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Abstract

AIM: To investigate the effect of celecoxib on cell
proliferation, apoptosis and KAI1/CD82 expres-
sion in human hepatocellular carcinoma cell line

HepG2.

METHODS: After HepG2 cells were treated with
different concentrations of celecoxib (12.5, 25.0,
50.0, 100.0, 200.0 pmol/L), cell proliferation was
measured by CCK-8 assay, cell apoptosis was
detected by flow cytometry, and the expression
of KAI1/CD82 protein was detected by Western
blot.

RESULTS: Treatment with celecoxib signifi-
cantly inhibited the proliferation of HepG2 cells

(P < 0.05) in a dose- and time-dependent man-
ner, and the reduced rate of growth of HepG2
cells treated with 200.0 umol/L celecoxib for 72
h was 69.23%. Treatment with celecoxib induced
apoptosis of HepG2 cells in a dose-dependent
manner. The apoptosis rates of cells treated
with 12.5, 50.0, or 200.0 pmol/L celecoxib for 48
h were significantly higher than that of control
cells (18.79% * 2.37%, 46.94% * 0.78%, 69.48%
+0.63% vs 16.72% + 1.54%, all P < 0.05). Treat-
ment with celecoxib significantly up-regulated
the expression of KAI1/CD82 protein in a dose-
dependent manner (48 h: 0.394 £ 0.007, 0.886 *
0.057,1.099 £ 0.079 vs 0.321 + 0.020, all P < 0.05).

CONCLUSION: Celecoxib inhibits cell prolifera-
tion and induces apoptosis possibly by up-regu-
lating KAI1/CD82 protein expression in human
hepatocellular carcinoma cell line HepG2.

Key Words: HepG2 cells; Celecoxib; KAI1/CD82;
Cell proliferation; Apoptosis
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Tk M RRBEREEREHR(12.5. 25.0,
50.0. 100.0. 200.0 pmol/L)F FAANF &
HepG2%mft24. 48, 72 h/z. K ACCK-8:% M|
5 HepG24m RO 9138 75 714 H) B AKX 20 e K
A 2w e ) T & % Al Western blot#e M K AT/
CD82% ¥ & A T AL,

Z5R: CCK-83iE % & R HA 7T 2 8f 1] 55 7
FARBUE AP B T B Hep G2 ML 3g 74, 200.0
pmol/LE Rk FHENT2 his, ¥k F ik 3
B KR (69.23%). # X At £ I12.5,

50.0. 200.0 pmol/L%E & ## TR & HepG2
w48 hig, B R HH T/ SIRMMEF T
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FrfEHepG2aa oA =, ARG T RA
(18.79%+2.37%, 46.94%+0.78%, 69.48%+
0.63% vs 16.72% =+ 1.54%, 3#P<0.05). Western
blot4 R 27 E k&4 7T 2 7 SR MG n
KAIl/CDS82% A, 33 BAA BHZ, ZFA
%3t 3 £ (48 h: 0.39440.007, 0.886+0.057,
1.09940.079 vs 0.321£0.020, 35P<0.05).

L Bk BT LAKAI/CD82 & &
Fak, F-FAEHepG24a Ao B T, 2pH) It 5 4
Ao 7h .

*8219: FrEHepG240AE; EREAi; KAIL/CDS2;
AR ETE; AR T

ERIE, FRulBE, )2, INESE. EXSHNITEHepG24BRE
KRKAIN/CD82EBRIANFIN. BRENBHAE 2011;
19(13): 1336-1341
http://www.wjgnet.com/1009-3079/19/1336.asp
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R A ff(cyclooxygenase, Cox) SFRET41 IR 2%
WL &AM & il (prostaglandin H synthase,
PGHS), 5 T M MR LA KE. R2E.
e, HrpcoX-242EFik S hl, 4
B . FLMRE A5 2 PO IR AR
KB ek A A A ik B EC O X2 IR 1
— M, LG R SRS K Zi(nonsteroidal anti-
inflammatory drugs, NSAIDs)H Eb FAT & 2k
BEF R NS ATD sHUT R 585 GE M5 - 8 2 0 07
TVEH 2 0 B P AMIF T TR SEY, Ech 45
S PO e A5 22 POk IR 2 R T KR
TEFE. O WSR2 ZE K 5 AT R % 10 161 )it I8 40
MoshE . 5 AL T S TR 4 R A
TE 8 % S8 0 0 1) 3 A ANl B 4510 (B LA
HUHBIDASBE Wi KATL/CDS82/2 I JLAE [ 4 #Mif
GO LA I — PR e P e g A R N, R ) A
T FU B I R, A TIE s L RE i 2
0 0 PN A T S5 P R AR 2R R i AR
19984:Guo® it LLZ IESE, KATI/CD82JE A1)
Foak 5 I AN MR . R A oG, Rk
BATCAZE SR AT VE T I Hep G241 iy, WL 523
0 V96 4 PR () B S AR . S R TSR, O
MEEKAT/CD82EE [ MR I I L, h FEK
A0 B AR PRI S A1 T 22 () S 36 F B A A, IR
h I RTVR 7 B A 1) SR

1 #RRITSA
L1 A4 N Hep G240 MK H A P B2 27 B Jif
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Jo RS IR % AR A, ZESR AT T L H Sigmad
#]; CCK-80 H AR ALZERE T it BTN
KAT1/CD82 55 [ ARy b 5 T Bk 23wl 7 il
Annexin V-FITC/PIJAT #3457 & A Biovision
N H] 77 RPMI 164024 36 E Gibeo A | 7= i Ji#
. DMSONEESigmas @] /=i, /N5
THUNPUZET 2.

12 Fik

1.2.1 smpds: U0 BLE3RT% 49100 mL/L
NG . T8 R -HERE R IEM(100 X)WRPMI
1640(935 79, 7E37 °C, 50 mL/L CO,41F T4
It 2-3 A HAN MR TR, A A0 MO BRI I, LA
2.5 g/LIERER b ARAR. UG R KN o kA T
1.2.2 428 FEREMEMH TDMSO, HHRPMI
16405 2 WM FEE12.5. 25.00 50.0. 100.0-
200.0 pmol/L, FHfifRDMSOHK & 5:4<0.1%, If
YIS HEZH (0 umol/L).

1.2.3 CCK-8i&# | AT & 2m Jo. 3% g8 4] 5 HUK
B KW Hep G241 il LT X 1034 /LEEF T-964L
B IRR, 440100 L, E37 C. 50 mL/L CO, /%
WIRNERE 41 FAr24 hal e B K5, bk
T, 1225250 o 4L, NS AN
WP TR B AR IR, a4l e 2L, EH2
W, IR gR 424, 48, 72 h3t bib, FEfLIA
CCK-8¥AMH10 L, k4455974 h, PR IR,
BRI E450 nmAbIOGEE, THRAmEIA: FH]
= (1-gr 2 HAE/ PR A () X 100%.
1.2.4 7 X gm o R A 2a 8 == 3 BOWHUE K
WiHep G240 )L LLARFFL2 X 10PN/ 40 i 535 5 432
FhTefLR, 2 P ZH(0 pmol/L), FEK &
AiZH(12.5+ 50.0~ 200.0 umol/L), T-¥48 hjmic
LA, 2.5 o/LiFNE+0.02% EDTAJHALE L4l
Jg, 1000 r/min, 4 ‘C £5-[»5 min, 7 L3, PBSYE
B2V, K40 i R T500 pL Binding Buffer ,
JIA10 uL Annexin V-FITCHIS pL PI, #5302,
FEUIREGS min, J G MO Hep G241
IRz ez <

1.2.5 Western blot#: M KAI1/CD82% & & ik:
W B KW Hep G241 g LAEFL2 X 10°
ANTL IR 40 M % B 3 b o ALk, 43 v 93 1 o) 1R
(0 pmol/L), ZERFAMAL(12.5. 50.0. 200.0
pumol/L), 437 INZ5 T 148 h)5, B Tk L3EE
H A, KHForlindEM & AR E 5, EFET-SDS-
PAGEHLIK 7y 85 J5 #:H S R IR T 4k 208N, 4t
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%4 % F 1k 2 # A I Ao HIFEIE %) Ay AR (%)
BB, FAUH R BRI IRA 0.720 +0.039 0.00 0.785 +0.021 0.00 0.722 +0.028 0.00
@ COX-2Fr A~ s,
%4 FTiAMDRI . . .
4 #.3%. AMDRI 125 umol/L  0.599+0.016 16.20 0.574 +0.029 21.64 0.564 +0.037 26.16
2 —F % E 25.0 umol/L  0.524+0.026° 26.89 0.507 £0.011° 33.08 0.494 +0.025° 34.82
AR XAERE 50.0 umol/L  0.449 +0.042° 37.06 0.465 + 0.035" 39.90 0.432 +0.033" 40.03
jﬁ Lj * e # Hf 100.0 pmol/L  0.376 +0.027" 47.49 0.363 +0.037° 53.52 0.325 +0.030° 54.89
EESHCEW Y 5 b
BT # B 200.0 pmol/L  0.269 +0.028 62.41 0.245 +0.029 68.57 0.222+0.016 69.23
°P<0.05, °P<0.01 vs [BIEITIRA.
Ao Bo. 1 EXREHXNFE
HepG24BiR A THIEZIG.
A: A IR B: 20k E
S | =R #i12.5 umol/L#H; C: FEK
THH50.0 pmol/LZH; D: 2
N N SEA[200.0 pmol/LAH.
a2 as
s S
i i
f?, T T T 1 C:?. S T T
10° 10 10% 10° 10* 10° 10 10? 10° 10
Annexin V-FITC Annexin V-FITC
C ‘é _ D o._
=9 =3
i i
=) &S
© ©
i i
5 5
~—

= T T 1 .
10° 10 100 10° 100 T10°
Annexin V-FITC

age JEAF - o, WsE JLAMH. SR/,
AB-actinfF 24 A ZEATRIM, FRAE S0 45 B vk
k.

Beit 2 Ab 3R RHISPASS16.00E T4+ 40T,
FHH i Limean+ SDFR R, 411H HHER A HL A
#5259 M1 (One-way ANOVA), P<0.05 4 25 57 H.
EFEVES-9'8

2 BR

2.1 ERH AT EHepGam i A K 6% A
[ 52 1) ZE K AT AE T He p G241 2 24
48. 72 hji, CCK-845 AW W 75: 12.5 pmol/L

10*

T T 1
10? 10° 10*

Annexin V-FITC

LR B AAE T Hep G241 124 hJi5 40 a4 5
A = 6 R 41(P<0.05),  HLFE 28 3k E A7 4
B 1) P9 SE AR JSE TR o, 4 B ) 2R 3 i, 5
X HE LA LE 25 5 A Gt 24 X (P<0.01). HPZE
SR AR S I ) 0 ) B AR A T He p G2
41 M (P3G F (K D).

2.2 Bk & A FEHepG24m B = 69 %0
12.5. 50.0. 200.0 pumol/LiR & 2K B Ak H T
- HepG241 48 h)m, 4o 122634 = F-0)
41(18.79%+2.37%, 46.94%+0.78%, 69.48% +
0.63% vs 16.72%+1.54%, ¥JP<0.05, [K1).

2.3 k& LFAKAI/CD82%E & ¢4 &k AT
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1 2 3 4 JENREAT I — P AINSAIDs, & T ik mel#Haz
20000 Da e M. W W KALL/CDS2  PECOX-2AMHIFIN P, BRICAER ORI o b on it
R e, ammn ewmm -actin N fiE 6% e I A G 3E 65 442 25 ) K A FH i 2 3 g@?ﬁgﬁi
10- B it . LSS SR RN TTNEE x e k. &
2 08 i GEESTE S SR R B A St
o a T, MR 2. BRI E NS CH I F ot EiR
g 089 90, WTsutsumi %S BFGURILREECOX- 24 AL CDS20 &
a X ik B BT
3 04 a FHHE R AT RE A B 0 0 T, LU a9, 3 A
8., . TR R R, TR e R
g WA 11 R 0% 410 il R oK A P 5 1 I e 4
0.0 i 3 3 4 Mud8 T2, 4 B ¥ (matrix metalloprotein-

B 2 Western blotiiMZEREHIERFAFE2HepG2IRG
KAI/CD82BYFRIA. 1: FHMERTIRA; 2. FERETH12.5 pmol/L;
3: ZESEAT50.0 pmol/L: 4: FEFKEFA7200.0 pmol/L. 'P<0.05
vs AN AEAH.

HepG241fii£:12.5. 50.0. 200.0 pmol/LIERK
Ai kb P48 hJ, KATI/CD824K [ 361k i xf B4
e s, 25 BA S5 E L (0.39440.007,
0.886+0.057, 1.099+0.079 vs 0.321£0.020, 13
P<0.05, [&2).

3 i9iE
R 41 ffuj& (hepatocellular carcinoma, HCC) &%
P i 98 BOAE 1) de 8 L JRUIR 2 —, R S A A
30/10)7. T AR VR 2 1 SR 10 R % 2
BT, FARYIE R EE T TR, HIUE £,
HARZ BF WS e 2 M), B SR
RANES5%. IR R BTG IT ik A &
P 7 S
KAT1/CD82 2 3T JUAFE A A IR 45 S M o e
FEIIE DR, 1 2 HT A g 4N L 24 28 H O 44,
HoEp AR Rp11.2-13 F, K480
kb, 10NN ST, 9NN & T LA AAMNEF10
ZJADNAIS kb, %3 K —AN 2 AR 2
NN T4, W358/, £90.2 kb, &
TR, 2929 kb, 7Y T HAL A & FK B2 AL
KAI1/CD82J&E T % i 4 5 % (transmembrane 4
superfamily, TM4SF)j 51" A 15 HAh TM4SF
A WICDY. CD63%57E 4 - [ EHER 41 L 1) B
A RE. B TG EIES) K
FEE AR R S V2 S R A
R HER MY, KATL/CD824MH £
FEUT L UYL AR K RO A%
RZEREER OO0 [H Py SMIFSEBTIESE. 105 IR &
I PR AF SCAF 2 1l A 30 JLAE TR AR
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ases, MMPs) &t —41EE & 4O A IR, Atbn]
T T 7K A A0 e AR T Tk R A TR P 42 2 R B
B, M ILAHIFITIMP-2 845 57 He MM P-2 1K)
PR D AT RO RS 2, BEL L e A R 0 4R 2%, P
SE VPO I A B RS B 0 I R iFFe bRz —. B
FRMS S22 i 40 Pk e b TR U AT 4 4,
DLZE Sk 1 A fE B W A AR N PR C O X -2
0541 570 FE SR AT BRSO, 45 R R gE Sk
AT R % 18 e 40 B A MM P-2 3R 58,
BINTIMP-2(1)3I&, NMAETIMP-2/MMP-2Lt
511358 o, 355 e 40 e e 4 PR A/ R ST
Bit, 25 21400 ) Jie s 4 2 3% (R 1 . 28k A i
BENSL 0 1 RN F-cB K VEGF R (A 12632 kM
W AN R B, (RN BRI T, A R A i
B, X BT 7 E 51 2 K 5 A ] LUIE i 7
A DU 75 1 A A2 A7) R BT ) 44 = o
/N BRUTFHREH 2240 B 184 5 2, 1 75 M 508 i We st-
ern blotSE S0 7 VAAIF 52 FE K5 A e % (L ik 8
Hep G241 Mg T, 1 @428 2 18k #0141 RN F -
kB DNAZ; &3 M RINF-«B p65 45 [ #3 k S2 B
(1250, 5 A T F A S 2 0K 5 A1 R 334 o T
I 4 L MK H e p G2 XTI 8E 2440 22 22 LU 2 () ik
PE, HHLHE B COX-2FT A S M £ Hii 24
FENMDRI1 A IEP, ] ISR A 7075 3 IR
A E T, PR R A —, s
IS 1 1) 35 DT g i /D

ARSI BATT AT 41 il R Hep G2 A H#EL. 41 i,
PR FE R AT X JHF e 4 M ) 36 B ) 15 50
T RO KAT/CD824 (R IAVEH 2. i i
BESE AN S50 R I, 12.5 pmol/LIERK L A Fr 4t
YEFHA8 hiliI % H21.64%, 1E1172 hiliHl %N
26.16%, 1M1 %]200.0 pmol/LI, FH]3%
1568.57%, FEA A AR I He p G2 1) 14 5E 491
R ) D (DA 88 L TR 1 48 S T 5 2ok
H A7 RS MM C772 1 48 i A K sl 44 JH A
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