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WFFERCR OBEEE (Fn30) @ FRAESFM ISR 2 251K 2 111c (FGFR-2 I1lc) i, b MNRAE
BlIOK) T0%IZFHBLL TRV, FGFR-2 TTTc BHMERILHT 4 O FFisfs i3 % <O B o 4EikE & 58
Wiz, FGFR-2 Illc BIETREANY ¥ — %8 a8 A L BRI, Miaigse oIt
& TR K ORFTB RIS DR OH KA R 57z, FGFR-2 1llc (x4 5ARY 71
— T AR ZVERR L, WS B MAaIc G Lz 2 A, AIIREEAiGE & i ERE N i S vz
(Ishiwata, Am J Pathol, 2012), FGFR-2 OBIDT A ¥V 7 4+ — 5 Td % FGFR-2 111b ~D A
FTA T HRHEXE B epithelial splicing regulatory protein (ESRP) 1 Zi@fn i A
% & Wl ORIl S 7o, BAEX Y | BN O FGFR-2 111c OZBUHIEIL. Melistws o
TREER LD L E 2 b,

WFZER R O EE (330) :Fibroblast Growth Factor Receptor 2 I11c (FGFR-2 I11c) was abundant
in 70% of pancreatic cancer cases, which correlated with the decreased duration of the
development of liver metastasis after surgery. FGFR-2 IIlc transfected cells exhibited
increased proliferation in vitro and formed larger subcutaneous and orthotopic tumors.
Suppression of FGFR-2 IIIc expression inhibited the proliferation of pancreatic cancer
cells, whereas an anti—-FGFR-2 IIIc antibody inhibited the proliferation and migration
of the cells (Ishiwata et al., Am J Pathol, 2012). Epithelial Splicing Regulatory Protein
1 (ESRP1) binds the FGFR2 in the intron between exon II1Ib and I1Ic, and primarily promotes
FGFR-2 II1Ib expression. ESRP1 transfected pancreatic cancer cells formed significantly
fewer liver metastases as compared to control cells. Thus, high FGFR-2 IIIc levels in
pancreatic cancer contribute to disease aggressiveness, and FGFR-2 IIIc may be a novel

and important therapeutic target in pancreatic cancer.
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1. WFFEBIAR S RO 5

TENRE D T 121X XD TRET, 5 4
FEFRIL BT I 7= RN 2D, Bz R la R F B
DBIENELEEN TV, SRMEE s
X + =% & K (fibroblast growth factor
receptor, FGFR)IZ1X FGFR-1-4 @ 4 f&¥H73 &
D, D9 B, FGFR-2 @ single nucleotide
polymorphisms (SNPs) 73 FL¥a <2+ &= PN RS
DI L BET S L OMENHRN TR S
AU, FGFR-2 D¥EIZ I 1T D 5Bl & Z DO FI T
H &N Ty /-, FGFR-2 I1Ic & FGFR-2 IIIb
X FGFR-2 DATS T AL T T AV T F— A
T, MR R Z ORBIAHIH S TR Y,
FGFR-2 IITc |XMFERMMNCZL < BT DD
(2%t LC FGFR-2 TTIb i% ERRMAIZ EITH
B4 %, FGFR-2 @ U # > RIZI% FGF1-23 23 %
W .FGFR-2 DAT T AL TT A Y T 4 —2Ah
OFEFZ & > TFGF & OFEBHENIRE SN D,
AINT AR . BEIERE (2 38\ ik, FGFR-2 111b
725 FGFR-2 T1Ic ~D 7 T A A A v FHNHEM:
FESo b R R BE R (BMT) & B+ 2 LG &
T, Fald, BRI BV T,
FGFR-2 111b & DV 7> K Toh 5 FCF-T7 23
MEBLTWDLIZILZHSELTEDY
(Ishiwata et al, Am J Pathol: 1998) . FGFR-2
I1Tb & FGF-7 % A8 BL L Cu 2 BN AE 1)1 2
BOTIIIRERENERS PHROLBENZ &, K
g IR ) 2 e bk FGR-T 285975
LI E H AR+ D vascular endothelial
growth factor (VEGF)-A REANFEIND Z

EHH 52T L7 (Cho et al, Am J Pathol
2007), T 6 OfER X0 R 2R B L T
V% FGFR-2 TTTb (AL, A 8 A 2 (et S
O MATHEEE ICHE & E 2 72 LT
HEBZ b, —F T, FGFR-1 @ Illc 7
A Y T & — LOFEBIINC K0 BN o
FEMNTCHEST 2 2 & AlE STz nd,
FGFR-2 I1lc OEEFENIH/3IT STV
Moz,

2. WHREOBEBY

FGFR-2 TITc ODRENEREI IS D FEBIHEME K O
TERMFF i3 % 2 & T, FGFR-2 IIlc O
TP MRERAEIC X D i 72 B o
T EEHNRIEE OB E AN E T 5,

3. WD L

(1) Welgrel2F1) 5 FGFR-2 111c DI BLD
FRET : 117 {51 2 PR RERE R RE 151 & T C
FGFR-2 I1Ic DIEBLA R PUAIE & TSHIEIZ
TRRF L7, & BHIT 6 O FElsE 15 2 i
\Z31F 5 FGFR-2 T11c 3z Ma L7,

(2) FGFR-2 IIlc BinFHRILT 2 —HA
JEERRGRERELZ 35 1 2 AT : FGFR-2 T1Tc 1@ F%
Bl MR 2 VERk L. 7n vitro TOMMATED
e L. R, RETBHEE T VA& e in
vivo EERZATV, & OHIGH L i~ DB %
Mgt L7z, & 5IC FGFR-2 I1Tc (ZR9ME L Tk
PEALT D HIfAN Y 7 F RS VR 712D
WORRET L7z, e & OB 2 Etd 5
72, FGFR-2 Illc iBFEIFEILMAICIIT D
side population (SP)#fiid & . sphere DL



RRIZOWTHBRE Lz,

(3) FGFR-2 IlIc #IfNC &%, Wl inic
O A[HEME DOMFT : FGFR-2 I11c (Z%]9 5 small
interfering RNA (siRNA) & FGFR-2 ITlc 4%
BHUR A Pl i i o B 5 L, MiaEhRe
DAL B LT,

(4) Epithelial Splicing Regulatory
Proteinl (ESRPDICLDHAT T A v 7 Difl
£fi : ESRP1 % f¥ehigfis s 28 M | B8 As 8 A L,
invitro TOMEENRE DAL & FTFisE OH)
HIZhER-% in vivo THET LT,

4. BFIERR

R S RO Y |4 fra s S} DN STANEN
FGFR-2 I1TIc DOFBINHERL S 4L, b bR
JEBI DK T0%12 1 FGFR-2 111c O i3 BN 7
bz, FGFR-2 Illc F%‘fiﬂ%ﬂﬁiﬁ%’éﬁ% TlX
Flitk O RFEER £ T O W 23 W
EBH LN E R o, WIRPED FGFR-2 I1lc
FE B DR B 15 22 e KLM-1 {2, FGFR-2
[Ilc BETFRENI ¥ —%BETEALLE
TEIBTIFEBRMR AR LT L 25,
OFMILEIERE D TLHEN A DAL, K T BMEET
LIZRWTH R REE & b, RS AN
L. R C b IR O R Sz,
— 77 FGFR-2 I1Ic {23 % siRNA ZAERK L |
PANC-1 MHAGIZE A L7z & 2 A, Ala SR o4
FIATD BTz, S HITFGFR-2 I11c (Zxbd
LRV 7 a—F HURZAER L, PANC-1 i
R E LT L 2 A, ARSI
EAFRD v, MO BEER S IH S 7,
HIRN > 7 F RS Tl ERK OJEHEAEA
FGFR-2 T1Tc & B LT o, %< OfilisE
JiE 5 C FGFR-2 I11c ZFHL L TH Y, O
AEZ siRNA F 72 I1FHURIC L - THIEIS 5 Z &
(X BT 2R IR VR R & e D ATREME DS R
SNz,

E 51T, FGFR-2 I11b ~DA T T A 27
RS 5 ESRP-1 % [l il i | - i s+

invitroT

AT 5 &R 1H] <47z, FGFR-2 T11c
0 ) B AR AR T, SPHIRR AN EE N L
sphere JFEE b TLHET 5 Z & v 5| FGFR-2
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