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Ay Pa kb EPS8 RiLx T
TN $A 4L 7 8 = 1 B 22 M

AL AR L INEME 2 EUT S AR
(L NERXR; MEER X% AR, & M 510010;2.) RZ5R A%, 4% M 510006;
SHEARMEKESEWEE K,k T2 710000)

HE.BH REME @I R R A K BT 2 ARE R4 8(EPS8)AA T bR 44k 7 A B e mm . T7
B MRS J k% EPS8 UG SRl it R at R bR B R A HE R B (QRT-PCR)#4& M EPS8 £ & 4t % 69T
Bk F, KA Caspase—3/7 a8 S 3o ,5 p mol 44 3Tk B8k 2m JAf 2a it 2 (LCLs) = AS49 Fiti 5 2m AL 4
T8 #vm ., Alamar Blue 48 it & K 496 52 39 £ 8 0.01 wmol/L bAb & & A E 4 EPSS 474 7| 3£ A B Bk A R F
KB R 48, Alamar Blue e i & K374 £ it L@ ka2 £ Krh oo %rm, R SR arkik,
LCLs &t % EPS8 #9303k 5 BUR4A T TRB 4o L5 7& 258 T.9%, A = F % 87%., 5 AaR, 48T I0-5 B &
MG ERE TR 20.6%, KAPEE AL LCLs a0/ & PAE % 54K EPS8 ¢ Rk ik, FF G xrmBarbi kB min &
LCLs & 4a TR et AL A £AK Caspase—3/7 &k, A= R GAK, /£ 5 3E ) il & (NSCLC ) tm feL & F , oAb 5
% A FIHAE45 55 EPS8 £ A TH. 5 LCLs fmft 2 Wik, KAV B & A 69 T AL 45 4% 4 4 NSCLC @i A i
4m i, HTBO sl 44 69 k38 e ( P<0.05),4/2 NSCLC ¥ 472 EGFR % %69 H1975 48 it x4 IR 48 49 AL P 51 & o
N FHE(P>0.05), £t @idHBEHEE(RNA) TR A LArEE A ¥ EPS8 &k ipHl G , M 75 0 fo st
R AR BRI &, Mo B e i LCLs st A b 2 sk LT e, AF EPS8 4T ALhl w9 it — S AR A # R A R
PP 8 IT W e

S WA RAY B E AR R OB I e 3F ) de B

hESZES: R730.53 XERFRIRAD: A

Effects of EPS8 expression decreased on cisplatin
sensitivity in lung cancer cell
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Abstract: Objective To evaluate the role of epidermal growth factor receptor pathway substrate 8 (EPS8) in
cellular susceptibility to cisplatin in tumor cells and normal cells. Methods EPS8 RNA interference was used
to determine EPS8 silencing efficiency in each cell line by qRT-PCR. Caspase-3/7 was used to detect the
apoptosis of lymphoblastoid cell lines (LCLs) and A549 lung cancer cell when treated with 5 wmol/L cisplatin
after EPS8 was silenced. In the Alamar Blue cell growth inhibition assay, 0.01 wmol/L mycophenolate as an
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EPS8 inhibitor was used alone or in combination with different concentrations of cisplatin to detected its effect
on the growth inhibition of cancer and non-cancer cell lines. Results Compared with the control group, the
survival rate of EPS8 in LCLs cell line was increased by 7.9% and the apoptosis rate decreased by 8.7%. In
contrast, cisplatin intervention resulted in a 20.6% reduction in lung cancer cell survival. The expression of
EPS8 was decreased in LCLs cell line, and the Caspase-3/7 activity was lower in the non-cancer cell line
LCLs treated by cisplatin compared with the control group, and the apoptosis rate was decreased. In the five
kinds of non-small cell lung cancer
EPS8. Compared with the LCLs cell line, the sensitivity to cisplatin increased significantly in the four NSCLC
(P<0.05), but it had no statistically significant in the NSCLC, the
EGFR mutated H1975 cells (P> 0.05). Conclusions There are significantly increased of sensitivity to cisplatin

(NSCLC) cell lines, mithramycin also lead to decreased expression of

cells and the bladder cancer cell HTB9

in cancer cells when EPS8 inhibition through the RNA interference or mithramycin treated,while normal cells

decrease its sensitivity.
Keywords:

WEEALE B AT 25 rh B4R IR b 2]
TR B OP SR E SRS A IR T BCR
WY o SRTTELEE R AN A B ARAR i 245 1 ™ 5
Wi 2497 A Y R A, AT 25 S 8™ H BRI
FHRSAL A 3 HL] , SR BESZ 5 i/ 13 i, JC
LR R IR PR A M M A DGR R i Ak O, A A T
WO I R 1, I 555 R I BR ALY T 25 M s R E I
P ARE AR TS i, R AR TR

Xt 22 B0 0 bk B B 440 9 RE 41 i & (lymphoblas-
toid cell lines,LCLs), 244375 51 4 it A= K Bkl /2
SR o 2 PR SRR FEATAG I o SR 3K 2 — i i 4
LA T AR R TR AR S R A AU BT T, A0 SR S
il LA K32 45 20 B %) DNA 1852 S5 Ry Sz 110 26 2 Jlr
SR AN IR IEN,

— I 42 B PR 2H OCHK 43T (genome-wide  associa-
tion study, GWAS)E/~1,2 449 1~ R R £ 25 1
(single nucleotide polymorphisms,SNPs) #1629 />
SNPs 43~ 5 MB35 S (1% 4 RO 1 R 248 i B 4 A O
(P=0.000), 7E3tA4 1) SNPs 1, rs4343077 1 NIk E
S BEPRITENUE A S BAT SRR A 1% (P=0.000)
XA SNP 3 3 fe 2B K PR 52 1438 6 IS ) 8 (epi-
dermal growth factor receptor pathway substrate 8,
EPS8)AYN & T IX I8, WF5E &I, EPS8 = S5 /
LA S VA OC. X4 EPS8 VLG &
SR A LT AT 24 )T RS B O R PRI BT
Je h EPS8 it Rk ITAL I A ML Y A= KB A, 2
TR W], TR AT QN &5 B g S S AR I b
EPS8 [ #ih¥ R . K, 285 150 EPS8 #ikfE
AP R 300 o 50 e e A B X AT 24 0 ) SRR T
SN 5 AR TR

cisplatin; mithramycin; sensitivity; lymphoblastoid cells; non-small cell lung cancer

FH T+ EPS8 T Mg 4w i %o T sz 1oz i) B B
DL KHT N % BRI EPS8(rs4343077)Ht SNP )45 ]
A P 20 R A L R T A A OGO, R A i —
HHRTY EPS8 SIAARRISAE ) I . I, A SCRIH
DUER A B R (silencing ribonucleic acid, siRNA ) Fll
CL I EPS8 11 il 7] AR R A XTZ R LCLs
S S B e AR /N AR B R 4R (non-small cell
lung cancer,NSCLC)H EPS8 HEATHLERFIAM . K5
24 EPS8 FEAR AT, I L5200 L RS AR 240t XoF it
I S AR EE M A el

1 #MHERE

i IS

&F LCLs(GM6991 .GM7348,.GM10838.GM11994
J GM12239) . %Mz 4nMe HTB9 & A NSCLC 4 fity
NCI-H2126( 4 [ 35 [F ATCC 4% ) R AF1E & 15%
JG A L3 (AT A T B R AE R A BRAA R A
20 wmol/L- A& Wkl i RPMI 1640 1355 (roswell
park memorial institute 1640) (3 Hyclone /A ] );
A NSCLC 4iiifs % (A549 NCI H1437 .NCI-H1563 &
NCI-H1975) (g A [EFF2= e A ze ) , i A i
YREIREFRAE 37°C 5% 4 bk CO, 4HukEFR-AH .
1.2 #4¥Y

EAF G EE 2R A [ 32 Sigma 22 H] ), 5351
JH - F 337 A0 (dimethyl sulfoxide, DMSO ) 18 i £h
22 ik (phosphate buffered saline, PBS)#i B2 20.00
#10.06 . mol/L.
1.3 RNA Fift

DUBRSE I B FE SR AR Y EPS8 238 7K X5 it
VS I AN MR R AR T . SR TR BT A

11
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Bk BRULRT 1 KHE 5 FF LCLs 412 (GM6991
GM7348 .GM10838.GM11994 K GM12239) I A549
YRR T 24 FLA b, MHOLAESS 2 REGYRTK 2
30% ~ 50%fl & o W FRIE IR IR AL, ] PBS Tk
Y 2 YR A I TC T AR 2R T L = B RS R 5 (dul -
becco's modified eagle medium,DMEM) ( 3¢ [# Hy-
clone 2] )400 w I/ £L, 43514 50 w | FEililiE DMEM
FEFE LR FE 20 pmol SiRNA ()N 4 2k Wy Rl 4
HRR/AEDH 1 w1 Lipofectamine ™ 2000 i B4 (35
5] invitrogen 2 F] ), Z R E 5 min J5 R PR TR S 4k
i E 20 min IR RE G . BALINA 100 w1 %5
RAWGET 37°C 5%CO, M85 N5 5% 24 148 h,
SR 5 >R FH SE I 28 e e 1 5 A Wl 4 /2 i (quantitative
real-time polymerase chain reaction,qRT-PCR) £l
EPS8 FE I UTER I -

1.4 QRT-PCR 323§

YA TA% %5 Y EPS8 SIRNA 24 F1 48 h J5 , %
RNAiso Plus Total RNA $2HUA7& (H 7 TaKaRa
PR A $EHUMAE RNA, F Prime Script™ RT with
gDNA Eraser i & ( H 4 TaKaRa k=X &4t #4515
{2 %2 (messenger ribonucleic acid, mRNA )i
B 3 N AN SEAZ A A% R (complementary  deoxyri-
bonucleic acid,cDNA), FfiJE%s HZ0k i 4 25 ¥ 50
ng/wl, N Applied Biosystems Step One Plus re-
al-time PCR {¥{#% (3Z[E Thermo Scientific 23 7] )X}
EPS8 ) mRNA ik AT AH X e 1 53T o
1.5 Alamar Blue #5426

K Alamar Blue 4 i A= 4 00 i) 512 56 4G i 40
ADEEE R A XTI PERSEI . 7E EPS8 SiRNA 5L
$rp,5 wmol/L R 3 51l Ak FRAZ e YL (1) LCLs 2t ifd
% (GM6991 ,GM7348 .GM10838 .GM11994 & GM12
239) K A549 4iljitd 24 h, SRJ5 N A Alamar Blue % &
24 h J5 , 5% Multiskan MK3 kR (32 E Thermo
Fisher Scientific 23] )£ 570 nm I KK 40 M A7
R, O AMEEHEER A X EPSS TLERAI AN R MR
Wi, 20 22 (GM6991 .GM7348 .GM10838.GM11994
A549 H1437 H1563 .H1975 K& H2126 )it )5 , 5.1
JephEE R A0 K2 001 w mol/L) FIEAFHI4A (0.0.1.0,
2.5.5.0.10.0.20.0.25.0 &% 50.0 wmol/L) L\ K ZFfA
[ 34 E BTAAEE A 0.01 wmol/L JEphEE R A -7 T
Tl ARG EE IS M AR R AL BESS AR
T 6 h, JAEAFL 10%HAY Alamar Blue 3 & &
24 h, 5 Je FEEARMYAE 570 nm PR ASFEF TAG I , 4 Fif

AbEERS R 3 AN E AL, HALs 2/ E A 3 IR LI
TREESR AT SR
1.6 ZHBRAT- KR

K H Caspase-3/7 4t it i T ka5 & (3EE
Promega A EDRIMITEARDEHIEEZR A 175 S 4008 T
1500 7€ EPS8 SiRNA SE5GHh Ay 5 st o i
A5 wmol/L AR 5 h, FE7E 24 h 5 R 40
1Y) Caspase-3/7 i, MKHDEHIEER A 15 4
EPS8 R BRIk , 4B AR 5 A 0.01 w mol/L /Y
JREEE A, FEITA S wmol/L AL 24 h, $R
Ja K40 fifL Caspase-3/7 i PEFf S5t MR4H (L2 +
WOMATHTE . LI ZE/DEE 3 I IH AR ES SRryn]
SEME
1.7 GitFERZE

BHESMT R SPSS 17.0 #4745 140 4T, T
REAIEL + bRife 22 (x £ 8)FoR AR FLAE ¢ K6
P<0.05 hZERAGIHE L.

2 HR

2.1 RNAFIAINITTER EPS8

5 it LCLs 41 fits 22 F11 A549 JiiliJi 41 il Jil T EPS8
UUER BB o 43 3 Y M XS BRI EPS8 SiRNA. 5
FFIE X 2 LA, 6 P4 i 3 EPS8 21 T Lk
Jiif LCLs 40fig &0 EPS8 7 24 #il 48 h /rHITTER =
(19.01 + 4.32)%F1 (40.61 +7.29)%. A549 4fJfi
EPS8 siRNA 11 18R 24 % 5 ] M XF B L 4%, EPS8
MRNA 43+ HIVTER ZE 7.4%F1 10.5%. UL 1A,

2.2 EPSS8 WiTBkiE AN A549 X IF5A SR %

EPS8 # IR Z 5 , 28 #5381 A A7 A
Caspase-3/7 1 A T 4 i Xof A R A ek 2%
EPS8 114435 15 MR35 T 1) 4 i 2 i A e b B
FE 5w mol/L EAT TR, B e B A A7 SR 5 TG
IEPS8 #ik/K A K (P=0.047), 45T Firt,
EPS8 UL BRBEHS LCLs 41l R A7 16 R
7.9%(P=0.019), AT F- AL 8.7%(P=0.004),
P45 R F W RK A EPS8 635 L) S5 LCLs 41
FL X A P SRR A . PRIE, LCLs 4t &2 ) EPSS
(I FRIB R BB PUDE B % . 5 A /2, EPS8 7
AB49 I 2R T PRI XA 5 g ) AU, 40 i
TEIE RPN 20.69%( P=0.000). UL 1B.

2.3 FMHEZE AFEK EPS8 7EEZMAEF1 LCLs 4A
R FRRIE
0.01 w mol/L YerhEEz A TN % 6 fil 24h )5
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X} EPS8 mRNA kK- R A T
TR, 55 ) B2 b, A 4 F LCLs 4 fifg EPS8
MRNA [ 33576 6 F1 24 h 4> B FE & (74.42 +
3.46)%F11(29.82 + 3.71)%, A LL T B 259 T i Y
X HAZH L5 Fh NSCLC 21 At Ffis e fi i p 7E e i 8 %
A T 6 Fi1 24 h I5f EPS8 mRNA 2540 IR =
(95.72 + 3.42)%F1(59.91 + 14.73)% , iZ K& I 45 JAiF
520.01 wmol/L JErhaEE 2R A T 0] LA | A filidé F s
O 95 4 B L) K AR SBE B9 LCLs 40 g EPS8 mRNA %
KRG, LA 2,
24 NH#HEZE AFEK LCLs 4R ZE X IRSARI BRI
Bifi 5 KGN G4 B 2 A X LCLs 41 it 2 P IR
S Caspase-3/7 WALIFZNR o 24 B FRITVET T, 4 Ff
LCLs #fififs % i) Caspase-3/7 15~ (5.94 +0.91), #H
FeZ F AR TG0 ES 25 A Caspase-3/7 1 PR/
#(3.38 +0.52),4 Fil LCLs 4iififd & " #.FH 0.01 wmol/L

100

6991 7348 10838 11994 12239

N 90 1
;J 80 T
® 70 1
:;‘E 60

40 1
Ewq i f
o o i 1 i
L 20 | +
= 10 D

0 2448 2448 24 48 24 48 2448 2448

KEE YL Rt th
A

e EE R A Caspase-3/7 BYIGTER(3.41+0.44),
SRICHEER A FIEAYREA S AIE T, (504
BAFH 8, W #7156 1] Caspase-3/7 1 PEMIRZ (42.72 +
6.82%, P=0.000), #EREMHEEER A EAIIIET 1A
R YER . WLEL 3.
2.5 HHEZE A 3R LR XT IR H A0 B

B VEH 5 AR A2 2 A H) NSCLC 41 i &
PETIFSE . BRI EE 28 A SHZR AN IS A —
AR DA 59.79%3 92.9% A5 A EE R A T
isF, Bt 25 IV o B85 7 228 VT K6 A, A& 3 5 Ff NSCLC 4
MU 4 FFETERBRADEM R R A TRE(P<0.05),
H1975 4iifA77E EGFR 2878, Ik S BB MEA
Ak ZEH RN B AN FE A XM
YA R BOEM AR R A R R A HTBY
XoF MU P U [ R 5 ( P<0.05) o UL FIED 4

14 T=£

10 1 s ; t
< 6 1
Zﬁﬂ 2 4
B
S 727
fayeect
BS 61 T
5% -10 ;
= B P
25 18 == REaLE L)
- =22 = Caspase /51

-26

6991 7348 10838 11994 12239 AS549
B

A R[E 20 AERR B ARG Yy 24 1 48 h,EPS8 mRNA HFEIA 3 + SBAMEST I LLAE , P<0.05;B: 5 p mol/L JIF41 T Hil it i) 777 2 F1 Caspase-3/7 {ifi

,T 5 A549 4B HL#K, P <0.05

1 5umol/L IfsAFFxt EPSS i Bk /g = AaFnIE 40 A 15iE 2 & Caspase-3/7 i& RIS

6991 7348 10838 11994

100 A
90 A
80 1
70 A
60 1
50 1

20 1
10 1

EPS8 mRNA AHXT ik /%

é 24 6'3 24 é 24
0.01 p. mol/L Y&z R+ Jira] /h

T
6 24

A

A549 H1437 H1563 H1975 H2126 HTB9
100 -
& 901 s
) 80 1 "
K701 + i)
4
= 60
= 501
Z 40
E 30 -
73 ]
£ 20
10 1
0_624 6 24 6 24 6 24 6 24 6 24
0.01 w mol/L Y648 2 T it ] /h
B

gRT-PCR &l 0.01 p mol/L 47525 A T 6 A1 24 h, A: LCLs 4} & (AR 235 5 B : R 41 EPS8 mRNA AUAHXS Fik . + 5l R T

1ii 6 h Lt4%, P<0.05

2 0.01pmol/L HEZE A XTEMAEF LDLs 4H R EPS8 mRNA B2

. 18 -



o515 5

iR 55 - ilifes 4RI Hh EPS8 3K BT EA b7 BIURR L ) S

Caspase—3/7 HIXFEE:
o L, N W A O O

3 5umol/L If$HELA 0.01 u mol/L #HEE A BF

FREZR [%

APIRA %

1525 1%

Lkl

6991 7348 10838 11994

AR = 5 W moliL
B3 T + G E A

+ 5 5 wmol/L A4 LA , P<0.05

LCLs 41 & & Caspase-3/7 iGE T

100 1 H1563
80 % F\*\;
60
40 f
204 = I
—— ST + MR A
0 L) L) L L L
0 10 20 30 40 50
BT /(. mol/L)
A
100 H2126
" ‘\l\‘\I—
—u
60 —x
40 f
04 ™ Jligze]
—a— I+ S E R A
0 L] T T ¥ T
0 10 20 30 40 50
R B /(. mol/L )
C
100 ] H1975
80 1
60 1
40 1
20 - —m— 4
—— I + EHMEE A
0 L) L] T ) T

0 10 20 30 40 50
AT B (o mol/L)
E

iR SHEEZEAWAERITER
NSCLC 4 Al R EURE R 220

?ﬂ?ﬂ%‘é KRAS TP53 EGFR STKIl o%ﬁ%ﬁﬁm
A549 mt + ¥ + 59.7
H1437 + mt + . 65.0
H1563 + + ¥ + 78.9
H1975 + momt + 92.9
H2126 + mt ¥ mt 81.2

H : KRAS 2 R AR TR 3L R TP53 i g il 5 14 ; EGFR
Sy e AR A2 1 STKAL S g 4kl L 18T, 432 A M AS [l 1y 28
A [ 1T 5 [ B RO 0 20 M K R ]

100 4 A549
80
s I
e 60
o
@2 40 1
o0d —= I §
—a— I + AR E A
0 T T T T
0 5 10 15 20
R /(o mol/L )
B
100 4 H1437
80 -
2 Fis g
Eil_ 60 1 & -
&40 t
e —=— 4
200 e U+ R A
0 L] T L) Ll
0 5 10 15 20
MR /(o mol/L )
D
100 4 HTB9
8 80
M 60 ]
e
& 40
o0 4 —= Jikh F
. —a— JIAT + SRR A
0 5 10 15 20
I /(. mol/L)
F

PRI, = M H TR R B 0.01 w mol/L SE#HEE % A, P <0.05
4 HWMBEE AGFENBRZM, AEIREIFRSAXT NSCLC 40 ZFNERE MR HTBO 178 RAI 220
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TEABISE 25 VAl EPSS VB AE (4 15
TFEAZS MBS 1A YT - EPS8 HEFE e 5T LART Y
Il K GWAS 25 5%, i 1] 22 i 240 Jfd ¢ 0 4 47 46 &
Caspase-3/7 1 14 7K 1A G & A 175 5 1) 240 i 2 14 A
AT . SNP(EPS8 N & 1) ,rs4343077 5
BT B AN M BRI A IR T G . A X ER
EPS8 (1) 5 Ft LCLs 4fi Jif 32 147 4 i A A 0 ] 52 56 A
Caspase-3/7 i fb 525, 254 A WY EPS8 Fih T FE
i, LCLs 20 At 2 X AT () Ak 7 flskbE TR, 281
SERIERT AR & B0, Sl X EPS8 FLHUTER KB,
i 200 L. ASA9 X IGAEHY ) A e i S48 i

SRR RIS R e 25 At %) i 40 e 2R
g AR LA & LCLs 48 &% . 7€ LCLs il & ik
EPSS, Fifi J5 Al L #i 8 2 A A7 T 1, 5% 2
L, R 25 A RIUITUEIOE FH 5 S5O0 R T3 e
o HARUNA R R SL 0 & B R A TR,
LCLs £ A 22 XM ) Sl g 25 /04 B 36 (AR
SR, TR A0 R RN AR R B IS,
NSCLC 4 il &t 7£7E EGFR 2745 (1) H1975 4il s &)
RSN, Bz, iE) siRNA B30 Fi e &
A SR SN EPSS UTER, X eI
I e X ML SRR (R YT SR s

EPS8 J& 7 /i 7 4 A o & #5014k A FH 1 fie
AR, HO® EGFR MY, @it Rac 25
EGFR {55l % M, SOS1 VA& ABIL S i M NG 1R
VRO YU ST RS A Rac 306 10 0 B4 R 4), EL B
K BAE UP S R E M, EPS8 11k
K TRIREAE S RS 3500 fB S I Bl #6452, EPS8
[ E SN R RN S e s BRI N AN
(AT e RA A3 0 R B

JERRE R A JEASE — PR IR T e i A
%, EPS8 MG 7EMI . EH EI,OLMER A
AT LAY N2 M b e 9 A B 2 R L 12 4
M Z H EPS8 () mRNA FIEE /Ko b4, il e
R A THGHER EPS8 35 Nk, SEUM & 40k
KALER G ) RIRFEL™, 723 E A 1970 4EE, Ot
PR ABRC Y L, TR R U
TR T3 A O 198 B 728 e R 5 IALE A I R TR 9T o
SRIM, 24 i T ™ 5 1 RIVE R A2 3R 7
SRR D E R A 2R R RIR . BETE
2R R ARITI, &R B R R S

B, SECEC KA LAY R A 2 B A R
O A BIVE ™8 (0 TR TR
BTt SEBEZXEMER A AN
AVA

FeHEEE A BENS HE L 0 EPSS BTG PER
5% K7 SRC il il EPS8 [R5, ik fig 50 T
4 A% W A% 2 (deoxyribonucleic acid, DNA)/NE N &
£ GC BRI F 5 it DNA X shH B4 T, AT BEL 1E %%
SR TR 1 1(specificity protein 1,Spl) 5%
P S R (4 3 Bl P25 21, SR, Spl 45 A i 5
TR IR IR LS A A=A, LS 3+
p21cipliwafl, PRIk, SEAEEEE A ATREASZEN%T Spl iy
FESEPERD IR, 2 Spl A A BRI A S A
R 1%

N SCHRARAE , Eph B E A BEIEFEAIK c-myc .c-
myb .c-src.c-met £l FOXM1 k19, 2 & FOXO3A
(IR, Ja 3 —FP AT DNA 51475 07 25 1) 5% 53
T, X s e RO IZ S 5 6 i R 3 AVE R A
FROTE B T AR GO, 540, EPSS tL ] ) |3 FOXM1,
JEH OIS S Spl 454, BRI R A K
Ji& v & A S B B — B R 19 B Spl Al FOXML
i i S SR E c-myc AP EIVE FH

WAk, 5T % B EPS8 B IK T 24 Src.
She F1Z:55 4 i B B 2 B AH O 14 240 JfL P9 465 2 R
fit (focal adhesion kinase, FAK) (HLFk} PTK2) 432
KK, EPS8 [Rl AL AT g i PISK/AKT/mTOR 15
238 % 5%, Ras-Raf-MEK-ERK 3 % 7 5 FOXO3A.,
HABEFE AT 251 % B, S D& R A U7
TP, GETT 24 240 i K R FOXO3A Y Bl A2 i i3
PRISRHHCR , 238 1 FEAIC AKT 553 1 FOXO03A
(NG PR, SRR S A 40 T2, PRk, AR ]
fEJE EPS8 SRk K FREARE I AKT B/, kM5 | &
FOXO3A T % Ak, 1175 35 b S8 A ML T, T A 2 Ak 2
HABH .

ARSI &I, NSCLC 41 il & v A A7 4E EGFR
SR ) H1975 AR G R A T T 4 5E T
R RGN H1975 flifsdn i re 21 S48 1 L AFfE
1/~ 52 24 1R BIA 24 R 1Y) A5 548 (LB58R ) LA K¢ 1 Fil
TIRZREAE TT90M, 80748 IE 7 1) EGFR {4 . EGFR i
SR 38 Bl TR K4 N EGFR 28748 Y i 41 i
XTEAFR A BURRE R, KT, X SR EGFR B AR
RIS EEAE TOR . BRI, e A 2 A T gt
T HIAE I A A BB RS S R rh R
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YEFIY) EPS8 FILEL T AL [H], i i fe if EGFR %/
HEU i 20 M IR B R o R A TR B e
A AT LU AR E 0 i S R BN & = AR A Y
RIVEFH , AT Ak 7 245 X6F iolag 44 i 7= A B e 80 A %
BifER

ZELRTI, EFH MR A KA EPS8 2 5 4l
PRGBS A e o MR ANHE R 28 il FH () b
FE A REAFIE S NEEIR Y EPSS MEIMLE, i
SYCHCAE i Ig 40 RN 1 20 B =2 18 7= A AN R VR
S5 e A BRI B 2R A RERE K EPSS 1Y
FE5 080 LCLs UM AR T, i HAS b 4npa A L,
AR E A TS 2N EPS8 Fe3k T Moxt 1 41 ity
LCLs #EM /N, #E—HIES EPSS 7RIV T (1040
b B R ) A L RD A B RS e A 3k Ay
TELESE I T

& £ X #:
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A7 X0 W) SRR T RUFN 22 A PE 1Y Meta 23 BT (3], I R E- ek A S
FAMRHLE, 2016, 30(4): 282-287.

(2] FELE, BRI, R, S5, o7 BE-E IUEH IR s AR TR YT TP
B B AT BRI, [ RS2, 2015, 36(11): 1746-1749.

[B] & FUH, BR, MBI, 4. 278 SR 5 A2 B A I R 25 i
ST IRTT IO B SUR ST R R[], IR B B2 2 0t g, 2016,
16(10): 1934-1936.

[4] WU YL, LU S, CHENG Y, et al. Efficacy and safety of peme-
trexed/cisplatin versus gemcitabine/cisplatin as first-line treatment
in Chinese patients with advanced nonsquamous non-small cell
lung cancer[J]. Lung Cancer, 2014, 85(3): 401-407.

[5] miflht, 28 ML, FRID, 45, 2 BIBEAZIS BT s 25 Wy i 24 P 55 25
R[] BB T R4 (A SRAREAR), 2013, 38(6): 78-83.

[6] Z=MR L, e, sRBH, 2. B/ e 225 S A i ERCCL £
B IR 2351 5 WAL T 7 AL A SCHE 9], vh AR R B TR 2%,
2010, 17(3): 169-172.

[71 WEN Y, GORSIC L K, WHEELER H E, et al. Chemotherapeu-
tic-induced apoptosis: a phenotype for pharmacogenomics studies[J].
Pharmacogenetics & Genomics, 2011, 21(8): 476-488.

[8] PAN CH, CHANG Y F, LEE M S, et al. Vorinostat enhances
the cisplatin-mediated anticancer effects in small cell lung can-
cer cells[J]. BMC Cancer, 2016, 16(1): 857.

(9] 7k, /B, FERAE, 45, Eps8 Mk MRty sl . HAEFIBUG Y
AHSCHIF ST HE R[], Ff S50 R 2 4%, 2013, 21(2): 493-497.

[10] LIU P S, JONG TH, MAA MC, et al. The interplay between
Eps8 and IRSp53 contributes to Src-mediated transformation[J].
Oncogene, 2010, 29(27): 3977-3989.

[11] Fvk, RIGESE, 2 heHe, %5 EPS8 £ 1) 55 M s P 9 38 4%
M), PEHSIEE 2, 2014, 26(3): 276-279.

[12] ARAFE, FINE, A, 45, A0 SUE 5 S KR i ER ).
PR AR (2R RR ), 2016, 37(4): 568-574.

[13] YANG TP, CHIOU HL, MAA MC, et al. Mithramycin inhibits

human epithelial carcinoma cell proliferation and migration in-

volving downregulation of Eps8 expression[J]. Chemico-biological

Interactions, 2010, 183(1): 181-186.

ZEPRK, AR, Sk, 45 LR A IHAINIRE A540/DDP

YA MRPL S [K 3R] o E 4 AR AE 2244k, 2014, 36(3): 326-

330.

HOU C, WEIDENBACH S, CANO K E, et al. Structures of

mithramycin analogues bound to DNA and implications for tar-

(14]

(15]

geting transcription factor FLI1[J]. Nucleic Acids Research, 2016,
44(18): 8990-9004.

[16] STABILE L P, HE G, LUl VW, et al. C-Src activation medi-
ates erlotinib resistance in head and neck cancer by stimulating
c-Met[J]. Clinical Cancer Research, 2013, 19(2): 380-392.

[17] SHIOTA M, YOKOMIZO A, KASHIWAGI E, et al. Foxo3a ex-

pression and acetylation regulate cancer cell growth and sensi-

tivity to cisplatin[J]. Cancer Science, 2010, 101(5): 1177-1185.

ABDEL-RAHMAN W M, RUOSAARI S, KNUUTILA S, et al.

Differential roles of EPS8 in carcinogenesis: loss of protein ex-

18]

pression in a subset of colorectal carcinoma and adenoma [J].
World Journal of Gastroenterology, 2012, 18(29): 3896-3903.

[19] HSE AL, FHHMI. FoxO3a % s K F7E Iiihyr v A VERI[D). e
25k 2014, 20(5): 409-412.

[20] GAUGHAN E M, COSTA D B. Genotype-driven therapies for
non-small cell lung cancer: focus on EGFR,KRAS and ALK
gene abnormalities [J]. Rapeutic Advances in Medical Oncology,
2011, 3(3): 113-125.

[21] Wiz, EGFR il 57 % Filvyed i) 400 i Ry 8 S Ve P I 9 e ).
e g I R, 2045, 42(11): 580-584.

- 21 -



