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[ Abstract | Objective  To explore the role of p38MAPK signaling pathway in rosiglitazone ( ROZ)-
induced cell cycle arrest in human hepatocellular carcinoma cell line HepG2. Methods  HepG2 cells were
treated with different concentrations of ROZ. The proliferation inhibitory rates were analyzed by MTT assay. Cell
cycle distributions were detected by flow cytometry (FCM). Western blotting was used to detect the expression
of proteins related to p38MAPK signaling pathway. Results  ROZ significantly inhibited proliferation of
HepG2 cells, and induced an increase in the percentage of G,/ G, phase cells and a decrease in the percentage of
S phase cells accompanied by the change in DNA ploidy (P <0.05). ROZ increased p38 MAPK phosphorylation
but not ERK1/2 or JNK phosphorylation, and up-regulated the protein expression levels of p-p53 and p21 in
HepG2 cells (P <0.05). In addition, the ROZ-induced cell proliferation inhibition and cell cycle arrest were
partly blocked by p38 MAPK inhibitor SB203580, as well as the changes of p-p53 and p21 proteins. Conclu-
sion  ROZ inhibits cell proliferation and induces cell cycle arrest in G,/ G, stage of HepG2 cells by the activa-
tion of p38MAPK pathway, which may be mediated by the p38MAPK/p53/p21 signaling axis.
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AR (DMSO) J5id JEBR I, —20 CARTF, B-actin,p-p53 Fl p21
BT AP TE R DL AR ) A 32 [ Santa Cruz Biotechnology /23 ) ,
TP N AME S 5 B 1/2 (extra cellular signal-regulated
protein kinase, ERK1/2) . p-ERK1/2 ., c-Jun % 3L K ¥ 25 B 1
(c-Jun NH,-terminalprotein kinase,JNK) il p-JNK £ TZ FEHii& M
p38 22 B4 TE AR 1 4 ( p38 mitogen activated protein kinases ,
p38MAPK) .p-p38MAPK FATE R PL i ) B 35 [H Cell Signaling
], p38MAPK 3@ il 71 SB203580 1ty [ 36 [ Sigma 43 7] o
2 ff 2 1 $ R & Bradford 254 H & £ & )¢ DAB A5
W& A LR EE AR A RAF,
1.2 7%
L2.1 ZifEisse A HepG2 40 # T 5% CO, 37 C
TR IG A, SR EE N A 10% G4 1 7% . 100 U/mL 5 %
#.100 pg/mL #E& K1) RPMI1640, 2 ~3 RAGE 1T K, O
BRI 20 M T 5L 5
1.2.2 MTTERINANAIESE K HepG2 4ilfifdfk 1 x 10* 4~/ 4L
FEFPTF 96 FLEFFRN, W F 24 h J5 AT [R) R BE 1) 29 4% 31 i ( 2%
WP x5 1,10, 100 wmol/L) | 10 pmol/L SB203580 f
100 pmol/L % #% %1 il + 10 wmol/L SB203580, £ 4% 6 >4
FL, B PR ( 45 DMSO) J %5 VA ( R R0 -
Hi3%12 24 36 h J5 , A 20 pL(5 mg/mL) MTT,J#% 4 h, %
THW, A 100 WL DMSO, 4z % 10 min 225 5 7853 55 6% , T T b
% 490 nm YA A E FALOGEEAE] D(490) |, TIEKE 3 K.

G A0 H 2% = [ XTIRZH D(490) - 92384 D(490) ]/
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5 min Ji5 500 [ 57 P2 8 S 4 MO, A DNA Je % 4 °C
HEHE 30 min J5 FHLK . ARG DNA i 8L A 44 540
IR B SRS E S, HRER 3K,
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TR T2 ORI, 4 B 7] e U P BB L B 1 O
DUEE MR s B 50 g B 5 A7 50 TR 0 Tk e 56 JC P UKk, LG 8
Z PVDF i, 5% BEASWIR 37 CEHA1 2 h, 43 BIAIA 1: 200 i B
Ay B-actin Fll p-p53 HifA 1: 500 F4 B fy ERK1/2 il p-ERK1/2 |
JNK F1 p-JNK . p38MAPK F1 p-p38MAPK Hfak  1: 150 Fi B p21
BT REBUA 4 Cab i IAKER — 41,37 CHEF 2 h, DAB X5
&R, B-actin NS M, SH AT RE B AT, M B AR %
5 B-actin Z5Al7 WL BEH Z LU AE W HEE (IR IBK NS
B SLHER 3K,
1.3 %its$am

KFH SPSS 17.0 Geit 34, i s B R LA & 5 R, Z41[H]
PG EAT 7 22500, F P IR LU AT S-N-K 55, P4 34 4K

FOEAT ¢ K3 o
2 HR

2.1 F 38T HepG2 2m fL¥e 54 64 4 %) VE )

MTT 4552 7, % 46 50 R g % W1 S 410 ) HepG2 41 it 1y 34
Bo 1 wmol/L BAEFIE{EFH 12 h J5 , HepG2 4 ifd A% 38 5 1) 4
HPg(4.58 £ 1.62)% , A FALA B EHR T (P <0.05), 1
100 pmol/L % 4% 51| B 41 FHI 24 h J 4 ] 2 7] 15 %) (40. 32 =
3.15)% (P <0.05),10 pwmol/L SB203580 A /f F %+ HepG2
290 384 A TG T S 2 0 FLRT RALURCSS 100 pmol/L % 4% 41 i 14
HEEIHIEA (P <0.05) o W31,

F1 BiEFIERIERRERE HepG2 4 5EH )

fEM(n=6, xxs)

4151 12 h 24 h 36 h
popiE| 0 0 0

10 wmol/L SB203580 41  0.12 0.84 0.10 £0.85 0.05 0.91
ROZ 41

1 pmol/L 4.58 +1.62° 13.01 £1.262 15,72 2,072

10 pmol/L. 7.34 +£1.98%> 15,87 +£2.71%bd 3], 15 +3, 09ubde

100 pmol/L 16.04 £2.2120¢ 40,32 £3.158bed 49,38 2, 1] abede
100 wmol/L ROZ +

9.35+2.380  20.14 £3.29f 32.75 +3.411

10 pmol/L SB203580 £

a:P<0.05, 5 3 AL E ;b P <0.05,5 1 pmol/L ROZ 41 45 ;
¢:P<0.05,5 10 wmol/L ROZ Z1t4k;d ; P<0.05,5 12 h ik,
e:P<0.05,% 24 h t#i;f: P <0.05,%5 100 pmol/L ROZ 41 4%

2.2 FH&F) B3t HepG2 & it J& 2 5 77 64 % vh

TS AN AR K I 25 5 W , B A% B AE )G , HepG2 41l
Go/ G 3T A3 2 25 FH 85, S SU1200 M B f91) 0 25 PG, L 2 B S8 14
W R Bt (P <0.05), 10 wmol/L SB203580 £t f Fj %f
HepG2 4l J&318 4375 JC B @ sg i, {A AT LAY& 55 100 pmol/L %
K& 51 A 5 | % 00 240 B R BRI (P <0.05) o ILER 2,

£2 THRIIEIFN SB203580 X HepG2 M EHI S Y
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10 pmol/L. 44,91 £2.46°> 4511 +2.77%  9.98 +1.82
100 wmol/L 63.92 £3.15%¢  27.36 £1.37%¢  8.72£0.97
100 pmol/L ROZ +
50.84 +1.60¢ 40.21 =+ 1.364 8.95+0.61

10 pwmol/L SB203580 41

a:P<0.05, 5 s A& ;b P <0.05, %5 | pmol/L ROZ 41 pb 5 ;
¢:P<0.05,5 10 wmol/L ROZ £ 4% ;d: P <0.05,%5 100 pmol/L
ROZ 4 4%
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NEIETETIF 5| K Go/ G IR o AT A i, Qlﬂﬂ@iﬁﬁ
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FIE i B T RS R, R L G /S A ,mﬂijilﬁ
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W ERK1/2 58 #% LA B e-Jun 88 5K Ui i ( e-Jun N-
terminal kinase, JNK) i % & MAPKs ZKji% ™ 3 N &
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L, ERK1/2 F JNK G A 5C 8 1 A WL 848
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S5 T p38MAPK S #% /5 , % ks 51 il 6F b 3R 2 11 19
PR R4 i o TR I, AT 2 ) i 3 1ok
WTE p3BMAPK i # , 754k pS3 # , I i p21 &
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FEA] o R AS S2 06t E 92 p38MAPK 5@ 65 5 1 Xt
pS3 M1 p21 2K IR . ARTFL M, 75T
Tax1 256 & 1 2 (TAX1BP2) 7] 38 oo 307G p38MAPK/
p53/p21 {55 Al Az FF A AE T 5 Gan 251 o % 1
p38MAPK/p33/p21 {5 54 i 00 2 5 18 4 5 91 it 9
2 % 22 VG b B 9 R 5 T Kumari 451 7EBF 5840
IR B G PES | & R AN G, B HE I B,
WO p3SMAPK 3 % A B 45 4% 25 p21 JE PR i) 4 SR I
i, i FER 5 8 pS3 M-S, A 5% p38MAPK/ps53/
p21 15 S N ENLT R IR ARFSE

L5 B, B SIR T 51 % AT HepG2 4 i JH
STSEL W B 3 B A R, JCHLA T RE S p38MAPK/pS3/
p21 E SO A 6. (H p38MAPK 3 & 41 ) 7] 3
RS2 At S A B ) _E SR80, SRR AT AT A
A HAE Sl S 5, FE— BT,
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