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1. BIRBEHOBMERUBME (2-X—-JLRA)

PRI OATE B 1 X ORI DWW T, EBERFICEEER LA 2 IRICERER LT E SV, ED XKD 2 mns T
DEEFKREDF L« BRAKIZ D728 DATZEREI] TH 52>, WHEDFAATRIE R OSEEIROERITE - 7o iR fE, ISERFE TO
MR EZREISELIHAITITZONAESE) 2T L TLEE,

HRDOEMHER
ERER AR T D SRk AEEIR D, BRONIZARIBA THEWICAFZ T THV, TORR THEI
KOWEHEAEF) NEZDZLFRMONTND, —J7, EMEEZHERT 2 MtsiclnTh, Rk
HWE AR o T MIfA TR THiG ) BEBAEL D Z ENEFEOMRICL > THLENIR-TE (X
1) ¥Tvavya v "=z vz Morata b DHFZE HERER MBS BT ATE8ES 1K

K
X 5T, BAR ML U R Y — AZ TR R |

7 . ¢ NEiS T A TR L L k ]
JER U 7e RIS rE T D b AT I Bl L %\\é
/

7o 28 B S MR BE I K o THGR D B HEBR S v, BR4E

BRI D 270 B 7 HEEATER SN D Z ERRVES || anm 1T rang | PEHS | e
mEn LK DMEL nE
- — 75 A SO 7 AREER Gl o .
i —F . ZERMBLD T 5 72 25 55k C IR AR SE X .“...'.."ﬁgiﬁ
b9, B EoREREbAVEE RS || LSS

7=, HAREEES (cell competition) & & 1T HiL7=Z DHL (IS | D RS | &te 3 THIIEES |
S, SO E WAL & ARV AN A U 7B, B

72 % AR O 5 ST AE U DA AAERIZ Ko T, BN E <D
ORCHIIES H#] b UCTEXRY | EISE DL I

AREASY THCE | & 72 o T LHEREN D L H kK (N THEIBIERS 1Z RIS DR F AN XADLIAREA

4 — MAEazR S 1S i IBHEEEDTE
MM RHEREOEE L 78T 5 b0 Thore | | ARSI 29 S n AR BREORY

=)
(K1), 0, HECHOT a3 vy g TR S MRt SEXZZ%
N TNk oT, YRS =1y v Sy ROERIGT S ReATROTE
1372 <. Myc. Src. Scribble 72 & 078 AJENEZE B bR KRR OERERE

A & B A R O T b BV AR & 4D il H1 #HEREOBSRELVOABEZNSBEETHD

HMABSENEZ D Z ENRENTZ, EHICEKDIE, Yavya UNTOEEREIZBW T, hhEH
i & il s 3R RO O B R RIS G AN EE 2 0 | Sh R B AN AR SE LS K o THLERD O BRI, R L
MfICE & Hb > TV ZEEHI LT L, FEERTE ik, MBS X FEE E O & WA AME
MIZBGE L CWSCBHRBTH DL EBEX LN TWED, BT OIS L o T, Ml E O 213556 O
F LM R RET DI 8T XA — 2 —TiEle <. MM O L M AERPBGBZEH#E L T D
Wb oTEZ, ZOXLHIT, Yavva UNZIZBWUIMEE G357 2R N ZHEHE S
TER, WMAEMIZIB W THRBEOBEBRPFET 20 OW IR E TH L IR - T g
>77,

2009 4FICERE I3 B ICHENL U 72 FLBEER SR R &2 F W T, IEH B RGHERE & 23 A TP 2 540 A ) <A
MABENELLZ AR THO THE Lz, E-FEAECHOIL. B D W EEMIaREIZ S AR
PEE R A EV A 7 RICHFET MBS~ 7 RAET AV AT AEAWT, IEH EREMIIC BT 52 B
R HBi Al k> T ERMIEN S PR SN D Z L 2R Lz, ThbORRIT, E% LR i
D TgEfiin 2/ S 7 WHUIBER L Lo | ARIEFEPERERF ISR T 28727200 7 A I = X L OFFE & 7R
L TWD, S HIZ2013 4, v 7 AFEAABIOIREELE 123617 248 B o BNl & 23 B 5 L T
WD ERHE ST, £, v a vy a UANATFRICE W TR S LTV T HIRSE A 1 O MRS 12N
2. WFEBICB W COIMISE IR IFE O © OPEBR, Ml b, M FEmEl e & 2% e fin 7 v &
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APMPEH A L > THESND Z ERHL DT> TE T2, 2014 F121E, FIRICH T D T U U /RERRNIC
A U 2 MR & OME D A MRER O EZ FR T2 Z EAME Sz, 2oL 52, WLHEO M S

ZIA ESICHIAMZ AL TEY, Tl L blo, MEBEEZ LV EERADN=ALE2NT5H, K02k
RAEMBRE XX DHEE L TIRABETLENRTTE TN,

RRIT 5H%  HEBADOHNFAH X LOBHT—aREKRBET—HIERTOMRS

XIS A BLG Oy T B8 2 AR L, S ESEEMBRICKIT HHEME G218 50
T HIZIE, ERIFIEDEE D TiEAR <. AR - BISH 2@ S EHEROBENRAIR Th DS, a3k
B4 572, AFERTIZLL T O 3 SORZERHl 25+ 5,

1) MRS ZGEIHT 20 FAHZXLOBGHF WAV THIRLE G O &M & 2L F5E L T2
MR (A, —1&. &F) & MREAMEZEEL NEHEIILTEva v Ya UNRZ#BY
K (FHE, Bsk) ZEME LT, MBS 26T 50 -2 EENICHEE L, MBEBRE R0 AN
=ALEWLNCT D, 1) BREGEH FHEFERKREOSPMBICHEE LY a v Y a vax (FE,
BK), EZ7 774 via (AR BLOvr X (@A, #HiK. BH) O in vivo Bi5E7 LEHWT, M
Mk - BRE OMES, HMERF. AE SIS T DM S O 5 1M & OB - WEER AT 5, ) K
BN SR, BRSO EHoBEWG Y, BXOWE - ko B s g oER Ficsi) 5
FEAER e & 2408 LMt a OBERET VA2 ER L, BFHEFE TR O L W7 4 — R
v 7 LIRn G, Ml 6B oM —EEz B4,

BENEDOZEMKEDOM L - BIEICDHENADIHEBEH THS =

AR L7z k20, MREBEEFZEIT Z Z8FE cRE SR LAY, BERAEICR T 2 kEERE, #R
PRERAIR OB, RIS AR O HERRC S A RIS L 5 EE MO & SR EMBISICEb 5 THE
PEARENTE T2, LU, MIRABEA O T8, FRC TIIE E D X 5 ICAE W O®ESE O 75 2 5
DO, THEE LIEEZRET D501 A D =X L300 THEEIZOIC L TIREEZHERT 200 e &
ZFOREHRBBEIXIFEAERMHAOEFRSIN TS, £2, A ~— I —oDFNERERESNT
WeW 2 MG OGRS AR STV D AEMBIGEORENRHZ BRI TV DRSSV, £ 2
TR T, RIS A AR WMIREE S O A EA IR 2 L 2 AN DRI
BAEMREEZRCHEET 5, ZhICk > T, MBS ZHETI0FANIXLDOEREHAL., £ b
MEDESIEHMAERADORKIRET EHOLERRECEESEHRFCEDLOTLSDN, E/-TDHEE
NEDLSHEBOFBEESISEITONEHOMNICT D, RFERFIEZHEHET D Z Lo L v HllEss
DF T TR E ML L, GBI ZOM 2 2 3B KRE R LR E b 72 O 75kt OWF JEsE A~ & R R
HHFEIE TN,

ARG 2 HIE T 2 0 A = X LORFDFEY S, FEICHRET 20 705 A E S v EH
HOBIREL A D Z ENESITRY | B2 EmBLE OIS DA FE 53 B~ D IS I SRR I T e
ThA Y, IHIT, MiaEWFE, BAEEDF, AT ERERBEEDF O I iCERY,. W
72 EORFIREFITH LW EFER Z A L2t U, RO EO M FE R oM F - RIS 720
LEMFEND, AT, MBS Z ASICHIETL2 221280, A, BE -BEERLGE. KA
BEZMRICEOLOHTRKELERDRZAEAH L, REROERBARICOLGAS O LMHEL TV
Do




2. HROERKR [XEAMICES L. FREEXEHERRSLICEET ] (3X—JLR)
BRZEIRIPIC T E 22 THIONICLE D & L, BUEL TICE S THIADER L TV 200l LT 2En, £k,
JESEREIT A ZERIR & L CRE LISFE ORI RITIRD LT, 0 & 5 ITHE LIS OV THFSEE B URFHERZE = & 12 fiik
LTSN,

RAEIR Gl MBS R EHET 20 F A =X LOLF 5 L, MIEEEAN &0 X 9o LHiaE
MR DRI A MR ICBE b > TV EB LT H 2 2 B L 3 SO REHI Z ML L, ©
NENCBWTZNE CIERICHERNER SECE -, TOMEO % UL FICERICEET 5,

I) MRS EHET 20 FA DX LOBEH : MiaHS 2 BE) T 5 A =KL L LT Sas-PTP10D ¥ 7
FEEGE LTz, £72, [Warburg 255 | FROREZALTER EEGHIRL & 28 FAm A 2 28 U 5 Ml st & 2 il
FLTWDZERHALNTRS T,

I) SXRERFRENR MR ERELZBIERT 272D invivo BT NV AT Ay ayyaunsn, ¥757
Ay ¥a, YURATHEN LTz, 1222 HAWT, Mk - 2355 O, #ER. el 2 Masia o
TR L T OABN - RELE RIS OV TOMIT 2 D 72,

M) HEMEAT : MBS ROBILET N EBEST L 2 LICHRA T THRIH LT,

S BT, ARSI T 2 BB O A 0 BT B O G T /e & kR & 7R fEIs N 3 RIS 4
Tz, BUE 24 OFNEFRIZENERT CTHY | LFEORIDEEER T CHLR L, HENO
WHIE 2 AR - BT 2 Z L IR o TR B BEEIZH R > TE T, 2D X I, HEEAIIEIT LD
FHEGR Y . HDVITENLL R, EFICER LTV 5D,

MEEEC & DERIKR
FEHEAFZE 1 TIEH E R & ZFEMBRICAE L 2MBBADSFAH =X LD
WHEREE « BANZ (EE R, FFEoHE - FEER (hEX)

ARWFZE T II LR MR 2 F N CL EH BRCMa & 28 BRI AR U 2 Ml & & il 9= 5 45 1 A
H=ALERFLTND, THUETICHEOLNRSEERME & LT, KRBT IC X D MBS o filH
NET HND, EH EEGMIIC P £ 472 Ras ZFBAMI T, MHERNTUET S5 —FH, I har RUTONE
PERBAFITIRT T 5 &) [TWarburg 20 AROBIENE Z > TWDH T ERH LN E RoTe, 22D
ot AD EREIZBWT, PDK4 NEEZFIEIKFE L THEEEL TWbD Z & 40 7= (Kon et al., Nature, in
revision) , Z AU A DOBHIMERE CE Z 2B 2T 55D THY . DA TEHEOBRBIZORND Z
EPHIFFCE D, EMEMIR 2T 5 SIP OFRBLEN, EEAGHIIC I T 528 R OHEERICK & 225
Bh 2752 LS L (Yamamoto et al., Mol. Biol. Cell, 2016), & 512, CK19 7o & — 4% —Higi &
YU RET N ERHWT, ##REIC Ras ZRAMOPEBRENRKE S ERD &0 BIREWBIS A2 R L7
(Konetal., BEFa¥ElH), Moo iE L W LT, Miasia 2 L7z Ras ZRMEO T &0~
DML PI(4,5)P2 DX TFIZ X W dI+ 52 &2 R LT,

FHHEIFE 2 (232 aoNT AR EHEEOBEF AR
PR - FEEFE OIHR) . HESHE 8RBT (FREK)

Y avYa Uz ERMRRICHEE U R, TR S R L ORI A OIRE L s o T
MDD PR SN D, KRB ARBEERNA 7 V) —=2 7 2 E L <, Z OIS G 2 ke 95 295848 BAR
PEBHEEEL, TOETELBTFE L THRRETRY o R XI5 a— K345 Sas #RE L, £z,
in vivo RNAI A7 J —= 72k MM CHEET D Sas XA E L TRZARETFa s ik AT 7 4
—¥ PTPIOD Z[FE L7z, & 512, IO Sas-PTP10D ¥ 7 F /L RGO & BREN 5 A B = X L &\ ins:
B & 2MZ L7z (Yamamoto ef al., $EF&Y ; BIE Nature |2 T revision 1), F 7=, #MRHEi & & BREh 3 2 G
T FNND—DTH D INK v 7 VOIS, L EEFEGIE O A A~ THHE 2 fEAT L7285 5 INK & 7
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JUIZHM TIX pro-apoptotic 7 F /b & L CTHEBET D DIZxt L, Ras v 7 F /WIEMEDNTUHE L 720K 00 Clrdmla
WE-7 7 F 2 O#FFE% 0 LT Hippo #&1& & #il L CRifaEE AT 5 Z L 28 52 L7c (Enomoto et
al., Dev. Biol., 2015), —J7, WFEH#EF O @ia & LR T, MEFEABRSEORIET LV EAHET 5 2 &I
RTHOH TR L7z (Nishikawa et al., J. Theor. Biol., in press) ,

FHEAFIE 3 [Sre - Wt #FERIC K MG SHE L TOBREIKICE T 5EE

WFERER - BRK OuR). #FEnsE  MEHAN CKkK)

ARAFFETIE, Src & Wnt R OIEHALDFEFRE T 2 MIRB S OF L. ZOBEHEBIMIC BT HHERENE R,
BIXOEGERICB T 2EFNOMAZBEIEL WD, £ E7 77 4 v 2 lCBWTHIlaE G & ATk
RIS D REML LT, BT T 7 4 v v aHERDKREIZFHFE I L7z Sre BETEME(LMARIL, BEA ORFLIH
MLy a3 vy a U AT BROR L RFRICHIRaE & OME & L TIRD T, BEHEE» bR, —
HT, PSR Z LI, vavYa R ERICBW TGS OME & LTRSS Wt B RETE
ML, BT 77 4 v a2 WHIIRICISWTIRICE £ 720 | g DHfR SN, AT, T ORHEM
FOHEBR NI A 2 KX D EBER VAT A THD I EERRT 5T — X %1570, i, BiiclcEE Lz
R MR 2 W7o fRITIZ L0 | Sre iR PEMIBE & OB BN ITAEBREY 72 Sre DIEFMHAL TIIR+45TH Y |
FrE OB A 2 72 Src OIFMETTERMETHDH Z L E2RA Lz, AT, BAMBERDOF TH Src i
PEITARAT LT & 05 X | Sre IEMEDNE WD ER B HEER SN D Z & bbooTo, S HIZHE, Sre
MM G~ U AET LOMELTET L, WMIALEERICIS T DM S B O 2 T\ 5,
RHHEIAFIE 4 TREMBO/NY THEEZHTT SMARERTFORE & EAKS ORRH )

WFFEAFRE  BRkERER (RIEX)

ARIFFETIL, v a v ya U A b D EHME MO AN S Z il ado—f Lz, &
BFEAZ ) == 7% W5 2 L TREMICHTES 2B L AMIEZFE T 2R FOREEZTT> T
W5, in vivo RNAI A7 V—= 7280 B MR OBAIR - & U ClE N IEGER oo a v
TVaUNRTIRER T T D Pl Z[RE L7, Pyl OZAKRLE L TH LD Pvr 23HCE MR TR 5 L T
L2 ENRERENTZZ LD, AHiIRIE A AR ZMAESEIL Pvil/Pvr > 7B L TN D T ERRIE S HL
7o (Hayashi et al., #fEERF), 7o, BEMBMOEHK L LTravya v AmIF vy VIKER
T ChD jar ZRE L, jarvenus / v 7 A v ayyaUnNTAERILIZEZ A, EMEZHLH I
% TESGBUAE OBRIZ . jar DEEERE S MHTICREZ RT Z E LT/ - 7= (Kawamoto et al., #F HE(i
1), BInFHAZ U —= 712047 LT, MlEFER LG LeBEMiao 7 27 U7 ~— LR
Hraqtv, IEF2BEE MRS i Lz, ZOEFHA 7 ) —=0 72 X - TR LI BRI T OB REfif
ragiThThd b,

FHHEHFIE 5 [Hippo & J FIVIRERIC & S iRaRt S A8 & T DIEFERAE
WFEREE - SRS (MR, BFZEmE  ZRHER GROUER R R)

()i L ~LClE, YAP, RAS X° SRC # R BL 3 2 MR (MDCK) & #f37. L, Btk L IR AR Lo & 2 A,
(A)YAP, RAS, SRC ZEHANIZ B AR U B HEIG S ER-325. (B) YAP R EMILD 2813 TEAD
X PIBK-mTOR #& & ITIKAFMETH 5. (OYAP FEBMAL O LI 1T, JALEARMIZ 31T 5 filamin FEEL
MUEATHD%EZ R LT, F£72 YAP BBLHIIEIL, RAS X° SRC R HLAIE % 0 M0 & LA 1328 L
PRNT D TEVERL Y AP R BLAIAL 1R AR BB i U C B 2SR E S AU7-(Chiba et al., Sci.Rep., 2016), YAP
FEBUM AL 2SRRI LRE & 72 2 2 &%, ok d kagk (NIH3T3 X° Pam212) THRO Lz, (2)
fER L~ LTk, i CTEY A ZHRIZ YAP 2@ RIFHBL S5 & YAP HBUF LI L5078 IE K709 1 sk
MoOEEBR S NIz, FHFMRTHREM YAP BEMEALT 52~ 7 ZADO(ER 52 T L 72 (Nishio et al., PNAS,
2016), & HIZ YAP PIEMEAL L7 & 2 AR~ o ARG T 5 &, BARIKE R OBMEE L 0 B
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R 2NIEHE LTe, & Ofth 2 7 B RROMNT 5. YAP SHIE-CHARE I OFINCEE 595 2 L 2 /L
(Porazinski et al., Nature,2015), Z AUIEAHAE Ti@E IS BE | 22RO O MBI BRI 2 FTHEEN & 5,
AtEFsE 6 MR SISBEE5 T 5 R b LRAIGED FOEE]

HRRERE  —&FE CGEEKR)

AAFZE I, WALEMRICS T 2B B SR 2 MY T A D =X LZONT, 22o0KE (1) b
W7 7m—F (75 LU A RsiRNA A7 Y —=27) & (2) Candidate 7 77 —F (BEFIDOA kL RJ&
B TOBEGOBE) ICLVHLNITAHIEZENE LTS, £7, MRFEAHSEZRWVEE CER
HINCRHI T D MR B UEHTH - 7272, Scribble KBIZ L DMl E&E2ET7 e LTHRHAL, ZhET
WA AT R A=V TFI7AF—%H O ToA A= OO E CHillam & 2 €'k 7
DY AT AOWEITEY Uiz, 72, WATLTED X 9 ZHE#&E T Scribble KIRIZ X 2 AMIIEBEA 2 B £2
SNDIMWTATA A=V T H2FABLCGGEMe T a7 7 A VO 21T -T2, ZHIZLD, (2) 1280
T, EORFHINCA P L AIRE D FRMETENERZEZ, (1) THWD sSiRNA 7477 U =26
. b MERIE U ZAOMBEKE TS O v AT L &GS H7-%, MCF7, IMCD3 #lifa T tet-on A
T 7 8% [T Scribble KIBMAL A 1ER L7z, BUE, M LIZERILT AT AI2K D . 21 b ORI
IZB T DA RO AT > T D,
stEfsE 7 [ ERMBOREICES Y SHMAEEE D FORE & RS DA
WEREE - EHEE (W KR)

ARAFFEIE, MRS B D MBS ) T ORE & T OEREEOMIZ B & LTW\Wb, MisLES:
FAIBE G T T L & FIO T Cid, M & 3T, @2 L U 72 il 8255 73+ % 7 F = Necl &5
TeREEN O R #5275 43 - REO MBS 12 35 1T D HRE & AE RIS DT 2 6D T D (IR L~ L DT C
VL A AR D ARAR — SR D Bt & A HlAE T 5 4y & LTI 254K CXCR4 DB 5% FLHY L 72 (Nobutani et al.,
PL0S One,2015), £7-, AMRICB T D7 F -1 L-4 OBERERfRIT L, 17 F -1 L-4 NEVE LR
& LRI & D CHIBIR R BEE LB 2 TR L. IEIRIFFLIRO R IZICERE R R LEL THL T u 7 7 F
YDV FIREDOGERA L TV D Z LA S LT (Kitayama et al. J. Biol. Chem.,2016), Z DX
FARIEE O FHR LS E S FFOMAE T, MIRHEA O EOBRBE THLE L SND, BET M O-E D
EWERET 2700 P —L LTOMIEE ., BOEWERM LI-BICMIEN Y 7T UBREE A S
577y 74 —L5L L TOMREREZIRRMA TWDATREMERE Z HiLd,

FHEFIE 8 [Ra E R & 1T SIS D& E)
e E - EBERRNT (EKR)

ARWFTEIE, W L BGRR D bMAI 3517 D MR e & - IR & R b B e oD MERF 12 B o 2 MRt &
D 2 I OMIF A 5 LT 5, FaITHIFIERIT T LG~ DBIRFE AL (GT) ZBA%E L.
Hippo &IN5 b Rz st « BB OBiE E 7 Ly M ~DO bR G 2HIEH L TWE Z 25
M2 L7~ (Imajo et al., Nat. Cell Biol. 2015), £7=. IGANVT ) A4 REERIEICB I D2BET/ v 7 X7 FD
I T NFEORBEIT T, v U AD/NBEIAICIBWT, LR & Ol fa bl % 2 1 E 3 D KR
FAEMENT LT, BEWORNSIRZ A 4 > F v F /L Td D Piezol (4 B L. MIDLYE & OME & PEMERFIC 7= 9
REN 2T LT\ D, Piezol / v 7 X TV, ANV H ) A4 ROREEZIHITL 2 &2 RH L7, @i
ORI Ui, el Ar Re ISR BT 585 Lars O LR —F —~ U AHROBANT /A R
ZHWT, SRICE A ZRRICERMEZ BB ST 2V AT LOBELED TN D, I HIZ, KREOZE
LA DI b B2 kAR O 1 A FERRAR I T T R B W Tl & O R/ & ENCE B L TR 217
ITDIT, B~ U AMKOMANT /A RO % Blth Lz,
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3. BEERROFRICBVWTHERBZZTLEEFEAORABRRE (2X—-TULRA)
FEMREOFTRICBOTHRMEZ 2 FEAR D - B AT, Uia AV PROZAA~OISRE & FE L TSN,

TEIGE S (2 H 72 FRlOBERM RO EZ T 7o, MISHRLERFEHE FTHRTRLTWD,

(BERRMR. F3X)

[ARRFZEAEIIE . IRBE S A HIET A0 T A V=R LD EMI L. ZhARED X HIc LTEMluLE
MR DR EES £ 0 AR ACIEEMERICE b > T D 00, £72. TOMWHEN ED K 9 7B
RBZSIEZRZTONERALNILED ET2MRETHD, WHEAFORFE 22 s ozt
NE, EWREOEFEIERER, BHEO BT RMEMT TH Y | FERHREKEBSRHIE L ORE ORI K &
W Kd 2 RBAITHMES | ZHRIEE I TE 5, BB RE BN EEEL AL
THRY ., EFELMFE L VM REIROF I 2 BENYFCE 5, £, HFREEROEEED K< B2 HNT
BO. YT FINVBE, BEEDT. MRAYT B OFMEE COMBEERPIIRFIND,

— 5T, AL Tl | ([CHEFEHERH 200N OWTEAEETH Y, ZO7DITflx D
SHEATZEIC R T D TS ] OBEANHERRICE > T AV ERBESND, THIlEAS ] O
E IR DM A S E SRR TR CHAT DI ENEETH L.

FEPEL, SRR OFTE S EEOWRE, RRFRHEE, & 5L K QA8 OB FHEE . R8I E)
WFIEREAL K OV R D FEAE 72 £ BHIR D EE 2 @INIATV D 2RV A v MEFl L g o TV D, fEBREH
X, A EE T OO OREARNREZ X 2 L, R O FREEELZ D 7DD ) — X — v
EHETORNEAT L LM END, Fo, SMTFEEA L L CEMNAAOIHEE L BIEL, HEEL L
THFGE A S S D RHI - TV D, )

(EEREZT=-BEAOXE)

MMfaB e ) OBESIC OV TR, S E TEERIBME L 72 HIRS@# e AR Y U AW CRHBIFFER
RE, RS E, ABEPRRBELE LoD ET 0 AB v a Y EITV, fEllE LTH— Lz ARzt
HLT&T,

BOERTE T, vavPa Ui > THRONTCH A K, MlEs 7/ 24 7L LT
BB AN ER STz, Las L, MIFLEICE T 2 5l O GAF 7RI K - T, MAasEsin x CHifa
FEIARAME DML © OFEBR, Ml B, MILHEANH 72 & 2% e filn 7 v & 2035 MdBi a1 L - Tk
SNDZEPHALNTI - TETZ, EEFATE TIE, MRS XTI FEE EE O &R 23 R 2 BRE
LTWKBRETHD EBEZ LN TR, T OHIFEIC Lo T, MR E O 235 A OME L IE %
RIET DRI 72 /3T A — 5 =TI <, LSO 2 2/l EAEH R B EBREZHE L Tnd 2
EMHI LN TE, £IT, HHEETIE, HMEBESEIMEORLGIRBEOMRBETEREZES
BMARZE LESRL, MEBAESE LV ZANDOEBENICR ., ANSEMEED D Z LK
ST, MfEE O eBEZaIM L, L0 KRERMEFEE~EFEIELZLZHEBELTND, 2
72, BRI & VB I 7 &5 7 2 MBI b [AAR D BIEBIGNE Z 2 FREMEN H 5 70 £ Ml s OE
FBICOWTIEESEBOIEDOER L L LI T LI VTR Z TN RITRIER LR, ZOEICHONT
X, BN TOT 4 ATy v a VEBENIT) ZEICL > TEBEBEEZ Lonh LIF LTV,
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4. EHLHMAAR (RARURHZET) (RBEEBCLICHEHR - 2EHAROIRICEET S]

(3R—=TLA)

AR (A A B 1) SRV B ONTERR AL OFTF2ET) 1220 T, HILW b D2 bIRICHERFK
ZEDPOIZY, KEREEZAVCTHIERER Z & ICFEHTE - AZEMIEONEICIEB L, BEMICEER LT EEWn, 2ok, H
N ORI L DRI OV TEFZDOEEFLBR L T EE W, FRIRIZY 7z - Tk, AMEREICL VGl
bOICEKICBD L LET,

Iy

LIRS oW T e TH#D V.,
(RTEBZR)
1) MDCK cells expressing constitutively active Yes-associated protein (YAP) undergo apical extrusion depending

on neighboring cell status.
Chiba T, Ishihara E, Miyamura N, Narumi R, Kajita M, Fujita Y, Suzuki A, Ogawa Y, *Nishina H Sci. Rep. in press

WFFEEEBEEE R (04 2% & WF7EEHEPEEEE O LFRFEIC LD

2% 5%, MEEA 28T 5 Hippo-YAP & 7' F /L% & OBE 2 fRIAT 5 728, HLEW R 2 7z
MBS R Z (T o 7o, T ORES. 1) YAPIEMEALMIIL, I & L CEFME D HEhsd Z &,
2) ARBIGIZIE PBK ° mTOR 72 EORH S 7T ABEET 52 L, 3) BEEMIEAN T Src X° Ras 7
APIEMAL SIS & YAP M LMIRIEEE & L CIR2 8|S 2 L2 R Lo, ARMAIZ, YAP JEH4EH
DB ORE FRMMTII AL, BETIHRREICIKET S EETET S,

2 ) Mathematical model for cell competition: predator-prey interactions at the interface between two groups of cells
in monolayer tissue.
Nishikawa S, *Takamatsu A, Ohsawa S, Igaki T J. Theor. Biol. in press

FHIEAR) EBWOGHE) O X, M SRS OKIE T VI L DR ERA T, 2 MERBEOBRSFET LV &
LTH 55 Lotka-Vortella EF /L& WH AERRRET I, BRTORLEL HHHAEE-WAEER O A/EM
AL, BT VOEFHOBNTG, LHECELERXL, REOKREEEMR. ZEMRBOLELE LN
BELGIMNEVSEmET, FIC2BEAORERE N (BRIBHEFOMRBY A X) DL LEERBEHRAT
REDZELAER LI, TOZ LT, BHFETEMMRED & SN TV HBMERETET 26D TH
Do RET/MI, BIRFETHOLNE o TV DHABEMICEHT 2 FHERERERELTFERIBMPTED
ZEnh, HIEHREREOEENLGEREMTIERVNOBEETILE LTHFETE S,

3) A role of the sphingosine-1-phosphate (S1P)- S1P receptor 2 pathway in Epithelial Defense Against Cancer
(EDAC).

Yamamoto S, Yako Y, Fujioka Y, Kajita M, Kameyama T, Kon S, Ishikawa S, Ohba Y, Ohno Y, Kihara A, and *
Fujita Y Mol. Biol. Cell 27: 491-499,2016

BREIIIER LA & Ras ZRAMAMEICA U2 MBS BRSICEEEZ N LIy 7T EBERBEE LTV
FIHEME 2 BESR LT, & Ok 3R MR 1T % sphingosine-1-phosphate (S1P)3 IE % _F Rz | S1P receptor
22HEA Ly £ ORERIER LMK O Filamin 7328 2d & OBEFUTER L, ZRMRO LRJE) S O
PradiliEl+ o2 AR L, 512, SIP 25 R TIE7e < PN BCHI R -oAR A 2 i 72 & o FeY I A
MO SND Z EERBRT LT — X257, ZomAix, EEMBEICELCSHMBEREEENS. LR
fa & FERGHMDHMEN S DHEERNLGEEZRZTS. THLERYEBJRERFICI - THIEEA
25 LERLTND,

4) The cell competition-based high-throughput screening identifies small compounds that promote the elimination
of RasV12-transformed cells from epithelia.

Yamauchi H, Matsumaru T, Morita T, Ishikawa S, Maenaka K, Takigawa I, Semba K, Kon S, *Fujita Y Sci. Rep. 5:
15336,2015

BRI ILEES R MR 2 W T, 1B FR IS Ras 22 BN 2 BRZ 4 5 7 0 & R 2T 51K5 71k
EMERET A ODNNAAN—T > "AIT V== T 7Ty N T3 —LEFEN LT, B, ZORY
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V—=V7%E=H Tty MbE®HE LT VCI-8 L9 Rebeccamycin DiFERAZ[FET H Z LTI L
Too ZOMFEMRFIL, HRBREHARLPADFHIAEEIORAREIZ OGNS ZLE2RLTEBYD, BIEKRE
REEHEEDTWD GERHR., LFEmE, AbEEe e SWiE 250,

5) Dual role of YAP and TAZ in renewal of the intestinal epithelium.
*Imajo M, Ebisuya M, *Nishida E Nat. Cell Biol. 17: 7-19, 2015

B, 5 G R EE OB A2 EN BB TEAL LWL v 7 XU T 52 LR TE
LT EAE (GT {5) ZBH%E L. Hippo #EESAMNG LAz « ATBKMILOMGE L 27 Ly M~
SAEDBTT i 5 Z L2 K0 W ERIEFEIEOHERF ICHUHADOEE ZRIZL TnD Z L2 bnIC L,
REDFHAFEF, SEOMREBEEDL FHEBOMZRLECICH ELRERKICH T 5HEHRSORIFHOHEIC
RELEMTEELDTH D,

6) YAP is essential for tissue tension to ensure vertebrate 3D body shape.

Porazinski S, Wang H, Asaoka Y, Behrndt M, Miyamoto T, Morita H, Hata S, Sasaki T, Krens SF, Osada Y, Asaka
S, Momoi A, Linton S, Miesfeld JB, Link BA, Senga T, Castillo-Morales A, Urrutia AO, Shimizu N, Nagase H,
Matsuura S, Bagby S, Kondoh H, *Nishina H, *Heisenberg CP, *Furutani-Seiki M Nature 521: 217-221,2015

CHROIE, RV A S DEREOENT DB YAP D3l 5R 7 0mHik a5k /) O Hil i B G- L TR O 48Rl
EICMHOKE RN 2RISR Lc, ZORAIE, YAP FAGED NEIGE] OZEZRM L THRasm
BEFBSEDIARMEZIRTT 2L O TH Y ARLB SN - TEEVEAS OB HER 5 "raEtE 2w Lz,

7 ) JINK signaling is converted from anti- to pro-tumor pathway by Ras-mediated switch of Warts activity.
Enomoto M, Kizawa D, Ohsawa S, *Igaki T Dev. Biol. 403: 162-171,2015

FHIE LT, MBS ZBET 28 7T LD —>TH D INK ¥ 7 L OHIEEESE, MRS A = X X
ZiavuYa UNRTEEFEEHWTEN L, INK 3 7 /U3 HEM IR 22+ 523, Ras &7 F L
DMEPEAR U 7R3 C I3 Hippo #2388 DN 2/ U CHERIGFE AR HET 25 2 & & RE Lz, 2T ORI INK
SO FILHHRIK IR FRICHE R E DB E L BMEZRE DT ARBOERICER TS0 LM FSND,

8 ) Mitochondrial defects trigger proliferation of neighbouring cells via a senescence-associated secretory phenotype
in Drosophila.
Nakamura M, Ohsawa S, *Igaki T Nat. Commun. 5: 5264,2014

FEHIE, ERICBT A0S EMREBFRO N VRICLEBAHEA =X b Eayya T
BRFEEHOTENT L, DABIE T Ras OIEMH L E I h > B U 7HERERE 2[RRI 2 U 7228 S i 23
AifEfbZ L = LT SASP #5325 Z & CTHREIMIOMEZ (ST 5 Z L 2 W2 Lic, Z ORI
MRS DBENMREREEZTET S TKESBIE] EFENLIRRD A ﬁ:xA@iEﬁzr(:E#ﬁi'd'é%)@
EHIrEE N D,

9) Hipk2 and PPlc cooperate to maintain Dvl protein levels required for Wnt signal transduction.
Shimizu N, Ishitani S, Sato A, Shibuya H, *Ishitani T Cell Rep. 8: 1391-1404, 2014

BADLIE, Wnt BB O EEREKIN T TH 5 DVl O X 237 B2 EMED Dvl O C RKugaeik o U o BRL i I
FoTHIHSND Z & &2FM Lz, ST, WFEhTE ERMiao Mk A A1EH 2 Dvl © C KiEfEg o

U U b L ~L & Wit BB DR EIE PRI B L2 KFT 2 L2 RWiE L, AiFseiE. MEMABEERICEK
% Wnt BEOHEDEREEZEDT-. BEODHEBREAROERLLIHRRETH D,

Tl
ZH

(AEHFR)
1 0) Analytical limit distributions from random power-law interactions.
Zaid I, *Mizuno D Phys. Rev. Lett. in press
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HMREBRESOBELREZRENTIERE LT, NMEMCHEFRLEETH D, L LAl ofliaet
AR TS AFAES 2 AERE (BE—F =T AE<HE) BERMT RSG5 2 &3, REtoRE—
PELHVBETIIRNEZZ BN TE T, KELI, Ek T TEAH SN D ST H OB R~ &
BB TR T DR E R T 0l ZDRTMDEAVAEFEHEMOTY—HEY L. WERKOSTED
NhEZLYRCRBLTWSAIEEM ZERMICT L=,

1 1) Cell competition in mouse NIH3T3 embryonic fibroblasts is controlled by the activity of Tead family proteins
and Myc.

Mamada H, Sato T, Ota M, *Sasaki H J. Cell Sci. 128: 790-803, 2015
ERRIT, ¥ AEEEMSFMARH NIH3T3 (28 ULV T Hippo BRI NDEEEREF Tead DFEMHNDERICK Y MM

E A

BEMNEC S EZRH Lz, £ OMIRBAHEAEIL Tead 25 Myc ([ZHFHANIC/EN T 2 EER 2 DO TH -
Too BTN S E7 NV OBISLITH IR BT D MBS O IEICRL > 2 L3l S h D,
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5. ARARDAKROKR (ELWMXEF—HE, F—LR—, DFARKRE) (5RX—TJLW)
AMFIERHRE (NEEE &) ICEVELNTFERROARORIE (ERFwmC, HFE, F—bX—T RV Y
LEOWRB) 1TV TEEKRMIZER LT 7230, Rz %72 - T, ZIREH'E%ELJ:U BFoNbDITEIZELZ L L
LT,
i jCODiE'/\ LWL DOPLIRIZERFERZ IHOIEY , BIREE 2 & ICEHEATE - AZFROIRICEHE L, FERE
CIXZEE PR, R I —E TR, RS % VAR D TR & AT L, corresponding author (ZIL/EIZ * Fl%
HLT<#ém
< BIEO T(2) HFwmL OB E L CER Lm0\, FHEICOEZFT LT EEN,
. *ﬁﬂﬁ%ﬁ: EHbLNZEBD KFEREICRY RN E2Z T T MR OERR TH L Z 2R R LEDD GRlEHED
BB R EE R A DR LI b D) IOV TRIMLIZBDOIZHOWTIL, FHEHICAZM LT EIW (FilEEE
%E?‘%’)iﬂ/\i\ [OA - - ] EEWLTIESV,),
R OT Y N —=FIEEBET S HGIFEORNFIC OV THIR L T EE 0,

EPEI)
Rk 2 648 A~ Rk 2 84E 6 H £ TICHE SN FHHMIZEHE S BEOMGA D HIT 1 4 58T, AL
1 SHEORMNIILS A ThH D, ZORNLERBTITOVWTUTICRT (& THKEH),

(RTERFZRID)
A MDCK cells expressing constitutively active Yes-associated protein (YAP) undergo apical extrusion depending
on neighboring cell status.
Chiba T, Ishihara E, Miyamura N, Narumi R, Kajita M, Fujita Y, Suzuki A, Ogawa Y, *Nishina H Sci. Rep. (in
revision)

BRACRIIIBEG R (S04 (SR & BFJE3HIBERRE O SERBT 21 &

A Mathematical model for cell competition: predator-prey interactions at the interface between two groups of cells
in monolayer tissue.
Nishikawa S, *Takamatsu A, Ohsawa S, Igaki T J. Theor. Biol. in press

A Nectin spot: a novel type of nectin-mediated cell adhesion apparatus.
Mizutani K, *Takai Y Biochem. J. in press

A A role of the sphingosine-1-phosphate (S1P)- S1P receptor 2 pathway in Epithelial Defense Against Cancer
(EDAC).

Yamamoto S, Yako Y, Fujioka Y, Kajita M, Kameyama T, Kon S, Ishikawa S, Ohba Y, Ohno Y, Kihara A,*Fujita
Y Mol. Biol. Cell 27: 491-499,2016

A A novel nectin-mediated cell adhesion apparatus that is implicated in prolactin receptor signaling for mammary
gland development.

Kitayama M, Mizutani K, Maruoka M, Mandai K, Sakakibara S, Ueda Y, Komori T, Shimono Y, *Takai Y J. Biol.
Chem. 291: 5817-5831,2016

A ASKI signaling regulates brown and beige adipocyte function.
Hattori K, Naguro I, Okabe K, Funatsu T, Furutani S, Takeda K, *Ichijo H Nat. Commun. 7: 11158,2016

Fer tyrosine kinase oligomer mediates and amplifies Src-induced tumor progression.
*QOneyama C, Yoshikawa Y, Ninomiya Y, lino T, Tsukita S, Okada M Oncogene 35: 501-512,2016

A Merlin/NF2-Lin28B-let-7 is a novel tumor-suppressive pathway that is cell density-dependent and
Hippo-independent.
Hikasa H, Sekido Y, *Suzuki A Cell Rep. 14,2950-2961,2016

A Dysregulated YAP1/TAZ and TGF-beta signaling mediate hepatocarcinogenesis in Mob1a/1b-deficient mice.
Nishio M, Sugimachi K, Goto H, Wang J, Morikawa T, Miyachi Y, Takano Y, Hikasa H, Itoh T, Suzuki SO,
Kurihara H, Aishima S, Leask A, Sasaki T, Nakano T, Nishina H, Nishikawa Y, Sekido Y, Nakao K, Shin-ya K,
Mimori K, *Suzuki A Proc. Natl. Acad. Sci.U. S.A. 113: E71-80, 2016

A EPLIN is a crucial regulator for extrusion of RasV 12-transformed cells.
Ohoka A, Kajita M, Ikenouchi J, Yako Y, Kitamoto S, Kon S, Ikegawa M, Shimada T, Ishikawa S, *Fujita, Y J. Cell
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Sci. 128: 781-789, 2015

A EDAC: Epithelial defence against cancer- cell competition between normal and transformed epithelial cells in
mammals.
Kajita M, *Fujita Y J. Biochem. 158: 15-23, 2015

© A The cell competition-based high-throughput screening identifies small compounds that promote the
elimination of RasV12-transformed cells from epithelia.

Yamauchi H, Matsumaru T, Morita T, Ishikawa S, Maenaka K, Takigawa I, Semba K, Kon, S, *Fujita Y Sci. Rep. 5:
15336,2015

A eft-right asymmetric cell intercalation drives directional collective cell movement in epithelial morphogenesis.
Sato K, Hiraiwa T, Maekawa E, Isomura A, Shibata T, *Kuranaga E Nat. Commun. 6: 10074, 2015

©Synthetic lateral inhibition governs cell-type bifurcation with robust ratios.
Matsuda M, Koga M, Woltjen K, Nishida E, *Ebisuya M Nat. Commun. 6: 6195, 2015

Dual role of YAP and TAZ in renewal of the intestinal epithelium.
*Imajo M, Ebisuya M, *Nishida E Nat. Cell Biol. 17: 7-19, 2015

Non-autonomous overgrowth by oncogenic niche cells: cellular cooperation and competition in tumorigenesis.
Enomoto M, Vaughen J, *Igaki T Cancer Sci. 106, 1651-1658, 2015

JNK signaling is converted from anti- to pro-tumor pathway by Ras-mediated switch of Warts activity.
Enomoto M, Kizawa D, Ohsawa S, *Igaki T Dev. Biol. 403, 162-171, 2015

In vivo gene manipulation reveals the impact of stress-responsive MAPK pathways on tumor progression.
Kamiyama M, Naguro I, *Ichijo, H Cancer Sci. 106: 785-796, 2015

Apoptosis Signal-regulating Kinase 1 (ASK1)-p38 pathway-dependent cytoplasmic translocation of the orphan
nuclear receptor NR4A?2 is required for oxidative stress-induced necrosis.
Watanabe T, Sekine S, Naguro I, Sekine Y, *Ichijo, H. J. Biol. Chem., 290: 10791-10803, 2015

Feedback regulation between plasma membrane tension and membrane-bending proteins organizes cell polarity
during leading edge formation.
Tsujita K, Takenawa T, *Itoh T Nat. Cell Biol. 17: 749-758,2015

MicroRNAs as the fine-tuners of Src oncogenic signalling.
*QOneyama C, Okada M J. Biochem. 157: 431-438,2015

Y AP is essential for tissue tension to ensure vertebrate 3D body shape.

Porazinski S, Wang H, Asaoka Y, Behrndt M, Miyamoto T, Morita H, Hata S, Sasaki T, Krens SF, Osada Y, Asaka
S, Momoi A, Linton S, Miesfeld JB, Link BA, Senga T, Castillo-Morales A, Urrutia AO, Shimizu N, Nagase H,
Matsuura S, Bagby S, Kondoh H, *Nishina H, *Heisenberg CP, *Furutani-Seiki M Nature 521: 217-221,2015

A Mitochondrial defects trigger proliferation of neighbouring cells via a senescence-associated secretory phenotype
in Drosophila.
Nakamura M, Ohsawa S, *Igaki T Nat. Commun. 5: 5264,2014

A Hipk?2 and PP1c cooperate to maintain Dvl protein levels required for Wnt signal transduction.
Shimizu N, Ishitani S, Sato A, Shibuya H, *Ishitani T Cell Rep. 8: 1391-404,2014

The DEAH-Box RNA helicase DHX15 activates NF-xB and MAPK signaling downstream of MAVS during
antiviral responses.

Mosallanejad K, Sekine Y, Ishikura-Kinoshita S, Kumagai K, Nagano T, Matsuzawa A, Takeda K, Naguro I, *Ichijo
H. Sci. Signal., 7: ra40, 2014

Roquin-2 promotes ubiquitin-mediated degradation of ASK1 to regulate stress responses.
Maruyama T, Araki T, Kawarazaki Y, Naguro I, Heynen S, Aza-Blanc P, Ronai Z, Matsuzawa A, *Ichijo, H. Sci.
Signal.,7: ra8,2014
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(AEAR)
A Proteasome activity is required for the initiation of precancerous pancreatic lesions.
Furuyama T, * Tanaka S, Shimada S, Akiyama Y, Matsumura S, Mitsunori Y, Aihara A, Ban D, Ochiai T, Kudo A,
Fukamachi H, Arii S, Kawaguchi Y, Tanabe M. Sci. Rep. in press

A Analytical limit distributions from random power-law interactions.
Zaid I, * Mizuno D Phys. Rev. Lett. in press

Adiponectin enhances antibacterial activity of hematopoietic cells by suppressing bone marrow inflammation.
Masamoto Y, Arai S, Sato T, Yoshimi A, Kubota N, Takamoto I, Iwakura Y, Yoshimura A, Kadowaki T,
*Kurokawa M Immunity, in press.

Microtubule-dependent balanced cell contraction and luminal-matrix modification accelerate epithelial tube fusion.
Kato K, Dong B, Wada H, Tanaka-Matakatsu M, Yagi Y, *Hayashi S Nat. Commun. 7: 11141,2016

A Dominant expression of DCLK1 in human pancreatic cancer stem cells accelerates tumor invasion and metastasis.
Ito H, *Tanaka S, Akiyama Y, Shimada S, Adikrisna R, Matsumura S, Aihara A, Mitsunori Y, Ban D, Ochiai T,
Kudo A, Arii S, Yamaoka S, Tanabe M. PLoS One 11: e0146564, 2016

DNMT3A R882 mutant interacts with polycomb proteins to block hematopoietic stem and leukemic cell
differentiation.

Koya J, Kataoka K, Sato T, Bando M, Kato Y, Tsuruta-Kishino T, Kobayashi H, Narukawa K, Miyoshi H, Shirahige
K, *Kurokawa M Nat. Commun. 7: 10924, 2016.

Identification of RNA-binding protein LARP4B as a tumor suppressor in glioma.
*Koso H, Yi H, Sheridan P, Miyano S, Ino Y, Todo T, Watanabe S. Cancer Res., 76: 2254-2264,2016

A Real-time imaging of bHLH transcription factors reveals their dynamic control in multipotency and fate choice
of neural stem cells.
*Imayoshi I, Ishidate F, *Kageyama R Front. Cell. Neurosci. 9: 288, 2015

Cell competition in mouse NIH3T3 embryonic fibroblasts is controlled by the activity of Tead family proteins and
Myc.
Mamada H, Sato T, Ota M, *Sasaki H J. Cell Sci. 128: 790-803, 2015

Undifferentiated state induced by Rb-p53 double inactivation in mouse thyroid neuroendocrine cells and embryonic
fibroblasts.

Kitajima S, Kohno S, Kondo A, Sasaki N, Nishimoto Y, Li F, Mohammed SA, Muranaka H, Nagatani N, Suzuki M,
Kido Y, *Takahashi C Stem Cells 33: 1657-1669, 2015.

Adult Drosophila sensory neurons specify dendrite territories independently of dendritic contacts through the
Wnt5-Drl signaling pathway.

A cortical instability drives periodic supracellular actin pattern formation in epithelial tubes.
Hanezzo E, Dong B, Recho P, Joanny JF, *Hayashi S Proc. Natl. Acad. Sci. U.S.A. 112: 8620-8625, 2015

Transport and retention mechanism for the sustained distal localization of Spn-F/ IKKe during Drosophila bristle
elongation.

Otani T, Oshima K, Kimpara A, Takeda M, Abdu U, Hayashi S Development 142: 2338-2351,2015
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BRAECE  AROREE, 2016 44 H 5 T4 — MR TR0 KT S5 Wil & i)
FHERE : EZOHD A, 2016 44 A5 THIIREEE O FEARFH L 2 OMGE)

ZReE - BEREF, 20164 11 A5 154 - SfBEBA. BAEM(CIZEPD S Hippo v 7 7L

[R—LR—2]
FEI AR — L X—17  cell-competition.com
AR —LRX=VICHBE O RREE 2B T DL LI FE 1 -2 TINL =2 —A L& —)
wilEhTno,

]

ST B P28 CMBERERE - AFREEE, 2016 B A ARMRE LA E
BAR B VR 28R SCHBHERERE - BRI E (WFFERE)

—f& FE P27 FE mELSE - —HH

Bk HEEZFR Editor-in-chief Prize 2014 (Development, Growth & Differentiation)

FIE EFE PR 26 EE HAFPIRIRASE

B K P26 FE AARA LY AN SRR E

#F OBX 20M44E HEETHE
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=
=
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(S ORDOI L]
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9. RREMFMECIIFME (2X—IJLA)
RATHERTAI A1 & % 3P P CRFJE S SR B 3T Al = A > R 2R LT 2 S W,

NEPFEMERICK DM AT b
Gines Morata (Universidad Autonoma de Madrid)

Cell competition is a major biological process implicated in the identification and subsequent elimination of
unusual or aberrant cells from animal tissues. It plays a critical role in maintaining the general homeostasis
of the organism. It is worth noting that the surveillance mechanism includes the targeting of oncogenic cells
that may appear in development: a tumour-suppressing role. Although originally reported in Drosophila,
more recent work has shown that cell competition also occurs in vertebrates where it performs similar
functions thus emphasizing the general interest of the phenomenon. One aspect of cell competition that is
presently under intense investigation is the tumour-suppressing role. Here, there have been very significant
Japanese contributions, notably by the Fuijita’s group in vertebrates and the Igaki’s group in Drosophila.

I have started my evaluation highlighting the biological interest of the phenomenon in order to emphasize
the importance and the potential impact of the work being done by the group of Japanese scientists
involved in the “Grant in Aid for Scientific Research on Innovative Areas” specifically devoted to cell
competition. The interactions and collaborations among the many groups participating in the
comprehensive project will undoubtedly facilitate rapid progress, thus putting the Japanese scientific
community in the forefront of this highly competitive field.

Within the context of the generality of the phenomenon, and to foster new synergies, the group of
Japanese scientists involved in the grant mentioned above organised last year in Kyoto an international
symposium on Cell competition in Development and Cancer. Five foreign experts were invited, but the rest
of the participants were Japanese scientists.

The symposium covered all the major problems in the field; the analysis of winner/loser cell interactions at
the molecular/genetic levels (a key, yet unresolved, issue), the involvement of various pathways in cell
elimination, the role of cell extrusion in the process, the phenomena at the interface between tumour and
normal cells, etc. The overall level was very high, but nevertheless there were two aspects of the
symposium that called my attention. First, the number of presentations about cell competition in
vertebrates, mice, zebrafish, in vitro cell lines, etc. Until now the great majority of studies on cell
competition have been performed in Drosophila. The contribution of the Fujita’s group in this area has been
particularly important. Second, some reports contained novel and significant results. | was very interested
in the genetic screen by the Igaki’s group reporting the identification of new genes specifically required in
the winner or the loser cells and that are necessary for the elimination of the losers. | also found very
appealing the observation by Fujita about the decrease of mitochondrial activity (a sort of Warburg effect)
triggered in transformed cells when surrounded by normal cells. This metabolic alteration may play a role in
the apical elimination of transformed cells.

Finally, 1 would like to point out the high productivity of the team members, as indicated by the numerous
publications in high-ranking journals.
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vauYa UNRTOBEFHRIEN D EIKE COEFHS L PR OS2 Morata 512X -
THSL L TRHEESNE, HREIITZY 3 7 a AT ORFZENIEATT B HFFRE 7728 . AF 7248 I
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