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Abstract

AIM: To investigate the effect of combined anti-
human death receptor 5 (DR5) monoclonal an-
tibody HCTB006 and 5-fluorouracil (5-FU) on
the growth of human gastric cancer cell lines
SGC-7901 and MKN28 and to explore possible
mechanisms involved.

METHODS: The ability of HCTB006 and 5-FU,
alone or in combination, to inhibit the prolifera-
tion of SGC-7901 and MKN28 cells was mea-
sured by ATP-Lite assay. The expression of DR5
on the surface of gastric cancer cells was exam-

ined by flow cytometry. The level of X-linked
inhibitor of apoptosis (XIAP) and caspase 3 in
treated cells was detected by Western blot.

RESULTS: SGC-7901 and MKN28 cells were less
sensitive to HCTB006. Concentration- and time-
dependent cytotoxicity of 5-FU was exhibited in
SGC-7901 and MKNZ28 cells. The combination of
5-FU and HTCBO006 exhibited a synergistic effect
on the proliferation of SGC 7901 and MKN28
cells. The positive rates of DR5 expression on
the surface of SGC-7901 and MKN28 cells were
93.8% and 87.7%, respectively. Western blot
analysis revealed that combined HCTB006 and
5-FU induced XIAP degradation and caspase 3
activation.

CONCLUSION: The combination of 5-FU and
HTCBO006 exhibited a synergistic effect on the
growth of SGC-7901 and MKN28 cells possibly
via a mechanism associated with XIAP degrada-
tion. The in vitro sensitivity of gastric cancer cells
to HCTBO006 has no direct association with DR5
expression.

Key Words: Death receptor 5; Combination agents;
X-linked inhibitor of apoptosis; Gastric cancer
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BH): KA 9B R 5 B F A8 X AR AR
(DR5)#4 3 %1% HAKHCTB0063£ A-5-FU T A
B A %7901, MKN284I4E A vA B AL,

FiE: AATPlitesk: % MHBCTO006% 2548 .
S-FU 25 40 B 5 2 4 6 R 5t B 9 4m ML A5 7% ¢
H¥Hh, FRAEZ X L, RAAX @0
FAREM G & %7901 XA EMKN28 % &
DR5#) & ik /K-F; Western blot#ein| Lk ik 348 JA
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58 FEmAi£7901. MKN28*HCTB006
TR 5-FUS = o 3§ 78 3 ) VF R A A B
18] VA BOR AR MR R R BR A T 2 40 B AR AT
S H R k) B R R 3G s 2R, AR K
FBARKR L, BRI KA. AR AR
| B 9% sm A 27901, MKN28 % @1 5t T % 4k
DRS5#) R EAR K A 93.8% VA K 87.7%. %o J%ilk
PR A, BRA RGBT AL LN
T3 H R aXIAP KR, 5% & & T
47 7% & caspase3, 7| AL 4wl st .

451t HTB0065 5-FUBE A 52 B B A ] 5445
B ey VER . B )& 487901, MKN28AF
FHCTBO06# A B A2 5 2m itk @DR5 8 &
XERMK; BRA A HAERIF TS i
P A4 A T & G XIAPI A %

FHEIR: T ZRG; AP, ESRATMHER;
B

KBRS, TSI, TR ST, SPEB0Y, X8, £I5H. HCTBOOGHX
B5-FUNSBRBAIMAMKN28, 7901 0/ERREMNGI. HFRE

NHEAE 2012; 20(7): 546-551
http://www.wjgnet.com/1009-3079/20/546.asp
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T A T SO P DL R R 2 —, Ak
BEEE B R0 5 T R T ) B 1 7%
BiE—2RIKZHAE T W, Bisr FB L
7 o, (HH T AT A g T &, Wi
T I 2 S 0 R 4 B T R TR T TR K
LTI R AR 1) 250 IE T PR AL TR R T
P, R T R 40 SR PR T 2 A D RS BT

i 9RE 441 0 6 A A B R AR R T, i LE 4
JE B REPER, AR SEIG Sl R F 7Y D RS B v BT
AHCTBO06E A 5-FUAE FH T B 41 il %7901,
MKN28, W51 WY FH A7 G Wk 7] 27 4 19 4
B, 15 BRI ] BERIVE B L.

1 #RIRSA

1.1 A4 BRI ZAMKN28, 79010 [ 5% [ 4k
KB ABGE T (ATCC); K 40 g RMKN2S,
7901375 T &4 100 mL/LI G 2FIL3E, 0.1%
HEEHE ZDMEME &, E T4
W, 37 °C, 50 mL/L CO,, WA FEFE, 92
P B B K YT I 40 . Bt AD RS B 5 B B4k
HCTBO006 H b 5 [7] 4y AR 2wl $2 41 caspase3ly
[ sellsignaling 2> 7 ; XTAP, 111240 i HL e B B A
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VAR ECLE 557 &% 5 Santa CruzA#); B
T A0 MR AR, IR ML I HGIBCOA ]
ATPlitefs il i 7] &0 A W H & EPerkinElmer
AT P ANIgGH+L)RPE. EHARPEM [
Southern BiotechAw]; 5-FUN g il A5 24
A BR 2 7] i LR 6 2 B A (BHP9504-
2) R A6 HERA G AR BR A w7 i, X4 e
X (Cytomics™ FC500)} 3% [EBeckman Coulter’y
F) AP, A B A DL S A ) Thermo EC
7

12 7%

1.2.1 ATPlites 4R HCTB006%5 5-FUBL 4 5 A
*+ B 95 4 e 2 MKN28, 7901464 545 BUN %
A K R 4N i RMIKN28, 7901, FEBEIS LS,
0 M vk 2, 30004 /LA T-96FL A 5 R A
254045y A HCTBO06 254, 5-FUM 244,
HCTBO06+5-FUIB A I 245 41 LA Je s 1 0 AL
HCTBO06UZY )i FE 1 % 24 : 500 ng/L, 250 ng/
L, 125 ng/L, 62.5 ng/L, 31.25 ng/L, 15.625 ng/L;
5-FUZ5HSE K 500 pmol/L, 400 pmol/L, 300
pmol/L, 200 umol/L, 100 pmol/L, 50 pmol/L, ¥
G20 & AR R MBS BEA 2541
KPR N P 2, S-FUTIALER24 h Jo i
AHTBO0064H L[l 124 h; [F]I 45 2541 Wizl
IS EHI48 h. ATPLitef 41 il A5 %, RELINA
50 uLAN iR, "% 3 min; MRIRE 13550
uL T REFRAR T FEREARA T INAN25 nL iR,
FE 10 s)o, BOGERNES min, K E LRI
RN IAX, BEHUR TGAE. 41 A7 2 (survival
rate) = (Ff&h ROGIE - BIME R B RO GAE P
BIH) X 100%. S50 853K, HCOFEIME.

1.2.2 AR @ e ARAm F & 2m it 2 MKN28, 7901
e 1= % D RS 4 Fik U B T %) 4 M,
2% FBSHITIAPBSYE 1 500 t/min, 4 min,
YLK, VR4 i FE J2 X 104N /mL, 4350 pL/
LA 96 AL AR . B A0 IR R A
H. HCTBO0641341, JKAxt 4T/ ilIgG,
HCTBO06Z % 4110 mg/L. vk EWEE1 h. YEW
YE2W, HFREE S ML ST 1gG-RPE,
UK LB E 15 min, PBSYE2IK, R IMA300 uL
Ve E R B A AR . s AR A
WinMI-D 29850 45 3, K5 pR g o &5 5
(%) JH T3, BOFEE.

1.2.3 Western blot#l & #% 49427901, MKN28
4 I XIAP, caspase3 9 T4t B H 4l 527901,
MEKN28 1 X 10°4y/mL. K535 FofLi it

A7 B A 5
R FZ R &
foL 2t T TRAIL &
%, il it 2 IR
F A5 Bt 98 om oL~
BE 50 B



548 ISSN 1009-3079 (print) ISSN 2219-2859 (online) THFE A KVZATE 20126063888 55205 75
Wi £ B8
R A SR

B, he 5
B BRARE.
SURL S 5 ¥ A ik
DR5# 4 DR4, H
DRS# XA F 3
FDR4, @ EF
8 4 B = % 8 R
i FRARR F R
%k, DRSA &
TRAIL ¥ % 5 %n
fo R it A2 bk
EX S RLE S

HCTB006+5-FU MKN28 7901

(ng/L +pmol/L) LN BR =[N PR

500+600 13.48+0.028 2.89+0.115 8.17 +0.068 4.49 +0.009

250+400 13.71 £0.059 3.56 +0.062 13.89+0.058 7.95+0.019

125+300 15.01 +0.031 3.51+0.251 21.72 +0.202 9.48+0.121

62.5+125 16.39+0.116 8.24 +0.340 69.08+2.036 27.66+0.168

31.25+62.5 51.86+0.186 47.20+0.272 90.27 +0.279 87.100.141

15.625+31.25 98.38 +0.239 88.26 +0.221 110.56 +0.412 101.23+1.738
A 180+ B 130 - B 1 HCTBOO6EAZH

{EFRFEREMIR7901

160 DARZMKN28 24 hfg
_ 1201 ISR, A: Fi
= S I7901; B: HEdH
i 1407 3 HIMKN28
s 12110 A '
§§120— ii
g =

100 100 4

80 T T T T T 1 90 T T 1

0 100 200 300 400 500 60 0 200 400 600

HCTB006 (ng/L)

WRGFE. B2 RIAE I, 45 29k 5-FU4L: 250
umol/L; 500 umol/L; HCTB006: 500 pg/LZH: Bt
E 42540 HCTBO006(con: 500 ng/L)+5-FU(250
pumol/L); HCTB006(500 ng/L)+5-FU(500 pmol/
L); B2 mL, 553724 h. WA B R 417901,
MKN28, 3 000 r/min; 25.0»5 min, ¥ _Fi%, BCA
W E R, BHISDS-PAGER:, EEKE10%, T2
JKE5%. FANVKIE EREE E =830 mg/L, H
KB TG I Marker 784373 85, BA30 VLR 1
h#E 2 PVDFRE F. 5% i - 03 A . cas-
pase3, XIAP, B-actind 8 Ui BHFRREHLAA, =5 il 57
H2 h, TBSTE3YK, 10 min/7X. JIAL & 3 000F
FEMNLEPUN R P, S E 1 h, TBSTHEL
KREEE PR, ECLY 5%, G .

Beit AT N ISPSS17.04 044, i &
%R Hmean & SD# 7R, K H One-way ANOVA
AT R LR, 72 57 1 35 v F SNK -q K 30 1E AT 41
] 2 i LU, P<0.054 7 B Givh 4 7 L.

2 BR

2.1 HCTBOO6 #2545 A T B /& 40 i 7901 vA %
MKN28 24 h/5 28 e /75 5 B 40 i 527901 LA
JMEKN285FHCTBO06 A HUE; HCTBO06 i 5
(500 ng/L)I X 41 i R 7901 (1 24 A 8%,
XTMEKN28 13l %k 6%, IG5 1) 24 ) 06 20k

HCTB006 (ng/L)

T e 20 L R A7 0 ) il e ().
2.2 5-FUS54E T B & a8, 27901, MKN28 24
h%48 hatm i & 9% rh AR ES-FU
Xof 5 9 40 L 2 7901, MK N28 HLA B (5 (4014 41
MRS FEAE ], 48 hd MU A- 35 24K T-24 h; 5-FUXS
98 41 227901, MK IN28 fy 184 5 41001 4 ] B AT
I [] DA Rk FEARR N, 22 e B gt 2% 5 X
(P<0.05, [€2).
2.3 REV 2R3 F % £ 7901 XA BMKN28 A
Ee e A H 24 B ARG 1 W R0 ) S g
i g 27901 LL LMK N28 I FEE I, [ i) 56 41 At
5 (A AR LA R A ON,, (HE S
R X, MAREIA ARG 24 07 00 41 A7 7%
IRIRAT W S ZE (R ).
2.4 5-FU%L. HCTBO06%8 v\ % Bt A A 25 28 3% F
B 5% 20 i AMKN2S, 7901 74 7% & 84 % vhr BEG RN
F5-FULLZHCTBO06XT 5 i 41 o A5 1R 4F 1)
[ei) 410451 5 e 40 i 527901 LA MK N28 I /E L, 5
HCBOO06ZH LU, 1 241 MI5-FUAL 2 ¢ i 3
(P<0.05, &13).
2.5 AR g R KA B S 4n e, 2 & H % ARDRS &
5 BN ZR 7901, MKN28FET 2 fADR5# ik
HAT N 93.8% 1287.7%(Kl4).
2.6 Western blot#n] § % % 28,7901, MKN28
4 R XTAP, caspase3 &y &AL MKN284I il P 15 1
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A 150 _¢ 74p B 150 ¢ 74p 2 S-FURKIETE mAZREE
- 48h - 48h EMIRAR7901. MKN28 A FFE AL, T
24 h}R48 hx{4BiE7EE = LHDRSE L
< 1004 < 100 ROWW. A By EREBBHE
5 5 £7001; B: s ¢ RAMER
o o MENS R S A A5 A 5B
1 i : e, @it 5L
= 50 2 5o 5 25 B,
5 = .\\.\-\—. AL A Ak AL
FRABRNE, ™
HARFOId
0 T T T T T ] 0 T T T ] ‘fi, ﬁﬁ@ﬁ’%—'}i
0 50100200 300 400 600 800 0 200 400 600 800 W R 95 T *F E
5-FU (umol/L) 5-FU (umol/L) F LR A
A 150 - B 200 -
—e— HCTBO006 —e— HCTB006
-m 5-FU = 5-FU
- *R./\\. & (A _ 150+ A [
g\g 100 - v FH g\% v
i 2 100 t-\'\-\_\.
hel hal
& 50+ &
50
0

600
500

0 5010020030040
15.625 31.25 62.5 125 250

8005-FU (umol/L)
HCTBOO6 (ng/L)

600
500

0
0 5010020030040
15.625 31.25 62.5 125 250

8005-FU (umol/L)
HCTBO06 (ng/L)

B 3 5-FULR, HCTBOOGLALA R BAS FRZAAN T SREMIE ZRMKN28, 79011ERMISZN. A: BiEaiiz7901; B: SiEala A

MKN28.
A N B N

g 93.8%+6% g
2 M1 2
o] o}
> >
w Ll

o o
10° 10* 10° 10° 10 10° 10
FL2 Log

TMI 8L FIXIAP, caspase3 (136 k 481k WLIKIS. #F
TR L YPHCTBO06 LA K 5-FUKA N 5
FE AN R7901, MKN28 /i 4 XTAP, caspase3 ¥ i,
PR R 5 25 IR FEAT %, FBk S FTHC TBO06,
5-FUZK WLXIAP, caspase3 [ [# .

3 e

BIeg SR AL IR 7 AH R R 215 S L AR (tumor necrosis
factor related apoptosis inducing ligand, TRAIL)Hg
0% 30 ok 4 B R P T2 AR DRAE #Z DR5 A i
Jeg 4 ff 9 1 DRAEGF DRS AT LUd i ffd ) B 58
LI HET- 45 )48 (death domain, DD)JE il = S8 1k

www. wjgnet.com

B 4 BEMABARREDRS
REKEHESRN = 3). A: H
SN ZT7901; B: BIdmlE A

87.7%=+3% MEKN28.

M1

10° 10

10
FL2 Log

SEAE MBI L B A, TR BT R I S
2 45¥)(death-inducing signaling complex, DISC)
4K MTVE f caspase R e i 4f L T TR
WIVFZ MR, gl . B B, FLIR
Y 434 IADRSE#HDR4, HDRSIHEIL T
DRA4, i1y 1F 5 (4 i — 7 i Rk AR A&
15, DRSIEAETRAIL 5 S 4H M i T2l A ke 3=
BRI 2 AR HATVE 2 AR A SRR, &
XFDRS Y HL 5 e BT A4 BE A S AR e A1 o b e 4
H A K/ PP, iy LA TRATL LA S A AR 5
PE. SR B 41 TRATLAMEU B 22 251, |
i IEDRS LA T 8 i .
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W@ 5 F A5-FU - + o+ -+ 4 T BAEIRCR, RIHDRSFRIL AL
KRR A, HCTB006 - - -+ o+ +

ERTE, BA
B0 W6 R A H
Hrfh.

XIAP

pro-
caspase3

B-actin | S o e —
B 5-FU - + + - + +

HCTB006 - - -+ + +
pro-
caspase3 32000

@ 5 Western blotiiNIBEAMBIR7901. MKN284AIR
XIAP, caspase3BVk. A: BN A7901; B: HEMIEA

500 pumol/L; HCTB006(con: 500 ng/L); HCTB0O06(con: 500
ng/L)+5—FU(250 pmol/L); HCTB006(con: 500 ng/L)+5—
FU(500 pmol/L).

HCTBO006:& DRI HL L HUAAR, ARFITE,
BRI EHCTO006(500 ng/L)E T i 40
i 227901 L FZMKN28, 24 hJi 41 i ) A0 K
8% LA [ 6%, K WI'H w40l 27901 LA AMKN28
X T HUAHCTBO06 AN UK, 55 SC ki iE & i 4
6T T TRAILIN 25 45 R — 0. 48 SCiklois, Fhe
97 299 5 TR ATLERAAE T 5 9 40 fu v] DR
B W [ 15497 e 4t i g 1 T

A L FRATTR R I K 1 9 — 20T 29905-FU
A HC TBOO6E: [FIF 1 -1 i yg 41 e, W 53¢ SL 40
R L. B R B, 5-FU S5 HCTBOO06:
A AT 5 0 A0 M AR mT DA B4R e b B[] 490 1)
i 9RE 2 B3 5 R ), sk AT 29500 . i
L 2y L L, 6 FH 25 401 0 S PRI S o 4 i
7901 LA X MKN28 I f7 1% %, 22 R4t &
XI5 SCHRIRE S-FUBEA TR ATLAE H P [ 45
B A s R — 3

H 7 ok 1k 15 9 40 6 T D RS ¥ 8) 771 1 i
iTENLH] v R 58 IO 4, 5 R 4H M 3 i
AR IE B DL R T B b 2 R T I T
CLEHUI TR P A G, ik — 2B US-FULL &
HCTBOOG6HK A IV FH A4+ 497 15 5 40 M 1) 7 R WL A6,
AT 9 4l SR TRID RS IA DL R 4l e 9 15
5 T AH G ER 1 XTAP, caspase3 ™ 7 [HIEAT
F9T. SRl B AR 45 R ] i 27901
DL MEKN28AE T 5244 5 =i K ik, {HH T CBO06X}

i 40 i 2 6 T D RSP 2 gt e ] 2 4
K, X5 HATR g 8. B sl AR
AT e A B T P A 2 I i 527 LRI A
ZyIAVE T SE R ML 75 21— DT

ERET-0HIE A (X-linked inhibitor of
apoptosis protein, XIAP)&{H T-FH| A KK+
B M Fcaspasefliil iy, Ak K BLXTAPLEM
o Ak, 5 R AR R DA R TS A RN
XIAPH] LA B #£4i caspase9, caspase3, caspase7,
M RAEAE R, T e 32 ZL 0 2 flcaspase3 (1G4
MR R i AR v T H AT SR B 2 R
JPVEE R AT, sIRNATFTRXIAPH A 2045
UESE X TAPTE W 138 2% ks 22 5T T AE .
HiFRE, NFLIREDMA-23141 i TRAIL
IHHT 5 XTAPHI R IE FIERK IO A 5%, XIAP
F1 5 gt T LA o SPh R 4 0 TRATL PO g 2,

AHFFTH H Western bloti RHF5THCTB006,
S-FU B LA K 6 FR T 1 s 40 e 27901,
MKN28JE T3 A1 i 5 5 H FIXIAP, caspase3
(AL, WA IO R F L. &5 SR m],
BN I S-FUARBES RS XTAPHIBE AR, (HIEBCA
V1 5-FURTHCBOOG6BE S ]tk 5 | i X TA P B fi,
(i) FSP A N P98 T2 404 T 8 F caspas e 3 AH N A,
i L5 062 FH 299 B IEAH 263X 5 B8t IR 5T
g5 L5 S i AT 29 IR ek DL 2 2 L
SERA P TE B HUATR A-841 FH i LR 40 fit,
4N WBCL-2, XTAPH [ M7, WG IR PEIE 1
.

ARG H TR W], HCTBOOG6XT i 41 i
7901 LA S MKN28 1) 40 Jita 14 G 4100 i 4 LI, Ja
A AT 259)5-FUTT LARK K3 hioos 75 96 41
(P AAGVE, HTCBOOG6XT 1 % 40 i 1 5493 1
5 W% 40 i 14 2 TRTDR S F 263 50 B A 5 16
A 256 51 4 i N PLE T E T XTA P %
fi#t, & iifcaspase3 5| LA TS, {H b+ M
96 20 B i 25 WL 2 2%, Ao T e HUOR ST
[ —ANJ7 i, AT 2 L b
PRV, T A 24 ] 8 CRAIE 2 2850 0[] I AR
YW, TR PR 2 AN BN, I IR
A — e iR T R L

4  SEXE

1 Jemal A, Siegel R, Ward E, Hao Y, Xu J, Thun M]J.
Cancer statistics, 2009. CA Cancer | Clin 2009; 59:
225-249

2 WY REES. RN TRAILETH S0 FHL

www. wjgnet.com



KIFEFE, . HCTBOOGEXS5-FUN BB ARMKN28. 790189/ ER K EMNH

551

10

11

12

. Zf Ak 2006; 28: 153-159

Cree IA, Andreotti PE. Measurement of cytotoxicity
by ATP-based luminescence assay in primary cell cul-
tures and cell lines. Toxicol In Vitro 1997; 11: 553-556
Schneider P, Thome M, Burns K, Bodmer JL, Hof-
mann K, Kataoka T, Holler N, Tschopp J. TRAIL
receptors 1 (DR4) and 2 (DR5) signal FADD-depen-
dent apoptosis and activate NF-kappaB. Immunity
1997; 7: 831-836

Papenfuss K, Cordier SM, Walczak H. Death recep-
tors as targets for anti-cancer therapy. J Cell Mol
Med 2008; 12: 2566-2585

Thomas LR, Henson A, Reed JC, Salsbury FR, Thor-
burn A. Direct binding of Fas-associated death do-
main (FADD) to the tumor necrosis factor-related
apoptosis-inducing ligand receptor DR5 is regu-
lated by the death effector domain of FADD. | Biol
Chem 2004; 279: 32780-32785

Tolcher AW, Mita M, Meropol NJ, von Mehren M,
Patnaik A, Padavic K, Hill M, Mays T, McCoy T,
Fox NL, Halpern W, Corey A, Cohen RB. Phase I
pharmacokinetic and biologic correlative study of
mapatumumab, a fully human monoclonal anti-
body with agonist activity to tumor necrosis factor-
related apoptosis-inducing ligand receptor-1. | Clin
Oncol 2007; 25: 1390-1395

Rowinsky EK. Targeted induction of apoptosis in
cancer management: the emerging role of tumor
necrosis factor-related apoptosis-inducing ligand
receptor activating agents. | Clin Oncol 2005; 23:
9394-9407

Hunter TB, Manimala NJ, Luddy KA, Catlin T,
Antonia SJ. Paclitaxel and TRAIL synergize to
kill paclitaxel-resistant small cell lung cancer cells
through a caspase-independent mechanism medi-
ated through AIF. Anticancer Res 2011; 31: 3193-3204
Forero-Torres A, Shah J, Wood T, Posey ], Carlisle R,
Copigneaux C, Luo FR, Wojtowicz-Praga S, Percent
I, Saleh M. Phase I trial of weekly tigatuzumab, an
agonistic humanized monoclonal antibody target-
ing death receptor 5 (DR5). Cancer Biother Radio-
pharm 2010; 25: 13-19

Horinaka M, Yoshida T, Nakata S, Shiraishi T,
Tomosugi M, Yoshikawa S, Wakada M, Sakai T.
Aclarubicin enhances tumor necrosis factor-related
apoptosis-inducing ligand-induced apoptosis
through death receptor 5 upregulation. Cancer Sci
2012; 103: 282-287

Nam SY, Jung GA, Hur GC, Chung HY, Kim WH,
Seol DW, Lee BL. Upregulation of FLIP(S) by Akt,
a possible inhibition mechanism of TRAIL-induced
apoptosis in human gastric cancers. Cancer Sci 2003;
94:1066-1073

www. wjgnet.com

13

14

15

16

17

18

19

20

21

22

23

Xu L, Qu X, Zhang Y, Hu X, Yang X, Hou K, Teng
Y, Zhang ], Sada K, Liu Y. Oxaliplatin enhances
TRAIL-induced apoptosis in gastric cancer cells by
CBL-regulated death receptor redistribution in lipid
rafts. FEBS Lett 2009; 583: 943-948

XuL,QuX, LuoY, Zhang Y, Liu J, QuJ, Zhang L,
Liu Y. Epirubicin enhances TRAIL-induced apopto-
sis in gastric cancer cells by promoting death recep-
tor clustering in lipid rafts. Mol Med Report 2011; 4:
407-411

Lee KC, Hamstra DA, Bhojani MS, Khan AP, Ross
BD, Rehemtulla A. Noninvasive molecular imaging
sheds light on the synergy between 5-fluorouracil
and TRAIL/Apo2L for cancer therapy. Clin Cancer
Res 2007; 13: 1839-1846

Ashkenazi A, Holland P, Eckhardt SG. Ligand-
based targeting of apoptosis in cancer: the potential
of recombinant human apoptosis ligand 2/Tumor
necrosis factor-related apoptosis-inducing ligand
(thApo2L/TRAIL). ] Clin Oncol 2008; 26: 3621-3630
Li M, Song T, Yin ZF, Na YQ. XIAP as a prognostic
marker of early recurrence of nonmuscular invasive
bladder cancer. Chin Med | (Engl) 2007; 120: 469-473
Schimmer AD, Dalili S, Batey RA, Riedl SJ. Target-
ing XIAP for the treatment of malignancy. Cell
Death Differ 2006; 13: 179-188

Zhang Y, Wang Y, Gao W, Zhang R, Han X, Jia M,
Guan W. Transfer of siRNA against XIAP induces
apoptosis and reduces tumor cells growth potential
in human breast cancer in vitro and in vivo. Breast
Cancer Res Treat 2006; 96: 267-277

Shrikhande SV, Kleeff ], Kayed H, Keleg S, Reiser C,
Giese T, Biichler MW, Esposito I, Friess H. Silencing
of X-linked inhibitor of apoptosis (XIAP) decreases
gemcitabine resistance of pancreatic cancer cells.
Anticancer Res 2006; 26: 3265-3273

Lee TJ, Lee JT, Park JW, Kwon TK. Acquired TRAIL
resistance in human breast cancer cells are caused
by the sustained cFLIP(L) and XIAP protein levels
and ERK activation. Biochem Biophys Res Commun
2006; 351: 1024-1030

Vogler M, Walczak H, Stadel D, Haas TL, Genze F,
Jovanovic M, Gschwend JE, Simmet T, Debatin KM,
Fulda S. Targeting XIAP bypasses Bcl-2-mediated
resistance to TRAIL and cooperates with TRAIL to
suppress pancreatic cancer growth in vitro and in
vivo. Cancer Res 2008; 68: 7956-7965

Amm HM, Zhou T, Steg AD, Kuo H, Li Y, Buchs-
baum DJ. Mechanisms of drug sensitization to TRA-
8, an agonistic death receptor 5 antibody, involve
modulation of the intrinsic apoptotic pathway in
human breast cancer cells. Mol Cancer Res 2011; 9:
403-417

mE GWE w4 ATAS



