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Establishment of human gastric organoid carcinogenesis model and target therapy
focusing on ISX
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Human gastric organoids were cultured. Organoid based carcinogenesis model
were tried, and ISX targeting therapy were screened by using the cultured organoids. Expression of
E-cadherin and [ catenin on the cell membrane lesion of the organoid, and sheroid form changed to
the form with unevenness. HGM, gastric marker, was positive at lumen of the organoid. The expression

of ISX, gastric marker, and intestinal metaplasia marker of the organoids were checked by the mRNA
analysis and fluorescent immunostaining. Passage of the organoids were possible, but long term

passage were difficult. ISX expression were checked for screening ISX targeting candidate drugs with
the organoids.
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1. HERBUIIDOE &

H pylori BYNIBEOERIFRTHY . H pylori 1TF OFE 2 OFIRKFIZ IV IEET L&
ARRIZ BN TR & 7o B AR B2 9 5 & 1T (Cancer Genome Atras, Nature, 2014),
NFkB 7 FnzafFeE LTEBMEREICEERFE LR 7T LOEMLEFE LEBICEE L

TWD, fRAEC M5 ERABAE & BRI ORI ST iRro i

FNTT ) A RERZHWNCEHBBEET MIZO L) RIRWOMIRKTH 5,
BT BT B & W B ADBR AT 20 FISXEH b2 E L,
BLLTWRWD, A pylorif&Y\Tff 5 1BYERIE S 7 F/UNF k BEZAT L TH
BN L . ISXOFEBUICDX2DFEBL 24 L Ty BRI, CyelinD1DFEHL
24T LTI . CDA4DFEELZ I U Coplia b O HERF IS 2 1L LB
TWAHZ L% RLTE 7~ (Sue, J Gastroenterol, 2016). F7=~ 7 ZADMNU
BRBETNVEISX ) v 7 T U M~ U RATIT O & BIEEORENEEICH
DL, FORRIZISXD Ly 7P THAHNF B v 7707 b~ 2%
WERE R L [RBETdH > 7= (Sue, 2017, DDW oral presentation) Z &b,
ISXIENF k BO Fifi s 7 F /L O CRIZ B 389 & BN R+ Th o 2 &
WRENTZ, EBICH  pyloril X HISXO3 BT hE OB L ~LT

(Sue, BioMed Res
Int, 2015), ZOERFKITIINETOBERBIEN TV RAET L EZAWTZ LD THoTZ &
WD, Kk b H pylori EYLE % TO CDX2 DFBLE B ERALAE &V ) BGRIT~ Y
AT A pylori MW THBLTERWeD, BRBEETAVEZERL TS T4 prlori ITX 55K
I OBMIIEIZ L0 G R b AEZGIEEZ L, BRBEICEDS ] &WH b MIBIT 2B A A
= X LRH & FE0E 2 B3 D IR OB R L B IR~ DISHICEA T Z o7z, B B
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= > THD (Sue, 2017, JDDW P> ART 7 L), ISXOEHIE L)L TORBENEMN L~ T
O ERALAEZBIEEZ LTS ZERHA LN E 5T, — T THEBIZIHB W TISXA Mfil R B 7
% & xenograft &7 /L CHIIFTUHE L, / v 7 XU T 5 LEGHITIE S v (O ERBR)
H. pylorif&ds LG ERAEAEZ R L TS HERL, Ho pyloriBREH O H 7 & EERICERKRHLS T
BT 5 BRI, ARSI W TT I r—F L, TROOBEMENOER LI NEA AT/
A FERWTEREE T AR & ISHER DR R RS T X 4uid, ISXIZH B L= fERbin

OBZIZORNE Z ERWFEENT-,

2. FEDEH

H. pylori status<C ERALAEDOHF M, ISXEIUIHEH LickEx R RO FREEZ AW TE b
BANT ) A REEEREZITW, B NEANVT /A REEBEETLVOEKRTLIZE, Tl NEAALT
J A REFEET MK T D ISHEREMZEON R AR T2 2 BE LT,

3. oLk

BRIRAFZE L L Tl Z B 2GR, MEIRRICESE v FERAE (EF,
HR, B ERALE. B prloriBREBIEFEHE M) 2045 L7z, Schlaermann et al. 2016
CutZ A LI FIETE FEANT ) A FEEEZIToTo, MMRZRY KL RBIEEZ1T 9 &
R 21T o 720 INF o D GAT K DB MERIE 2 8 L 727 /L, INUR 512 & 2167388 £

T, Lentivirus X7 ¥ — % AW BET VAR,

H pylorif&i

LHTELTW e NEANT A RBEEET VEHAWTZRANPTZ 2o loizd),
t NEANT A FEEER & W T2 ISR ZE D ISXINHIZ R 2 /it L7z, ISXKERERIpEA 3K




X HEAIR COMRERT 4 77 U — B0fEHH) Wit TRz V—=v73hizbd
EHWE, WERT A 77V —&2HWZA7 U —= 73 EEATEERMKNAS & MKN74 % U
720 HIRRRICPRESRR 25 L, 2> ha—L L Y 7L Z A APCRTCISXOmRNAKEHIRC 7 =
AR Ty T 47 TISKOBEARBRMET L TV LEF 2 PR LT,

4. BFIEAE

b NEANT A FEERZ R A 2 5 OMIRIZESWTHERM L, EW. A pylori
YL E R, B ERACAE. H pylor BRI R BRI DWW CRIESR H ok, (KEH kT
Fhi L7z, EFEOTTH pylorif&Ye B RIZE L CTIEEEORC O DR MK WIS 252 1)

Tzo TOZ EIFERHEFIEDHFE T TOREJMIIFRFPLETHD Z LE2TRLTND
BTz, FTZINF o, MNUER G- TORBIEERIIAIIE S, [FERICH R A I N L B
Thd I ENREIILZ, LentivirusN 7 # —Z W2 FEZBRRICOWNT b T L7z, N7
B —B A DOREFE - RO E L 2 o7, ZTHHORERIT, B NEANLT ) A Righ
AZAT - 25 E IR - ATV RIIEER 21T > TO K S 2 G L T S %
RELTNA,

B LIcANT 74 K KR OWlZE L FIRT,

B sz NEANLVT ) A Rt bEE~— —DE-—cadherin ot~ —h—D g h7 =

VORI TORB AR LI, & HICH~—I—HMAHNIETEHIEE 7o TWB A VA
A REMRRTEm, LFICMMZES & NEALVT ) A ROSEaERao14]ZrRd
(DAPI (), E-cadherin(fk), marge®llF) . fEpL7zt NEA LT /A RIZOWTIEmRNA
FBLCHO LY A TORBIAZISX, H~—F— (MUCSAC, HGM, SO0X272 &) | M ERifbA~
— 7 — (CDX2, MUC272 &) 1B L CTHT A7z, 2N OO &5 &k 252 & CHMAD
EEM/YHTEDLEEXT,



vt NEAALT A RIZk LU TINFa 285 L7ERE 2 > b o — /L ODMSOREIZ L~ TSXFE
ML CTie, ISXEERUEMTSE & L TR Shv7ceverolimus & #5- S AL7- BEILISXFEBLAY
NR—=2F A4 IV TFL, TNFa EeverolimusZ |25 LB THISXKHEHITRN—R T A
XK L7z, EverolimusiZISXFEBLFERE S 41TV 5 H Al I RMKN45 & MKN74(Z 5% L T
ISXOmMRNABREME T L TR, Y2 AX T ayT 407 TOISXOE AL T $MKN74
IZR W THER SN2 72 D ISKHEERIEMZE & U CTIRFR S L7z, Everol imus 04 R FE (IMKNT4
W IREBF OR Rk b WROH S TRETHEM Lz, © REAALT /A4 RaeHwni
FBR DA M2 B OERR CHEGE TE /o, SBREHOERRTAEEL Z20UTH. pylori
WX DRMITIEITHE D IR A N = X L OfFEH - BRBMEERORBICTFET D L EX
biv, B NEANT ) A FORMEERROMIIIFICHELRRETH 2 &b,






