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Abstract : Objective
(NSCLC). Methods

was assessed by MTT assay, Transwell assay and Western blot, respectively. PC-9psb388 stable over expressing human recombi-

To evaluate the effect and mechanism of 11.-6 induced Gefitinib resistance in non small cell lung cancer

The sensitivity of cells to Gefitinib, the invasion ability of cells and the expression of phosphorylated p-mTOR

nant 1L-6 ChrIL.-6) cell line was established by transfecting PC-9 cells with a lentivirus psb388 expressing I1.-6 and stable transfecta-
nts over-expressing 1L.-6 in human lung cancer cell line PC-9. The sensitivity of cells to Gefitinib, the invasion ability.expression of
p-mTOR were then detected. PC-9/PC-9psb388 xenografts were established and the expression of p-mTOR and IL.-6 in tumor sec-
tions were then detected. Results The sensitivity of PC-9 cells to Gefitinib was reduced by I1.-6, the invasion ability of PC-9 cells
and the expression of p-mTOR was significantly increased with 11.-6 treatment. The sensitivity of PC-9 cells to Gefitinib was promi-
nent higher in PC-9psb388 cells, while the invasion ability of PC-9psb388 cells and the expression of p-mTOR was higher than PC-
9 cells. The sensitivity to Gefitinib was improved and expression of p-mTOR reduced in rapamycin-treated PC-9psb388 cells and I1.-
6 stimulated PC-9 cells. Tumor volume of PC-9psb388 xenografts was significantly higher than that of PC-9 cells. The expression of
p-mTOR and IL.-6 in tumor sections of PC-9psb388 group were higher than that of PC-9 group. Conclusion 1L.-6 could elevate the
expression of p-mTOR to induce Gefitinib resistance in non small cell lung cancer(NSCLC).
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1.1 MR 5RO g 48 Ml Bk PC-9, HCC827, H1650,
H1975 ,H460,A549 g [ 35 ¥ [E 5 48 fifl 72 (ATCC) , Gelitinib,
MTT.EMEZ M H Sigma /A, RPMI-1640 ¥ 3: 30 [ Hy-
clone 23] G4 LG W A Gibeo 22w, 1L-6 ELISA X% &4 &
USCN 72 ], Anti-mTOR ( phospho) (Ser2248) ., Anti-mTOR
Anti-IL-6 \ I i 1eG Pi iR B 3£ H Abcam 2 A , B-actin
W A% E CST A r L AR &l A #H = KA A6 FiR
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1.2 ik

L2.1 4iflEsR AW 40tk PC-9 B3 F & 10% 4
i .100 pg/mL ¥ 5% F 19 RPMI-1640 K555 5, B4 5 R 5
TL-6 fili Jlf 9 200 i bk PC-9psb388 K5 3% F % 1026 Jif 4 ML . 100
pg/mL H FEHER UK LA E R RPMI1640 85374,
THEMEEFRT 37 CL0%REE 5% CO, MBFFRM

1.2.2 MTT 25y a0 i 2 vk WosR b T X0 $o 4 < 4
Ml HefE L 1 X 10" AN #E Al 96 FLAR . 5 9% 24 h J5 5% 1T
W AT AL A S A R BE Y Gelitinib 5 38 £ 150 pl,
TEXEFRAA T Ak 2L B 9% 48 h 5, LI A MTT (5 mg/mlL) 20
pL,37 CHiE 4 hy i A ZH A (DMSO) 150 pL $& % 15 min,
JHCAN A R T A ARG W0 W O B, 4% R DA 4 X0 55 4 i
B A B A AR S i 40 ) 2 = [ Ook B4 WO B — 25 b 31
ZH S B AED /% IR MR SE BE A 1< 100 %0, SEm d A 3 1K,
1.2.3 ELISA K 1L-6 Ay ik B F 3¢ $loA: K 10 0 il 95
2 0, FE A A6 S A RPMI-1640 55 55 L35 8 AL 32X 10° mL ' 4
LB, F AL 100 pl 43 ] #e F TS fLAR L B 5% 48 i
T I TE Ky I B Ak 8215 97 12 h J5 W e 4% FL AL 35 95 K . 1 000 r/
min B0 10 min 5B W . —20 CLRAE. 4] ELISA il
A LI AL AN M AR TL-6 23K K AR B ™ 4% A 4l ELISA i
) G B B 2R #AT .
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min, B E B 5 X Z b LB BR 4 (SDS) % ke b A% 5% vh ik
100 CZEWHASYE 5 min, Ff 52 10 %6 SDS-3 7 4 8 ik
BRIk (PAGE) 4y B J5 &k TH BN B ER W & %
(PVDF) i |, 5 Yo i fg 4 95 % 3t 1 hoa CH®E —ht
[pmTOR(1 : 1 000), mTOR (1 : 1 000), pactin #i &
(1:1000)], TBST Peh, — P I E 1 h[ Goat Anti-Rabbit
(1:5000)], TBST ¥ . ECL %56 & 8 % & % . Bio-RAD
BEGREER,
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9psb388 L& WK 100 pl. HA MBI AE K FZ 50 mm?
W P RR B 1 mg/kg MR IR Gefitinib, IRk 25 1 4] 45 14
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2.1  Gefitinib fif 25 i 5 40 i Ak 1L-6 £ kK F 5 E & T Ge
fitinib fHUEAR  BEI 6 Fh Ak F 5 #0410 A% i g 40 M vk £ 7
MTT . ELISA J7 343 546 I 6 Pl i i 40 i Bk X Gefitinib f 2
BOFCUR B (TCs0 ) LA B 40 i 1 55 2 LV Wb TL-6 11 22 3K 1
. AH B IR X Gefitinib 8B 1) fili 5 20 i ¢k PC-9, HCC827
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2.2 AN IL-6 4bH PC-9 55 Gefitinib Tif 25 , 3 5 3 4 , p-
mTOR ik, PC-9 ZSMEM 10 ng/mL ¥ B[ 1L-6 4k 5
48 hJgiE ik MTT. K JE 25 . Western blot 45 J7 32 4 I & BH .
2 11-6 4b B 5 PC-9 400 %F Gefitinib (1) 8RRk FAR 1 3T 8 fig
J1U B prmTOR 2 H R EH &L WWE 2,
2.3 M E F S IL-6 S PC-9 Gefitinib iiif 25 , T & 14 33
PC-9psb388 4 il & Kf 125 2% 15 11-6 1918 95 75 2k fA pSB388-L.
V. e A PC-9 4 i 5 8 o BERS B R R L T A% . ELISA 5055
IESE PC-9psb388 Ak PC-9 40 iy 1L-6 Fik /KB ETH .
HOW % 4 K W 9 PC-9psb388 4R i, i 4 MTT . & Ji 52 %
Western blot 28 )7 P46l % B : PC-9psb388 5 PC-9 41 jti 46 Lt
%t Gefitinib (UM B AIG M 5T 8 B8 F7 LA & pmTOR & H %
kL LA 3,
2.4 AR RFEAR 1L-6 5 5 10 )il I 95 40 i X Gefitinib i 25
PC-9 & 4MJEME 10 ng/mL ) 1L-6 X4 20 nmol/L FHIHEH &
AbFE 48 h 583k MTT., Western blot &5 75 $E 4 ) & ¢ . 1L-6 It
AR R A PC-9 404k 1L-6 Bph b B 4], pmTOR &
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PEGETT .20 70% EGFR % 4 B2 B 41 8 F X 3ok 28 725 1) il

S B % EGFR-TKI 254 Gefitinib 1 Erlotinib &, {H ;&
ZRCEHER o A F R B AT T 2 . FOAT . AR M 24

B AL — 5 4 B 4R B 80 A A i 2 2 ML R 1. AR
W58 2 % 2 Al NSCLC 40 g bk 1L-6 235K 347 547 2 #
Xf Gefitinib gk (1 NSCLC 4 Jfd 4k (1 1L-6 235 7K 7 ] B AL
Fiit 25 19 NSCLC 40 g Bk, 24 ] IL-6 &b Hl Gefitinib f jak
NSCLC #i itk PC-9 48 h J5 ,PC-9 %t Gefitinib M %
FEAR. R, AR BT Ry TL-6 £ NSCLC 4 Gefitinib 345 1
it 24 v AR T EE AR

IL-6 fE— R ZINEEH . & 5 Mg 09 A K o 1 A OF
Be G e PR T A L bR A0 5 A i 9 A e R A0 O T DA &
Fof e 2 it 25 5 R T L AT O ST R L R IDT IR A O
L3 1L-6 7K B B FF 5, 1L-6 A9 3 3k K -7 — € 2 ¥ _E HUR
BRI, e &k R T I 1L-6 du iR B T AR
IR e 0 R AR e RAEF H UL R,
11-6 75 Wi Jeg 240 Ff T 245 J7 T o R #E  — 58 WO AE T, AR S 36 R B
1EXF Gefitinib i 25 (9 2 F0 il g 40 o 1IL-6 Feak B 5K . It
A IL-6 78 7L I Hh L %%EMTﬁEIWW@aWW$%
HL(CSOE X REDI, ﬁﬁ EMT 5 CSC # W% EG-
FR-TKI 259 iy ifif 2 % £ ﬁ*%hk%ﬁ@EGL@
19 PC-9 2 B bk A% 1 P4 U8 1 55 3R 3K TL-6 11 PC-9psb388 4 it
PR S PC-9 Al PC-9psb388 1 £H 4 il £ 471 a3 A% A4 I 52 11-6
AT LA SR /N 40 B Bl Gefitinib i 25 19 & A= | B £ p
mTOR HE A F X W & . pmTOR 155 8 7 e &2k ke
tR B R AR, 5 R 2 AR OG0 4 if 1 B L 2 R
B A A R AR 4 % p-mTOR (i85, I B 2 Mg
W FL AR I AR A p-mTOR {5538 19 8% R s 0
IANE BFFE 3% B, p-mTOR #4935 4k 7] B 3% 5% W EGFR-TKI 2}
Wy 0 SO P L 2 R R ) p-mTOR R H 9 % % EGFR-
TKI %} NSCLC 40 fitd i 2% 5 5 57 4% 55 . ] W p-mTOR 1
NSCLC % EGFR-TKI 345 ¥4 fif 25 i i & h & #E 45 2
YEM.

A SRS A TL-6 40 2 PC-9 4N Y | 44 2 p I M e 32 3% 1L-6
19 PC-9psh388 A5 U | ¢ 37 #t B 7% AH 98 4 2 O W 5% L6 X
NSCLC Gefitinib fiif 24 152 1 K% 0] G 9 HL K E 52 T 1L-6 i
51 NSCLC Gefitinib it 25 55 1L-6 % § p-mTOR & (1 i 1L %
PIML. EFRGEAE MG S5, bR 8 5% 4k
i 988 T 4 o AE 4 ) it — 2B R
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