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Cellsurfacesofepithelialcancer虹ecoveredbycomplexca]bohydrates，whosestrucmres
fUnctionmmalignancyandmetastasis・However，themechanismunderlyingcarbohydrate-
dependentcancermetastasishasnotbeendefined・WeidentiiIedacarbohydrate-mimicrypeptide
designatedl-peptide，whichinhibitscarbohydrate-dependentlungcolonizationofsialylLewisX-
expressingB16-FTm-McensinE/P-selectindoubly-deficientmiceWehypothesizedthatlungen-
dothelialcellsexpressanunknownca]bohydratereceptor,designatedasl-peptidereceptｏｒ(ⅢR)，
responsibleforlungcolomzationofB16-FTm-McellsWevisu皿izednRbyinvivobiotinylation，
whichrevealedthatthemajor正Risagpupof35-kDaprotemsnRprotemsisolatedbyl-peptide
affinitychromatographywereidentifiedbyproteomicsasSer/Arg-richaltemativepre-mRNAsplic-
ingfactorsorSfrsl,SfrsZ,Sfrs5,andSfrs7geneproductsBacte][iallyexpressedSfrslproteinbound
toB16-FTm-McellsbutnottoparentalB16cellsRecombinantSfrslproteinboundtoaseriesof
fUcosylatedougosaccharidesinglycananayandplate-bmdingassays、Whenanti-Sfrsantibodies
wereinjectedmtravenouSlymtom1ce,antibodieslabeledasubsetoflungc2pillanes・Anti-Sfisanti-
bodiesinhibitedhomingofl-peptide-displayingphagetothelungcolonizationofB16-FTm-M
cellsinvivointhemouse・TheseresultsstronglysuggestthatSfrsproteinsmeresponsibleforfUco-

sylatedcarbohydmte-dependentlungmetastasisofepithenalcancers．
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pmoductionandObjective]AntibodymediaterCjection(AMR)isamajorbamerinABO-
incompatiblekidney位ansplantation(ABO-IKTx)Ａ1,<istriggeredbyanti-donorbloodgroupA／
Bantibodies(Abs),whichmightbindtobloodgroupA/B-antigenontheendotheliumofthegraft・
TheadventofimmunosuppressivetherapysuchasAbsremovalwithdoublefI1trationplasnlaphere-
sis（DFPP)，splenectomy,anti-CD20monoclonalAb（rimximab)，intravenousimmunoglobulin
(ⅣIG),andpotentimmlmosuppressivedrughasmaIkedlyimprovedgraftsurvivalinABO-IKTx・
However,graftfailurecausedbyAMRorseriousinfectionduetoover-immunosuppressiveactionis
stilloccu江edmsomepatients・Recently,bloodgroupantigenblockingtreatmentｕｓｉｎｇｓｏｍｅａｍｍａｌ
ｍｏｄｅｌｈａｓｂｅｅｎｒｅportedbutnothasbeentriedinclinicalapplicationHereweshowthatblood
groupantigentargetingpeptide(BArpeptide）suppressesthromboticmicroangiopathymrenal
glomerularcapinaryafterABO-incompatiblebloodre-pelfUsion．

Ⅳethod]B1ood摩oupantigentargetingpeptide(BATpeptide)ｗasscreenedbyT7phage
randompeptidelibra]ydisplaysystemNext,weinvestigatedinhibitorye症ctofanti-A/BAbs
bindingtoA/BantigenafterA/B-BArpeptideblockingwasanalyzedbyhemagglutination(HA）
ａｓsay,ELISAandinnnunohistochemistry､Furthermore,weinvestigatedthatwhether“viivopelfU-
sionofBATpeptidecansuppresscoagulationofRBCinrenalglomerularcapillaryafterABO-
incompatiblebloodre-pe]fUsion,wasanalyzedbyimmunohistochemistry．

［Result]WeidentifIedeight7-merpeptideswhichbindtoblood厚oupA/BantigensAsare-
sultofHAassay,hemagglutmationofredbloodcells(RBCs)wasinhibitedby500ug/mLBAT
peptideblocking位eatmentELISAassayshowsthedose-dependentinhibitoryeffectsoftheBAr
peptideonanti-A/BAbsbindingtoA/Bmsacchande-BSA・OfalltheBABpeptidesexamined，
RPRNPNKpeptide(RPRpcp)demonstratedgreatestinhibitoryeffectofHAactivityandanti-A/B
AbsbindingtoA/Bantigen(morethan65％overthecontrol）IC50valueofRPRpepwasdeter-
mined666uM(anti-AAb)andllL6uM(anti-BAb)respectivelyAnti-AAbbindingtoA/antigen
onglomerularcapillary,perimbularendotheliuminWpeAkidneywassigmficantlydecreaseby
RPRpepblockingtreatment・RPRpepalsobindstoA/B-antigenontheglomerularcapillary,nu-
crovascularandpe]itubularendotheliumofkidney､Ebwilﾉope1fUsionofRPRpepinexcisedtypeB
kidneydemonstratedsignificantlydecreasecoagulationofRBCsinglomerularcapillaryaftertype
Abloodre-pelrUsioIL

［Conclusion]RPRpeptideinhibitedhemagglutinationandantibodybindingtoA/Bantigen
E7wiivoRPRpeptideperfUsionsuppressedanti-bloodgroupAbbindingandRBCco-aggulationin
glomerularcapillaryofexcisedtypeBkidneyaftertypeAbloodre-pemlsion・Thesedataindicating
thatbloodgroupA/B-antigenonRBCsandinkidneytissuesmaybeneutralizedbyRPRNPNK
peptideTheneutrBUizationofbloodgroupantigenbyBArpeptidemightrepresentonestrategyto
overcomeＡＢＯ－ＩＫＴｘ．

9０

SHINGO
ハイライト表示


