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The role of TFF1 to inhibit the development of pancreatic cancer
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Trefoil Factor Family 1 is the secreted protein and supposed to be the tumor
suppressor in gastric carcinogenesis. We analyzed surgically-resected pancreatic specimen,
pancreatic cancer cell line and genetically-engeneered mouse model to investigate the association of
TFF1 and pancreatic carcinogenesis. This study revealed that TFF1 inhibits malignant transformation
of pancreatic premelignant lesions by controling epithelial-mesenchymal transition (EMT). TFF1l has
the potential to be the novel therapeutic strategy for pancreatic cancer.
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(1) EREITEEAE OB B TH Y | BRERED 5 FEEFRITF 5% EHE SN TN D, K
BEOTHENPARELRFEIL, Z2< OBENUIRARERRETCRRIND Z EITMA, 72 & 217
IR Hf T S 72 & LTHIMEOFRENZNVEIZL D, RO THRELRET L0 mRsE
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(2) Trefoil Factor Family 1(TFF1) 3312 E RN _ERZ TREA: S 2 KLk BEE /el & o X
ThHY., BidER S CHEELZZ T IME EROFAICTES TS & SN TE 7, —FiITHETIE TFFI
NEEMHIRTE LCTERT2 0O MERHVER SN TWD, AT L, EFEEkcE
% TFF1 OE7RPEAETANIEMIE CH 52—, MEEZZ TS ERMECriERZA (PanIN
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ZHVE T TFFL OEMHIA 7 & LCOERIZE Sl & Vo 2 HEE T LRSI S TZ 2k -
72o ZAUZ TFF1 ORBN EITHILEICRD OND Z ENBHTH D, —FIEFE KM &
JuE TEFL RFEBLL TR W=, JEICIIT 5 TFFL 0BT 2N E CHEB SN T IR o7, &
e HIX b DI YIBREAR, R MREES LOBG UL~ AET VEHANWDL Z L
THERE ORFERS AT 25 2 L Th 0 . F7- TFF 1 & =572 2 AT R TR ERIG D B 380,
TFF1 iZ £ % a9 A F 1 (chemoprevention) O AJREMEZYED Z &L Th 5,
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() & MEUIBREAZ W28 - B TR 2 MEIT U7z fs (14 41) . IPMN(13 §) D)5 7 ¢
VEMEARZ VT, IEREE, BERTERZE . PEREICIT S TFF1 36 X OS5y D3 B & S g e
ORI XD L7,

(2) MRk Z AV 7-0F%28 © & MM T& % pancl, PK9, PK45h, PK59, KLMI,
MiaPaca2, KP4, PK8 % FHCHEEAA & TFR1 BHLOBREZ KRG Lz, 22 b 0fiaic 3
FHOMSE LTz siRNA 238 A L, TFF1 #iC & 2 2 b= Mlarre, 2iElEErE. o EmsEns
BALITHOWTHR LT,

(3) BETUE~TVRETNEHNIE  FERHEREAREE~TRAETLELT, KCv Y
A (Pdx1-Cre/LSL-KRASH?) ZE A L7-, £7/-Z D~ 7 AT TFFIKO ~ U A& A8f4 5 = L
TKC/TFFIKO =7 A& {ER L, FNZEiLd~ 7 Az g U CBIES M LT,
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(1) & MECUIBREARIZI T D TFF1 BB Z G L7z & 2 A, TFFL IXEFPFEMRICITIZ E A L%
HLTWARW—FHT, BEIHZE TH S PanIN 38 L8 IPMN (ZIF58R VY TFF1 BEAMR SN (K
14), T2 IR W CIIIERTEREAE NIRZ Cid TFF1 ORBLNRD S =2, REEA T
NINEONDERNS D Z ENALNER -7 (X 1B), ZOFER G, TFRL SEERTHIER A DO
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REZ M LTV D Z &R S, a4

HE TFF1

(2)  REEPEAM (pancl, PK9) IZxf L T
siRNA {2k B TFF1 Bl 285 A Lz & 2
A FEREAD ORIEEER K OWEERE DK T8
OBV, B NEGIBREARIZEB T Rz 5
T BRI o7 (K 2), Wi D O
FIZ W T, FEin OREREZ HIE T 5 & S
n A EMT (Epithelial-Mesenchymal
Transition) B>+ D2 k% RT-PCREB L O
western blotting ICX VW HFHI L7, T 5 &,
TFR1 $filE Tl e MR I 22 b L |
EMT 12 # 4> ¥+ T & % SNAI1(Snail),
SNAI2 (slug), TWISTL(Twist) DI 2N Tk
L., &bZixkEMla~—b—Th2d
CDH1 (E-cadherin), OCLN(Occludin), TJP1
(Zo-1) DFBNE T LTWD Z & DR

Nz (K3), ZNHofERIZL Y, TFRL 13
FEAII O EMT Z4mif L OB RMEA R TS | K1 BEEIBREARIZIS 1T 5 TFFL R 8L
HIERNS D Z ENHABMNE ST,
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(4) =T RETFNMICBWTHERTERZ CThb 5 PanIN DM A T L= & = A KC~ 7 A D PanIN
IRV TR BEDFRO H LD —J5, KC/TFFIKO Tl Z kb Tnd Z & AR &
7=, F7- KC/TFF1KO TiX PanIN 2SEENICHER T 5 2 & TEEFIZIED - TW D Z & 234
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(6) T URET IV CIEEMEE O AR 2 RE L7, fER. KC/TFFIKO Tl X v #k
FEDE PanIN ZAE L TWAZ ENHLMNE o7 (7)., F£72 6 W AMO~ 7 A% %
FHL-E A, KC TITBERDORAITHFETH > 7-DI2%F LT KC/TFFIKO Tl L 0L F:AT
EEBOFIAENHER SN (M8), & 51T, KC/TFFIKO IZEATIC R B R AFMR A2 R Lz, DLEX
Y . TFF1 I PanIN OBEMALZIHI L TWDH Z LN~ ZETF L THIER SN,

(6) LIEOFER I D TFRL (3 b VR R & Hi A9~ 2 02 & 0 ERTE IR 22 0> D O BRI 5% 4
ZHHIL TWAD Z ERHONE oz, 5#1% TFFL & W 7= BERTE RIS OREEE L 5 ) 2 7 B
B DOWEFERATHIEEZ BN SN D,
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