HEUK F

C ’ THE UNIVERSITY OF TOKYO
tu)aﬂh5/ﬂ7E®17 JBERNARANEBRALZHROER
~v'n Y EHORPAESEEZHRET 50 FiEEER~

1. RBEE
gl B ﬁﬁ@@?ﬁ?%ﬁ“ ekt IR - SREVE R AT R BiR)
TH ZEk (& 2L —IhdEg 4%%%%%Lﬂ%ﬁfﬁ%L$%%ﬁ o — Hi%)

2. BEORA LV b

& v UENAL NI E CagA & F DI AEIS T T % SHP2 M OEA R &2 45 9
FEmEE AR L, EAROLEN & RPATEOEREZA LM LE L,

& HAZELHRT7TUTICEET S0 Y FH CagA DAIMEAT D2 =—7 /o /)72 SHP2
FEEREAZRA L, ZOMEKADRERARIELZFZE LTI EaMHLE L,

&  AHFFROEEIL, T/ A —LTOEBATIERBEOBRZAESE 5 & & bio, s
W BRI U2 EHm e B A T - BHINAEIEOBRRBICEN S Z LI/ s E T,

3. RBEMHE .

FEETOENAMI~NY axsZ—-nl (PalE, F1) B2 EEICEL, £
RN BRI 0 U EREAT 295K CagA & o /37 BN EEREE 2R LET (X
1) o 7T UTREE (BAR, RE, @E) [ FTHRANRENALORSHEHKE L THL T E
T, EFRENORT VT TRLNLER VENMAE T 5T U7 CagA 1X,. £SO
HWCROLNDHCKA (HFUEYERD) CagA (2, HAARIEIC, LRSS 2 &0k
SN TOETA, 2D 2D CagA BDFEN AAFHEITE WA U A REEEMRIIRHT L,

Al BORRFPRTFBEE TR ER O BILE R, &0 0L X — N JorE o T H 4
wREdZ O O 7 NV —T 1%, X BRfEmRERT (E2) A2 L T CagA BMERE T 2N ALK
VN7E SHP2 (1£3) L OEAROEELZ R L~V THB L, 17 P78 CagA & RCKA
CwA®%’ﬁf¢610@7‘/@%%@§m*iéﬁ%%ﬁ@%ﬂﬂchmsmm%é

ICREREBEGEZ25ZLEHALNCLELE (K2) 2, 7 TR CagA 23R
&*MC@A_wme@m_ﬁlﬁ$ﬂ&%éﬁ ﬂw2@%ﬁ%ﬁ%%b<%%b\g@
ARLDONAACEART RE 72 7 F NV ERINGHEETH 22 /AR LELRE (M3) . AWFRED
PR, EHHIR B R AO TR « BHNRRIEORIICEN D Z E RS LET,

4. BENE :

AARZ G T U7 IR E RN ANR S ZRT oMk E L TabhThET, B
BRALAI 2N AUBETE DR =A% 5D, K 72 T ADOMEE S TWET, TOlYHE 5
58039 TNFIHT U7 sgEICHFK L, BARIZBITDEDASECEERIZFM S5 TAICH LV F
T, A, v U EOEMEGEAEE 2 OB RBEREDRR L /e o TND Z ERHLMNCINT
TEL, e TH, BRAORIEIIZE 1 U ENEAT DIRFIK T CagA & >R 7 BN GEL
BELTHWET (K1) . aVHOEEKNTEASNT CagAld, ERRETHI 7 vDiE
FHEHREEZE L Ce FOFOMBICESEASNE T, MIENIZIRA L CagA T v
FRILIZY) U bEfi a2 T HZ LT, B hZ X7 E SHP2 LSBT 2N A EE L £9,
SHP2 (%X, Fu U @bx o "7 EERETE D 2 508 (N-SH2 KA A U725 NS



C-SH2 RAA Y, HF3) ZATHT T UMY VigblsE (RA7 72 —8) T, mZERER

(E4) 2L D EFeBERIEEOTUENE Z 2 SO R A L2 RET 5 2 LR HNTVE
9, CagA TV Vb Fu s Ui iAa ) LC SHP2 Efad 5 2 Lz kv SHP2 o B iEHAL
ZHIEE I U THEPAUEEZRET 2 EEx N THET (K1) .

BLBREWNZ Lo, W7 U7 CHEf S e e UEMAE T 5 CagA GR7 U7 Cagh) &
ZTOMOHIK THBE SN2 B r U ENRA T 5 CagA (B CagA) O] Tl SHP2 fEA I
Bb2 ) VEbT vy VRO T 2 BREEANEN (R NEET LI ENmLNTE
0. EEERREITNOME DR D SHP2 HGREEA A T2 Z LA RSN TVELLE, Ll
72036, CagA-SHP2 IO A RN ED K 5 7o i L - THE S, CagA DN
AEIEVEIZINIC B 5. 2 2002\ 5 BEZR O T 5 2 A IS o T ER
ATLTz, & ZCARMZETIZR T U7 8 CagA 72 6 ONIHCKH CagA D&% IZBI L. SHP2 &
DEERTERE 2 O SLAEEZH BT L. CagA DFNBATEMEDTRE 2 8E§ 5 2y s
MO Z BB L E LT,

W7 N —71%, Rifi 77 AT W0 HTE (FES) ZHWTHY U7 CagA 78 6 TNIRK
KA CagA & SHP2 MOfEA O E GEGBIFE) 2 EEMICHIE L X Lz, TOMREE, Bk
i CagA &g LT 27 8 CagA 1X SHP2 (2% LT 100 5L EmWEAREZ /R 3Z & 23
DELZ, ZOMEOME ML, 57 V7 CagA 12 SHP2 O U o BB R IENEZ 2 L
SR 25—, WK CagA @ SHP2 IEMEALRBIZMD THIWNZ E N LMD £ LT,

WIZ, W7 V78 CagA 72 & ONZRICKS CagA & SHP2 RIOE S ISTER OREERAE % X 7
s PSR IC K 0 =ROeAICIRE L Lo, R P78 CagA ld, U U E{bTF v o 5560
55 IR TIONEIZ 7 ==LT T =" (Phe) EWIHIXRXUEUVEREZWBHICRET 57 X /8
FEIAA LI, FCkR CagA IXFINIEIC T 28T X U8 (Asp) FEIAAH LET, fibihs
ENDH, W7 U7 CagA CTlx, Z @ Phe FRIEDOMIEEA SHP2 75 1R D < AT E VA
TeZ LTk, UV rmbT o AkFR7: CagA-SHP2 #5 & & 58 < ZEL T 5 DITxt L, Bk
Tl CagA @ Asp FFE13 SHP2 & OFE AL ELITITEL FE LAV L2 RHELELZ(K2),

S 51T Phe BRI K D 5B OLEAHIHEN AU S B r U CagA OAEMENEF I HEE
NI ERRETT D720 1T U7 CagA @ Phe LA FCKH CagA N IRIEMALICIRA T 5 Asp
FEICEH UK ERL L 72 & 2 A, 2 CagA BERIKITZE L SHP2 #EAREDIK T 2R
L. FEDABEAEDTEME SO CagA LIRS L~VLICETHEI L E Lz, ZHuaxiL, Bk
T CagA @D Asp 3% T U7 CagA ICFFEAY 72 Phe R~ L @35 2 L2k VW, SHP2

EEREDI R & & BT, CagA DI AHEAMIEME IS IR S E Lz,

HL@F%#% v'r U CagA DBAZ NV EDHDFFED— DT I 7 BEFRFEDE
12L&V CagA-SHP2 f5G OIEFHNRIE Zdv, T V7 M CagA IR VR A EMIEIED T 5 S
N DREE WA S £ L (K3) . ZNE TOBRMBEDORELOH T, &
JNZRE, RS X, (LRSS, RS, JHERES, JRBIRATEE, AR RER, FHIG IR, BEK S,
KR EOFEL N GTEL DHRADMNT ANRTE U TIIR 722V T =20 %
BRAETD CagA IZ XV EDLNTEX 2 LT £7,

vr VENAT 5 CagA DX A 7 & B DA DOFRIESE O Hls 34 & O BIE 3% 74D~ 5 W
OMCENTWE L=, BRARIEY AT OEWE AR TIREN ) & 72 55y TG O BfRIZ
TES>TWETATLE, ABFFETIE CagA D& A ST X o TRDATEVEIZZR A U HHHE
HEJRA LIV DX R ESRIEE N DO TH LI LE Li-, AFETHL SN



CagA-SHP2 54045 TS0 51 5L IL T A8 A FERE A 9 = R W& BRI BT 5 = 0 3
AL 725 DHT2 P, TS AD PHEITE DI &\ o 1245 O HEH R BT
BRI ST O T AR S N E T

AWFFEIE, BRI IR B - SIS IURNEMTZEHEME 2 CREST, SGHR Y - BHAraeE
B4, HAREROTSCHHTEERE « IS VIRV ENF T 3E, AR i SR iz 7' o
v N7 4 — AFHERSNAIBESE T (T A = AR - L A KO I HEM S
nE L7z,

5. FEHEE

Mesk4 o [Cell Reports) (7 AU BHERH 9 A 19 HA 74 “hR)

#w L% A kv : Differential Mechanisms for SHP2 Binding and Activation Are Exploited by
Geographically Distinct Helicobacter pylori CagA Oncoproteins.

%3 . Takeru Hayashi, Miki Senda, Nobuhiro Suzuki, Hiroko Nishikawa, Chi Ben, Chao
Tang, Lisa Nagase, Kaori Inoue, Toshiya Senda* and Masanori Hatakeyama®*

DOI #F5 : 10.1016/j.celrep.2017.08.080
77 A K727 b URL : http!//dx.doi.org/10.1016/j.celrep.2017.08.080

6. EEFIH:
AARKERT 9 A 20 H (OK) FFai 1B (7 AV U HEERERER - 19 B (k) 1B DLETOAEIE
UL TWET,

7. BWEPEE

FORURFRFBEE S ROIFER IR - BRSPS Ao B
ez B BRI (3720 £x00)

TEL : 03-5841-3408 FAX : 03-5841-3406

E-mail : mhata@m.u-tokyo.ac.jp

TRV —INRERF R W E RS R IEET MRS s v 2 —
Bk TH #ik (BAZ L)

TEL : 029-879-6178

E-mail : toshiya.senda@kek.jp



8. FREMEN

El1., ~Vanxyx—.-vnl (FalH)

b~ OBEREIZ BT S FEME CH D . R AR ORI £ D 30 (ARG L T
LEHEINTWET, ©r U EORYIZEMREE K7 5 N BIRE 2 & O BAERZ ORI
T Z EMFEH S, 2005 4£(21E ) —~JUVAEHSY: EREOREM SR LR E LI, varY
FiX CagA % v /3 B EPEAET HHEE & FEAE LRWERRICKBI SN E T, 6, EEShD
CagA DX A FiIMH SN HIKIZ L > THRZRY, BARZELRT U7 TR LD CagA I3
7T CagA L MEEIL, S OZ Ol TR 5 A HERERER CagA (KK CagA)
ET R RESIN R D T BB SITWET, CagA pEA Y 1 U EIXIEEAR & L
WL TR UWEEER R O NI EIEER 25 S EZ LEDBADRR L 785 Z EHVRS
NTWET N, CagA FEEAROF THHRT V7 CagA FEAREITIFCKA CagA FEAER IZ i L
THMPARIEY A7 %2 I LI LR IELZ R HEINTHET,

2. X itk et i AT

Z NIRRT & 7255 F OSIEEE ZIRET D12 OFIED 15T, WHEE T TF
T D8 NI H D DT Z T EBEERDI20NIE, FFED R TR EZTER T 5 D
PFELET, T ORI XBRE IBET L TR ON DRI N F — T+ 5 Z 21280 |
B NI B OSIEE 2 A LV TR E T S 2 & 3 EHE T,

3. BBNALZ 37 SHP2, N-SH2 FAA 72 5N C-SH2 RAA

AR IEE) - MRS & W o 7o R ANTIRLS B 5T D flaN T 7 URE A (RET 5 F 1 v Uit
U U bR T, HIREZ XL ET 5% < OEMEEEIZIV T, SHP2 ¥ X7 B O#E
B & 72 D IBAR T D RIEIRE RN 2 B BRIV E O TUEDN S ST Y . MR A~
0t AR OB AF N IELE L THLBNTWET, o Em R isME LT, Fu
U UMb Z LRI L DFRERICE ST 5 SH2 R A AV EMEN A fEE = v h Y 2 Ol
NIEE T SH2 RAAL 2 RA LET, S FNOHBYRACERRD & Eiifiloo SH2 KA
A% N-SH2 RAA >, Fiiflla C-SH2 RA A L EEWV, EHIZFDO FHICHY VU iabEES
TEMEEH D il 2 4> (PTP KA A Y) 28 L% (X3E5MH) |

4. IR R

Z OB E R BT O—ERICE (FHROESHR) PELDHZ 2B/ LEY. €
DAERNE SN DL 5 X7 DRI TTD Z 3T FIZ & - THREEMICEZE TH 5%
BT BRSSO I RE R E U T,

5. Rifis 7 RXE B SITE

&g ERIRDOFEIZA U A MESRE &AM I L > TEET 2K m 7 7 A€ 5 L X%
HESRZFH L UEED 2 0 FEOEGORE 2 b NTHEAOR S 2V T A2 A4 LA THET S
TETT, Z o\ T ERBBEOAERE 15 D WIFEAIFEOR S TLE & Do Tebkix 725y
FEOFEEGT 0 7 7 ANERET D ENTEET,




9. IfHER:

= A2

SHP2 DEEEHL

\

REGIETES 7 FIVDER
MREEN T DTUE

v

BOARIE

1. BV CagA OF LRGN ~DEA & AN > 7 F L EL

CagA % /"7 BT w ) EHOBEKNTEA S, HOAT 5 IV AR & TN D X 7 v D
FEEREEEIC LY B ME EERNICEASVE T, MIRNIZIEA L CagAlL, Src 77 I U —
X —EBRLAl ¥ —BIc L Fro ) gz S (K, [P TFR) . VUi
b CagAlTF v UMY UEa{blEs: SHP2 L RFRANICHE A9 5 Z & T SHP2 ORI A B IZTT
HEL F9, SHP2 (SHIEHEFE-OMIAEESR) & Vo 723808 AR < BE - A filaN o 7 sz 2 e
T HEFETT, FATHIED D, CagA Il X2 BREMNAIZIT SHP2 OIFHETTHENEE CTH H Z LAVR
SHTWET,

8877778 CagA FRKEY CagA
Lo U UBEF O R @ U VEMEFOY R




2. W7 T CagA 72 5 ONZKICKA! CagA & SHP2 & O AR it

SHP2 @ N-SH2 R A A ¥ (7 L—O4FREEET V) ITHE LR T 78 CagA (£, ~E
V) IR B ONTECKI CagA (. v 7 Y) ONLIREEZ R L E Uiz, sSEROITH - 723500
BWT, BT U7 CagA TIL U VB ETF v o VRIS 5 IR FIRIE TS 7 2= T 7=
BREOMIEH (RUBUER) BUEATITE ViAA, CagA-SHP2 HEKRELENT DT IBIE S
AVE Lz, ZHUSK U CIRNLIEIZ T A8T X Uik s A3 2 RCKA! CagA ClERIERO L E i
NERONER A,

AEMEALEY SHP2

WBALT AEICRELT
SEEL AR S / \mﬁwmﬁgr\

CagA
L ottt T - (RC - P

CagAREID 12D
7 I/ EREDEN !
SEMAEE SHP2 A RELENS SEMEEEY SHP2 KA REIC
HERFENEL
EUORERDABEEEY VRO A BEEYEY

B3. 173 7RI OEWIC LY E D CagA DINA L 7T N iHE

SHP2 [i#31£ 2 >® SH2 KA A > (N-SH2, C-SH2 RAAY) L1 o0Fa U fill e ikt
KAA 2 (PTP RAA V) ot EnET, SHP2 X, S/ 3— M —2MEWGAIZ BV TR
DFINDON-SH2 KA A AL > CTRERIEVER DO EDND Z Ltk TRHUEE 2R LA
TEPE(EA SHP2 & U CTELET (P k) o —F, B V7 M CagA 12 L 558V SHP2 F5A 1T &
5T, PTP RAA /6 N-SH2 R A A il LRESRIGETEF O L TBRVWoMEIE ) N LE
fb&Ei., SHP2 IHiEM(L L ET (£ F) o ZHUTH L, 590 SHP2 fEAReZ 7~ WCKT CagA 1%
SHP2 Ot bt # 22 2 E N TE 7, SHP2 BERIEMEITIN VO IRRE CHEFRF S NLET (R T) .
AMFFETH BN LIZ T U7 8 CagA ERCKHL CagA ORID 17 X/ BRFRIEOEIRIZ X 5
CagA-SHP2 A AREE DEAY, fEH & LT SHP2 OEEEIEMI TS LT CagA DFE)S AREA:
WIEVEDBRIIC R & 72782 A U S ED Z ENRHA LMD F L,




