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HEEES (EX) Establishment of the new classification "STAT constitutive activated
stomach cancer".
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e RO (Fns0) : EB U A VAR S @ OB 784 18 L ¢, STAT3 Ok ATE LS EB
T A NABEE I, ERICEETHDLREEE RV L. £ < OMF%EIC L Y . STATS
IR EECTHBOD TEETHDL EWVI T ENFFAI N TE 2., AMZE T, RIEEREEZELS
B R T STAT3 IC&H L7-80kE: TS TAT 3HERIIEICERE] OML4 B9, Z 0%
SEEN, EELERAZES, WEMRBRN T o —FDETAERDLEEZLN, £T7,
RERLTHIICER T2V 77— L b iR G H Y, BEARFFLFAYE 2 130D TRV LR
WF7e 1%, STAT3 #RAOTEMEAL B 8 O RHSRE 72— > O FHIliE 2 fEZBH L 7= D CTHiE T 5.

TR OBEEE  (330) : Through a study of the EB virus-related gastric cancer, I found the
possibility that constitutive activation of STAT3 was important to EB virus-related gastric
cancer carcinogenesis and progress. In addition, in STATS, it has been proved that it was
extremely important in a carcinogenic process by many studies. I aim at the establishment
of "the STAT3 constitutive activated stomach cancer", which paid its attention to
transcription factor STAT3. It becomes a model of clinical and pathological approach. In
addition, it may become the subgroup connected directly to the treatment and prevention.
The clinicopathological significance is extremely high. I report that I elucidated one
characteristic molecular side of the STAT3 constitutive activated stomach cancer, in this
study.
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1. WHERMEE IO = STAT3 1% IL-6, IL11 72 E DO RFEVEY A ~H A

Fexx, FATHFFRIZE VT, STAT3 DREKH)
TEVEAL2S BB ™A L A BEEE Seys, HERICE
ECTHDH I EABHE L7z Hino et al., 2009),

N Ko TEMAL SN DB T, £ D
BRANEPEALSE . M. B, B, BiSCARE 2R
AIfE. Vo "l oMK EOREL 72



FECTkey ERDNFTHDHZ ENMEEINT
Y. STAT3 @ oncoprotein & L TOFKIT
MeNL X 3L T U5 (Aizaidsiddiquee, 2008,
Flank, 2007, Yu H, 2004). £r&:h9iE ML
STAT3 X B EHiHafE %2 4§ 5 (Bromberg et
al., 2001) = &X°. STAT3 #RAIIEME L~ 7
ATIHBERELICEBICHELBET D
(Judd et al., 2006) 72 F OGN B . FEK
HOTE AL STAT3 23 B F8 9 LT 6O T HLO Y e
B2 Z LIZBE RIS N TETWD,
F7-. WHO £V 1 #£D definite carcinogen
WCHRESN e UV EEA I U LT 5 EBY
YL, BRI e RIENVEY A A o Tz
FIERF1X, TSTATS ARG L) vy 9 AR
THETHD (K1), ZORRRRIE & R x
O EIERTFIZERT5 Z L1, BERIE
DO EBE~OMmD CTEERSFICERT
HI L HEWL.,Hpylori 26 7= FEMER
T X0 RN 72 B IR R ORI S 7 8
B AREMEA E, F 7o, DNA EE A Tk &
DNA A F/LALEESE DNMT1 O S8 Bl o0 FHES 23 )
XN TWAB A, STAT3 I DNMT1 D7 1 & —
A —SEIRICAE Bk A A L, DNA S8 X F v
BIZHIELSBEE L TWA, X - T, STAT3
FRATEMEAL E AL, BE A T BB
W7o K0 SRR 2R s 2 R T x B
—HEE B E R D, ., KB B AR B
BORRER 1372 <. STAT3 HERRAGTERMEAL 2> AL
~DOFEH N OTOFER 72y ISV T o
R IE 012 22 STV,

F7-, fRASNTEEZL LS DOFWBIZONTO
TR R R EER IR ~ME 2 D
ENSE THEETH - 722, D FIRBEEE S
BAHENT D & T B O BRI~ X
D M7l 2 O BROE®E ., T EYMFH
Bz abmz b2 EnHED LoD,
X 5T, BEERIGF RTBE 7 STATS FH.E A3 BH %
ENTWDZ &6, STAT3 ARy B REIX
FERIEHICERET D 7 —T L 720 | AR
RIE R ITHRD TRV,

2. WHEOHM

FEEH O OMFFE=E Tld, EB 7 A /L A BHH H ¥
DOWFZE % LT, STAT3 OERAITETEL DS EB
7 AV ABEE R, HERICEE CTH D AHE
M &% B 72 L 72 (Hino et al., Cancer
Research 2009), F7=. %< OMFRITL D,
STAT3 [T IEIBIE CTHO THETH D LV
ZEMFERH SN TE T2, AR TIX, RIE&
PR B IR GRF STAT3 ICEH L, FRHE
FERRAR 1000 LA b % F VT2 GRS B2 O R
FHT O T AW F W R &2 N U 7= 40 7 B
RIS TS T AT 3SR ATEME L S ¥ )
OWeNL % BT, Z OO, Hbf L R
RS JREMNR BRI T e —FoxT
NEBHEEZLI, 2, RESCTHICE
WETAY T I LR

IRIFERSE A F13 RO TR,

3. WFEEDIikE

MESE - BRIR B 1000 LA &2 W= K
MG X 2 0 TR B3/ 38
[STAT3 HEARIOTETEAL B HE | DT & ERIAR TR
PR ORRGE, RIED DIEFE~D A 1 =
R LD HER L, JREERZH - TBL - 1RIF

~NEHT .
FEA 2 1) TSTAT3 MERRROTEMEAL B9 ) DRRIR

RFLFA RS OMEEE LT A) Tissue Micro
Array (TMA) ORESE, B) STAT3. VU E2{k STAT3
DFPERRRACF RS, C)  TSTAT3 MRS
ML) R OO RS (HE ) DRR3E,
D) [STAT3 #E RIS VEIL B BEICRIT 548
JEMERFDORiZE, E)  [STAT3 HERATE AL E
1 BED A FNVALEESE OFRBUIRRE L B 2 F
LD,

4. WFFERRE

WEHIL, BB U A L ABEE RO A @ L
C, STAT3(signal transducer and activator
of transcription factor 3)EEKAITEMEA LS
EB 7 A L A B 5, HERICEE THDH A
M a2 Ry L7~ (Hino et al., Cancer
Research 2008). EB 71 /L A (EBV) B4 & &
X EIENE A B D VIR EE O
7 — & —GEIR R B 72 DNA A T LA L B
DEBHEIZR O, BEOHR THRENR
—BEZR LTV DR, #iEE 51%, EBV O
EHTH»D LMP2A (Latent membrane protein
2A) 73 STAT3 DIEMEAL % L DNMT1 D FHL %
EH &, DNA A F /LR F IG5 5%
#R445 L 72 (Hino et al., Cancer Research
2009). A lEl¥RERAE 1L, STATS OAERLAEM:
{23 EB 0 A L ABEE 5, ERICEET
HDHFEOWLE ZITT HH T, STAT3 DiEM:
bz Ml ey HI# 4 %59 F CTh D S0CS3
(Suppressor of cytokine signaling 3) 2%,
STAT3 HE R ANTE ML B DRETHHEB U A
NABEEBE CTARICREANME T LTV
FERHLE, ARMICOIBR SN T-RIKICE
VT, SOCS3 DFSBUK T % G ik #0012k
L&A EB U A LA B EE T 83%
OIFEFI CHRBUK TN R 57, BB 7 A /L AFE
BETE e IR 40. 9% TH Y, EB U A L ARY
T H I D7 N BT SOCS3 DIEHAR T 28/ &
7= (P=0.006). F7=. SOCS3 DIEHK T,
STAT3 DIEMEAL E AREICHBEI L Tz, 37
X5, STAT3 IGMEAL'E EIZ A B S0CS3 FHi,
DIETRECTWEIERHLMNE T, F
7=, BHERZRNEIZ, SOCS3 JEBUR TIEMNE,
DNMT1 DIEENBTCE L TWHEFEN G- T2,
SOCS3 FEBUE FAEFI DL NEB U A /L A B
JE T, DNMT1 OFBITTHENK) 83. 3%IZFR D
Hiv, —J7 BB 7 A L A FEBE H I T
50. 0% &, SOCS3 & FIER T DNMT1L D FHFH A



BEIZR 572 (P=0.027).

S0CS3 DHEBUK T DHEFFIZ DT, SOCS3
DT v —F—FEIED A F LN G LT
WAERERTHEEINZDOT, MSP(Methylation
specific PCR)#E% VT SOCS3 D7 aE—

—FEHIR D A F AL DWW TIHARTZ, EDOhE
B, SO0CS3 HBUR T2 EAHEIZ A B4 D EB ¥
AL A BEE TR 40%, FEREE H I TK
15% 27" v & — & —fHI D A F AL FR

S, 51T, S0CS3 HEETEIIIFET
BEIZH AR THEIC S0CS3 D 7 v & — Z —fEiEk

DAFIALRRBO Bz, 372135, S0CS3
DOFBUL T D E/FR T S0CS3 D7 aE—H
—HEHIR D A F AL TH D Z &N ynoTz.
WA, B O M e Rk <> SCID(Severe
Combined Immunodeficiency) < 7 A ~DBAH
BR& BT, S0CS3, STAT3, DNMT1 (22T
et Uz, SVRHICBIRR S v 7= B R AE ] & R
KEIZ, SOCS3 FEHUL T 2~ T HIlgkiz BV,
S0CS3 D7 11— & —HgEl D A F AL
HAL7=. Az T STAT3 <2 DNMT1 D FEETHE &
RS e,

INETORREE DD L, STAT3 Hk
HOTEPE(L B s Tl, S0CS3 FEHUE T O BEE M
m<, FHOMERT DNMT1 DR BT,
S0CS3 D7 1 E— & —fElk D X F AR RS
Nic. 2O EiE, SR OIER S 7 SE ]
D& 5T, MR C b D5
DALz, STAT3 Rk AITEMELEECIL, DNMTI
DOFRBTLENR R SNA2ENS, Tut—4F—
FEIE DB XA F AL ERE L, S0CS3 DI
KT Z&FRTZ & MBI 7. SOCS3 | & STAT3
DOFBLEMET 5K ThHEND, SO0CS3
OIHENL, & 512 STAT3 DRSS AIIEMEAL 22
T AAEEMENRIZI L. T HORERIT
STAT3 HERLANIEMEAL I DRI 72— 2> D5y
TR & R LA ER L, BRI
STAT3 HERLAITEMEAL B I DIRHFEC T BH G
T& D AREMEAN RIB S Tz,
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