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Nectinsandnecls:Rolesincellmgration,adhesion,andProlifera伽n

YbshimiH泡kai

DepartmentofMolecularBiologyandBiochemistlylOsakaUniVersityGraduateSchoolof

Medicine/FacultyofMedicine,Osaka,JAPAN

Whenmiglatingcellscontactothercells,theystopmiglationandproliferation．This

phenomenonisknownfbralongtimeascontactinhibitionofcellmovementandproliferation.

Transfbnnationofcellscausesdisruptionofcell-celladhesion,increaseofcellmotility,and

Iossofthecontactinhibitionofcellmovementandproliferation,eventuallyleading

transfbnnedcellstouncontrolledcellproliferation,invasionintosurroundingtissues,and

finallymetastasistootherorgans・Cell-celladhesionismainlymediatedbycell-cell

adherensjunctions(AJs).Cadhe血sarekeyCa2+-dependentcell-celladhesionmoleculesat

AJs.Cadhelinsareassociatedwiththeactincytoskeletonthroughq-and6-catenins.6-

Cafninisacadhelin-andq-catenin-bindingprotein,whereasq-cateninisa6-catenin-and

actinfilament-bindingprotein.WehaverecendyibundnovelCaz+-independentlg-likecell-

celladhesionmolecules,namednectins,atAJs.Nectinsconstitutea伽nilyconsistingof

fburmembers,nectin-L-2,-3,and-4.Nectinsal℃associatedwiththeactincytoskeleton

throughafadin,anectin-andactinfilament-bindingprotein・Nectinsarefillthennore

associatedwithcadhelinstllroughaiadinandcateninsandinvolvedinfbnnationofAJsin

cooperationwithcadhelins・Inaddition,nectinsinduceactivationofCdc4ZandRacsmallG

proteins,whichregulatecell-celladhesionthroughreolganiZationoftheactincytoskeleton,

geneexpressionthroughactivationofamitogen-activatedproteinkinasecascade,andcell

polariZationthroughcellpolarityproteins.0ntheotherhand,fivenectin-likemolecules

(necls),whichhavedomainstructuressimilartotlloseofnectinsbutdonotbindafadin,have

recentlyemelgedandappeartoplaydifferentrolesfiOmthoseofnectins,butincooperation

withnectins.Wehaverecentlyfbundthatoneofthem,namednecl-S,playsrolesincell

migrationandproliferationincooperationwithnectin-3andintegrins.FUrthennore,necl-5

isup-Iegulardintransfbnnedcells.AccumUlatingevidencesuggeststhatnectinsandnecl-5

arecooperativelyinvoIvedincontactinhibitionofcellmovementandproliferation.Inthis

symposium,wedesclibetherolesofnectinsandneclsincellmiglation,adhesion,and

pmliferation.
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