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B catenin is involved not only in the cadherin-based cell adhesion
system but also in the Wnt signaling pathway. In this pathway, it is supposed
that pB catenin is phosphorylated by glycogen synthase kinase-3 2 (GSK-33) to
become susceptible to degradation, that the Fnf signaling suppresses GSK-3 48 to
increase the amount of non-phosphorylated, stable p catenin, and that the
stable @ catenin affects the transcription of various genes in the nucleus.
To separate the role of p catenin in intraceilular signaling from its role in
the cadherin-based cell adhesion, they constructed a mutant B catenin(mbH) with
amino acid substitutions at its putative GSK-3 8 phosphorylation site (GSKP
sequence), and introduced it into L fibroblasts that lack the cadherin
expression. In stable transfectants (LmbH), not only mbH but also endogenous
wild type p catenin was stabilized. Green fluorescence protein (GFP) carrying
the mutated GSKP sequence also stabilized the endogenous p catenin in L cells,
indicating that the mutated GSKP sequence suppresses the degradation machinery
for B catenin. Furthermore, by adding the nuclear localization signal to mbH,
they obtained L transfectants (LmbHN) expressing the stabilized g catenin
predominantly in the nucleus. Under the long-term aggregation conditions, LmbHN
formed compact cell aggregates consisting mainly of 2-5 cells. LmbH also showed
a similar aggregation activity but to a lesser extent, and parent L cells mostly
remained to be dissociated. Close analyses by immunofluorescence microscopy
and the cell adhesion inhibition assay with RGD peptides revealed that
aggregation activity is attributed to the integrin-based cell adhesion.
Considering that the amount of stabilized p catenin in the nucleus is
significantly larger in LmbHN than in LmbH, they speculate that the accumulation
of B catenin in the nucleus resulted in the activation of integrin-based cell
adhesion. The transfectants established in this study, thus, will provide an
advantageous system to selectively analyze the role of f catenin in the

nucleus and in the regulation of integrin activity.

— 220 —



EERBROER

B-hF=vid, MBEFFFTHE2IFA) VEHELTETOEFRHEIHBL TV 2,
—F. p-ATFo R, PWEBAETH AWM EZT THMRATEOEREZEE TIE
ETAHELTHAEELONT VS, KPR T, p-4 7= Y OWntiERIZER TORKEE
AL ANV TREFTE2-2OD0FEFLVROMBEEABLL, Yav¥ary/NzdDVingless
(WMntoFEa ) OBREEROBH YO FHTH THEWMtORHF O 2 WEIEZ, -4 7T
SV DGSK-3EPEiE N B L) Y - ALF v FF-—HRLEINY UBILENEILITEIDA
HEEALLTWVBELEEZIOLRT WS, LENoTEERB- DTt 7 F )Y 7DF
3P VN7 T4 T RETFELTHMAETES, 22T, B-H T2 OT I B3 3IFD
54 5FICHBCSK-3D) UEE{LDa Y LY ABMUMWDOST A WETRACER., COERBB
AT vEAFA)VERRLTWEWY Y ALMBICEA LA, BRE -4 T
ZVHELHMBEANTEECERL
LA R ERD - T = DoRNAE KRB H AV EHERBALETH AL VML
NTWwhds, B bil, ZBREMp- DTV RIONERDL-IF =V EFTHREAL
L7, #2TELI, BEMp- DT VvOCRIKEIEBBHIT Y 7T V2 lAaia, LillAK
BMALL, FORER, RELL- W T UHFBICBRHETI /70— PEBEELNL, £O
MBI, BHRICESTHS P CHBERNESOTELrAR SN, EETOREEEZIT
3E20L 5oL AEREREER LA, COREREFMETIMEHIZE T
TATORIF A YT aHRMHLTVA, DLEOHE2L, R ELLHMRE
TR-WTF VR TEELRRASECREA Y F 7)Y - 7747020 F VICEBHE
BRAETEIEE G o7, TOMBRE. p-A 720DV 7 FVEEANODHEES 2T
DTHBUVRVTEFTAIIELE2TRBIETE2Hb0THYN, COTHFDLEEORERIIFS T
BYUATFANHELENEEZONRD, Lo TAMRRIBELHLL LTRSS KMED D 5
bDELEZLND,

T, BERXOREOALZ ST, 4HOMEFALHEFFOMEH @I >VTOD
BHME2T o720, T RTEMLTHY THEIREZZ 2B LN TEL, B
ODABFRTTIENENEMBIHEBIATEY, HEIERELTBY, EEDICLM
EHEBVSDLHEENTZ, FHTZVRAFANV V2N LTOMBEEX =X LICH
54352 ETHBICHONTVEDY, AT VDL ) 1 DOHETH AWty 7+
VROBBIIH RS TR IS, AVF ) VENMLTOMBESEX =X
LANOES LI ELHLVEKRREVERALALOOTHY, RERVHEREREICH LT
HEEKLMLLEETOZEATWVE, %, phT72v0) YLD BAEMFERORE R
in vivoll B AREFRE~NOEROMESOMHL Y, FLOEELHEI I AT LT
HAllELAZZ R LTd, ELVRMEETERL TV,

— 221 —





