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[ Abstract |
and BGC823 human gastric cancer cells. Methods: The cell viability, proliferation, cell cycle distribution, apoptosis and migration

Objective: To investigate the effects of MDM2 inhibitor SP-141 on proliferation, apoptosis and migration in MGC803

were detected by CCK-8 method, colony formation assay, flow cytometry analysis, Hoechst staining assay and wound-healing assay, re-
spectively. Western Blot was performed to determine the levels of MDM2 and relative biomarkers in SP-141 treated MGC803 and
BGC823 cells. Results: The mRNA expressions of MDM2 was significantly increased in gastric cancer tissues compared with adjacent
non-cancerous tissues (P< 0.01) in TCGA gastric cancer database. MDM2 expressions did not show obvious differences among five
different human gastric cancer cell lines. SP-141 inhibited the cell viability and colony numbers in MGC803 and BGC823, and in-
duced cell cycle arrest at G2/M phase. SP-141 induced cellular apoptosis with down-regulating Bel-2 as well as up-regulating Bax,
cleaved-Caspose-3 and cleaved-PARP1 expressions. SP-141 also suppressed the wound closure in MGC803 cells, and accompanied
by the decreased FAK protein expression. Conclusion: The MDM2 specific inhibitor SP-141 effectively suppresses cell proliferation,
migration, and promotes apoptosis in human gastric cancer cells.
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SP-141 (43 F 3 CuHgNLO , 21 >99% ) H 55 [+ i
M TR F IR LR ESREE T, NHE
A bk MGC803 . BGC823 (i [E Bl Be I i 41 i A=
YIWEFE BT ) , RPMI1640 1577 5 B A il W I2 22 o
EVEW (PBS) (Gibeo 22 /), 32 H) , i 4 IfiL ¥ (B
FHEAY TRMEAA B R, 240 i3 58 5 3% M A il
(CCK-8) ik 7 & (R Ak A WF G HT, H AR ), 45 i 28 e
O AN R T Hoechst Y035 & BCA & H Mk &
W R & PO PR R o R AL Y (HRP) b5
W BTN R/ 1gC PR (B 0 38 = RAEDH AR
ARAF), Bt MDM2 $ik (Calbiochem 23 7 , i
), AT A G U PUIR . BT Bel-2 Biik $T Bax $iik
(Proteintech 2~ , 3218 ), ¥U Caspase-3 P&  $iL
PARP1 $ifk (R 5t 38 = RAEWHARABRA A, bk
F BER I (FAK) P (CST 22 7], 2 [ ,ECL fb2¢ &
JEAR I & AR AR B AR AL (Bio-Rad 24 F] , 36
), ZIEEREFRIL (M200 PRO,TECAN 27, Fi
+),C0, fHE 5 554 (HERA CELL 2w, #8[5 ) , {3
B9 M (IX-70, Olympus A7), HA) . HAY
9% Sigma 24wl H AR 52 56 5 8 LG AT
12 F#%
1.2.1 ES S

w i,
S5 41 i MGC803 .BGC823 JH & A 10%IH

2
N

G2 I3 100 pg/ml 5 %55 2% 100 pg/ml 7 5 % 1
RPMI1640 #5323 | F 37 °C .5%C0, 5 1F 085 3546
HOE LR R o T A0 MRS B A B 80%~90% )5,
0.25% 1) JB 25 BRI AR AL AR, JRORT B8 K 30 1) 4 Jif
TG 82525
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O Kk K 59 1 MGC803 1 BGC823 41l ity , LU
5 000 A~/L ) 4 B 1t 4 51 R T 96 LA P . 157 20 0l
BEJS , 43 9 in ACKH R 77 2 (1) SP-141(0.00,0.10,0.20
0.25.0.30.0.40 .0.50 .0.80 . 1.00 wmol/L) #LFH 48 h,
WL B SR, JF T EALIA 90 wL RPMI1640
BEFEMON 10 plL CCK-8 X7, i & TR A h e E
1 h, R Z Yrae B AR ORI 25 FLAE 450 nm 4b 1%
JCREAE , A MLAF 6 3 (%)= (B A WO E (-2 H A
W ' B A )/ (6 FECZH WO B — 28 1 2 RO B ) x
100% , T4l 1% 3 N TATHE
1.2.3 A& RIKE

# MGC803 = BGC823 4 it Xk 500 4~/FL 1 41
J A A1 T 6 FLAR N T A VG BE S 43 S A
0.00.0.25.0.50 pmol/L ) SP-141 4b B 24 h, %Ff 2
d T i RPMI1640 55580, G 97 14 d Jm,
P [ 2 A SR e 0 R IR v [ D B4
124 i A Bt

W SP-141 kb5 B MGC803 = BGC823 4
M, 28 75% & W1 e sk 5, PBS TR Uk 2 Wk, H4S &
K 24 e o B T R R VR B Ol 1x10° 4 /ml, 41 R
100 L, 4 P13, =R EHE 15 min, 2R H =40
ASCHS: 00 248 e J8) 490 4 A
1.2.5 Hoechst 33258 % & £ %

Vg 200 0 DA — o 8 B AT 12 AL 15 40 A
BEJS A 0.00.0.25.0.50.1.00 pmol/L f SP-141
QbR 24 b, 2 HEE [ € I, N Hoechst 33258 447
WU E 5 min, PBS W5 VL 2 6, T APLIIEEE KA T
158 5 0 b B SRR
1.2.6  Western blot # M|
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B PSR AR LRE S 40 wg, & 10% SN I B
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Bt ,4 °C5 PVDF BEIL[E 0 & i %, TBST (&4 0.1%
Tween-20)E 4 3 ¥, A HRP FRic B9 —Fi (1:1 000),
BTHAZETHE 1 h, TBST %% 3 %k, H ECL
f2f R ICW AT W% . R Adobe Photoshop #X {4
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Figure 1 mRNA and protein expression of MDM2 in

human gastric cancer
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Figure 2 SP-141 inhibits proliferation in MGC803 and
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Figure 5 Expression of apoptosis-related protein after SP-141 treatment in MGC803 and BGC823 cells
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Figure 6 SP-141 treatment suppresses migration in MGC803 cells and FAK expression in MGC803 and BGC823 cells
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