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Abstract

¢ AIM: To investigate the effect of two selective cyclooxy-
genase-2 (COX-2) inhibitors (nimesulide and meloxicam)
on proliferation and apoptosis of human pterygium
fibroblasts (HPF) in culture and search for a new method
to prevent the recurrence after pterygium surgery.

e METHODS . HPF was incubated with 0-200u mol/L nime-
sulide and meloxicam for 24-96 hours. The MTT method
was used to assay the biologic activities of the two drugs
in different time and different doses. The expression of
proliferating cell nuclear antigen (PCNA) in each group
was detected by immunohistochemistry method. The cell
cycle distribution was measured by flow cytometic
analysis.

e RESULTS: Administration of 50umol/L nimesulide or
100u mol/L meloxicam for 24 hours significantly inhibited
HPF proliferation in a dose-and time-dependent manner
(P<0.05). After treated with the two drugs in 100umol/L
for 48 hours, there was significant sub-G, peak. The
number of HPF in G,/G, phase increased, but in S phase
decreased ( P<0.05), suggesting cells were arrested in
G,/G, phase. The nime-sulide ( 25-200pmol/L) and
meloxicam (50-200umol/L) inhibited the expression of
PCNA in HPF in a dose-depen-dent manner (P<0.05).

e CONCLUSION: Two selective COX-2 inhibitors can
significantly inhibit HPF proliferation and induce its
apoptosis. The higher selecti on of COX-2 has the
stronger inhibition on the growth of HPF.
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F1 REFFEEEEST HPF EEM G
2k R J % 24h 2% 24h JE3% 48h % 48h
(pmol/L) AfH 2% AfH 2% AfE 2% AfH 2%
0 0.412 £0.022 0.412 £0.022 0.354 £0.010 0.354 £0.010
25 0.383 £0.003 7 0.401 £0.005° 2.7 0.296 +£0.013"  16.4 0.320 £0.002"* 9.5
50 0.361 £0.007**  12.4 0.390 +0.007° 5.3 0.249 £0.007"*  29.7 0.299 £0.012"°  15.5
100 0.308 £0.011>°  25.2 0.364 £0.023%  11.7 0.212 £0.003"°  40.1  0.242 +0.008>>¢ 31.6
200 0.199 +0.009"  51.7  0.291 +0.011"*° 29.4 0.098 +0.020>°  72.3  0.187 £0.005"*° 47.2
25k s Je 3 72h % 72h Je 3% 96h 1% 96h
(pmol/L) AfH % AfE i 2% AfH 2% AfE i 2%
0 0.325 0. 005 0.325 0. 005 0.293 £0.011 0.293 =0.011
25 0.233 +0.011"  31.4 0.269 +0.014>°  17.2 0.192 +0.005"  34.5 0.220 +0.007*°  24.9
50 0.148 £0.006"*  54.5  0.243 +0.005"*° 25.2 0.113 £0.021"  61.4  0.171 £0.003""* 41.6
100 0.141 £0.012"  56.6  0.202 £0.010" 37.8 0.065 +0.006"  77.8  0.135+0.017"¢ 53.9
200 0.041 £0.002"*  87.4  0.116 £0.004" 64.3 0.052 +0.003"  82.3  0.078 £0.003" 73.4

*P<0.05,"P <0.01 vsPAVEXTRELL; P <0.05 vs[RIFI 254 S5IGITMRIR UL ;P <0. 05 vsJE IEAH RV A R A]

1 #FRAn &
1.1 8 K DMEM 8535358 B2 40 m i , ek
Gibeo A R i, DMSO, MTT, JE E4FF, 1K H iy Sig-
ma A F] 7, NPT AR RO B R B AR
/NPT PCNA HUSE BT, SEPTR 1[G MU 8 A
Al AN B8 % . SHEL LAB CO, 1% 32 44 ( Sheldon 2%
H)) B B MBS (OLYMPAS) , DG-3022 A 75U fif 5 e 28 46 )
1, AR (FACS, 2 E BD 24H]) o
1.2 ik S nIo M R AR (1) RSN Rs 7% . R H
HA B IR R FH A 200g/L /N4 I35 (9 DMEM 1 37 &
PR R IR FIRAE R, RRIR ARG BE R IR 4 K 2 AR
T RN Y 2. So/L RGN 1L, # 1 « 2 myakss
FEARERFR  BUE = AREEE U R g H T 5256, il 4 4n e
F,SPEQLE A TYE . (2) JELETFIFIZE IS FEXT HPF
IR T AR Y 45 DDA HPF 3% 4 x 10'/mL 5575 3] 96
UM, RNl BRI B AL 4 FL, 5555 24h R4 G BE
JaImzs, Je JEEF R B XT IR, 25,50, 100,200 wmol /1.,
TR AN TEE, 504k s 57 24,4872,
96h, M7= FiF, & FL A0 MTT 20 L, 5 & 4h, Jll 120wl
DMSO, %% J& FH BRI 490nm AW REME (A) ., %
B R e B TR) b | S50 2H 2 a3 i 2R ( Inhibitory Rate,
IR) = ( BT IR 35 A (H—AbPRAT V-3 A E) /X
PR3 A E x 100% ., (3) Jit 2 200 B SCRG: I 40 i J) 440
A5 RV TE O . B 100 wmol/ L J& S & FI AN 5& 14 8 B 43 51 b
PR A8h J5 S0 2 SN HRZH (AN N2 ) 4, R 4% 3 ks
A, PBS YRR G, A 700mL/L ¥ 2 T 22, 5500 5 PL YL
R 4°C Y2, 30min , FH AT QA A A SR , 356 F 488 nm 4 A& %
KM EREA, (4) PCNA AUKEIN . 4% 6 FLAR 40 i€ F Js
25,50,100, 200 pmol/L (1) J& J& & F A1 56 1% H B 43 5 4E
48h, X AL RN 2, 48 4l 44k 2 SABC 32 G o 46l
PCNA Wk, BEHLITEC (R A 2 20 x 10) 100 4~ 41 i
B 4 PH: 20 A R B PR 51 3
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Fz 3 48h BEFFIFEZREEX HPF Rix PCNA B30

vk — PCNA FKiE 4%k o *,TTE*E@(@
(pmol/L) O (+) O (o) ek K
0 12 88 12 88 88 88

25 28 72 17 83 72 83

50 43 57 25 75 57%° 75
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200 79 21 60 41 Spee gguee
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IS, A ) S5 4 R A A A A RS O R R 7L
I ET- 24 291 7 R R B PR A ML ) w2 T s 200 1
YEF . RS T 40 B AL RN = S RS AT B BE AT R AR &2 &
R BB AREYIR i 8, — S5 Bhyr ik X F AR
HIRYT M R B BUS T — 88, B A T #AR
ARSI ER I RAE, UL, FERE ALY
SRANE HPF [RG5S 2244 Bt I A o0 s, R4
{E# ( cyclooxygenase ,COX) XA HIFIMRER Nt A Y&
B , A2 A AR R G R B i, R A A DU TR 1 AL
B A FEITIRE =Y, J5 8 S5 R LR SR A B G
PRI, MELEEA PIAP IR TR COX-1 fil COX-2,COX-1
JE— MRS R S TUTE , Bh “ ERK W E R A
IEF AP RRE £, S SR IE & A& #ad FE AL T
fE. T COX-2 BT MM, /e A HIRE T COX2 fE 24k
AU AL T SRS SIS IR, T 7R B 0 T, 24 40
Faz AR AR an A K R A - ( 1L-1, TNF, TGF,
PDGF,PAF) | IfiL 7 B 22 B% (LPS) | fi2 Jif 93 5510 ( n b i Wi
2y R E mBRSED I, CcoX2 B9 mRNA FI%E R
P, &M 2 5 R0E Wi B H A A i AR
Keifea i e K gL AS . ITAE SR, COX2 ERRI P & &
JEEHR BV FH BB A 22 ) 2 BT s, IR SRR, A it
9o FARBE A, ML B 22, FOGHR , (P B, B DR 6 PR I B
Ag R LA R BREG AR Hr X R DL COX2 Y SR R Ik,
COX-2 25 HR 30 4 E FBr A M 45 i 18 B8 ok 8 1
COX-2 FIHl 75 2 30 ) 25 28 15 0 AR 245 1 1 T] st - 3l
A FRPE TSR Z B9 A R X K25 W TR IR B
AR EAERAE ) 2 R TR . COX-2 Ji il 57) AT
A el J ] COX-2 /> PGE2 A4 4= B A B [ AKX MAPK
(ERK2) FYTEHE"" TR0 40 B A 3 78, AR S22 51 i
7R JE FEET RN SE 38 H BE A e S & ) HPF (38 5, 1 HL
LSRR AR R X PR R E cOX -2 mi 5], B
HAL AL AR TR, XF COX2 B e A AR TR, A 3¢
HRARE JE SEEF XS COX-2 He P81 100 1 10y 58 2 2 6 3% 15
[ 8 51 X COX2 MBI iy, ARSI EE I R e
EEFFIXT HPF (4 30 ] 4E 2 50 F 32 9% H R, X R
COX-2 # il 57 XF HPF A= 4 4 30 ) 48 FH 32 2 2 38 1 41 1l
COX-2 TISEBR Y, JA0 =X 200 At ASCAG: 00 381 v 25 4 4 I
G,/ G, 240 M & 3 B4 hin, DNA & R /b, T 5 | 2 40 it

AR T, REFEME COX2 50 5 W 0 T B ] BEAL ) €245
ik PGE2 (94 B, I bel-2 2511, M €22 (¥ Horas , Ki-
ras 7K, R caspase-3 BT, 036 IkB-o AOBERR AL,
il TNF-kB A3 , 2 TNF-o 5SROI T, PC-
NA & — PP M0 M A B 2 1, 2 DNA G iR B A 7,
MM A TEAE S 25 PCNA 22 54 6851 & DNA
MRS R, PCNA 22 R M T 4y B4 T8 BE 77, 2
BNy e, UL, 1 U A 87 0 200 0 8 A R B0 19 1
b SPIRPEEEPE COX-2 HMTIHIAEH], HPF Hi PCNA 93
KR, W] HPE 6 G806k 1, AR 1 A2 B0, e 8 # 1
COX-2 #Iifil Je FEEFFIXT PCNA 3k By il V5 AW & — 28
5 MTT Fim N an A R —2

ARSLEG R W BEPENE COX-2 IR AL 3R T FLIR 18 A J7
AT A 3 T 5, (H R A BE 2200 COX -2 ] AE 11 28 At 4% U
ARG S bl BEAAAEAE IEMERUPE R, a4 4 4 1 25 )
(-5 1, SRR COX-2 Pkl 20 fR i R o
R [R) AL
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