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miR-93 & i #1 [5] EphA4 3 7E ERK 18 B % 17 3F 7|\ 4 B B 722 20 B gV 15 78
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BRI, EHR, KA ( LiEGE KFWEIAA ERE A3 4, EiE 200030)

[ ZE] & 4945 miR-93/Eph 5214 A4(EphA4) /) T-4hiEid 40 4 i %5 2 1 38 (extracellular regulated protein kinases , ERK)
38 1% X5F AE /1N 40 Jfd fidi 98 (non-small cell lung cancer, NSCLC)H460 F1 H1299 4 ff ¥4 58 AT 8% 520 . 2 & : F qPCR 63l H460 F11
H1299 Z i §1 miR-93 A KF. 23 5I7E HA60 2 i 7 %% 4 miR-93 BLIUH) (mimics) 1 EphA4 1t 253k 5 kL 48 H1299 4 g o 44 s
miR-93 ##|57 (inhibitor) J& , FI MTT « Transwell SE3& A% I miR-93 it % YL 20 i 384 5 AE AL RS2 mA . O00¢ S 2R 75 22 1R SL 06 06
F miR-93 5 EphA4 2 [F] I #E [A) i $% 5¢ &« FH Western blotting FrlIZH{ -H85840H4% Bt IR (proliferating cell nuclear antigen, PCNAD
EphA4.ERK 1 p-ERK & F )& 1& 7K, F MTT . Transwell S5t ] [7] B 5 2 1% miR-93 1 EphA4 %t H460 4 A 38 5 AT 7 (¥ 5%
Wi, £ & :miR-93 7E H1299 40 i 55 7K i T H460 ZH A (P<0.01) . it ik miR-93 {iL i3k HA460 41 39 5 Al iE#% (5 P<0.01) ,
fIX miR-93 1] H1299 2 Jfd 34 56 FITAL (34 P<0.01)o BRI ER R i 2K SEE0IE SE miR-93 ¥R [A1 4% Eph A4, 1t 1A miR-93 B & T i
H46041 ' EphA4 mRNA F1 2 1 R IE/KT- (3 P<0.05) , it ik miR-93 i i # [7] EphA4 H-3#% ERK I8 M2 3k H460 41 fi f) 44 48
IR (F P<0.01). £& > : miR-93 {2 NSCLC 1 M 7 AT #% , HMLAH 7T it 5 48 7 3% EphA4 0% ERK B A 5%

[<51A)) /NN R s HA60 40 ;s H1299 4 A ; miR-93 ; EphAd ; ERK JE % ; 3458 ; 3T %
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miR-93 activates ERK pathway to promote proliferation and migration of NSCLC
cells via targeting EphA4

HONG Qiushuang, WANG Lin, LOU lJiatao (Clinical Laboratory, Shanghai Chest Hospital, Shanghai Jiao Tong University, Shanghai
200030, China)

[Abstract] Objective: To investigate the effect of miR-93/EphA4 (Eph receptor A4) axis on the proliferation and migration of non-
small cell lung cancer (NSCLC) H460 and H1299 cells via regulating extracellular regulated protein kinases (ERK) pathway. Methods:
The expression levels of miR-93 in H460 and H1299 cells was detected by gPCR. miR-93 mimics and EphA4 overexpression plasmids
were transfected into H460 cells and miR-93 inhibitor was transfected into H1299 cells respectively, after which MTT assay and
Transwell assay were used to detect the effects of miR-93 on proliferation and migration of transfected cells. The targeted regulatory
relationship between miR-93 and EphA4 was verified by Dual-luciferase reporter gene assay. The expression levels of PCNA (proliferating
cell nuclear antigen), EphA4, ERK and p-ERK were detected by Western blotting. The effects of simultaneous overexpression of miR-93
and EphA4 on proliferation and migration of H460 cells were detected by MTT assay and Transwell assay. Results: The expression of
miR-93 in H1299 cells was higher than that in H460 cells (P<0.01). Overexpression of miR-93 promoted proliferation and migration
of H460 cells (all P<0.01), and knockdown of miR-93 inhibited proliferation and migration of H1299 cells (all P<0.01). The Dual-
luciferase reporter gene assay confirmed that miR-93 could target EphA4. Overexpression of miR-93 down-regulated the mRNA and
protein expression levels of EphA4 (all P<0.05), and promoted proliferation and migration of H460 cells through targeted regulation
of EphA4 and activation of ERK pathway (all P<0.01). Conclusion: miR-93 promotes the proliferation and migration of NSCLC cells,
and its mechanism may be related to the targeted regulation of EphA4 and activation of the ERK pathway.
[Key words] non-small cell lung cancer (NSCLC); H460 cell; H1299 cell; miR-93; EphA4; ERK pathway; proliferation; migration
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HERKOR, 25 . miR-93 i i ¥ 1] EphA4 3 ERK it B I 3 2 /I A4 il 44t o 1y 338 B AN - 371 -

Jit e 2 ] e AL PR S R, S 5 S R A
T 32 22 5 RN, H A 3R /N 28 g il i (non-small cell
lung cancer, NSCLC) 5 fifi i &L £ (1) 85%. HH Tk =
2 Wrbr WG ST HE 5, NSCLC 3l 1 72
W SIS A B B2 I HPUE M ZE . DRI IR R NSCLC 4
O 8 B R % B HR SR B, 9 NSCLC 12 Wi AV 9T 32
BB B2 Wibr S A7 T8 B I K =
o 7N RNA (microRNA, miRNA) /& — KK N
22 nt B BE AF 9 B9 RNAP, JL 3 208 0 5 58 2
mRNA ] 3" JE g i [X FLAM S5 75, 51 2 48 3 [ mRNA
PR I fipp AR R A A1), DT 38 i R AP, BT 4K )
WFFE 2R B, miRNA 7 22 Pl 4 [ 4 i 10 389 58 3T
# FI4Z 28 1 A v k4 B ) i P4 ] . miR-93 7
NSCLC A A R ik /K- T b, e ik 2t e B 5 1
JE A BLR 2601, B miR-93 £ NSCLC 7 1E F 1) 4>
TR W TR B> o AR L0 M A B3R ™ A S 4
(erythropoietin-producing hepatomocellular, Eph) 52 {4
72 e K I — 2H % 2 BR WU 52 1 , Eph 2 44 A4 (ephrin
type-A receptor 4, EphA4) /& Eph 52 74 5 ik I B 73 2
—, Hor R Ik 5 Rl i BUS 2 IEAR S, T H. EphA4 i
026 D)1 ) e s 400 L 00T A% AR 2R SRTID R
U, EphA4 7£ NSCLC H 1k F 1 1 425 BL il i 58 41 38 o
ARHIE TR DT miR-93 38 3 142 EphA4 /15 4 i /1
& ¥ (extracellular regulated protein kinases,
ERK) i %%+ NSCLC 4H S 4 5 AT 15200, Ty
NSCLC AL VR IT S 8T W E 70 738 A

1 #MR5RE

1.1 tmfe Z F= £ Z3K 5

A NSCLC 41 il & H460 F1 H1299 41 5w [H £}
PR . RPMI 1640 Ffia LI EH 3£ Gibeo 24
w], Lipofectamine™ 2000 #% 4% 177 H % [ Invitrogen
v ], TRIzol 1 H 3€ [E Thermo Fisher 2 7] , 18 % 3% i
7| & PrimeScript™ RT reagent Kit fll qPCR iR 71 & TB
Green™ Premix Ex Taq™ I/ H H A TaKaRa 2 & ,
miR-93 5 L4 (mimics )/ ] 77 CGinhibitor) F1 {4 %
HEIORE (miR-NOOW B M B AR AR A A,
PCMV-3xFlag 12 i fi A1 ZEPTIIHEIEIE H 5 E Sigma
A, pmirGLO JiRE B¢ 't 2 BAS I 77 A MTT
4 B 32 [E Promega A ] , Transwell /N % 5 5 3%
Corning A 7] , EphA4 $T 4K W H 3 [E GeneTex A & ,
ERK.p-ERK HitfA 41 H 55[H Cell Signaling Technology
], WA TR (proliferating cell nuclear antigen,
PCNA) LA 14 B F [E Abcam 22 &) , B-actin $T 44 1
H 2% [E Abways A 7], BRI ALY (horseradish
peroxidase, HRP) #5 it ] £ $1 fe 1gG — LIl H 3£

Sigma A ] .
1.2 fminiEdfadt g

A NSCLC 4l s & H460 F1H1299 H & H 10% fii
A1 3E K 1% /8% B 2% [ RPMI 1640 15 77 3%, T
37 °C . 5%CO, ¥ 5 7% #6 % B85 7% . 3% B Lipo-
fectamine™ 2000 ¥ G371 & Ul B 15 09 57, 4 Bl
miR-93 mimics ! EphA4 iif 3% 15 kL 5% N\ H460 21 fiid
#1, % miR-93 inhibitor % N\ H1299 41 il #1 . H460 4fi
B4 3 20, B X B 20 (NC) « miR-93 mimics ZH I
miR-93 mimics Bt & EphA4id3A2H (miR-93 mimics+
EphA4 2H) . H1299 4153 2 41, R HEZH (NCO Al
miR-93 inhibitor ZH .
1.3 qPCRAMNSCLC#8fe+ miR-93#2EphA4 mRNA
#4 & K K

F TRIzol i 7] 2 1 158 BH 45 £ X % 25 28 ffu (1) =
RNA , F NanoDrop2000 £l T 1 HU RN A (%)< F& Fn 4l
JE o SR I S0 B RNA W 86588 ¢DNA, Jx
N 464124 37 °C 20 min. 85 °C 5 s. K qPCR X7 &
5 miR-93 Fl EphA4 1) Rk K F. ¥ & 4FH
95°CAE 14 5 556 °CiE K 30 s.72 °CIEAH 35 s, 4T 40
MER . qPCR B P AR s . R 24
%, LLU6 AN 2 it 5 miR-93 [ A xF % k7K F, LA
B-actin NN 2115 EphA4 f AR ik KT .

#*1 qPCR5|¥F7
Tab.1 Primer sequences for qPCR

Gene Sequence of primer

miR-93 F:5-ACACTCCAGCTGGGCAAAGTGCTGTTCGTG-3'
R:5-CTCAACTGGTGTCGTGGAGTCGG-3'

U6 F:5-ACACTCCAGCTGGGCGCAAATTCGTGAAGC-3'
R:5-CTCAACTGGTGTCGTGGAGTCGG-3'

EphA4 F:5'-ATGCAGTGGGCGTCTCAAAG-3’
R:5-TGGTTTACATTTAGTGACCACGCC-3’

B-actin  F:5'-TCACCAACTGGGACGACATG-3'
R:5'-ACCGGAGTCCATCACGATG-3'

1.4  Western blotting (WB)#& NSCLC & iz + PCNA
EphA4.ERK #=p-ERK & & #9 & ik K-F

¥ 48 h 5, HI PBS ¥ % ZHA i e 1 0, F &
A R I T ) 550 R Tl R A TR o) ) %) 4 e R A R B
A B . IR R B BT 100 °C ¥ K
A5 ¥4 10 min, )5 3 17 SDS-PAGE . ¥ PVDF Ji , 2%
il B TR 4 °CH 1 2 h J5 5 I\ EphA4 T ik
(1:1 000) \PCNA Ji 44 (1:700) \ERK $1 44 (1:800) -
p-ERK $i44 (1:800) #1 B-actin Fi4(1: 10 000), & #% K
Fa4eCci i E. H,PBSTHEG X (4K 10 min),
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TN HRP A7 A0 1 2 51 % 1gG —HT(1:100 000) , & £F
PR E4°CH##E 2 he PBSTHEME 6 K5, I ECL &
T A5 RO AR o A DG AT BRI e . A
Image J 3K {4 53 #8127 (1 K BE AR, DA B-actin A
ZHHE AN RIS E .
1.5 MTT &4 M NSCLC 4 e 69 38 74 A& /)

g 24 hG , # AHAH B LL 1x10%/ml 40 i 2% FE#EFh
T 24 FLEE R (500 pl/fL) 1, £E 37 °C . 5%CO, % 14
N R 24.48.72 196 ho 7E AN [E] 25, FE AL
MTT W fd H &K FE 0.5 mg/ml, 15952 h 5 , # 3¢
MTT 55757, M\ 400 ul DMSO, # 3R 18 51,37 °CH¥
A 20 min, T AL 100 pl %72 2] 96 FLAR T, FH B
AR I 38 4 570 nm 4k (1) 5625 B (DA, T 520 i 1)
RGOS 14 5 2R, 22 1] 5 2 A P 2R R R 2
1.6 Transwell 52 3242 NSCLC g e &9 1 £ 45 8 A

gL 24 h 5, % 240 B A A I 3 RPMI 1640
B % V) R A R, R T Transwell /N % 1)
= @100/ /N ED AR R ZE I 500 pl 7 10%
Jif2F 375 i RPMI 1640 5578 . H MIRE 9% 24 h s, H
MRS IR R R /N AR IS R RO 4 L, 1T IR RS BN &
TR R4 4% £ 5 EELE 4 °C & 5E 5 min, PBS
VeI, H 0.1% 45 5 S I = IR 44 5 5 min, PBS 78
SR E T BB T (<1000 W %% L H1 BRI
.
1.7 5 AFERE A H 5255107 miR-93 4= EphA4 &9
AP

5 13 miR-93 ¥ 7F 45 A 7 &5 (1) B 4 % EphA4
3’UTR 4 N pmir-GLO # A, #4287 4= 71 EphA4 4l
LR 5L, 4R 5 ¥ EphA4 3° UTR ' miR-93 [l 1E
GE AL AT GRAR #9348 AU Eph A4 Hik 5 5 [R5
TE 293T 4 i 73 1) YL B A= RN 9845 7Y Eph A4 4R 75
FE R 5K, [R] B 3 5% % miR-93 mimics B¢ miR-NC.
Y24 h g, FH OB S 2 IR I 3K 751 A I 5 4 40
it 8 K R Y 2R T O T R Ol R R R
DL B ¢ 6 = B IE YEAE N A &, B8 0F miR-93 5
EphA4 [F#E R E R
1.8 “itsam

1.3~1.7 SEEG KB 3 k. I SPSS 22.0 4t i1 #44:
BEATHAR 708, IR AR T S R DL dts Row,
S )35 8 22 S LU IBCR ) e R, 22 A D) 008 22 S L AR
KH R E T Z M. PLP<0.058 P<0.01 £R%H
B GRS

2 # B

2.1 miR-93 /£ %% 4 A7 )5 NSCLC @ fitr v 9 & iA

qPCR i 45 5 2755 , H1299 40 il Fh miR-93 ik
KT & 2% = T H460 41 il (.=13.27, P<0.01; I 1A) .
% 9L miR-93 mimics 7] B &5 I 1 H460 41 fil F miR-93
[ 2235 7K T (+=131.50, P<0.01; /4 1B) ; % %% miR-93
inhibitor 7] B & B H1299 41 il 7 miR-93 ) 2634 /K
F(=9.52,P<0.01; - 1C) .

A B C
- . sor H460 % H1299
g - g ob =z 3
4 & o
g 2F g Z 1.0}F
s 5 301 %"
=1 =1 =
2 2 20f Z 0.5 *x
§ 1F § é 0.5F T
S a | S
0 0 L 0.0 .

H460  HI1299

NC miR-93 mimics

NC miR-93 inhibitor

"P<0.01 vs H460 group or NC group
A: Expression of miR-93 in H460 and H1299 cells was detected by qPCR;
B and C: Expression of miR-93 in H460 (B) and H1299 (C) cells after transfection was detected by qPCR
1 5% ZH15 miR-93 7 NSCLC 4B P HIRIA
Fig.1 Expression of miR-93 in NSCLC cells before and after transfection

2.2 miR-93 3 NSCLC @ i34 7 % /) 49 % v

MTT 55256 R WB S8 45 3R B, 5 % B2 L,
# Yt miR-93 mimics J& , H460 4 i X134 5 it /1 5. 2% T
51 (=7.46,P<0.01; K1 2A) , PCNA FRAMIFEK T3
T+ 5 (=10.24, P<0.01; & 2C) ; % 4% miR-93 inhibitor

J& » H1299 4H i 1) 14 58 e 7 %l 2 PRI (7=6.48 , P<0.01 ;

KI2B ), PCNA & 1 % 18 /K F & 3 B 1K (=9.76,

P<0.01;E2D).

2.3 miR-93 *F NSCLC #m i iE 4% A8 71 69 %5 7%
Transwell iT #2 528645 R BIR, #44% miR-93 mimics
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J& 5 miR-NC 8, HA60 41 i (1 2 5 4k H B 5 1% 2 R OB U8, 4 B ST RS R ) B SRR
%, MMAT L BE ) 0 B3 5% (/=24.84, P<0.01; K 3A) ; (+=9.22,P<001; K 3B).
#: Yt miR-93 inhibitor /& , 5 %F R 41 L5, H1299 40 fity

A kEto0 5 ) H1299
10 - NC 6 -8-NC
> -~ miR-93 mimics *31‘ g ~#- miR-93 inhibitor
Q 8r = Q
= .E 4k ok
= 6_ E
< =
8 &
ol— L L 1 0 L L L N
24 48 72 96 24 48 72 96
Time (t/h) Time (t/h)
C 5 D £
) @0 % '\0‘ ‘é 4
2 N o
o g * & <
S g ,,)\&\ Z 3
O O < 3 9 O
~ B <« \\-\& £, ok
) o
poa [ 2 . :
= PCNA Z 1
a B-actin &0
2 s ry
g 0o & & S
m ‘% . X
& oS
S Q:o,
& &

"P<0.01 vs NC group
A and B: The proliferation of H460 (A) and H1299 (B) cells was detected by MTT assay;
$ C and D: The expression of PCNA in H460 (C) and H1299 (D) cells was detected by WB
2 miR-93 % NSCLC 4RAE1&5E A 1R 200
Fig.2 Effect of miR-93 on the proliferation of NSCLC cells

A : i D e LR 25 mimies_ 200
) . *k
150 | —
H460 100 |-

Number of migration cells

W
(=} S
i

NC miR-93 mimics

B
. 200T
B
§ 150f
&
ko
H1299 g 100f
§ *k
2 50f -
g
E
0 L

NC  miR-93 inhibitor

“P<0.01 vs NC group
A and B: The migration of H460 (A) and H1299 (B) cells was detected by Transwell assay
3 miR-93 X} NSCLC ZBRfliT % 5E RSN (L5 R 2R &, x100)
Fig.3 Effect of miR-93 on the migration of NSCLC cells (crystal violet staining, x100)
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2.4 miR-93 $£19) 7 842 EphA4

181 TargetScan ¥ FE /347 K, EphA4 72 miR-93
fI9E: 7E 3L R, EphA4 F) 37 UTR _EA7-7F miR-93 {78
FELE G AT R (E4A) o R R i R DA S B 245 R
F Y, 1 FRIX miR-93 BE6% . 3 41 1] BF 4= B EphA4 R
& R 9 6 I M (129.34,P<0.01; K 4B) 5 1

EphA4 3' UTR 5'-GUUUACCUCAUCCAUGCACUUUA- 3'

miR-93 3'-GAUGGACGUGCUUGUCGUGAAAC- §'

0.5F

Expression of EphA4 mRNA

< .»
< @@@
qﬂ)
Q.’

8

EphA4 3 UTR F ) miR-93 &5 & 47 &1 % 48 5 , H 9%
ot & B E R AE #% miR-93 mimics 1] (/=0.074,
P>0.05; K 4B).

qPCR I WB S5 45 J K B, %% 4% miR-93 mimics
J& e 5 5 2 K I EphA4 mRNA K & 4 % & K F
(=4.01.4.51,3) P<0.05; &1 4C.D).

B
. 1.5p o NC
S B miR-93 mimics
3
=
2 1LOF
Z
k)
s Hk
2
o 0.5F
=
)
-4
') ' 1
Wt Mut
D X
= 08F
S 2
& 3
@] ‘1*9?) 5
& § s
e [ ]
S.

"P<0.05,""P<0.01 vs NC group
A: EphA4 was predicted to be a target of miR-93 by TargetScan database; B: The relationship between miR-93 and Eph4 was verified
by Dual-luciferase reporter gene assay; C and D: The expression of EphA4 was detected by qPCR (C) and WB (D)
El4 miR-93 5 EphA4 3’ UTR HJ§BE % &
Fig.4 The targeting relationship between miR-93 and EphA4 3 'UTR

2.5 miR-93 #2139 EphA4 Jf % & ERK i #4412 # H460
m 0 38 56 An it A5

WB K 45 5 CB 5A) B o~ , 5 X I8 4 B %,
It 225 miR-93 & 2 T il H460 41 ffd o EphA4 & (A%
15K (129.23, P<0.01) , H _F 1 ERK [ B2 14 7K ~F
(=20.84, P<0.01) . miR-93 mimics ¢ & EphA4 i %
IE J5RL RS UL T HA60 41 il J5 , 5 % 4% miR-93 mimics
ZH Lb %%, 40 Bl HF EphA4 ik i (.=8.02, P<0.01),
ERK B R A0 K1 FEAIK (=27.46, P<0.01) 6

MTT #5345 B (B 5B) iR , i % 7& miR-93 1] B
I 3 5% HA60 20 i (1) 38 5E 5 ) (¢=6.61, P<0.01) , 1] [A]
i i % i miR-93 A1 EphA4 7] LA [5] 2 miR-93 £ H460
W R A ) (1=5.17,P<0.01) .

Transwell iT #5256 25 3L (B SCO R, 5 %) HE 2
L, 1 028 miR-93 1T B Wi i3F H460 41 i ()3T # fe
71 (=17.04, P<0.0D) , T [A] B} i % & miR-93
EphA4 J5 , miR-93 %} H460 41 ff 3T #% f& 11 42 2k 1k
FHIE 5% (1=26.06, P<0.01) o

ik g B E B, miR-93 J8 i #E [7] EphA4 K i 4%

ERK I % , M T 8 478 il 40 B s 3 B RS AS
3 W i

T AR 2 U 5T 5K B, miR-93 78 2 Ff G P i
o R RIA I HLAE MR R R SR b R A
YER . MA ZE0E 58 & B, miR-93 JE i #E [7] IFNAR1
e 3k B e 4l B (R 2B AN RS . LIS W 9TAIE 52, miR-93
I8 B2 ] PTEN 2 2 L0 i 40 M 3G 58 3L 7% AR 28
LYU 2095 58 & 1L, miR-93 38 i ¥ [7] TGFBR2 {2 i3 &
WK it 200 P 384 ] A28 A% S b B I Jofi % 4. Cepithelial-
mesenchymal transition, EMT) o AW 57 & B, i #&
H1299 48 1 Hh miR-93 ik 7K~ B i 75 T~ H460 4l ,
If Hod %% miR-93 W 2. {2 #F H460 4 i 3G 76 AL 4%
T P i miR-93 BH S F01 H1299 41 i 1 5 FiE 7% , &
B miR-93 7] 4% NSCLC 41 g [ty B 7E AT A2

EphA4 J& T i 2 IR W 52 44 5% )k 7 ¥ ephrin 52
B . EphAd MY S S5 WA K E , i HAEZ Mk
PR B AT R A . YAN 509 % 8L, EphA4 i
o A EMT #0119 40 Lo #% AR 28 . HUA 5507

are
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UESEZ , EphA4 3 8 4101 ) ERK 1) 55005 47 1) 28 €0 K08
4l 3L #% 12 22 F1 EMT. SAINTIGNY Z5UUHF 78 &
B, EphA4 3K 1 5 Jifi i % B8 % T 5 2 IEAH % 9F A
EphAd4 i@ it "~ 8 ERK P30 0 il it e 40 f AT A2 A1
2%, SRIM , miR-93 £ Jiti & ' 6E 75 1 #5 EphA4, DA K
EphA4 E miR-93 {igJi 11 H H ik 21 (1) F A FL i
AN R o AN 5 08 Ik B 3 K] P %X 44 TargetScan
7yifjh,EphA4 3’UTR & miR-93 7B 1E 45 & 7 45,

2R G R T 5 L DR 5256 IF S EphA4 /& miR-93 1)
AL A ; qPCR AT WB 5256 2 7 , i % 1& miR-93
B 32 F0 ] H460 21 /il EphA4 mRNA Rl (4 %% , 3k —
AUE W] EphA4 & miR-93 AERE A . BuAt, il i %
X EphA4 [A] 52 5256 45 B B 78 , miR-93 i i 48 ] |
W EphA4 £ NSCLC i & /1 & # 1 34 58 Al i #
1EH .

A B
& L&
&
Qﬂ’(& Qﬁ"i:} E NC 15
’ b - miR-93 mimics 5 -
& & & - 257 = miro3 mimics EphA4 & = N s
£ — —&- miR-93 mimics+EphA4
EphA4 jemms e s i =
_—— o 2 10f "
i o = S
p-ERK ] 2 s *
=8F
S T I : s
B-actin | em—— = T
m O 0 I 1 1 1
EphA4 p-ERK/ERK 24 48 72 96
Time (t/h)
C
NC iR-93 mimics miR-93 mimics+EphA4
o ) v . -l’ljl n]ll:lll'l..\ ' " (..b p 200 _
i : S .
AR T St
5 A e A 150
100

Number of migration cells

"P<0.01 vs NC group; “*P<0.01 vs miR-93 mimics group
A: The expression of EphA4, p-ERK and ERK was detected by WB; B: The proliferation of H460 cells was detected by MTT assay;
C: The migration of H460 cells was detected by Transwell assay
[%]5 miR-93/EphA4 43> F4Hi@id ERK & & %+ H460 £R AR 8 5E F1iT 78 RO R NG
Fig.5 Effects of miR-93/EphA4 axis on the proliferation and migration of H460 cells via ERK pathway

2 AT 70203 B, ERK 3 8% A S80S 6 fili e £ e
I TE TR R MR R R IEEEMAEA.
H W E NN, EphA4 i i #1#1] ERK AR 38075 401 1)
i i 4 0 PR3 E RS SR 28 . AW R ERER L, i Rk
EphA4 [7] & miR-93 % H460 41 fft ERK 25 [ 1) 3805 1F
A, iE B miR-93 i i #1 7] EphA4 #07% ERK 15 5 1@
P . 3 261k EphA4 1§ miR-93 ¥ (1) ERK i B 25 7 ,
WA AT BE N NSCLC ¥ 7E IR IT ik

2x _EFTiR , miR-93 5 NSCLC 4 Jitd f) 384 5 FiE 7
FEY) R . 1A miR-93 i@ it 4817 N i EphA4 i
7% ERK J8# B e 3 NSCLC 4 S8 A ALE RS o [RIH
miR-93 Fl EphA4 5 B i 4 NSCLC V& 7E 1) 12 W7 5 T
Ja bR &I AR IT P AE 7> TR A

[& % 3 #f]
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