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[ Abstract] Objective  To investigate the effect of ICI118, 551 on pancreatic cancer cell apoptosis and its
action mechanism. Methods The apoptotic index was determined by the flow cytometry assay. The cell
morphology of apoptosis was observed by electron microscope and Hoechst 33324 fluorescein stain. The expression of
ICI118, 551
significantly induced apoptosis compared with (3 1-adrenergic antagonist metoprolol in MIA PaCa-2 and BxPC-3 cell
lines. ICI118, 551 affected the expression of ERK, Akt, Bcl-2 and Bax.

Conclusion B2 adrenoceptor antagonist can block related cell signal pathways, then inhibit the expression of

ERK, Akt, caspase-3, caspase-9, Bcl-2 and Bax was analysed by Western blot. Results
caspase—3,

caspase—9,

pro—invasive and anti—apoptotic factors in the downstream, and finally induce the apoptosis of pancreatic cancer cell.
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ST S (extracellular signal-regulated kinase,
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Bk B9 200 LAk MIA PaCa—2 5 BxPC-3 I [ 3%
] ATCC 4iffiHcy, FPU A8 R B4 e 058
1A =B DMEM 35 558 58 Ko/ A= il 3 i A
Gibco A7l ; SYBR Green Master Mix I H Takara 2
F);  Hoechst 33342 1457 . B2 SZAARBHARFI 1CI118,
551 F1 B 1 SZARBHE 7 SEHEI& /KW B Sigma 23 A 5
P&, Annexin V-FITC/ P15 A BD 2\ #];
Anti—caspase-3, Anti-Bel-2
Anti-Bax M Anti- B —actin ) H ABCAM 72 &) ;
Anti—-ERK . Anti-pERK. Anti—Akt. Anti-pAkt I
Cell Signal 2\ F].
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MIA PaCa-2 5 BxPC-3 i FH 1% 100mL/L /N
MR (FRHR. #&HR) WEH DMEM
FEWAE 37 °C. 50 mL/L CO, A=A R, A
FH 100 wmol/L () ICT118, 551 Fl2EFE 18 /R 15 35 W
43 5T MIA PaCa—2 5 BxPC-3 4Hfifd 24 h™, 43Ky
XTHRZL . EFEUE/R T HIZH A ICTT18, 551 T-Tidd.
1.3 ESTEERNEMRET

YA T T BOTE BT TER, A 25 mL/L I
TS, A 1 mmol/L PBS Buffer pH 7.2 Wik 3 1K
JE A 10 mI/L #kFRALFE 1 h BIRE SR AR M PR o
e 3 IEIK, R RE B AL LY,
FERBHEY AL R R B8 7 YT A 0.5 mm x 0.3 mm
Jo T bR S S A R S ARk
FFHAREAH.
1.4 Heochet 33342 746 M4 )E 1=

2 RPN P 0 T 0% 5 B F 24 fLAR P,
FERD 5 x 10°AXTEAE IR A, 1C1118, 551 F
T4l 24 h J5 A 10 wg/mL Hoechst 33342 YL pliiF &
YL 4°Cd B, TEDSIE BB T AL 6 MLET,
ST T AN SNBSS TR TR, BEAH.
1.5 XML Annexin V-FITC #1 PI S 4Ri%

M2 AeA T

ICI118, 551 FISEHEI%/R T-H4HME 24 h 5, UK
UM, A 100 wL ez vpik, FER A s T

Anti—caspase-9

FF A Annexin V-FITC 5 pL, #Y6##E 15 min,
BN PI10 wL, BEOLWH 15 min 5, ALK
.
1.6 Western blot #ill ERK, Akt KB 118
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FE R S SR IR . SDS 2R SR N I
e e LYk (SDS-PAGE) J5#% & NC JE, Anti -
ERK. Anti-pERK. Anti-Akt, Anti-pAkt. Anti —
caspase—3. Anti—caspase-9. Anti-Bel-2. Anti-Bax
% Anti- B —actin #5045 H BT, ECL &ZH
R NG, WHLUTE R e, FAe Ak
AR R GERT A R T4 B AR,
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55 SPSS Gt T3 A4 47 585 43 1. Hoechst
33342 % A I A AR R T B0 DA EL + bR 22 R
N, W R IR TR R e, ERAT G A E &
D5 22555 it x40 ML ASCRS: IO 48 B 8 1~ S Western
blot K 25 (1 & ik I, X ARZH | SEFLIKIREL M
ICI118, 551 ZH (A LA 0 FH B R 3Ry 22 43 W itf A 7
SRR, UE— WP L BCR ] 1SD—t ik, $id
FFEERYE R Ty 22551 B e e (8 45 3 7K
HE o BEN0.05, P<0.05 WESEASH¥E
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IS B AR A IR, HA iR I F 3 5] —
BB T, EA AT 4040 41 25 A0
HL 0B 4005, 24 MIA PaCa-2 Fi1 BxPC-3 4
M2 11118, 551 T 24 h J5, HY P04 Mok 1 i3k
TrbEry e, ST REBER S5 4n Jo e dE , AL T
2 BRI R, AN R e dE (LI
1). Hoechst 33324 %¢ 5% AJ WL %2 31| X} BE 24 19 MIA
PaCa-2 1 BxPC-3 4il fiftd &2 Bt 1F b Jd 40 B A%
K WLBR A e e YL 4 M ICT118, 551 T g il
24 h, 5XFREA A0 T8 (MIA PaCa-2 2.5 +
0.8%; BxPC-32.7+1.1%) &, ICI118, 551 T
T4l (MIA PaCa-2 132 +1.8%; BxPC-3 17.5 +
2.3%) MO T R WA, S X REAIAE e A
GiifE Y (P<0.05), WHE?2.
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Fig. 1 The cell morphology of apoptosis was observed by electron microscope (5000 x )
A:MIA PaCa-2 4iJfIXF IEZH ; B:MIA PaCa-2 #iijifl IC1118,551 Fildl; C:BxPC-3 AfIxFE4; D:BxPC-3 ICI118,551 F .

A
B

& 2 Hoechst 33324 TG MIFRAREAAMAT (400%)
Fig. 2 The cell morphology of apoptosis was observed by Hoechst 33324 fluorescein stain
A:MIA PaCa-2 #HffIXS BZH ;s B:MIA PaCa-2 4}l ICI118,551 T-#i2H; C:BxPC-3 #HfIXTAH4H; D:BxPC-3 ICI118,551 T-iitH.
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i R 41 MIfY Annexin V-FITC 1 PI S5
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Fig. 3 The apoptosis of cancer cell was detcted by the
flow cytometry
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2.3 ERK #1 Akt BB EARIE

5x ML, ZEPIRRAM R B SZARBH 51
FRCHIEAR T ERK F1 Akt FOBERRIL R ik,
HICINL8, 551 MYl RCRE S TRFEIE /R (P<
0.05, [ 4). 7EFM ERK 45 BrhiR, B2 5%
A L 87 7500 %o JoR 92 4 Bt Ak BxPC—3 119 ERK B iR
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Fig. 4 The expression of ERK, Akt, p-ERK and p-Akt
was analysed by Western blot
LXTHRA s 2: 3646088 THidL; 3:ICI118, 551 T-Hid.
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EjXTHRAR L, TEPIRRANAE T B A2 AR BH Hi A
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pase-9 } Bax & H IR IX, Hrp ICT118, 551 ByHp
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238 1 1) Ras/ERK/MAPKs 38 5% F1 PI3K/Akt i
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Fig. 5 The expression of caspase-3, caspase-9, Bcl-2
and Bax was analysed by Western blot
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Gy R A g T,
ARSI, ICI118, 551 1755 s 2 i oA
=, PEf# cleaved—caspase-3. cleaved—caspase—9 [
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KA R R EEAE S, AR 0 A A 1 U
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S AR U0 S 2 AR B AR TR A, RTLAAR
ICT118, 551 5 20 JA T- 200 £ BxPC-3 4fi g
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I, k—ras FE[KFN Ras 42 B 2 AR 7 ik g g6 21 o
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