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miR-296 5[5 FGFR1 X 5P & f%= 20 A 4 4K
ERRERI RN

Flk FHE R XEL
CR A2 35 2 B [ B 5 2 4 R 2 g FE il 5 243, 13§ 201209)

[FHE] BWM K miR296FaifEmet KB F 24 LWFGFRD AP RBE MM AE K EHRIZ LG A,
FiE KR A SK-OV-3 @mie, 544 m e 5 4 3+ B 41 .miR-296 NC 28 ,miR-296 mimics 28 ,miR-296 mimics+FGFR1
NC 28 \miR-296 mimics+FGFR1 41, %8 % % 2 % PCR(qQRT-PCR) # @ 2 it % miR-296 . FGFR1 mRNA s F ; 2 i3+
FX ) & 8(CCK-8) # M| 4m Mo 7% 71 5 Transwell ik 40 0 2w 6 iE 4% Fo 3 £ 4k s B & o 95 67 35 (WB) ik 46 ) 35 75 | iE 4 A 42
EEOMH AR NEREBIRE LB 5 H miR-296 5 FGFR1 e d £ 4, B8R 5 #8414, miR-296 mimics 41
miR-296 % ik £ %4 & ,FGFR1 mRNA % ik 2 % K 4&(P<0.05); 5 miR-296 mimics 4}t %5, miR-296 mimics+FGFR1
21 miR-296 % ik £ F £ %4t % & L (P>0. 05) ,FGFR1 mRNA %.i& 2 %4 % (P<<0.05), 5 *F B 41 L4, miR-296 mim-
les ML & N E# FeiZ £ mAL 4 B & & FGFR1,3§ 7 % & p-catenin,CyclinD1, it #% & & MMP-2,4% & & & N-cad-
herin % % 2 % %1% , E-cadherin & & & % 8 # 9+ % (P<<0. 05) ; 5 miR-296 mimics 1 }t 5 , miR-296 mimics+FGFR1 8
mieEH E AL mind B &8 FGFRI . Bcatenin,CyclinDl , MMP-2 | N-cadherin & & % % 7+ & . E-cadherin % &
Aok B EBAKR(P<0.05); W3k £ B4 5% A W miR-296 #» FGFR1 A A fed £ 4, &1 miR-296 TH i@ L fed
FGFR1 #p4] SK-OV-3 @i, EMT & /2, W4l ok ¥ £ B 12 £,
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Effects of miR-296 targeting FGFR1 on growth, migration and
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[Abstract] Objective To investigate the effects of miR-296 on the growth, migration and invasion of ovarian canc-
er cells by targeting fibroblast growth factor receptor 1 (FGFR1). Methods SK-OV-3 cells were cultured in vitro and
divided into control group, miR-296 NC group, miR-296 mimics group, miR-296 mimics + FGFR1 NC group and miR-
296 mimics + FGFR1 group. The levels of miR-296 and FGFR1 mRNA were detected by real-time {luorescence quantita-
tive PCR (qRT-PCR). Cell viability was detected by cell counting kit 8 (CCK-8). Cell migration and invasion were detec-
ted by Transwell assay. Western blotting (WB) was used to detect the expression of proliferation, migration and invasion
protein. Double luciferase reporter assay was used to analyze the targeting relationship between miR-296 and FGFRI.
Results Compared with those in the control group. the expression of miR-296 in miR-296 mimics group was significantly
increased, while the expression of FGFR1 mRNA was significantly decreased (P<C0.05). Compared with those in miR-
296 mimics group, the expression of miR-296 in miR-296 mimics+FGFR1 group had no significant difference (P>0.05),
but the expression of FGFR1 mRNA was significantly increased (P<C0.05). Compared with those in the control group,
the cell viability, the numbers of migration and invasion cells, the expression of FGFR1, B-catenin, CyclinD1, MMP-2

and N-cadherin in miR-296 mimics group were significantly decreased, while the expression of E-cadherin was significant-
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ly increased (P<<0. 05). Compared with those in miR-296 mimics group, the cell viability, the numbers of migration and
invasion cells, the expression of FGFR1, B-catenin, CyclinD1, MMP-2 and N-cadherin in miR-296 mimics + FGFR1

group were significantly increased, while the expression of E-cadherin was significantly decreased (P<C0. 05). Dual lucif-

erase reporter assay showed that there is a targeted relationship between miR-296 and FGFR1. Conclusion MiR-296 may

inhibit the EMT pathway of SK-OV-3 cells by targeting FGFR1, and inhibit cell growth., migration and invasion.

[Key words] miR-296; Fibroblast growth factor receptor 1; Ovarian cancer; Migration; Invasion

O SR AR A LSRR
B B KR RN AL T A W W IS 25 L ™ R I &
flE e . AL PN g B BT A5 B 5 e B S 9 2k
(BRI 2R AR i A G B B398 K A kR BAR ML B R
THAE . e 40 B e PR A R R 2B R ) 2 B
TEIE 52 R R B 1 2L YL T 5 O SR e 40 i 4
B ILF AR 2 A G AL T REA B T 00 SRR T
IBFTE . miRNA J& #2095 5 J5 98 95 A 7, fE s il
VRN s B Hh 3 AE AR F A % OC B A i PR S A AT
5§m X 3" 4k # 3 X (3'-untranslated regions, 3’
UTRO 4+ 6 1 V845 2 4 5235 L 5 15 2 F A 02 T
Al VB AR AE 1 & A kT . WFSE R B miR-296 i
b B 1) 2T 4E A M AR K P 5 &2 K 1 (Fibroblast
growth factor receptor 1, FGFR1) i il A JT 40 M 958 /Y
WA IS R T B AR F 5 0l A A A 8 3R
U S AN, 43 AT miR-296 \FGFR1 X U1 5L 5 40 Jifg 1
B RIS, RGN,
1 #Rt5HEE
1.1 855 A SK-OV-3 4 g (TCHul85) ,
FEL B2 B 20 Jifd )% s McCoy 5A K 9% 2k (M4892) , 3¢ [
SIGMA 72 &l 3 iy 4 1ML 35 (10099) | ik 2K 11 1 (25200056 ,
% @ Gibco 2 #); Lipofectamine 3000 iR 7| &
(1.3000001) , ZZ [# Thermo Fisher 4\ 7] ; RNAiso plus
(9108Q) , H A~ TAKARA 2 7] ; QuantiTect Reverse
Transcription Kit ( 205311 ), SYBR Green Kit
(216213) , f#[H QIAGEN /A #l; #i3it FGFR1(9740) .
2 M J& 151 % 11 D1 (CyclinD1, 55506) | B-i% ¥ 4K 1 (3~
catenin,8480) K i 4 J& & H B 2 (matrix metallopro-
tein2, MMP-2) (40994) | #i 28 1 45 7 [ff 2  (N-cad-
herin,13116) | I f 7145 2k fff 2 H (E-cadherin, 3195) |
B-actin(4970) , 3 [ cell signaling technology 2\ #] ; 4
Mot % it # & 8 (cell counting Kit-8, CCK-8)
(C0037), B MR & %A 1 ¥ B #r ic b F 1 &R 1eG
(A0208) i F1H I & (P0033) \BCA 4 115 it ik
& (P0012) ., 1138 = K AW H R 2 F] s miR-296
FGFR1 mRNA,U6,GAPDH ., miR-296 mimics,miR-
296 mimics NC,FGFRI-NC,FGFRI1., i 4 T4 % T
PR B A R A A& . 98m 98t E it PCR

(Quantitative Real-time PCR, gRT-PCR){¥ (CFX96) .%&
F 5 I AR A (Gel Doc) » 32 A SRk 28 #l s 22 D) BE B A
A (Varioskan™ LUX) , 2 [E Thermo Fisher A #],
1.2 SERJrk

1.2.1 4iffgdgss % SK-OV-3 40 3 17 % W2 75
R RS 102 M6 4 1 iE 1 McCoy 5A K 75 3,
37 °C.5% CO, ¥iFRAAT IR . ARl & iR 5180 % ~
90 Yot RAE IR TE b B R R R AR K 2R
Xof B I B E ) SK-OV-3 40 i, 196 25 1 s AL 9
MR EE R 5107 A /FLaE R A 6 FLAR . RO R . 4l
Ji Rl 3 35 F1) 60 %6 ~ 80 U6 Bt o B B i B % AL i AR
Lipofectamine 3000 i& 7 & ¥ B 35 %F SK-OV-3 41 iy
PEAT 6 Yo I K 40 B 4 g b BRCAL S0 o 5 93 38 |
miR-296 NC 4 (% ¢ miR-296 mimics NC Jfi %) .
miR-296 mimics Z1 (§% ¢ miR-296 mimics JT #7) .
miR-296 mimics+FGFR1 NC 20 (3 4% miR-296 mim-
ics Filid 2235 FGFRI B4 %) &K \miR-296 mimics
+FGFR1 41 (% 4% miR-296 mimics Flit 25 FGFR1
UBL) , k£ B FE 48 h,

1.2.2 qRT-PCR #: il 4 21 40 ffd of miR-296 . FGFR1
mRNA KA i % 48 h 5 . ¥ M RNAiso
Plus 1205 & 15 B 45 %5 b3k vh & 2H 40 i 19 & RNA 3547
P, QuantiTect Reverse Transcription Kit J4 $2 B
4B S RNA 5% 5k L cDNA, Z J5 i#£17 qRT-PCR
RIS R R TS 95 °C 60 $395 °C 45 5,60 C
45 s, JEM 72 °C 30 s, il 40 MG, 0L U6,
GAPDH 1E RN S B H L R 272 5 ik 1 580 4% 21 4
Mir miR-296, PSM2 mRNA {4 #1 %f 3% i5 f& . miR-
296 FWEBIWIFES R 5'-TGCCTAATTCAGAGGGT-
TGG-3", FiF5I ¥ ¥4 K 5'-CTCCACTCCTGGCA-
CACAGAG-3';FGFR1 mRNA [ iEa| ¥ %5k 5'-
CTTCGTTTCTTGTTGGTAGGC-3', F il ¥ ¥ %
H# 5'-GGACAGGATGGAGTTTGGAC-3'; U6 I ¥t
219 ¥ 5 K 5'-CTCGCTTCGGCAGCACA-3', T i
219 F 5 5'-AACGCTTCACGAATTTGCGT-3';
GAPDH L ¥sl 9 )E 5k 5 -ACTCCTCCACCTTT-
GACGCTG-3', Fial ¥ F 5k 5'-CTCTCTTCCTC
TTGTGCTCTTGC-3',
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1.2.3 CCKS8 Lkl 24 4140 s 71 B 1.2.1 4%
0T A A A A e A R A R R 5 X
10" A>/fUin % 96 fLb b FH I E 6 8 R .37 C,
5% CO, ¥ FRMh 8535 48 hofimA 10 L CCK-8 i 7
37 CHEOEHEFE 2 ho 3 B . BEFRAX 450 nm Kbl i
JEEE OD H , T3 A0 16 F1 (26) = L3250 Al ong / 4T HE
H o 11005,
1.2.4  Transwell 3K il £ 41 4 il i #% F0 4= 2815 00
0 M S 3 I 1. 2.1 v % 2H R O A K A
B 25 W AL PR R A R B 5<10° S /mL, BE4H 3
ANEELWC100 pL AW N2 Transwell /NE |
%, Transwell FZEAIA 600 pL & 1648 L7H B9 58 42 55
FeHk 37 CCHE AR 24 h B3 [ 5 55 IR0 M A8 88 2 R AT
FE 40 JC K BB [ 22 30 min, 0. 19045 5 48 I8 i e (o
20 min, B HUEE N BENLIE B 5 A 0B X G € 40 i 3E AT
TR RFE . AR 22 9256 Transwell /NI |
2 A Matrigel 58 H 5 20 B8 [5) 240 i 12 4% 52 56
1.2.5 ZBHEGPEEEI I (western blot, WB) &£l & 5
Fak UL 201 AP 2H 0 SO A K A L R R e R
2X10° A~/mL, AWK E 3 MEE ., B 100 L Nz
24 fLAR P RS SR R E 4R BORUR SR Al I S
BCA 2050 & W & S [k i . 88 AR b 47 SDS-
PAGE BEFEHL UK » LUK 25 5 #5351 7 B 22 PVDF Ji
LS IR A S G A 2 hs A3 A — e e R TR
( B-catenin, CyclinD1, N-cadherin, E-cadherin, FG-
FRI.B-actim) ¥k 1:1000 #i B, 4CHEH 14 %, TBST
TR I A AR A AL W BB AR IC PR R (1 ¢
2000), iR H 1 h, TBST VeI, & 1 BER R4 73
B F R IR IKF .
1.2.6 XUIOGRBEME RS0 miRDB 4 %
(http://www. mirdb. org/) X} miR-296 M FGFR1 %%
A AT L X 4 A 05 FGFRL () 3" UTR
B AT 3, JF 4 A 2 pGL3 24k |, # i pGL3-
FGFR1-3"UTR-W'T JFkL; 754 25 45 R Btk 17 52 f%
745 @ pGL3-FGFRI-3' UTR-Del ffi ki, pGL3-FG-
FR1-3' UTR-WT J& % . pGL3-FGFR1-3' UTR-Del &
¥ B 5 miR-296-NC, miR-296 mimics 3t %5 4L 5]
SK-OV-3 v, R 2l ' 3 DH AL 6 h J5, B
Fedk. PURILEFE Y 48 h 5, 5 L R AL PBS YR AN
L 2 Y LA 50 pL B9 1 X PLB, 5% % fff 40 i 4 &6
B0 A7 06 96 fL G AR Ak b B LI Bk B IE W 10
p L A IIA 100 L B985 2R Wl S iz 2500 11 6 ) = ok
d5E e % NG R WM L W %5 R R M 100 L
Stop & Glo K P 2 1 B 9 6 3 B S N5 B3 . 9ok %
Tl ARG 375 1 = B HO 98O0 2R T TR B/ W OO0 R g

TG PR

1.3 GEit*#4r#r SR SPSS 25. 0 JF #1741t 2%
S TFRERI (2 £5) Foan . 24 R R iR H
PR Ry 2243 M, SNK 6 3F 47 W5 9 41 1] b4, DA P<<
0.05 N ZEHFHA G ZE L,

2 BR

2.1 miR-296 3 F kX SK-OV-3 4 g H miR-296,
FGFR1I mRNA 335 5XF B4 L5, miR-296 NC
24 miR-296 . FGFR1 mRNA £ihk % R L% 2 X
(P>0.05),miR-296 mimics 2 miR-296 ik i & F}
= - FGFR1 mRNA ik B % B (P<<0. 05); 5 miR-
296 mimics 41 F#, miR-296 mimics+FGFR1-NC 4
miR-296 . FGFR1 mRNA £k 2 3 LS i E L (P>
0.05) ,miR-296 mimics+ FGFR1 4] miR-296 ik 2%
SISt %2 L (P>0.05) ,FGFR1 mRNA ik i 3
FHE (P<0.05), W#E 1,

#F 1 %4 SK-OV-3 il miR-296 . FGFR1 mRNA HJRiX(n=3.x £s)
Table 1 Expression of miR-296 and FGFR1 mRNA in SK-OV-3 cells of

each group
g1 miRI;2696 / F(}P;I;Al Prrll)};NA/
popiieil 1. 00 1.00
miR-296 NC 41 1.03+0. 24 1.02+0.18
miR-296 mimics £ 2.4740, 529 0.53+0.31®
miR-296 mimics+FGFRI-NC 4 2.51+0.48 0.47+0. 29
miR-296 mimics+FGFR1 2 2. 4440, 45 0.86+0. 332

5 X miR-296 NC 41 b %, @ P<<0. 05; 5 miR-296 mimics 41,
miR-296 mimics+FGFR1-NC 4 [t # , @ P<<0. 05,

2.2 CCK-8 ¥ 420 SK-OV-3 4f fifg 38 55 1% Bl
55t R 2H H %8, miR-296 NC 2H 40 g 3% 1 22 7 L4 it
2 Y (P>0.05), miR-296 mimics 21 40 i1 1% 1 B &
A (P<<0. 05) 3 55 miR-296 mimics 2H [ % , miR-296
mimics +FGFRI-NC 4 40 fl 1 71 22 % I i1t 2 X
(P>0.05),miR-296 mimics+FGFR1 241 4f i1 %% /7 2
EIF B (P<0.05), WL 2,

R2 HHESK-OV-3HMFEALE(n=6.xts)
Table 2 Comparison of SK-OV-3 cell viability in each group

26 5 ANRETE S (X1072)
X IR 2 100
miR-296 NC 24 98.45+9. 26
miR-296 mimics 2 64.32+13, 480@
miR-296 mimics+FGFR1-NC 41 65.484+12. 39

miR-296 mimics+FGFR1 4 87.63+15.479®

G A, O P<<0.05; 5 miR-296 NC 41 b # ., @ P<0.05; 5
miR-296 mimics 2 %8, @ P<<0. 05, 5 miR-296 mimics+ FGFR1-NC
A H . @ P<0. 05,
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2.3 Transwell EM SK-OV-3 40 i 1T % F1 15 28 e
J1 HXF B4 #, miR-296 NC 20 40 il 3T % Fil {2 28
BHZER LG E L(P>0.05), miR-296 mimics
ZH 20 G F8 N 22 80 B W3 FE AR (P<<0. 05) 3 5 miR-
296 mimics ZH [t %, miR-296 mimics +FGFR1-NC 2
AT R AR 224 H 22 5 L4t 2% 2 L (P>0.05),
miR-296 mimics+FGFR1 4 41 g iF £ F1 42 22 % H &
EFE(P<0.05), W3 3.1,

®3 FHESK-OVIHEIBMEBERENLE(n=3.xt5.1)
Table 3 Comparison of migration and invasion ability of SK-OV-3 cells
in each group

45 TBHH
235.29+32. 84
228.46+29.43
113.78+23.510  52.39+15. 440
103.85431. 42 58.69+17.25
189.77+25.49% 103.54+13.57%

%A
123.46+18. 42
118.75+16. 38

X iR 2

miR-296 NC ZH

miR-296 mimics 2

miR-296 mimics+FGFR1-NC 4
miR-296 mimics+FGFRI 2

35 miR-296 NC A b3, D P<<0. 055 5 miR-296 mimics 4 L3, @
P<0.05,

B 1 SK-OV-3 fifEBEE
Figure 1 Migration and invasion of SK-OV-3 cells
AL XA ; B. miR-296 NC 2H ;C. miR-296 mimics 2 ; D. miR-296 mimics+FGFR1-NC £ ; E. miR-296 mimics+FGFRI1 2 .

2.4 WBKN SK-OV-3 411458 iR EE A
7235 SR IA HE. miR-296 NC 41454 i &% /7
EEMHZER LG E X (P>0.05), miR-296 mim-
ics # 41 i FGFR1, p-catenin, CyclinD1, MMP-2, N-
cadherin & (4 3% 15 I & B {IX , E-cadherin & [ A B
2+ (P<<0.05); 5 miR-296 mimics 4 %, miR-

296 mimics+FGFRI1-NC 41 41 Jiig 3% 7 . i £% 12 22 &
Z RIS %2 X (P>0.05),miR-296 mimics+FG-
FR1 41 41 ffd FGFR1,B-catenin,CyclinD1 ,MMP-2 | N-
cadherin & 13 ik I 3 7t & . E-cadherin & 1% ik
BREAL(P<0.05), W#E 4. 2.

F 4 miR-296 3t SK-OV-3 f IR B RIZH MM (n=3,x £s)
Table 4 Effect of miR-296 on protein expression of SK-OV-3 cells

2H | FGFR1 f-catenin CyclinD1 MMP-2 N-cadherin E-cadherin
popiicEil 1.1540. 24 1.2740. 28 1.1440. 21 1.354+0.17 0.97£0.13 0.65+0.12
miR-296 NC 4 1.19£0. 18 1.34+0. 25 1.31+0.19 1.33+0. 14 0.99+0. 11 0.67+0.09
miR-296 mimics 24 0.41+0. 219 0.51+0. 239 0.3740.179 0.59+0. 199 0.42-+0.099 1.12+0. 149
miR-296 mimics+FGFR1-NC 2 0.36+0.15 0.49+0.19 0.33£0. 23 0.62+0. 21 0.36+0.07 1.09+0. 16
miR-296 mimics+FGFR1 4 0.9240, 179 1.12+0. 269 0.95+0.16% 1.12+0. 239 0.8440, 159 0.70£0.08?

¥ .5 miR-296 NC 41 % , D P<<0. 0535 miR-296 mimics+FGFR1-NC 4 %5 , @ P<0. 05,

2.5 miR-296 % FGFR1 %t & fi% %0 1] 8 15 /5

Starbase Chttp://starbase. sysu. edu. cn/index. php)
BR R W25 32 8], FGFR] £ 3'UTR K& H 5
miR-296 4547 &5 . T 595-602 X (& 3A)., 8%
REGM A LR~ BIR, 5 miR-296 NC-
pGL3-FGFR1-3'UTR-WT 41 [ %, miR-296 mimics-
pGL3-FGFR1-3"UTR-WT #H %¢ 5t K i i 1 B & P A%
(P <0.05); miR-296 mimics-pGL3-FGFR1-3' UTR-
Del 21 %¢ ' 2 Wi % 1 It ik 3% 42 4k (P>0. 05) , WL 3B,

3 itig

JEE e SRS T- A EE RN 22— SRl 2 5L
KB R BE T RS M 2 0 T AN 2 A N A R R iR T
DABIESE 5 e e B AH DG AL B 0 FE 28, R o il
miRNA ] B 82 45 A JE K A 3" UTR X 484 i 15§
B DR 3k K, O TR 20 i T B A o AT
A B R miR-296 7 B AR 9 L AR L 6
S22 Tl A M R 0 A 1 I 3 A, Rk T A R
Ree AV 9 40 L 7 186 9 LT RS AR R RE Y L N A G
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FGFR| s R s — —
B-catenin —_ - — — —

CyclinD1 a- B
MMP-2 S - —— —

N-cadherin s S - s

E-cadherin  s—e - .- —
B-actin G- S —
A

B C D E
2 SK-OV-3 g . T EEEANRIE
Figure 2 Expression of proliferation, migration and invasion proteins in
SK-OV-3 cells
A GFIR 45 B. miR-296 NC 4 ; C. miR-296 mimics 4 ; D. miR-296
mimics+FGFRI1-NC 4 ; E. miR-296 mimics+FGFR1 2

Predicted consequential pairing of target region (top) and
miRNA (bottom)

Position 595-602 of FGFR1 3' UTR 5’ . . . CAGUGUUGUGGCCCUGGGGCCCA. . .

hsa-miR-296-5p 3 UGUCCUAACUCCCCCCCGGGA

®

w

Relative luciferase
activity(X107)

B3 RARMEEERELELN miR-296 5 FGFR1 £E 3'UTR X
BHESR
Figure 3 Luciferase reporter assay of miR-296 binding to the 3'UTR re-
gion of FGFR1 gene

F W | R 8] ik % 4k (Epithelial mesenchymal transi-
tion, EMT) /& | ¢ 20 fig 2 45 5] J5u 40 Jf0 45 14 DA i e 2k
i 93 40 A I B R4 22 BE ) I AR W A o B A O B DL
(10 fieb 88 42 28 R B (2 R AR R B EMT X B
HUE AT B A2 22 R 52 e L RN 2 A gE R
miR-296 7E Z FUEAE 5 R Ik SR AE A p) EMT
A 5,4 Chen 21 58 K ] miR-296-5p 76 A\ £
A Jizs 2 21 r 110 220k I 2 (K T 55 21, B miR-296 i
3340 1 5 4k A= & B F-B (transforming growth factor-
8. TGF-®) ¥ %0 EMT %72 , 4 ) 5 8 3 40/l CNE-2
1 5-8F [{iE A8 ffR % . A WK WY Y miR-296-5p if
FIRIMH RSN R A0 Hep3B i) EMT 4%, 40 il T
20 10 g b R e N BRUIR N B 2R KORTEL B8 . CyelinDI

MMP-2 53 552 8 7 34 58 L i B8 AR 28 1k ) i b 7 4R
1 H 3R 38 2% 4 AT 52 i B9 5590 40 P Y 39 5 5 AT R L 4=
ZRE ST . ABEZE 45 FF W, miR-296 i 3 1k AE 4% 11 1
SK-OV-3 4 il 1) 1T % Fl {2 28 . FE AL CyclinD1, MMP-2
Tk, 5 Yan 5 W58 45 R — B0 2 8 miR-296
ARES 500 H 9 M & A kK B HLHl . N-cadherin, E-
cadherin /& EMT & & 145 i & H , N-cadherin g8 1%
i e [ B R S A8 240 () S BT, 55 % A il 4 A L 12 #S
A 78 %5 Ib Jge F J2 25 VI A 261 . E-cadherin J2 K Fff
T B I OGS A3 o TE A TR B RN 4ERR A0 b e R A
&K HE E-cadherin [ 5 2 5 41 fi 32 sh AL 3% Jn A
SEME I K, Brcatenin 78 % R 40 Y 1R 22 54 RS
AR E IR EEAEN, — 751 f-catenin il i 5
E-cadherin #H3# ¥ 58 &2 & Wk i fd L Rz 40 i fs e P 0
WAEAS BN Gk 45 5 77— J7 I B-catenin 78 4 Jl 4% N F 18K
RS I RE S i EMT AHOC & |1 &3k b, DT FE IR
gt S Rl S S I A ) R DR e A
ZEL RS 45 R 2R B miR-296 1 3% 35 BE % 1)
# H N-cadherin #1 -catenin ik , 2 # & H E-cad-
herin & H ) & ik, #& 75 miR-296 W] fig i@ o #7 i] SK-
OV-3 Z Ml iy EMT & 42, iF i 40 i 248 B 69 i 4% F {2
22 T HE N BB SRR T I W TE A ST RE AL

FGFR1 J& T & 2 R W il 5 7 - 2 5 20 M 3 4 il
R BAF Z R AR Y B FGEFR]T 3k 7w S5l
95 R TR SR ORE 1 R AR R R R0 g
F W] FGER1 5 | p P 0 549 10 305 P 3 1k Ak ~7 o vk
A KBRS X SK-OV-3 41 Jifl 3# 17 miR-296
mimics Ffl FGFR1 £ # 4u, 48 B L B, 5 miR-296
mimics 2l F 8, miR-296 mimics + FGFR1 #4 40 il 1%
71 iE R MR 22 68 1 ¥ W 3 i, CyclinD1 , MMP-2,
B-catenin,N-cadherin % [ % 5 & # J & . E-cadherin
FH £ W E A, 8 FGFRL 1 % 3k g 9% 30 4%
miR-296 3 ik 5158 ) SK-OV-3 41 it 2 5 % gk 25 Al
EMT il . A5 45 R K W] miR-296 mimics 4] FG-
FR1 mRNA 5 [ £k ¥ 8 F E %, #2785 miR-296
Al RE 48 FGFR1, 78 A8k . miRNA 2% 38
T TE 5% S KO 1 R YT 3 PN ) 3R 3k FE 2 0 9 AR B A
HEH], miRNA i i 5 mRNA 19 3'UTR #4545k m
Tl 35 DR ) e S o 2 R I A L Lk FE B e 450 )
FAR R A, Sun ST AFSE K B miR-296 38 i
B FGFRI AEFLARE th R ¥ E . AR BF5R 2t
FEF M FE LR BR, 5 miR-296 NC-pGL3-FG-
FR1-3'UTR-WT % [t %, miR-296 mimics-pGL3-FG-
FR1-3'"UTR-WT 417t % i 7% o B 3% FE AL, i miR-
296 mimics-pGL3-FGFR1-3' UTR-Del 41 %¢ ¢ % filf 1%
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PETC 5. 3 28 4k, 4% 7 miR-296 A] B #1818 45 FGFR1
(38, M SK-OV-3 4 g i EMT & 42, 3 il 40 f
iR FfZ 78 .
4 Hig
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