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Mcl-1 il UMI-77 % 5 H s 4 i MGC-803 JH i BLKIITF 52

WE B BTEEREAME A MR-1 (Mcl-1) 4 FE
i UML-77 155 18 i 40 g MGC-803 M oLl Ak
S F Annexin V/PI 3o 35 40 A AR AR M UMI-T7
FIJE MGC-803 A0fiA - % JC-1 Yo Fn s AN M AR 4 2k
PR BB L L AR ; Western blot 35K I UME-77 /R RIS R R
AEABMRE O 9 (Caspased) Y R A HBREAH 3
(Caspase-3) FIRBRH —HEMRAZPE R A BF (PARP) B TE 1L 15
LK B kL MBS 2( Bel-2) (Bel-2 #5511 WA 1(Bel-X,)
1 Mcl-1 25 YR IBE B0 F 4 Mcl-1 siRNA 5 B HTTBR
Mcl-1 3[R, Western blot 365 3F 3% [RT B %5 5 , Annexin V/PI %t
o, 0 A AR R T 5 e %t UMI-T7 55 04 40 MO 08 T i 32 0
R UMLTT G = B 40 MGC-803 KA -, &
YOk Tt A0 TSR R B i UML-T7 AR RS SRRk
JEE N N P4 ; Caspase-9 , Caspase-3 F1 PARP 7& UMI-77 4b¥8
24 h BE)E(P <0.05) ;Bel-2 Bel-X, 7& UMI-77 EFIRTG
HIEE D FRIA7K A BB 2 , i Mel-1 78 12 h JZATEA 8 F
PP <0.05) ; 5[ 4f B8 EL 8%, 5 4 Mcl-1 siRNA J& MGC-
803 4ffir Mcl-1 EH KiEKEBE TR (P <0.05), Hi%
P ISR UMI-T7 S0, AR PR T ARG (P <0.05) , 4if
UML-77 a5t WIRPE R TR 25 % B 4 i MGC-803 %
AT, TR Mel-1 ik E UMLT77 SR 0T,
K@ B UMIT7  Mcl-1 /N30 il 50 s dH e o
hEsFEE R735.2
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PR, Horh B W ARSE 2(B-cell lymphoma 2,
Bel-2) MG 2 4R IR R #2158, B s e
AT # A Bax Bak ,Bad \Bid #1 Bim &L R HfH 1=
EH Bel2 Bel-2 &1 1 WA 1 ( Bel-2-like protein 1
isoform 1, Bel-X, ) | B6RE 40 Md (1 11 55 -1 ( myeloid cell
leukemia-1,Mcl-1) Fl Bel-w 28, (@@ T- R I T-F
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F1 22 8] (9 - e 58 T A0 I G R T e R
UTEEAESR , AMTAPLI -8 Bel-2, Bel-X, \Mcl-1 A
FL A2/ FIEI, G ABT-737'2 ABT-
199 &5 H A i S5 yT 25 W Bk & it BB R 4T
BB B 98 sk R, UMI-77 2 2014 4 Abulwerdi et
al”) 3z FH 8 B 0E LA B S A A 5 5 1 1
— /NGy TR EI, B B 2 A Mel-1, B L
Mecl-1/Bax fz Mecl-1/Bak #)5% — 8B4k, MTFEHL Mcl-
1 BTHRE, REEMH A A K RiFE PR /EM. %
WrocH UML77 L THE M, THEES BiE
AP ToROBILR] , Dy HE A R IR L I 1k 3

1 #ME5FH*%

1.1 ## ANBimansEtk MGC-803 Iy | [EEL2#
Bt b 4N ; UML-77 Iy B 32 Selleck 43 7] ; RPMI
1640 137 25 Rl Opti-MEM A5 ifl. 75 X5 3% 3£ W B 55
Gibeo 2 7l ; fif 4+ IfiL ¥ 9 B 3€ [E Hyclone /3 7] ; An-
nexin V-FITC 40 g # 74 X ¥ & . FACSVerse i
AWM B 52 5 BD 23 5] ; ZRbL R A e 7 46 Ik
MaEmadestZ A E AR F SR Bel-
X, B R EM R EARELE 9( cysteinyl
aspartate specific proteinase 9, Caspase-9) & T f&EHII&
g B SC & Cell Signaling 23 ) 5 /N BT A BER A&
B2 % H ¥ 3 (cysteinyl aspartate specific proteinase 3,
Caspase-3) | R H " BERAZHER & 88 (poly ADP-ri-
bose polymerase, PARP) & Bcl-2 BATTREHIIA i A
Mel-1 Z TR B £ E Santa Cruz 2\ & ; BiAat
FALYBERIC R LDV MR TG RILE SR 1eC W
Bt A2 & 85 A U8 R A BR A 5] ; Lipofectamine
2000 Reagent I [ 35 [ Invitrogen 23 7] ; A Mcl-1 siR-
NA Fri i L& A w30t H A .

1.2 A&

1.2.1 ez MGC-803 HfIE 5+ & 10% g
475 RPMI 1640 853234 ,5% CO, 37 C .
R & E LB SR

1.2.2 Annexin V/ Pl &% X m e Ko tm o
T CRXEAERKRBIR ARSI 1 <100 M EM T
24 fLARH, K B A MR G35 80% L 1, 4+ A O
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2.5.5.10,15 20 pmol/L UMI-77 4b3  BH K 3 4
HAL,24 h J54r R & LR AT R E L m
300 wl 1 x Binding Buffer &, SR G M A 5 pl An-
nexin V-FITC #1 5 wl PI, &£ iR 51, #EFEFE R 20
min 5% 40 MU 040 U € 58 R Flowdo
7.6 S5

1.2.3 JC-1 & AR mie KR KB RE b1
P 1.2, 2 FPIEFRANME, 435 0,15 .20 pmol/L UMI-
77 AbH AU 3 N AL,24 h S5 U LA
Bfi,F50.5 ml RPMI 1640 S5 &5 M E A, F
HIA 0.5 ml JC-1 e 5 1AW, B 1R 5,37 C kY
YEF 20 min, FAEAIA 300 pl JC-1 Y2 phig (1
x ), 3 B b 02 4 A5 R ) 2 1 R L A 22 1, DA
£ BL {4 J5E v, 5 BEL W ) CCCP (50 wmol/L) 403 10
min {4 Mg A FHYEXT B8, FlowJo 7. 6 {44 #r4sR,
1.2.4 Western blot sk & & ALK HA 40 Fik
HEEFLCRFEYL H UL NC siRNA FE4% Mcl-1 siRNA)
PAR UMI-T7 (15 pmol/L) 4 ¥R 0.6.12 .24 h 4 ffd,
finidEH# RIPA 243, 7K L 34f# 30 min,4 °C |14 000
r/min B0 30 min f[FHEE W, KR AHLE E .
Fi BCA i HE B, REMA SRR 2 x |
REE R, Bk 3 min (R T, SHEHM
20 pg 4T SDS-PAGE % ik , B /o 55 B8 2 RR
SFEZRE LS 5% e P TBST iR 4] 2
h SRIGIMA® B —H1 4 CREE LR, K HA TBST
B3 K, AWK 10 min, FEADAAHRL —H1, ERBEE |
h,TBST £ 3 ¥k, 81K 10 min, ] ECL ¥ &8,
KAE4 H shBERAR RE BRAH 85 R .

GUGCCUUUGUGGCUAAACA-3', F %% 5| 4. 3'-
UGUUUAGCCACAAAGGCAC-S', %5 40 M 43 1 R
T 6 fLAR AN 24 LR (6 FLARATL 2 x 10° 4 4H,
24 FLARETL 1 x10° AN L UK H 4R A ik 30%
~50% BN HEATHREY, , 3 R Y F5 Y NC siRNA F5 i
Mcl-1 siRNA, B4 3 ML, F53A11 h &AL
B A S 6 JE LT Opti-MEM B 5% 5, SR )5 43 51
] Opti-MEM #4;& & siRNA 4 Lipofectamine 2000
B, % E 20 min J5IB 4, ¥ siRNA/Lipofectamine
2000 IRE W AFERLFLH, & TG SR 48 a8 b
#¢.294 ~6 h 5 #k RPMI 1640 355, 6 fLAR
MTER Y 48 h J5 RN AR 2 8 1, Western blot i
K F Qe . 24 FLAR P 4 7 R 5% e DA S B 3
Mcl-1 siRNA Befifi E R4 Mafh & ik 80% ~90% J5 H
JNA UMI-77(15 pmol/L) 4-¥8 24 h, Annexin V/ PI
Y o, 7 X 0 R AR A I A B T

1.3 ZitSAhEE KA SPSS 17. 0 #R{GF#EAT /04T,
LIBARLL x5 TR, A LLBCR R E 24
o

2 &R

2.1 UMI-77 3t MGC-803 AT W& An-
nexinV-FITC/Pl Y & i XA AR LR B ~,0.2.5,
5.10,15 .20 pmol/L f¥§ UMI-77 #E F MGC-803 4t jil
24 h BT (2.12 £3.103)% . (6.28 +
2.679)% (17.96 £3.977)% (43.11 £5.133) % .
(50.97 +4.819)% . (77.38 +6.574)% , WA EZ5 Y
WERFE, R T EEIE I (F =464.036,P <

. 3 . r - § EL F
1.2.5 siRNA #3 Mcl-l sRNA B¢382:5  0.05), RAAHHEIHE, WA 1,
A B G
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Annexin V-FITC

E1 FRXE UMI-77 472 MGC-803 41124 h g%
A0 pmol/L;B:2.5 pmol/1;C:5 pmol/L; D10 pmol/L; E: 1S pmol/L;F:20 pmol/L; & 0 umol/L HLEE: * P <0.05
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JC-17 4K

2 UMI-77 34 MGC-803 4 Ak H B B {2 O B0 1)
A:0 pmol/LiB:15 pmol/L;C:20 pmol/L.

2.2 UMI-77 3¢ MGC-803 401 £ 4 2k & B iz Y 5%
g JC-1 BRI AR B R, EH BN
TIC-1 REELRIARETPERRGY, M 0.15,
20 wmol/L [ UMI-77 238G, HMZE BT 1 A R 8
g, B SRR TELR R/ JC-1 BB, M ke
O JC-1 3G, et (A 8 1 P 18 i, Sk A v
{iREK. DL 2.
2. 3 UMI-77 3 MGC-803 40 fm Caspase-9,
Caspase-3 PARP FiLZRIFM Western blot 45l
UMI-77 (15 pmol/L) 4 ¥ J5 Caspase-9 , Caspase-3 |
PARP j& L% UL, B i 1 19 AT AR LAY Caspase-9 |
Caspase-3 Fl PARP 7 UMII-77 b3 6 .12 h K k4
B o s, M7EAL B 24 h B & TR (F =139.446,
71.385.,130. 880, P < 0.05) , % 24 fi& (1 45 i ¥ 19
cleaved-Caspase-9, cleaved-Caspase-3 Hl cleaved-
PARP i 11 B, e B UMI-77 J{& T Caspase {414
IR TR, WK 3.
2.4 UMI-77 3t MGC-803 4 fil Bcl-2, Bel-X, #1
Mcl-1 FiERIREM  Western blot B4 UMI-77 (15
pmol/L) AL #EHT S5 LI - & 11 Bel-2 Bel-X, 1 Mcl-
1 B9ZIKHOL, Bel-2 #1 Bel-X, (ER Tt B IR A
WS iff Mel-1 U5 UMI-T7 20385 12 h 23
P& (F =1244.0,P <0.05) , i3 B Mel-1 )R J&af
e 5 1 UMITT BTt e WiE 4.
2.5 UMI-77 3$in Bk Mcl-1 g MGC-803 4 ftiE T
9% R AMEAE A BUAE X Mel-1 BARY siRNA
L MGC-803 # Y, Western blot 35 ¥ ] % X 7T Bk
HOR G AEG Y FEE e NC siRNA HLEL, $5 % Mcl-1
siIRNA AER) bl [ G 40 b Mel-1 B 19 A9 0K K,
HE NGB A (F = 850.571,P <0.05) . Annexin

V/ P14 £ 57 220 A G 0 6 X T Bk 3 UMIL-77 (15
wmol/LYIBES I T2, 40 MU %% Y Mcl-1 siRNA
SN UMI-T7 4038 24 h B T- 2 K (21.38 +
4.907)% ,'5 UMI-77 Ab SRR AL YL M0 24 h HAC, 2%
RHGIFEL(F=274.062,P <0.05), WA S,
6.

Caspase-9

- cleaved-( ‘aspase-9

= Caspase-3

— cleaved-Caspase-3

PARP
=== cleaved-PARP

— — — — ;A PDH

1.0
e T =] ('.1\[\"1\&:»“’
S e e [l Caspase-3
43 MV /7 T Il E2 PARP
&) \M 7 11 == ‘l |
206 I 7 il 7z
04+
> |
= H} ¢ 1“ 1
0.2+ fililb | il
il W7 il
00 (1] (i1l ({1
1 2 3
B3 UML7T R BAA E R E S Caspase-3.

Caspase-9 [\ B PARP f)%iA15R
1:0h;2:6 h;3:12 h:4:24 h:'j0 h L4 " P <0.05

3 g

Mcl-1 & 1993 4E B Bel-2 ZIEHLHE T2
FoEEYHAER L A S Mg H s R E Ak
{fEPIRALU PR K PR ER TIRFHR, 5
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G e . S Bcl-X

= Bcl-2
anmme e e essse GAPDH
2.0 e
] Mcl-1

[ Bel-X
l [:3 Bcl-2

H () % [A/GAPDH

0.0

B4 HATH Bd-2 KKEAE UMLT7 b2 4A
TR EEEAMFRIEFR
1:0 h;2:6 h;3:12 hi4:24 by 150 h 4 " P<0.05
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-y == -

o T @ G\rDiH

X5

1.0

Mcl-1/GAPDH

0.0

I 2 3
E5 Western blot E# % F Mcl-1siRNA fIEER BB R

o AKG Y ;2 563 NC siRNA 3 563 Mel-l siRNA; L A b
.7 P<0.05

V95 40 M 1 A 4 R LA XG0T T L W
Mel-1 265X 884 S0A S MG QUMM T4 L Mel-1 1
LEFAINAE 115 Bel-2 Bel-X, SEHUI T AL A AR,
HAER T (9 R K FAFAEE R, W ZF A

40 I

L]

| 2 3

B 6 UMI-77 X} Bk Mcl-1 &) MGC-803 4R ff T Ky &M
VRS, 2, B + UMI77 15 wmol/L;3; Mcl-1 siRNA +
UMI-77 15 pmol/L; 54554 + UMI-77 15 pmol/L b4 * P <0.05

AN PERER T RN E, Mel-1 RIA TR
Fi RNA THRBLAR T 8 Mcl-1 % FH £k 5 ol SE M
AT, XS FE0A Mcl-1 72 iR
MM R PR EEER, 2R Mcl-1 o] 22
IR — N EEE A,

VLAER, SR HU IR T3 B R AR BTE BE, H
i S BH3 504, #F & — 2625 BH3-only
BEAM/NTF, i ABT263!") AT-1011"! ABT-737
5 E F) Bel2 RIEPLR T (IR AEF) oL b
KEEMTIER o XL/ R 40 M i 2 5
of IS T 1% G0 0 40 55 M 25 ) B 45 ) A Al T
W A BB P T TR e R R R R . B
AT B B IR R 2 ABT-737, AR EM N Y
Bel-2 Bel-X, #1 Bel-w 254, 1 il iX 2228 1 9 T BE,
F Rk Bax 0 Bak, 3 i PN R M i 72 SR 40 M IR
1% ABT-737 78 £ R B v e E 5 H ks
4RI A IR E AR . AR, B E K Mcl-l
MIAIEI X ABT-737 #640'', W RAETF . £ R
BCHE KIE Mcl-1 W AT LABS Iz Zm ) ABT-737 (Y
BAE R Mcl-1 ] B8 & — N4 Bel-2 Bel-X, B 2H
EEMERAEA, UMLIT77 BRTA LR/ r-F 1
B B LN, BRI N Mel-1 (% 535 e Bk AL i o
FPE T H UMI-T7 A B 1 I R 98 T LA 900 6 200 fie 18
S AN R O, ST AE AT S M-l mRKA
%,

ARG R FHA [l He & UMI-77 4b B MGC-803 4]
M2 7R e X UMI-T7 85h U3 W32 £E 10 wmol/ 1L
VAW 24 h NE R EMAMSET, K2 H3E
T AHML A LA Annexin V (+)/PL(-) , VR 7240
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R ﬁz IS% ﬂi& ’ I‘}E Y g£ & {ZF A ﬁE % Ej ;H\: EF‘ o Lt y[\ [5] i’z?:ia—v:li: 'R M, Opferman J T. Delving deeper; Mcl-1"s contri-
Caspase-g N Caspase—3 ?E 'ft ﬁ PARP g’% ﬁg ’ m i% Hﬂ buti;)ns to lnorma; anI()l cancer bi0'|0gy[.]]'g Tr(t:(;s'Cell Biol, 2013,
UMI-77 iﬁgf 2 Caspase W?ﬁ’@ﬁ"]l’ﬂﬁﬁffﬁto PN 23(1); 22 -9.

LG 7R Bel2 %ﬁ%ﬁﬁtﬁe Bel-2 fl Bel-X,. 1 [6] Likui W, Qun L, Wanging Z, et al. Prognostic role of myeloid
UMI-77 ﬂ\}iﬁﬁ‘}é‘#‘]ﬁﬁﬁﬁza&@j , Tl Mcl-1 )I'!IJT:EZE cell leukemia-1 protein ( Mcl-1) expression in human gastric canc-
HIAhER 12 h ﬂEui%Tﬁ,ﬁﬁi% Mcl-1 £ UMI-77 er[ J1. J Surg Oncol, 2009, 100(5) : 396 - 400.

N N N N [ [7] Saito Y, Suzuki H, Imaeda H, et al. The lumor suppressor mi-
BENARATCPREEEEM. A#E—FiEx

. 4 . croRNA-29¢ is downregulatedand restored by celecoxib in human
Mcl-1 T:E UMI-77 1§-€F,mﬂﬁ{}ﬁt*m{/ﬁﬁﬁ ’*Fﬁ Mcl- gastric cancer cells[ J]. Int J Cancer Suppl, 2013, 132(8):

1 siRNA F e  iL 8K Mcl-1 B, R EES T 1751 -60.

UMI-77 Ab 38, SR B T R A, BE— B LB Mcl-1l (8] RERK, #obol, HIBK, . Bk M-l XIKBERASE

7£ UMI-77 5 MGC-803 g TR EEI/EH, BRABMMIR TR (], KB R224R, 2010, 45(1) .
8 N 0 -3.

Mcl-1 EEELEG UMLT7 WA 7% 4 16 M 34 :

. o s [9] Sieghart W, Losert D, Strommer S, el al. Mcl-1 overexpression in
Mk 7 HFEFETRIIEE,

hepatocellular carcinoma; a potential target for antisense therapy

ZE Lk, ARSEI B R Mcl-1 f/NrFik BN [J1. J Hepatol, 2006, 44(1) ; 151 —7.
ﬁpfﬁﬂ?ﬂj UMI-77 —lﬂ‘iﬁ—gj‘ MGC-803 éﬂ]ﬂ@ﬁii—tmﬂt s iz [10] Guoan X, Hanning W, Kaiyun C, et al. Adenovirus-mediated
'{}%t%ﬁ ﬁ g% *ﬁﬁi ﬁ\ E’r_ E"J lj;] ”E\ AK;E ‘{jﬁ T 5% ﬁé , il j=! siRNA targeting Mcl-1 geneincreases radiosensitivity of pancreatic
. VEEL ok e N _ carcinoma cells in vitro and in vivo[ J]. Surgery, 2010, 147(4) :
UNfI—ZZ lﬁgmﬂﬂﬁdﬁtﬂﬁb%ﬁ%%@ﬁTﬁ?‘Md 1 .

ﬁﬁj%fﬂo Mecl-1 ﬁ E/J\ﬁ%mfﬁu“u?a‘ﬁr{zmﬁ [11] Gandhi [., Camidge D R, Ribeiro de Oliveira M, et al. Phase I
%_ﬁuﬂ.% ’ Xﬂ'ﬁﬂzﬁﬁmﬁ'ﬂj j&??%*{}\m%#ﬁi‘f IL-H %}#% study of Navitoclax ( ABT-263) , a novel Bel-2 family inhibitor, in
ﬁ‘ﬁ ‘%%fﬂj] H’*J/J\ﬁ?‘jﬂ] fﬁlj ?ﬂl)l%/i\\- ﬂ\jﬁﬂ‘*‘@ ‘Zﬁﬁ patients with small-cell lung cancer and other solid tumors [J]. J

*i%ﬁ'{\:ﬁzﬁ:}%o Clin Oncol, 2011, 29(7) ; 909 ~16.
[12] Baggstrom M Q, Qi Y, Koczywas M, et al. A phase II study of
7‘;‘7?‘ Lk AT-101 ( Gossypol) in chemotherapy-sensitive recurrent extensive-
stage small cell lung cancer {J]. J Thorac Oncol 2011, 6(10)
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Mechanism of apoptosis induced by Mcl-1

inhibitor UMI-77 on gastric cancer MGC-803 cells
Zhu Xueping, Wu Ping, Zhang Linjie
( Dept of Immunology, Anhui Medical University, Hefei 230032)

Abstract Objective To investigate the mechanism of apoptosis induced by UMI-77, a novel selective inhibitor of
Mecl-1, in gastric cancer MGC-803 cells. Methods MGC-803 cells were treated with UMI-77 in different concen-
trations for 24 h, apoptotic rates were determined by Annexin V/PI method using flow cytometry. Mitochondrial
membrane potential was determined by JC-1 staining on a flow cytometer. The activation of Caspase-9, Caspase-3
and cleavage of PARP were measured by Western blot analysis. The protein level of Bel-2, Bel-X, and Mcl-1 was
monitored by Western blot as well. Chemically synthesized Mcl-1 siRNA was transfected into MGC-803 cells using
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Tumstatin ¥ 3 X B Az 41
1 NOD/SCID [t {4 7= A= L 4 i & 1 H i /i

25, ZUs =+

HE BE T wmstatin F5 50 5 240 ML Sk A B R
IR/ EAETE A S GRAG (NOD/SCID ) B4 P AE A I /]S A 15 50
REFHFAMEBEER. Ak H1&M wmstatin AR E #
HAREEA NOD/SCID Bl Py, %8 81 Bt , i & o 20 40 M A 23
BrEE 2R IR I /MR 7= A 17 O s B AL R AR B i /MR Y tum-
statin 35 ; PN B 400 0 8 R 55 4 12 Rl 3 0 G 300 . /1 19 9 it
A AR R 5 I/ B8 4R R 0 e U e B R L /AR 1 R AR T
fE, 8 tumstatin FEH B Z 4 i NOD/SCID RG
HYEE 3 K, S A i AR ) A /N 1 /NBR 25K tumstating
T ot R R oL /AR VT S A ) P B A B IR A T B R
HEFMERENE., 418 wmstatin FEEE 4 AT E
NOD/SCID BP9/ 4 A 4 i i B T i B R FFIEH BED)
BEAYIN /MR , K it — 2B L B R A 5 B LAl

F88i7  tumstatin; B AZ4RJE; M /MR ; NOD/SCID R,
hESES R 7336;R 331.2

SCHRERERD A E4%S 1000 -1492(2016)04 -0511 -05

Fi R ALY 5 | AR AR A I /MR AN , 1 i PR
H TS P AR T A e v A /) AR A8 R I /D AR K

2016 -01 - 08 #UX

HEWH LA BRBEES (55 11040606M209) ; A HE
T BRBERT I H (465 : KJ2011A163)

Ve RO RHEM KEMBY T ER RRA Bm, 48
230001

TEZE R R, L, LR
FLIE, B AR, EERIG, BEE R, FEEEE-
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18, A

B, 5 B

L AR, TEAE R AT ) B /AR A R P
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1.1 FERXH NOD/SCID ity A L igHk ek
5 sh ¥y FRZ 7] s NK 40 )  7) anti-asialo GM1 1ty
B HAFGai 2k X &4E; /NR BT A CD41-FITC 14
H 3£ & eBioscience 2 &) ; BPL A tumstatin B [J HLiEk
AEHN VWF ER iRl 8 £ E Gibeo 24 F]; FITC
PRCHPL R ZPLM PE FRICME W H K E
Abcam 3% AFRBKN R QEMLIG B B E B A
tumstatin #2305 E B A L REBERL R FME & L
BE Bt s PR AR 2 O 5 o

Lipofectamine 2000 Reagent. The efficacy of gene silencing was confirmed by Western blot analysis, and opoptotic

rates before and after transfection was measured by flow cytometry using Annexin V/PI staining. Results

UMI-77

was effective in induction of apoptosis in gastric cancer MGC-803 cells, apoptotic rates were increased in a dose-de-

pendent manner. Mitochondrial membrane potential was collapsed after UMI-77 treatment. Activation of Caspase-9,
Caspase-3 and cleavage of PARP occurred at 24 h (P <0.05). The expression level of Bel-2 and Bel-X, were not
altered after exposure to UMI-77, while Mcl-1 was down-regulated after 12 h (P <0.05). Transfection with Mcl-1
siRNA successfully decreased the expression level of Mcl-1 in MGC-803 cells ( P <0.05) and blocked apoptosis
induced by UMI-77 (P <0.05). Conclusion UMI-77 induces apoptosis through activation of the intrinsic path-

way in gastric cancer MGC - 803 cells, and knocking down Mcl-1 expression abrogates apoptosis by UMI-77.
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