ｡

【Keywords】ＮSCLC；Ｔ６４；ＴβIC；metastasis；prognosis
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ＩＮＤＵＣＴＩＯＮＯＦＡＰＯＰＴＯＳＩＳＩＮＯＳＴＥＯＧＥＮＩＣＳＡＲＣＯＭＡＣＥＬＬＳＢＹ

ＣＯＭＢＹＭｒＩＯＮＯＦＴＲAILANDCHEMOTHERAPEUTiCAGENTS

SunJie LiJian-hua‐

DepartmentofPathoIo邸ChinaMediCalUniversity,110001,Shenyang,ＰＲ､China

Abstract:Ｏｓｔｅｏｓａｒｃｏｍａｉｓｏｎｅｏｆｔｈｅｍｏｓｔｃｏｍｍonprimarymalignanttumorsof

bone・Ithasabadprognosis・ＴＲＡＩＬｉｓａｍｅｍｂｅｒｏｆｔｈｅｔｕｍｏｒｎｅｃｒｏｓis

factor(TNF)cytokinefamily､TRAILinducescelldeathinavarletyoftumorce'1lines

butdOesnotseemtobecytotoxictomanynormalcelltypesinvitro・Itspotent

apoptoticaCtivityismediatedthroughitscellsurfacedeathdomaincontaining

receptors,ＤＲ４ａｎｄＤＲ５・TRAILinteractsalsowith3‘‘decoy'9receptorsthatdonot

induceapoptosis,ＤＣＲ1.ＤＣＲ2.whichlackfmctionaldeathdomains,and

osteoprotegerin(ＯPG).Theaimofourstudywastoinvestigatethecytotoxicactivity

ofTRAILandchemotherapeuticagents(MTX,DOXCDDP)onestablished

osteosarcomacellline-OS-732・ThenwecombinedTRAILwithchemotherapeutic

agentstoassessthesynergisticeERects､Ｔｈｅｒａｔｅｏｆｋｉｌｌｉｎｇｗａｓ２４､44％withTRAIL

concentrationoflOOng/ｍｌｆｂｒ２４ｈ､Thecellswerecomparativelvmorerｅｓｐｏｎｓｉｖｅｔｏ

ＤＯＸａｎｄＣＤＤＰｗｉｔｈａｄｏse-effectrelationship・lnOS-732cells､DOXandCDDP

cooperatedsynergisticallywithTRAIL,inthaMhecombinedtreatmentl･esultedin

about58､36％and54.10％，respectivelv・WithTRAILaloneordrugsalone,thepercent

apoptosiswaslessthan２５％・HoWever､ｔｈｅｃｏｍｂｉｎａｔｉｏｎｏｆＴＲＡＩＬａｎｄＭＴＸｄｉｄnot

presentsyneIgisticeffectsonOS-732cells・ComparedwithTRAILalone・ｗｅdidnot

seesignificantdifRerence(P>0.05).OurresultsindicatethatosteosarcomaOS-732cells

werenotresponsivetoTRAIL-inducedapoplosis､DOXandCDDPsensitize

osteosal･comaOS-732cellstoTRAIL-inducedapoptosis､ThecombinationofTRAIL

andMTXpresentednosynergistice錠ctsonkillingOS-732cells．

Ｋ帆words:TRAIL,ＭＴＸ,ＤＯＸ､CDDRosteosarcoma､apoptosis
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ＴＨＥＵＰＲＥＧＵＬＡｒＯＲＹＥＦＦＥＣＴＯＦＮＧＦＯＮＩＬ－１βＩＮＴＨＥＬＯＷＥＲ

ＲＥＳＰＩＲＡｒＯＲＹＴＲＡＣＴＡＮＤＶＩＳＣＥＲＯＳＥＮＳＯＲＹＡＦＦＥＲＥＮＴＳＩＴＥＳＯＦ

ＴＨＥＡＳＴＨＭｊｍＩＣＧＵＩＮＥＡＰＩＧ

LIUXiao-xiang，CAODe-shou･ＦＡＮＧＸｉｕ－ｂｉｎ

(DepartmentofNeurobiolo部BasicMedicalCollege，ChinaMedicalUniversity，Shenyang

llOOO1,肌.China）．

ObjectiⅧToexploretheroleandneuroimmunemechanismofnervegrowth

factoI（NGF）inthepathogenesisofasthma・Methods：Bvmeansof

immunohistochemistrycombinedwiththemicro-imageanalysistoinvestigatethe

changesofinterleukin-lβ（IL-lβ）immunoreactivityandtheregulatoryeffbctof

NGFinlowerrespiratorytractandviscerosensorva能rentsitesoftheasthmatic

guineapi9.Theintensityofstainingreactiv伽determinedbvmeansofanimage

analysissystem・wasexpressedasgreyvalue(O-blackto255-white)．Results:There

wasnoobviousdiffbrenceintｈｅｍｅａｎｇｒｅｙｖａｌｕｅｓｏｆｌＬ－ｌβpositiveproducts

betweennormalsalinecontrolgroupandsimplesensitizedgroup（Ｐ〉0.05).Ｔｈｅ

ｍｅａｎｇｒｅｙｖａｌｕｅｓｏｆｌＬ－ｌβpositiveproductsweresignifiCantlydecreasedinthe

lowerrespiratorytract・nerveterminalsinvascularsmoothmuscle・Ｃ７~T5spinal

gangliaandcorrespondingspinaldorsalhornoftheasthmaticguineapigscompared

withthenormalsalinecontrolgI･oｕｐａｎｄｔｈｅｓｉｍｐlesensitizedgroup（P<0.01)．

However・themeangreyvaluesoflL-lβpositiveproductsinthelowerrespil･atorv

tract．、erveterminalsinvascularsmoothmuscle，Ｃ７~Tsspinalgangliaand-‘ｰ

correspondingspinaldorsalhornweremuchhigherinNGRlntibodygroup(inhalation

ofNGFantibodyintonasalcavity)thaniMsthmaticgroup(P<0.01),indicatingthat

NGFcanupregulatetheexpressionoflL-lB●ConcIusion:Thepresentresults

indicatethattheoverexpressionoflL-lβｉｎｄｕｃｅｄｂｖＮＧＦｍｉｇｈｔｂｅｏｎｅｏｆｔｈｅｰ

mechanismsfbrtheinvolvementofNGFinthePathogenesisofastllma､andinhibiIorV

expressionofIL-1βｂｙＮＧＦａｎｔｉｂｏｄｖｉｎｔｈｅｌｏＷｅrrespiratorvtractand

Viscel･osensorva鮭rentsvstemmightbeanewroutefbrthepreventionandtreamentー

ofthebronchialasthma・

lKeywordsIInterleukin-lβ：Nervegrowthfactor;Lowerrespiratorytract：

Spinalganglia;Spinaldorsalhorn:Asthma:Guineapig
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DecreasedmtDNACopyNumberofgas廿ic

cancer:ａｎｅｗｔｕｍｏｒｍａｒｋｅｒ？

Cheng-BoHan.､Xiao-YUnMao,Dong-YingWu,Su-MinZhang,ＹａｎＸｉｎ

*TheFourthLabOratOryofCancerlnstitute，…

theFirstA刑iatedHosPitalofChinaMedicalUniversity§ShenyangllOOO1

Abstract：

O峡c"ⅧTbexploretherelationshiPbetwee、mtDNA(mitochondrialDNA)ａｎｄ

gastriccancerbycomparingthedifferenceofmtDNAcopynumberingastricCancers

andparacanceroustissues．

肋伽伽:ＨＶ,(hypervariableregiOn)andHV2ofmitochondrialD-loopregionfrom

２０casesofgastriccancerand20paracanceroustissueswereamplifiedbyＰＣＲ；

meanｔｉｍｅβ‐actinwasservedasaquantitativestandardmarker、fbllowedbyP●
グ

polyacrylamidegelelectrophoresiｓ（PAGE）andsilverstalmng・ｉｎｗｈｉｃｈｔｈｅ
●●

ｄｉｆｈｅｎｃｅｏｆｍｔＤＮＡｃｏｐｙｎｕｍｂｅｒｗａｓｃｏmparedbetweengastricCancersand

paracanceroustlssues．

Res厘伽ThereexistedsignificantlyquantitativedifferenceinHVl,HV2(standardized

withβ-actin)betweengastriccancersandparacanceroustissues(P<0.01).mtDNA

copynumberwasassociatedwithimportanlenzymesinnucleussuchasＡＫＲ

cAMP-PDEandcGMP-PDE(P<0.05),although、otwithtumorhistologicaltypeand

invasivedepth(P>0.05)．

⑰"cﾉ伽加川Ｔｈｅoccurrenceofgastriccancerwascloselvassociatedwithdecreased~

ｍｔＤＮＡｃＯｐｙｎｕｍｂｅｒ,whichmaybeanewtumormarker・

Ｋ偶'words:gastrlccarcinoma;mitochondrialDNA;quantitativeanalysis;ｍａｒｋｅｒｏｏ
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Mutationofmitochondriall2SrRNAingastriccarcinomaandtheirsignificanCe◆

MaoXiaoyun･HanChengbo,XinYan,WUDongying,ZhangSumin

*TheFourthLaboratoIyofCancerInstitute師一

theFirstAfYniatedHospitalofChinaMedicalUniversityうShenyangllOOO1

AIMTodetectthevariationsofmitochondriall2SrRNAinpatientswithgastric
carcinoma，andtostudytheirsignificanceandtherelationshipbetweenthese
variationsandthegenesisofgastriccarcinoma、Methods：PCRamplified
mitochondriall2SrRＮＡｏｆ４４ｓａｍｐｌｅｓｉｎｃｌｕｄｉｎｇ２２ｆｒｏｍｇａstriccarcinomatissue
and22fiPomadjacentnormaltissues､weredetectedbydirectDNAsequencing､Then
lasarcapturemicrodissectiontechnique(LCM)wasusedtoseparatethecancerous
cellsanddysplasiacells丘omthepatientswithspecificmutations・Denaturinghigh
perfbrmanceliquidchromatography(DHPLC)plusallele-specificPCR(AS-PCR)，
nest-PCRandpolyacrylamidegelelectrophoresis（PAGE）wereusedtofilrther
evaluatethiSmutantpropertyandquantitativediffbrenceofmutanttypebetween
cancerousanddysplasiacells・Finally§RNAdrawbio-softwasusedtoanalyzethe
RNAsecondarystructureofmutａｎｔｔｙｐｅｌ２ＳｒＲＮＡ・Results：Comparedwith
mitomapdatabase,somenewvariationswerefbund・amongwhichnp652Ginsertion
andnp716T-Gtransversionwerefbundonlyincanceroustissues・Therewasa

statisticdiffbrenceinthefi･equencyofl2SrRNAvariationbetweenintestinaltype
(12/17,70.59％)anddiffilsivetype(5/17,29.41％)ofgastrlccarcinoma(P＜0.05)．
ＤＨＰＬＣａｎａｌｙｓｉｓＳｈｏｗｅｄｔｈａｔｌ２ＳｒＲＮＡnp652Ginsertionandnp716T-G
transversionwereheteroplasmicmutations・Ｔｈｅｆｉ･equencyofl2SrRNAvariationin
cancerouscellswashigherthanthatindysplasiacells（Ｐ＜0.01)．l2SrRNA
secondarystructure､whileotherssuchasT-Gtransversiｏｎｄｉｄｎｏｔ・Conclusion：The
mutationsofmitochondriall2SrRNAmavbeassociatedwiththeoccurrenceof
intestinalgastrlccarcinoma､Mostofvariationsexistbothingastrlccarcinomasandin
normaltissues､andtheymightnotbethecharacteristicoftumors､Howevernp652G
insertionandnp716T-Gtransversionmaypossesssomemolecularsignificanceon
gastriccarcinogenesis.Ｄuringtheprocessfiomnormalitvtodysplasiaothento
carcinoma,l2SrRNAtendstotransitfromhomoplasmy(Widetype)toheteroplasmy，
thentohomoplasmy(mutanttype,np717T-G)．

１，
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ProteinExpressionofKAI1andnm23-H1inGastricCancerandTheir

ClinicopathologicalSignificance

Li-HuiMeng,DOng-YingWu,Su-MinZhang,ＹａｎＸｉｎ

TheFourthlaboratoly,Cancerlnstitute､ThefirstaffiliatedHospital,ChinaMedical

ⅡUniversityShenyangllOOO1,China

Abstract

ＡＩＭ：ＴｏｃｏｍｐａｒｅｔｈｅｅｘｐｒｅｓｓｉｏｎｏｆｔｕｍｏｒｓuppressorgeneKAIl/CD82and

metastaticsUppressorgenenm23ingastrlccancertissues，andtofindapredicted

molecularmarkerfbrinfiltrationandmetastasiSofgastriccancer

METHODS:RabbitantiデhumanKAI1polyclonalantibody(l:３０dilution)andrabbit

anti-humannm23-Hlmonoclonalantibodvwereappliedtodetecttheexpressionlevel

ofKAI1andnm23respectivelVineightv-sevencasesofparaffin-embedded

specimensofgastriccancer

RESUIJrS:Positiveexpressiom･ateofKAIllproteinwas69％ingastriccancers,

significantivlowerthaninpara-canceroustissues(84％).nm23-Hlexpressionratesinー

gastriccancerandpara-canceroustissueswere33％ａｎｄ５９％respectivel)'9Ｐ<0.05．

KAI1expressionrateingastriccancerswithlymphnodemetastasis（６０％）was

significantlvlowerthaninthosewithnolymphnodemetastasis(９５％)ざＰ＜0.05;KAIl

proteinexpressionwasassociatedcloselvwithsurvivalrateofpatientswithgastric

cancer(Ｐ＜0.01）,andhigherKAI1expressionratetendedtobealongersurvivaltime・

AmonggastrlccancerswithpositiveKAI1expressiontherewas45％ofgastrlc

cancerssimultaneouslywithpositivenm23-Hlexpression，ａｎｄｉｎ２７caseswithout

KAI1expressiononlv７％caseswithnm23-HleXpression，therewasstatisticallV

significanlbetweenthetwogroups9P<0.05．

ＣＯＮＣＬＵＳＩＯＮ：ＫＡ１１ｐｒｏｔｅｉｎｍｉｇｈｔｂｅｓｅｒｖｅｄａｓａｎｅｗmolecularmarkerto

objectivelypredictprognosisofpatientswithgastriccancers､Gastriccancerswith

lossexpressiｏｎｏｆｎｍ２３－Ｈｌｐｏｓｓｅｓｅｖｅｎｍｏｒｅｉｎvasivetendencv，andmore

susceptibletolymphnodemetastasis・

Keywords：ＫＡＩ１ｇｅｎｅ；ｎｍ２３ｇｅｎｅ；Gastriccarcinoma;proteinexpression
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ProteinExpressiOnofFHIT肌dnmZ3-Hlandtlleir

clinic叩atllOlogicalsignifiCanceingastricc肌cer

Yu-JiaGao,Xiao-YunMao,Dong-YingWu,Su-MinZhang,YanXin

TheFourthlaboratory,Cancerlnstitute9ThefirstaffiliatedHospital,ChinaMedical
University,ShenyangllOOOl,China

ＡＢＳＴＲＡＣＴ

ＡＩＭ：ToexploretlleproteinexpressionｏｆＦＨＩＴａｎｄｎｍ２３－Ｈ１ａｎｄｔｈｅｉｒ

ｃｌｉｎｉcopathologicalsignificanceingastriccanceE

METHODS:PV9000two-stepimmunohistochemistrymethodWasemployedinthis

researchtodetecttheexpressionsofFHITandnm23-H1in98casesofgastriccancen

RESUEr:ThepositiveratesofFHITandnm23-HIexpressionwere38.8％(38/98）

and３３％(28/87)respectively､ThenegativerateofFhitproteinexpressioningastric

canceris61.2％・TheexpreSsionofFHITcorrelatedwiththehistological

classification，LaurenclasSiflcationandlymphnodemetastasis(P＜0.05).Thepostive

rateofFhitproteinexpresSionwasmoreandmorehighwhenthegastriccancerwas

advanced・butithasnostatisticalsignifica､Ｃｅ(P>0.05)．ThecolTelationanalysis

revealedasignificantlyreversecorrelationbetweentheexpressionofnm-23-Ｈｌａｎｄ

ｍｍｏｒｓｔａｇｅ（Ｐ＜0.05）．

ＣＯＮＣＬＵＳＩＯＮ：□WhichFhitproteinhasnoexpressiontakesplacefiPequentlyin

gastriccanceEFHITmaybeanimportantcandidatetumOrsuppressorgeneingastric

cance正匡TheexpresSionofFhitandnm23-Hlproteinhavetightcorrelationwith

lymphnodemetastasisingastriccancer､訓ａｎｄｔｈｅｙｍａｙｗｏｒｋｔogethenltwas

suggestedthattheexpressionofFhitandnm23-Hlcanbeimportantmarkertopredict

themetastasisandprognosisofgastriccanceE
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０

ExpressionofKailandFasLinn⑪n-smallceⅢⅢgcanceI・

andtlleirclinicopatholOgicalsignifiCance

YUan-HangLI，YanXinYU-JieZhaqDong-YingWu,Su-MinZhang

Cancerlnstitute,theFirstAffiliatedHospital,ChinaMedicalUniversity，

shenyangllOOOl,LiaoningProvince,China

ＡＩＭ：ＴoeXploretheroleofencodingproteinofKailandFasLgenesin

carcinogenesisandProgressionofNSCLCanditsrelevantmolecularmechanisms・

ＭＥＴＨＯＤＳ：S-Pimmunohistochemistrywasemplｏｙｅｄｉｎｓｐｅｃｉｍｅｎｓ７９ｃａｓｅｓｏｆ

ＮＳＣＬＣＳ・

RESUIJTS:Kailwasexpressedi、55.7％（44/79）ofNSCLCs,whichwaslowerthan

thatinthetissuesadjacenttothetumor（82.6％，３８/46）（P<0.05）．However､nle

positiverate（73.4％､５８/79）ofFasLexpressioninprimaryNSCLCwassignificant，

higherthanthatinitsadjacenttissues（52.2％,２４/46）（P<005）.Consanguineous

relatiOnshipbetweenKailandFasLexpressioninNSCLＣ

ＣＯＮＣＬＵＳＩＯＮ：Down-regulationofKailexpressioｎａｎｄｕｐ－肥gulationofFasL

playedanimportantroleincarcinogenesisandprogressionofNSCLCReduced

expressionofKailwasinvolvedinlymphnodemetastasis，progressionand

differentiationofNSCLCcellsprobablVbvincreasingcelladhesionanddecreasing

cellmobility・FasLmightcontributetolymphnodemetastasis，progressionand

difYerentiatiOnofNSCLCbvregulatingtumorimmuneescape・Thevcouldbe

consideredasmolecularmarkerstoreflecttheprogressioｎｏｆＮＳＣＬＣずAdditionally§

positivecorrelationofFasLexpressionwithKailexpressioninNSCLCprovideda

novelinsightintotheregulatorVe碇ctsofFasLexpressiOnonKailexpression・

however､theregulatoryactionmightnotplayanimportantroleintheprogressofthe

NSCLC

Keyword:Kailgene；FasLgene；Non-smallcelllungcancer
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Ｔｌｌｅａ仇ctive仇ctors㎡theradiosensitMtyinMGC8⑪3,ASPC-1Cell

lines

Jian-JunLi,Su-MinZhang,Dong-YingWu,YanXin

TheFourthLaborato恥Cancerlnstitute,TheflrstaffiliatedHospital，ChinaMedical
University§ShenyangllOOO1,China

ＡＢＳＴＲＡＣＴ

objective:Insolidtumors,hypoxiacanpromotemalignantprogressionandconfer

resistancetoirradiationandchemotherapybyalteringgeneexpressionTheaimof

thisstudywastoinvestigatethee鮭ctofhypoxiaoncellcycles，expressionof
mitochondrionAIP6(mtATP6),mitochondrionCyt-b(mtCyt-b),andPTENmRNA，

expressionofvascularendothelialgroWtMlctor(VEGF)andepidermalgrowtMlctor

receptｏｒ(EGFR)proteins,andradiosensitivityinahumangastrlccancercellline
(MGC803).Inaddition,westudiedtheeffectofheteroenousPTEN,LY294002and

PD98059・inhibitorsofphosphatidylinositol3-kinase（PI3K)ａｎｄmitogen-activated

proteinkinase(MAPK),onhumanpancreascancercellline(ASPC-l)undernormal
oxygenandhypoxiaconditions，probedintothemechanismthatPTEN・LY294002

andPD98059affecttheproliferationandradiosensitivityofASPC-lcellunder

normaloxygenandhypoxiaconditions・Methods：WemeasuredtheMGC803cell

cyclesbｙflowcvtometry,expressionofmtArP6,ｍｔＣｙｔ－ｂａｎｄＰＴＥＮｍＲＮＡｂｙ
Ｒｒ－ＰＣＲ，ａｎｄｅｘｐｒｅｓｓｉｏｎｏｆＶＥＧＦａｎｄＥＧＦＲｐｒｏｔeinsbywesternblotassavin

diffbrenttimeafterhypoxiaeXposure､ThesurVivalratesofthecellsirradiated(4Gy）
ornotwereassessedbycologenicsurvivalassayafierl4daysculture､ＡｎｄＡＳPC-l

cellwastransfectedwithaeukaryoticeXpressionplasmid(Peak8)containingPTEN

ornotinvitrobylipofectin､andthenpositivecellcloneswereselectedandamplified・
WemeasuredhypoxicASPC-1cellsirradiated(4Ｇｙ）ｏｒｎｏｔｂｖｆｌｏｗｃｙｔｏｍｅｔｒｙ，

westernblotandcologenicsurvivalassaybwhichweretreatedwithheteroenousPTＥＮ，

LY294002andPD98059・Results：TheexpressionofPTENwasevaluatedin

MGC803cellafterhypoxiaexposureinvitroshowingmaximalexpressionat24hr

hypoxia，SemiquantitativeRT-PCRanalysisshowedthattherelativeexpressionof
mtArP6inMGC803celllineafter24hrhypoxiawassigni五cantlyreducedcomparing
withtheexpressionundernOrmaloxygenconditionandmtCvt-bwastransientlv

reducedafter8hrhypoxia・ＴｈｅｅｘｐｒｅｓｓｉｏｎｏｆＶＥＧＦａｎｄＥＧＦＲｐｒｏｔeinswas

significantlyincreasedaRer24hrhypoxia,ＴｈｅＭＧＣ８０３Ｇ，phasecellandapoptosis
celltransientlyincreasedafterhypOxiacomparlngwithnormaloxygencondition・

Aiier24hrhypoxicexposu脳cellcyclesdistributionwassimilartothatofOhr

hypoxia・Thesurvivingfi･actionofMGC803cellwithoutradiationunderhypoxia
cOnditiongraduallydecreased，whereas・thatwithradiationgraduallyincreased・A

goodcOrrelationwasobservedbetweenhypoxiatimeandsurvivingfmctionin
MGC803cellirradiatedornot・Buttherewerenoassociationbetweenhypoxiatime

andthechangesofcellcyCles・AfterexposureineitherLY294002(２０牌Ｍ）ｏｒ
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PD98059(25ｕＭ),VEGFandEGFRexpressionremarkablydecreasedunderhypoxia
conditions､CellcyclesdidnotChangesignificantlyafterhypoxiacomparmgwitMhat
undernormaloxygenconditionexceptfbrGlphase・Thesurvivingfiactionsin
hypoxiaradiationgroupwerehigherthanthatinnormaloxygenradiationgroup
(P<0.01).HypoxiacellstreatedwithLY294002,withirmdiationornot,hadlower
survivingfiactionsthanthosewithPD98059・ＴｈｅsUrvivingftactionofASPC-1cell
underthecooperationofLY294002andPD98059hadaremarkablyeffectthanthat
undereitheronealone(p<0.05).WetransfectedplasmidpEAK8containedPTENor
notintoASPC-1cellandfbundthatthePTENmRNAandprotemcouldbeefficiently

expressedintransfectedASPC-lcellcontainedplasmidPeak8-PTEN,whiChcould
greatlyenhanceradiation-inducedG2/MaxTest，apoptosis，growthinhibitionand
radiosensitivityずASPC-1celltransfectedwiththeplasmidpEAK8containedPTEN
waspreferentiallykilledthroughapoptosisUnderhypoxiaconditions・Theapoptotic
peakofASPC-lcelltransfectedwithPTENwasfbundmuchhigherthanthatwithout
transfectionbyFCMafter8hrhypoxiaConclusion：Ｏｕｒfindingssuggestedthat
hypoXiaplayedanimportantrolenotonlyinmodulatingcellcyclesofMGC803and
ASPC-1cellsbutalSoinregulatingtheradiosensitivitvofthemmightlyうthrbugh

stimulatingtheautocrineofVEGEEGFRandupregulationofPTENgeneexpression
ltisconcludedthatSurvivingfiactionsthatacceptedirradiationornotinMGC803
cellswererelatedtohypoxiatime・TiPeatmentwitheitherLY294002orPD98059
mightremarkedlyincreasedtheradiosensitivityofASPC-1cellbyinhibitingVEGF
andEGFRexpressionunderhypoxiacondition,ItistheinhibitionofPI3K,ｂｕｔｎｏｔ
ＭＡＰＫ６ｔhatledtOasignificantdecreaseinVEGFproteinlevelsandanincreaseon
theradiosensitivityafterhypoxiaexposureinASPC-lcells・TheresUltsdemonstrated
thatPTENcouldsi窪nificantlyincreasedtheradiosensitivityofASPC-1cellby
regulatingVEGFandEGFRexpressionunderhypoxiaconditions．ー
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Clinic叩athOlo窪icalSi窪nificⅢCeofPTENandCasPase-3Expression

inBreastCancer

Xue-FeiYang,Dong-YingWu,Su-MinZhang,ＹａｎＸｉｎ・

TheFourthlaboratory§CancerInstitute，ThenrstaffiIiatedHospital，ChinaMedicalUnive応ityぅ
ShenyangllOOOl,China

AbStract
－

ＡＩＭ:TbdiscussthepossiblebiologicalsignificanceofthePTENandCaspase-3
proteininthetumorigenesisandprogressinbreastcance喝andthepossiblemolecular
pathologhicmechanism・

ＭＥＴＨＯＤＳ：Mouseanti-humanPTENmonoclonalantibody（l:５０dilution）and
rabbitanti-humanCaspase-3polyclonalantibody(l:lOOdilution）wasappliedto
detectotheexpressionlevelofPTENandCaspase-3respectivelyin95casesof
para茂n-embeddedspecimensofbreastcancerbvimmunohistochemicalmethod・

RESUIJrS：TheexpressionofPTENinbreastcancerwassignificantlvlowerthan
thatincontrolgroup（Ｐ＜0.01).PTENexpressionlevelwassignificantlynegative
correlatedwithTNMstage9histologicalgrade,axillarylymphnodestatus､recurrence
andmetastasis（Ｐ＜0.05)．TheexpressionofCaspase-3inbreastcancerwas
signifIcantlylowerthancontrolgro叩（Ｐ＜0.01).Fiveyearssurvivalrate（86.1％）
withpositiVeexpressiongroupofPTENproteinWassignificantlybetterthannegative
grOup(70.5％),andthediffbrencebetweenthetwocurve，sdistributionwassignificant
byLogRanktest（Ｘ２=4.94,Ｐ＜0.05)。
ＣＯＮＣＬＵＳＩＯＮ：Down-regulatedexpressionofPTENandCaspase-3madean
importantroleduringtumorigenesisofbreastcancenPTENwasimplicatedin
progressionofbreastcancerprobablybydecreasingcellularadhesionincreasing
cellularmobilityandangiodenesis,andcouldactasanobjectiveandeffectivemarker
toreflectthepathobiologicalbehaviorsofbreastcanceELowexpressionofPTEN
coulddecreaseexpressionofCaspase-3tomakeapoptoticdysiimctionoftumorcells．●

TheexpressionofPTENproteincouldprobablvactasasignificantprognosisfactor
inbreastcanceE

Keywords：breastcancer；tumOrsuppressorgene；ＰTEN;apoptosis:Caspase-3：
prognos1s
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Clinic叩athologicalsignificanceofmaspinandmutantp53prOteinexpressionin

gastriccancer
C

JingMingxi9WuDongying,ZhangSumin,ＸｉｎＹａｎ

TheFourthlaboratory9Cancerlnstitute,ThefirstaffiliatedHospital，ChinaMedical

Universitv､ShenyangllOOO1,Chinaヴリ

AIMTodetecttheexpressionofmaspinandmutantp53protein,toinvestigateits

biologicalsignificanceandrelatedmolecularpathologicalmechanisminthe

carCinogenesisandprogressofgaStrlccancer…

METHODS：Mouseanti-humanmaspinmonoclonalantibody（l:５０dilution）and

mouseanti-humanp53polyclonalantibody(l:lOOdilution)wereappliedtodetectthe

expressionlevelofmaspinandp53respectivelyinl56casesofparaffin-embedded

specimensofgastriccancerbyimmunollistochemicalmethod．

ＲＥＳＵＬＴＳ:Thereweresignificantdiffbrencesofmaspinexpressionamongthe

gastriccancertissues（51.3％)，intestinalmetaplasia（95.3％）andnormalgastric

mucosa(0.0％)(P＜0.001).Thepositiveratesofmaspinproteinexpressioningastric

carcinomaofearlymiddleandlateperiodsweI．e56.3％(18/32),39.3％（11/28)ａｎｄ

53.1％(51/96)respectively,therewasnosignificantdifference(P＞0.05).Tllemutant

p53proteinwasdetecteｄｉｎｌ２８Ｃａｓｅｓ、andpositiverateofeXpressionwas46.1％

(59/128).TherewasnocorrelationbetweenexpressionsofmaspinproteinandP53

proteiningastrlccarcinomatissues(P＞0.05)．ー

ＣＯＮＣＬＵＳＩＯＮＳ：Thepositiverateofmaspmexpressioningastrlccarcinomawas

higherthanthatinthenormalgastncmucosa・butlowerthanintheintestinal

metaplasiathecauseofwhichmightbeduetothemethVIationstatusofmaspingene

promoteI．.Inactivationofmaspinexpressionｍａｙｐｌａｙａｎｉｍｐｏｒｔantroleduringthe

processofintestinalmetaplasiatransfbrmingtothegastriccarcinoma～ ー‘

KEYWORDS:maspmgastriccancer,p53
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TheStudyorⅢA-DQA1genotypin窪byoligoⅢcleotide

TongWang;YUjieZhao

Centerofbiochip,ChinaMedicalUniversity

Abstract

backgroⅢiandobject

●

mlcroarry

HumanLeukocyteAntigenisthemostcomplicatedandpolymorphismheredity

systemthathasbeendiscovereｄｕｐｔｏｔｈｅｐｒｅｓｅｎｔ・Thel3thIntemational

HistocompatibilityWorkshopandConhence(IHWC),whichwasheldinFebruary

2001,declaredthatthenumberofthediscoveredHLAalleleshasreachedl340､The

HLAsystemplaysanveryimportantroleinantigenidentificationandpresentation，

immuneresponseandregulation、ａｎｄｉｓａｌｓｏｏｎｅｏｆｔｈｅｋｅｙｆａｃｔｏｒｓｔｈａｔａｆfectthe

resultoforganictransplantationandhematopoieticstemcelltransplantation・Mostof

alltheclinicaltypesHLAbyserologyatthepresentButthegeneralcross-reactivity

andthelacksoftheidealantiseramakeitdifficultintechniqueandthefalseresult・

Furthermore,thelackofthestandardantiseraalsocausethe‘‘blank，，resultinafew

newlydiscovetedalleles・Ｌａｂｅｌｅｄｂｙｔｈｅｌ２ｔｈｌＨＷＣｈｅｌｄｉｎｌ９９６、HLAtyping

techniquesenterDNAstageingeneral､ForDNAtypinginthesinglelocus､ＰＣＲ－ＳＳＰ

ａｎｄＰＣＲ－ＳＳＯＰｗｅｒｅｕｓｅｄｍｏｒｅoftennowintheworld・Ａｌthoughtheirresultismore

accuratethanserology9theoperationisｔｏoelaboratetouseinlargesampletest・

Gene-chipisanewlydevelopedmethｏｄwhichcharacterizedashigh-throughputand

intensive､whosesuperiorityfitsthetediousresearchofHLAsvstemThoughthereづ

arealargenumberofreportsindomensticandabroadaboutthis、nomatureHLA

genotypingchipwasproduceduntilnow・I，dliketofabricatetheHLAgenotyping

chipbythemethoddevelopedinourlab,andtypingHLAalleleinDQAl､Iaminan

attempttoestablishamaturetechniqueprocesstotypingthecomplicatedHLA

system

Materialsandmethods

1.preparesamples

extractgenomeDＮＡｆｉ･omlOOhumananticoagulatedwholebloodby

phenol/chloroibrmmethod,examtheconcentrationandpurityrespectivelV、

2.PCRamplificationofthetargetsequence

designaPairofprimersfbrHLA-DQAlexon2､andlablethesencestrandby

FITCMakethefluorescencedstrandtheadvantagestrandｉｎｐｒｏｄｕｃｔｂｙ
ａｓｓｖｍｍｅｔｒｉｃＰＣＲ，

3.preparetheoligonucleotideprobes

designl6probesasfburgroupsaccordingtoHLA-DQAlsequencein

GenBankandmodifj/eachprobesbvammoniaat5，end､Thenresuspendedthe

LyophilizedpｒｏｂｅｓｉｎＰＨ=9,0.lcarbonatebuffertolOOILＭａｓｅｘｐｌｏｒｅｄｉｎ
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advance、

4.preparethespottingslides

rinsetheglassslidesinchromicacidsolutionfbrmorethanl2hrs,washto

clean,ｒｉｎｓｅｉｎＮａＯＨ,inacetOne,inarmmoleculesolutionfbrConnecting,maste

tofix9readyfbrUse-

5､preparetheoligonucleotidemicroarray

addl6preparedprobesinto384-poleplate,meantime,addP2,lowhomologic
probesandprobebufferinthesameconcentrationaspositivecontrol，negative
controlandblankcontrolrespectively、Spotthemicroarrayasdesignedby

microanPaver・Ｔｈｅｎhydrateandmasttofixtheprobes,readyfbruse

6blockandhybridizatｅ

ｂｌｏｃｋａｎｄｗａｓｈｔｈｅpreparedslidesbythemethoddevelopedinourlahMix

thePCRproductsandthehybridizationbufh,coVereachmicroarray,preservein
thecapsule,５５℃,３０mintohybridize、

７.washandexam

flushthecoverslide,washthemicroarraybyl×ＳＳＣ/0.1％ＳＤＳ,0.5×SSC/0.1

％ＳＤＳ,0.1×ＳＳＣａｎｄｄｄＨ７Ｏｗｈｉｃｈｗａｓｐｒｅｈｅａｔｅｄｔｏ６０℃respectively9blowto

drV、ExamandanalyzethehybridizationsignalbyLaserCofbcalScannerand

CCDimagingsoftware､Deteminethealleletypeofthesample．

Result

lPCRamplificationofHLA-DQAl

usethepreparedsamplesastemplates,amplifWhetargetsequence､Ｅｘａｍｉｎｅ
ｔｈｅｐｒｏｄｕｃｔｓｂｖＰＡＧＥＴｈｅｂａｎdisclearand538bpinlengthasitshows,which
matchesthedesign“

2.theaccuracvofthegenotypingchip

SBTresultsmatchthegenotypingresult

3､thestabilitvoftｈｅgenotypingchip

totestthestabilitvandreappearancerateofourchip,ｗｅｃｈｏｏｓｅｌＯｓａｍｐｌｅｓヴ！

ｆi･omlOOrandomly,andgenotype5times・ＴｈｅI･eappearanceraleis91､2％．

ConcluSion

Genechip、asanewlydevelopedmethod、hastheprominentadvantageofnot
onlvthehigh-throughputandintensiveprocess，butalsothedirect9portableandご

easv-conservedresult、WhosesuperioritvfitsthetedioustypingresearchofHLA
ヴ

ヴ

sⅧｅｍ・Relevantpaperssuggest9theoligonucleotidetypiｎｇｃｈｉｐｉｎｏｕｒｌａｂｈａｓａご
←'

1．elativelvsimpletechnicl･oute・ａｎｄｅａｓＶｔｏｏｐｅｌ･ate､ThespecEcity9sensitMtVand
stabilitVcanmeetthegenotypingofHLAsvstem・whichisaqualifiedmethodandcanヴ

beusedwidelv・
ヴ

KevWords:HLA-DQA1;genotypingoligonucleotidechip
~
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PatllolOgical伽tures㎡eⅢlometrialstroⅢlsa川mas

WangHailinl,ChangZhonggangl,YangShulin2,HeYanjiao3
lDepartmentofPatholo邸TheCenterHospitalofDengta,１１１３００

２DepartmentofPatholo部TheCenterHospitalofZhuanghe,116400

３ＤepartmentofPatholo部ChinaMedicalUniversityｳShenyang,llOOOl

objective:TbstudythePathological企aturesandimmunophenotypesofendometrial

stromalsarcomas・

Methods：３１casesendometrialstromalsarcomasfi･ｏｍＴｈｅＡ髄liatedHospitalof

ChinaMedicalUniversitywerestudied､Thesampleswerestainedwithhaematoxylin

andeosinfbrhistologicalexaminationlmmunohistochemistrvstudieswere

perfbmedusingmonoclonalantibodies,againstSyn，ＡＡｒ，Lysozyme、Vimentin・

ＣＤ34,myoglobin6SMA､ＥＭＡ・ＣＫ，

Results:Thepatients3ageswerefTom32~７６yearsold,themeanageis53yearsold、

２４caseswereliowgradeendolnetrialstromalsarcomasand7caseswerehighgrade

endometrialsarcomas・EndometrialstromalsarcomaswerepositivefbrSyn,AArand

LysozymeandnegativefbrCD34.myoglobin､ＳＭＡ､Vimentinwasfbcalpositive・In

stroma､SMAwasstrongpositive・

Conclusions：It9simportanttodistinguishlowgradeendometrialstromalsarcoｍａｓｰ

fiFomhighgradeone､accordingtocellularatypia・invasivedegreeandimmunotypes・

Itmaydeliverasignificantguidetoclinicaltherapy。
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lcaseuterineaden⑪ｍ⑪iｄｔｕｍｏｒ

WangHailin,LiuHaixia

DepartmentofPathology§TheCenterHospitalofDengra,Ⅱ１３００一・・一

１.Caseinnrmation：

Thepatient・fbmale,４２yearsold,wasfbunduterinetumorandhospitalized・

Bodyexamnatlon：uteruswasbigger,wastouched5cm×６cmtumorwithsmooth

surface,mobile,notendemessOntheright，

Colorultrasonogmphy:uteruswasbigge喝5.5ｃｍ×６cmstrongecholightmasswas

fbundontherightsubserous2edgewasnotclearwithutermewall・Ｉｔｓｈｏｗｅｄ
●

subserousmyomawithvesicularandcapsularsurfaceandnoadllerencewith

suIToundingtissues､butedgeWasnotclearwithcervix・Noabnomalitywasfbundin
bilateraladnex，

FastcryopathologicalexaminationinopeIation：uterinebenigntumor9maybe
adenomoidtumoZ

Pathologicalexamination：ａｔｕｍ肌ｖｏｌｕｍｅ５ｃｍ×4.5ｃｍ×３cmwithpartsmooth

surface、adetachmentsuI･face・ａｒｅａ５ｃｍ×４cmgreymaIwdifferentsizesac，ｔｈｅ

ｍａｘｉｍｕｍｄｉａｍｅｔｅｒｗａｓ３ｃｍｗｉｔｈｙｅllowviscofMdinil・Kni企edgewasfbundin

rightuterineserosa,length3cmcututerusalong伽ntwalLlengthofuteruswas6cm

thicknessofwallwas1.2ｃｍ,thicknessofendometrlumwasO､6ｃｍＮｏａｂｎｏ伽a肋，

was釣undinbilaleraladnex・

Micmscopeexamination:mosltumorcellsarrangeddifferentsizeandshapeadenoid

compartmentwithflal,cubic，colunmarepitheliumlined､Fewtumorcellsarranged

irTegularstreaｋｏｒｓｎｉｐ・Partoftumorcellswe肥vacuole､partwerEsimilartosignet

ringce11．mundorovalnuclei､thinchromatinnokarvokinesis､Stromawasfewloose
connectivetissuesandsmoothmuscletissues・Tilmortissues・infiltIatedto

mvometrim､butnocellularatypia､ＰＡＳ(+).1mⅢnohistochemistl．v:calreti-nin(+)．

CKAE1(+)､Vimentin(+)，Ⅶlfactor(-)，Actin(-)．

Pathologicaldiagosis:uterinesubserousadenomoidtumor
２.Discussion：

Ａｄｅｎｏｍｏｉｄｔｕｍｏｒｗａｓｃｏｍｍｏｎｉｎｅｐｉｄｉdymisandrareinuterus・Thiscasewas

similartosUbseroussmoothnwomainclinic・Edgeoftumorwasclear､butnotheca・

Accuratediagnosiswasnecessarybefbreoperation・Aboulitstissueoccu脈ncewas

arguedfbralongtime､HavebeenIaisedhadmesonephridium､mucerlanepithelium

andendotheliumPeritonealadenomoidtumorwasfbundoccasionally,amongcells

withtubularstructu１℃hadconnectionandaccompaniedwithperitonealtypical

papillarymesotheliomaoccasionallv・whichshowedthaladenomoidtumororigin

fiOmmesonePhridium

Theimmunohistochemistrv剛ultsofthiscasealsos叩porIedthisidea,Adenomoid

tumormavbedistinguishedfi･ommollowingdisease.(1)I_Ⅷphangioma:Adenomoid

mmorcellsaITangediITegularstreaklinedwithflat,cubic､columnarepithelium・ＰＡＳ

(+).（２）Adenocar℃inoma:Adenomoidtumorwasnotheca､tumorcellsaITan2ed

adenoid・butnoatypiaandkarvokinesis，slowgrowthandnonecrosis・Uterine

adenomoidtumorwasbenign.、ometastasisandnorecurremafier随sectlon．
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AcaserepOrtoftesticularmalignantlymphoma

YanLifもng

DepaItmentofpathologyofenlianghospital･Tai，ancounty

氏

Introduction･WereportacaseoftestiCularmalignantlymphoma,A67-vear-oldman

presentedwitharice-sizemassinthescrotalcontentsinJanuaryl99661twas

diagnosedaspreputialcalculus・Ｉｔｄｉｄｎ，tameliorateafteranti-inflammationthempyb

HeunderwentsurgicaloperationinAprill996whenitgrewtoegg-size、

MetImds･Ｍａｓｓｗａｓ４×３×２cmwithsmoothsurface,thetumortissuearegray-white

incoloranditsconsistencyissoftcrispylikefish-meatappearanceonthesectionof

thetumoETherewasclearboundarywithperipheralspermaticcordandlipidwithout

obvioushemorrhageandnecrosis・

Results・Microscopicobservation:normalstructureoftestisdidn.ｔexist,structureof

defbrentduct,remainpartly・Tumorcellsinfiltratedthestromaandpermeatethe

seminiferoustubules・Tumorcellswerelymphocyte-likeiｎｓａｍｅｓｉｚｅ・smalland

roUnd,strongnuclearstainingwithnuclearnotch､nocytoplasm・Ａｔｙｐｉａｃａｎｂｅｓｅｅｎ・

Itwasdiagnosedasnon-Hodgkin，slymphomaofthetestisfirstkThenitwas

diagnosedaStesticularmalignantlymphoma(Ｂline)byprofessorSongJiveofChina

MedicalUniversitV,ImmunOhistochemistrv:ＣＤ3‐（negative),ＣＤ20-（moderately

positive)．

Follow-up:３monthsａ丘eroperation、tumortrans企rredtovertebraandlung・After

radiotherapyandchemicaltherapy§patientsweredeadinSeptember2002．

Conclusions・ＬｙｍｐｈｏｍａｉＳＩ･areinalltesticulargerminOma・Malignantlymphoma

compriSesonlv２－４％ofallgerminomas,whichisthemostcommontesticulartumor

inpersongabOVe60VearsoIdwithpoorprognosis､Five-vearssurvivalrateisO-１２％・

MostofpatientsdieinthefirstorsecondVearafteroperation､６vearssurvivaltimeasご

thiscaSeisvewI･are．
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OnecaserePort㎡叩Pendixd叩liCatim

WangXiufEngl,Yangshuiin2
1DepartmentofPatholo剛,LiuheHospitalofDashiqiao,１１５１０３，Yinkou
2DepartmentofPathOlOg9/,ZhuanghePeopleHospital,116400,Dalian

Patient:Ｍｒ､Sun,Male，l6yealsoldAdmissionnumber:0206010015．Pathological

number:５１８.Nativeplace:LiaoningPmvince,Profession:student・

ClinicalHisny:Pamxysmalpainintheri窪htlowerquadrantl4h,novomitingand

dianhea､Examination:sOfiabdomen､liverandspleenwerenottouched,tenderness

and妃boundtendemessintherightlowerquadrantwe泥obvious・Localmuscular

tension､decrEasedbowelsounds．

Ciinicaldiagnosis:Appendicitis

Pathology:Ｇｍｓｓ:len窪thofappendix:7.0cmsmoothsurface,hyperemiaincapillary，

twoiuminalwe肥允undｦｔｈｅｏｎｅｄｉａｍｅｔｅｒｗａｓｌ､Ocmocclusive・Ｔｈｅｏｔｈｅｒｄｉａｍｅｔｅｒ

ｗａｓＯ､6ｃｍ‐darklEdlocalOcclusive・Micmsc叩e：twotubularappendixeswere

packedinonemuscularlayer､Theonesubmucosafib1℃ustissueproliferated､Serous

membrane-mesenteryedｅｍａＮｅＵｔｍｐＭｉｃ窪Ianulocytesinfiltratedfrommucouslaver

msemusmembmneandmesentery．

PathologicaMia窪nosis:1.Appendixd叩iication

2Phlegnonousappendicitｉｓ

Discussion:Appendixduplicationwas血ｅ剛Ｅｍａｌ他rmationandoftenwithcecum

d叩IicaXion,AppendiXd叩licationm師betwctubularappendixeswe肥packedinone

muscuiariaVeroroneapp釦｡ixwithanoKheraplasiaappendixfi･oｍcecumThiscase

wasIwotubuIarappendixes群e肥packedinonemusculal･laver・

Ｒｅ従肥nces：

LiuTon窪huaDiagnosticPathoIogy(firsledition).BeijingPeople，sHealthPubiisher、

1998:９２－９３
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