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T s, RS BT E OREFE T O _HA 2 (5 DB B ROE R TH D, — 7 Bl X Helicobacter
pylori IEGHZ X D 1EMEE R AR E U CRET 208, AR CIIfAERBEOUGESFRFETEIRIZ L W Helicobacter pylori D
BB LD Z LIS K BIEORIEFTTAMER TH D, S DI, WHBHRE DM &I X HIREO R RS
ERSCIBREANBARE (ESD, MR TN/ L) LW ot EFRRE G H Y | BRI K 2 THEL MM & > T
Do LLZRDNG, AFNTHT HHETBREEE O b FAFRITEIMER RDL (Stage IVEEFE TN T 10%LLT) 23
., RIS TH BRI EURIA & U CEMEEOH T3 FRIZE O E ST\ D, YIBRRREE TR D15
FRER EOBIIRRITEA SR L TV D DD, EOTERIERZIIRIEAT 3 TH Y | ItFHEM e L 72> 72 HER2
JONVEGFR #5EH& UTo0y TR, PD-L1 72 E215E0 & U hulBEsaRiai o b, ORIk 5 %)
BRI LB TRV EEZ BN TN,

BREOT THEHITEARBRE SND0ON, WhdpdAx /LA (B SR Thd, AX/VATE T Bl
WOE N HRENZRE L, RIS ~OIEB 2K L, YBRRREL 72D Z L2V, Fio, AF /LA BILESE
ICHIERARRZHR E LN RIC K HFRE AL S U, JEEREEC L 2R R R - ISR E D Lk
MHERNIEAEEL 720, BHFO QOL 2% LK N SH 5, IFERICH TN L n, RN CERE R
MHERREEIC X 0 IREREEDIREEIC D Z & b PRARERD—KTHY . S OITERICE STI5A b EFRIE~DK
IR TS L < 22D, AV A BRI 2ImREMERORTIAR DR RUT, BUES M, MERORUE TRV ot
T,

D3 U CH & I XF BRI B D A 20 )L AR ORI & BT oOR 7280 Lz,

Fxld, b MORBRHIIAE R, WD AL A B ET 2B O~ AET /L (THI-Cre; LSL-p53 ® ' 721,
Tetbr2 ™" Cdh1"'", T1-PTC~wR) AL LTEY ., TOHEERHRE FIEEA4/1%5 7 A4 Ko RNA sequence ©
TSRS | ISR RO RIS D Ligl » Cd38 &\ ) BEIZIEH Lz, Wb IENREz 55T 5%
FCHDHA, FrZ LRG1 2MERAITHEA T2 CD105 BRI s TR 2 i T L. CD105 BN Rz
(ZHUN T AT THEC A M ERTEAE: « RAEHEZBhET DB E PSRRI L TN D Z L 25 L=, F7=. T1-PTC
~ U ZTHIAE L OO OHEERRITa DU T s FRBIT 21T L, 7Bl A 2l L7c A M A BRI
TORFEREMR LT, 70bb, T1-PTC ~ 7 AIZEBW T CD105 B LM PN RGHIAE & SR ERE i L < ff
BRiEE L SIEA TR U, BEEHEAT OIS N A TR L T D LB X DTz, Fox DS TIERT CD38 FRiit
RIZ L DIEHD T1I-PTC ~ U ADOBIEEOREZIIHIT 5 Z & 28 L T3, RIERZITo 7o~ 7 A BBk
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CD38 [T ENEMIZFHET HEA B2 HIVTNDA, ZORER L D A% LA BB CAE AR OFEE 4
P52 & CRIEZAT LT NBESae iy NREE RO RA T 2 50 L © 2 FIReMA YRR S vz, —75, BIEEAL A
A ROV b7 a7 A — LT LY PTC AV /A Rk 5 PAKEAHD Y FR{bToENHBA L7, PTC 4
VI 7 A RIZ in vitro T PAK MERZ #5725 &, PTC AV /A4 Ko CD38 FEEH AP Lz, L7=»A->7T, PAK
PRI A F /L A BFEI 30T D IRE iy NER BT A 7 A 9~ 2 WM & U | BTllIE Rl & LT 2 b,
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1. RNA sequence of FACS-sorted cell

~ 7 A0 BB A AT ATy L7=t%. dispase * collagenase DIRETRIZ AL, 37°CTHI 30 /ofiliair Li=14.
7 4 VAR E T E ORBREA TV, SRR A Z W C FACS % {7 L7=, FACS (2&Y CD45 Epcam
CD31",/CD105 i} (CD105 [N EAIRE) . CD45 Epcam CD31",/CD105 #ifz (CD105 FaPEPNRZAINY) |
CD45 /Epcam /CD31 ,/CD105 il (BEEEEMIE) 22 24Unlt L, RNA ZHhHH L8RS n 188l 2
11-7=,

VU RIAFNATEE ET D T1-PTC ~ U AN A, HIER A 235 ORI MR 27, BIAFI AT
RETd 5 T1-PC ~ 7 Z&AHH L=, F 7= SHEHAIII ST, SR 798IV TS ORI MR 447 L 7- CD38
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PEGRIFZ 3\ Y Cid Mye - Tef- B ¥ 7V Bl s TREO BRI 2788 (GSEA), 7 fMaH T B D ifs
FREDOEFE RSN (Metascape), & 52 OSF3+ MADCAM] + SELP &\ - 7= ARG E B4 5 18 n -
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——————————————— | G0 0043314: bood vessel morphogenesis
R-HSA-1474244: Extracellular matnx organization
] GO:0051272: positive regulation of cellular component movement
] GO:0002691: regulation of cellular extravasation
] GO:0098609: cell-cell adhesion
] GO:0031589: cell-substrate adhesion
] GO0:0031344: regulation of cell projection organization
] GO:0003013: circulatory system process
] hsa04015: Rapl signaling pathway
] WP5087: Malignant pleural mesothelioma

R-HSA-9675108: Nervous system development
R-HSA-109582: Hemostasis

GO:0051495: positive regulation of cytoskeleton organization
GO:0034330: cell junction organization

] GO:0090287: regulation of cellular response to growth factor stimulus
— GO:0051017: actin filament bundle assembly
—| GO:0006468: protein phosphorylation

] hsa04926: Relaxin signaling pathway
-_— GO:0046578: regulation of Ras protein signal transduction

GO:0006044: N-acetyiglucosamine metabolic process
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a) CD105 PG CD105 MG GSEA i, Wb FDR q<0.25,
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WRITHBESRIR O\ C DT 51T~ 7, £7 T1-PC =7 2 & T1-PTC ~ 7 AIZ331T AFEHEERR O 5 7580
LT LT & 2 A, TI-PTC ~ U AOFKEFMIZ RN A 2l Lz A M A V BhEE s 1

(Cel8. Cel12, Cel24. Cxcld. Cxcl9. Cxell6. I112b, I118bp, 1133 70F) NEFERLTEY, =2 U vF A ME
HrCOEalc B 58 m TR EFEELL T0D Z &V L7 (X 2), 37205, T1-PTC ~ 7 A2\ TiE CD105
Bo M A8 PR R & SRl T el U C EIiBRiiEE & S A5 U, IREE AT OREE iy NRIR A TR L TN D &
E2 b, WIZ CD38 B UATIREA1T -1~ T1-PTC ~ 7 ADMMERHIND T — 2 2z Tl 5 &, A
e~ U AR TRHBHY T 7o RIEFERHER n - Om#B F v /L ST Y CD38 13 CD31 i AE N
ML A FHET DEA L EZ DILTNDH, AF/LATRICKT 2 CD38 FrEarfiRIa L, MAE P EGHaEFE DI D
AT, AMERIEE « KIEHEZ ST 5 2 & T, MEEEM R R DOIEAM A FE LS5 Z L 0VRE S

(2),

] |GO:0031347: regulation of defense response

] GO:0071345: cellular response to cytokine stimulus

J GO0:0034341: response to interferon-gamma

] GO:0002831: regulation of response to biotic stimulus

] GO0:0042832: defense response to protozoan

) G0:1902003: regulation of amyloid-beta formation

J GO:0006909: phagocytosis

] GO:0050778: positive regulation of immune response

] GO:0015850: organic hydroxy compound transport

) GO:0009611: response to wounding

) WP4341: Non-genomic actions of 1,25 dihydroxyvitamin D3

] M40: PID E2F PATHWAY

] GO:0044344: cellular response to fibroblast growth factor stimulus

) GO0:0071248: cellular response to metal ion

R-HSA-198933: Immunoregulatory interactions between a Lymphoid and a non-Lymphoid cell
= WP706: Sudden infant death syndrome (SIDS) susceptibility pathways
J MS5880: NABA ECM AFFILIATED

] GO:0009615: response to virus
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2. T1-PTC ~ U A BIEGAMHEAL ORISR ) v F A Mgt
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PAK? - PAK6 25Kt S4u7= (11 8b), 2 2 T PAK [SEAIZ in vitro T PTC AL /A RICHERICEE LT & 25,
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0. FHNEREEA L LTE BN,



b

a
: PTC > PC PTC > WT
Regulation of actin cytoskeleton RT 5.7 7.4E-4
Spliceosome RT 36 1.56-2
oo Focal adhesion RT 3.6  6.0E-2
Axon guidance RT 29 6.4E-2
Gastric acid secretion RT 21 9.3E-2
Iqgap2
(¢ Baiap2
. PTCALA /4 F cfil
Enah
PC>WT PAK inhibitor 10 100 1 Ezr
(PF-3758309) - nM  nM uM
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WT BREE | PTC actin  w———
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a) U Ut a7 A — AT Heat map,
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B EE BB ERICHOWTORERZ#HE & LT, The Cancer Genome Atlas (TCGA) 5 —# ~—R|Z &
% BIAZI T DHEGRRASE IS TR ORERDY 2014 FlTFF SN2 (1], TCGA 7 —F_X—ZAITBWT, HET
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BTGNS 2 R E( L S IAORSRE A5 2 L 3 ST g [8], ZiudA#t: L A8 2A T
BV | EEICHET 2 LRG1 28 CD105 MAEWNEANAFHET 25 2 & T, SE i RIER S e E 25 S L,
W NEREEFE R B L > DfEEE R A SR L QW D & B 2 Bz, £, SRR Y TGF- 8 v /e
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BTV b7 0 7 A — ST L O PAK R OBREDMEEHIHNERS 2 FTREME A7~ LT, PAK #8IKI 36k~ 70 CTF
OBFEA RS, BRI 21RO TREME b S SIVCTEY (9], 4%~ U A~OEG IR E ATV, TRE
R AR T DB D D,



HEIIRE - e

TS - BMEREZ T Y £ L7 OO LR NI, BB L R SR L £ 97

X

Cancer Genome Atlas Research Network. Comprehensive molecular characterization of gastric
adenocarcinoma. Nature. 2014 Sep 11; 513(7517): 202-9. Epub 2014 Jul 23. PMID: 25079317 PMCID:
PMC4170219 DOI: 10.1038mature13480

Shu Shimada, Ayako Mimata, Masaki Sekine, Kaoru Mogushi, Yoshimitsu Akiyama, Hiroshi Fukamachi, Jos
Jonkers, Hiroshi Tanaka, Yoshinobu Eishi, Yasuhito Yuasa. Synergistic tumour suppressor activity of E-
cadherin and p53 in a conditional mouse model for metastatic diffuse-type gastric cancer. Gut. 2012 Mar; 61(3):
344-53. Epub 2011 Aug 24. PMID: 21865403 DOI: 10.1136/gutjnl-2011-300050

Therese Seidlitz, Yi-Ting Chen, Heike Uhlemann, Sebastian Schoélch, Susan Kochall, Sebastian R Merker,
Anna Klimova, Alexander Hennig, Christine Schweitzer, Kristin Pape, Gustavo B Baretton, Thilo Welsch,
Daniela E Aust, Jirgen Weitz, Bon-Kyoung Koo, Daniel E Stange. Mouse Models of Human Gastric Cancer
Subtypes With Stomach-Specific CreERT2-Mediated Pathway Alterations. Gastroenterology. 2019 Dec; 157(6):
1599-1614.e2. Epub 2019 Oct 1. PMID: 31585123 PMCID: PM(C6902245 DOI: 10.1053/j.gastr0.2019.09.026
Nadauld LD, Garcia S, Natsoulis G, Bell JM, Miotke L, Hopmans ES, Xu H, Pai RK, Palm C, Regan JF, Chen
H, Flaherty P, Ootani A, Zhang NR, Ford JM, Kuo CJ, Ji HP. Metastatic tumor evolution and organoid
modeling implicate TGFBR2 as a cancer driver in diffuse gastric cancer. Genome Biol. 2014 Aug 27; 15(8): 428.
PMID: 25315765 PMCID: PMC4145231 DOI: 10.1186/s13059-014-0428-9

Tauriello DVFE, Palomo-Ponce S, Stork D, Berenguer-Llergo A, Badia-Ramentol J, Iglesias M, Sevillano M, Ibiza
S, Canellas A, Hernando-Momblona X, Byrom D, Matarin JA, Calon A, Rivas EI, Nebreda AR, Riera A, Attolini
CS, Batlle E. TGFbeta drives immune evasion in genetically reconstituted colon cancer metastasis. Nature.
2018 Feb 22; 554(7693): 538-543. Epub 2018 Feb 14. PMID: 29443964 DOI: 10.1038/nature25492

Daniele V F Tauriello, Elena Sancho, Eduard Batlle. Overcoming TGFB8-mediated immune evasion in cancer.
Nat Rev Cancer. 2022 Jan; 22(1): 25-44. Epub 2021 Oct 20. PMID: 34671117 DOI: 10.1038/s41568-021-00413-
6

Xiaomeng Wang, Sabu Abraham, Jenny A G McKenzie, Natasha Jeffs, Matthew Swire, Vineeta B Tripathi,
Ulrich F O Luhmann, Clemens A K Lange, Zhenhua Zhai, Helen M Arthur, James Bainbridge, Stephen E
Moss, John Greenwood. LRG1 promotes angiogenesis by modulating endothelial TGF-8 signaling. Nature.
2013 Jul 18; 499(7458): 306-11. PMID: 23868260 PMCID: PMC3836402 DOI: 10.1038/nature12345

Marie N. O’Connor, David M.Kallenberg, Carlotta Camilli, Camilla Pilotti, Athina Dritsoula, Rene Jackstadt,
Chantelle E. Bowers, H. Angharad Watson, Markella Alatsatianos, Julia Ohme, Laura Dowsett, Jestin George,
Jack W. D. Blackburn, Xiaomeng Wang, Mahak Singhal, Hellmut G. Augustin, Ann Ager, Owen J. Sansom,
John Greenwood. LRG1 destabilizes tumor vessels and restricts immunotherapeutic potency. Med. 2021 Nov
12; 2(11): 1231-1252. PMID: 35590198 DOI: 10.1016/j.medj.2021.10.002

Xiaodong Li, Funan Liu, Feng Li. PAK as a therapeutic target in gastric cancer. Expert Opin Ther Targets.
2010 Apr; 14(4): 419-33. PMID: 20146633 DOI: 10.1517/14728221003642019



