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ABSTRACT Objective: To investigate the effect of endotoxin on tumor proliferation in the non-small cell lung cancer and the
underlying mechanisms. Methods: Different concentrations of Lipopolysaccharide (LPS) were intervented from 8 to 48 h. The effection
of LPS on the proliferation of A549 cells with MTT and cell counting were tested. The intervention effect of the combination of EGFR
neutralizing antibody or COX-2 inhibitors with LPS on the proliferation of A549 cells and PGE2 were tested. Results: LPS induced a
time- and dose-dependent increase in proliferation of A549 cells as quantified by MTS activity and cell counting. Large amounts of
COX-2-derived prostaglandin (PG) E2 were secreted from LPS-stimulated A549 cells. Pharmacological interventions revealed that
inhibition of COX-2 and EGFR activity in A549 cells severely attenuated both PGE2 release and proliferation in response to LPS.
Conclusion: LPS induces proliferation of NSCLC cells in vitro inhuman NSCLC specimen via EGFR- or COX-2-signaling. Pulmonary
infection may thus directly induce tumor progression in NSCLC.
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MerckSerono, Germany), COXinhibitors
biochem, LaJolla,CA,USA).
1.2 HHAEIE5E B8 S48

K321 AS49 AR HT 0.25%JBeE 1 BEHI AL 5= B 97 4
FH 10%IMDM 5¢ 4x 55 % SEBC SR AR B . AT AR T4
J L FR I 5% 1004 / FLA R BE 4D T 96 fLEE TR, ALIRTR
200 pL, K HE TR A CO, B F-AR 18 37°C 5%CO, 1R
PR BT 24 h, A58 MG RE A K5 K B TR IR 7, AR A
ARG 2R 48 AR CAEMRAR S R T AN [R] I ] (26— B B S o s
FRifTH) 8 h,24 h 48 h 5 "W B LI IR 24 h), B3R AR
Jo AT, & 1% 864 17 RPMI B3 FLAkEL b & 8 /)
i}, CasyModel TT(InnovatisAG,Reutlingen,Germany) - 3717 21 fifd
8, ZJ5 A 5 mg/mL () MTT20 pL, T 37°C & 4h J5 &
22000 rpm, 10 min), /NCIZE B, INA 150 pLDMSO, 4z %
3 min~ 5 min, FEEARAL AT 490nm MG REAE A, LI A 3
R o AN TR B2 34 LI BREE O BE (BN HEE(E 100%,
AR AT 5% B A EE A AR X HE
1.3 ELISA #&MBT%IEZ= B2

Xf Trix SESCHG b, AS49 AR IR 5% 10% > / L B9 R
T T 24 FLIEFRAR D AR 500 WL, 908 FaRSLE6 404

(1:500, NS-398, Cal-

220
210
200
190
180
170
160
150

140 LPS 10 pg/ml, p<0.001
130 LPS 1 pgiml, p<0.001
1?3 LPS 0.1 pgimi, p=0.016
100 1 control

90 -

cell counts [% of basal]

A

o —
@
-
o
N
-
[
N
-
o
&
©@

)]
1 REKE LPS {E AR E B iE 3t A549 4RBaiT S pEsn( SxtE8E
Lk, n=6)

Fig.l Time-and dose-dependent induction of A549 cell counting by LPS
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Fig.3 The effects of anti-EGFR and COX-2 inhibitor on induction of A549
proliferation by LPS
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Fig.2 Time-and dose-dependent induction of A549 proliferation by LPS

wg/mlLPS FizH (P<0.01, [ 3), 10 pg/mILPS {EfH 24 h J5,
PGE2 /K20 473ng/ml, I 2 & T X FRZH Y 122% (P<0.01, 5]
4); ik EGFR Al COX-2 ##l5]+Hi)5 , PGE2 /K V-4l T
[ % 151ng/ml 1 139ng/ml, 7 F KT 54l 10 pg/mILPS + 7
ZH(P<0.01,[& 4).

700

————p<0.001 ———
co0]  —P<0.001——p<0.001—

PGE; [pg/ml]

LPS LPS LPS
anti-EGFl  NS398

control

4 4] EGFR 71 COX-2 X LPS B A549 48 PGE2 RIS n=6)
Fig.4 The effects of anti-EGFR and COX-2 inhibitor on induction of
PGE2 by LPS
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