o E AP A IR YT 4% hip://www. biother. org
Chin J Cancer Biother, Oct. 2009, Vol. 16, No. 5 . 479 -

DY
DOI: 10.3872/j. issn. 1007-385X. 2009. 05. 011 o FLANAIEST

E01a XIAP 1 siRNA )%l 25 B % LoVo 28 B {4 (A 5 B 12 58

A A EAL Few 2R (1. FETRALER MWEAA, LA F8 266001; 2. FBTLER AHZI
AL &R F 5 266071 )

(# =] H H"J:Eﬁ% siRNA 4 X #8108 740 # £ A ( X-linked inhibitor of apoptosis protein, XIAP )3 K 3 15 Xt 4% Ji7 92 40 My
LoVo PRINIMMFEINEI , J715: HIHE XIAP HLR 53k THREMA pSil2. 1-shXIAPL Fl pSil2. 1-shXTAP2 , JI JF {Ac% Y 4% 1 307 240 e ok
LoVo,G418 ik i E Yt LoVo-shXTAP2 4iiffl, RT-PCR Fl Western blotting 77401 XIAP mRNA FI%E (0314, MTT EHIE
R TR RSB AGIN LoVo AN AR AYHEEH ; TR AU ARARIN A0 AL IR 1 s R BV AR R AR UL SR XIAP 63K IR0 45 B 9 1R PN 1 i 1
PERISEIR . 45 : LoVo-shXIAP2 4l rh XIAP mRNA FIE (135K P-4 B8 TR . AHX T X IR ZL 400 , LoVo-shXIAP2 4 i (114
FEFN DT REIE A BB R P <0.01 ), TR B EHHNC P <0.01 ), LoVo-shXIAP2 B HIELHL Y XIAP & 13358 B T, LoVo-
shXTAP2 BRI A K I B P <0.05 ), G518 pSil2. 1-shXIAP2 REBANHIZEIANE LoVo 4R XIAP 25 19235, ] LoVo
MR SMSEFE A R R S i o e TR YT R B o

[ 3R] 2505 RNA 90 X EBR TGI8 3878 ; W T

[ hES2S ] R735.3°5; R730.54 [ XEFRERD ] A [ XE=HS ] 1007-385X( 2009 )05-0479-05

XIAP-targeting siRNA inhibits proliferation of colorectal cancer cells in vitro and
in vivo

DU Li-li'", HAN Chun-shan', YU Xiao-li', CHENG Xiao-feng’( 1. Department of Oncology, Qingdao Commercial Hospi-
tal, Qingdao 266071, Shandong, China; 2. Department of Neurosurgery, Qingdao Municipal Hospital, Qingdao 266001,
Shandong, China )

[ Abstract ] Objective: To investigate the effect of XIAP ( X-linked inhibitor of apoptosis protein )-targeting siRNA on
the proliferation of LoVo colorectal cancer cells in vitro and in vivo. Methods: The XIAP-targeting siRNA pSil2. 1-shXI-
AP1 and pSil2. 1-shXIAP2 eukaryotic vectors were constructed and were transfected into LoVo cells using Lipofectamine;
the stable transfectants LoVo-shXIAP2 were selected by G418. The expressions of XIAP mRNA and protein were deter-
mined by RT-PCR and Western blotting. The proliferation of LoVo cells was determined by MTT and colony formation
assay. Cell apoptosis was examined by FCM. The influence of XIAP knockdown on the proliferation of LoVo cells in vivo
was observed in LoVo-bearing nude mice. Results: The expressions of XIAP mRNA and protein in LoVo-shXIAP2 cells
were significantly down-regulated in LoVo-shXIAP2 cells. Compared with un-transfected LoVo cells, the proliferation and
colony formation abilities of LoVo-shXIAP2 cells were significantly inhibited ( P < 0. 05 ); the apoptosis rate of LoVo-
shXIAP2 cells was significantly increased ( P < 0. 05 ). The expression of XIAP protein in LoVo-shXIAP2 implanted
tumors was down-regulated and the growth of tumors was significantly inhibited ( all P <0.05 ). Conclusion: pSil2. 1-
shXIAP2 plasmid can down-regulate the expression of XIAP in LoVo cells and inhibit proliferation of LoVo cells in wvitro
and in vivo, making XIAP-targeting siRNA a potential new agent in immune therapy of colorectal cancer.
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Fig.1 Expression of XIAP mRNA in
LoVo cells transfected with shRNA Plasmids
1: LoVo; 2: LoVo-NS; 3: LoVo-shXIAPl; 4: LoVo-shXIAP2
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Fig.2 Expression of XIAP protein in LoVo

cells transfected with shRNA plasmids

1: LoVo; 2: LoVo-NS; 3: LoVo-shXIAPI ; 4: LoVo-shXIAP2
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Fig.3 shXIAP2 inhibited proliferation of LoVo cells
*P<0.05 vs LoVo or LoVo-NS
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Fig.4 shXIAP2 increased apoptosis of LoVo cells
A: LoVo cells; B: LoVo-NS cells; C: LoVo-shXIAP2 cells
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caspase-7 i caspase-9 WM. HAC &9k
SELXTAP FEZ 0 e 41 20 2y 238, B 4 440 M i

I8 FLIE B U TS IR S O F HHER IR
PR A 222 Pk ORI BUME B IAIDE 2 Bk XT-
AP TEZE I D im Rk B H IR A 2T . A
PG T XTAP 3R 32K WL %58 Xk 45 i i 240 I 4k
P SN BE B, 2E— R XTAP 1625 i i K
A RS R EFE A

I X L
1AP| |

R R e i —

% il = .:- - "!

¥ 1 & 1A e i

f K - .

2 = AP e

:. ikl i * *__f

é: i - . ::_:;‘f__::?"-| 3 i

ol
1 hi 9 12 13 IR I 44 IV dn

Liriivwily Bhiiss {01

5 shXIAP2 #l%) LoVo 4R A 1458
Fig.5 shXIAP2 inhibited proliferation of LoVo cells in vivo
A: XIAP expression in LoVo-shXIAP2 implanted tumors
1: LoVo; 2: LoVo-NS; 3: LoVo-shXIAP2.
B: shXIAP2 inhibited the proliferation of LoVo cells
" P<0.05 vs LoVo or LoVo-NS
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