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Abstract: As a non-steroidal anti-inflammatory drugs, sulindac has been found in recent years, in addition to the cyclooxygenase-2

pathway, non-steroidal anti-inflammatory drugs can exert anti-tumor through many non-COX-2 dependent pathways.But the specific

mechanism is still unclear. This article reviews the mechanism and clinical research of sulindac anti-tumor.
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PRAL BERT S JAZN M KRR s /L, 8 1 SR E BN
S5 2R RGP AR AT LI IEA 75 519 P65 Kk, 3R
HH&F PRIBR REAI i IDURF XS 2 98 SiHa 41 g i) NF-xB
WG, HETRTRE N R S0 SiHa 40 X AN TR 1 A
SR
2.9 XF il A RO RIS i o 2 A BRIBE AEAH SC AL T
A = E A, b-lapachone A Kz 2 BEHR By vh =5
JGF AT g G il 2 — A IR AT TR
RITENY) . AHOCHIFTE R BT ARIR KA Rl Py e 1
o N4 A S (NQOL ) 17 4 A& 18 S B w15
b-lapachone FHTEAEH , A A S AL B 41 &
FrERl, AR R AZEHT A 25 (NSAIDs ) T ARER £ Bl Al
M AR . EFARIRBES T TGF-B, 5
1Y b - 18] B AL (EMT) Il it 2 LIt AL sirtu—
in LCSIRTL) F T 9400 o] il 9 240 0 1 2 27
IRE

JRUAE BT R ER T 75 ek e 14 & A B A il e 983 7 A
K HRAES Y LI T U T & RCR  Im R TR
THACIE IR WIS T —E i, n] B E E A T
B FNBY T REREAGE 25 . (HETARIR EAEAE IR IR |2
A Z R BT IR V2 [0, AnET AR T
JHIRE IR 2 I RO ZR 00 s PRI e A
VERIDLHE A R T3 — RS0 s 1y FH I PRI e i) B
AT BAFIEBE 1Y SR s AR I R i) AR R
VERIAN ARG | DRHGA 5 2T 2R TR
S 30k
[1]Sandall S,Fagerstrom C,Ferenz NP,et al.A Birl-Slil5 complex
connects centromeres to microtubules and is required to sense
kinetochore tension[J].Cell,2008,127(6):1179-1191.
[2]Gurpinar E,Grizzle WE,Piazza GA.NSAIDs inhibit tumorige-
nesis, but how?[J].Clin Cancer Res,2014,20(5):1104-1113.
[3]Sano H,Kawahito Y,Wilder RL,et al.Expression of cyclooxy-
genase =1 and -2 in human colorectal cancer [J].Cancer Res,

1995,55(17):3785-3789.
[4]Ferrai JG,Wallace JL,Mcknighe W,et al.Induction of cy-

37



BRfi5 6L 2018 4F 6 J145 31 545 12 ]

Medical Information. Jun. 2018. Vol. 31. No.12

clooxygenase—1 and 2 in the rat stomach during end toxemia:
role in resistance to damage[J].Gastvoenterol,1997(113):195.
51X F %, 5% A4 G, 5 UL KT 9 416 SRk 3L 54
[.16 R 5 52 3% 28 4 2% %,2010,26(2):215-219.

[6]Konopka TE, Barker JE,Bamford TL,et al.Nitdc oxide snthase
Il gene disruption: Implicatjons for lumor growth and vascular
endothelial growth production[J].Cancer Res,2001,61(7):3182—
3187.

[7]1Zech B,Kohl R,von Knethen A,et al.Nitric oxide donors in-
hibit formation of the Apaf—-1/caspase—9 apoptosome and acti-
vation of caspases[J].Biochem,2003,371(Pt3):1055-1064.
[8]Callejas NA,Fernandes—Martinez A,Castrillo A,et al.Selective
inhibitors of cyclooxygenase—2 delay the activation of nuclear
factor kappa B and attenuate the expression of inflammatory
genes in murine macrophages treated with lipopolysaccharide[J].
Mol Pharmacol,2003,63(3):671-677.

[9]Vermeulen L,Vanden Berghe W,Haegeman G.Regulation of
NF —kappa B transcriptional activity [J].Cancer Treat Res,2006
(130):89-102.

[10)Josbert JK,Johan AO,Paul D,et al.Molecular analysis of sulin-
dac resisitant adenomas in familial adenomatous polyposis[J].Clin
Cancer Res,2001(7):4000-4007.

[11]ENJ Boon,J] Keller, TAM Wornhoudt,et al.Sulindac targets
nuclear B —catenin accmulation and Whnt signaling in adenomas
of patients with familial adenomatous polyposis and in human
colorectal cancer lines[J].Br J Cancer,2004(90):224-229.

(1218 7%, T A 40, 35,5 AFMRBE AT B J% 2 i bk BGC-823 4%
JA 84 23R 5[] 4 3 B 1 23R, 2007,32(2):132-135.
[13]9% 48, A A%, %) & R E4TA) AFBR xF A B & SGC—
7901 #m feL3& 78 % COX-2.iNOS £ A ek 1E AN &7 E
K F 2R (B AHEHR),2005,25(12):914-917.

[14]38 40 2, k8%, %k EAK NF—kB & 12 AT B IR A 5
SGC-7901 #a e A = F 69 4E M [J]. &M B 5 1% 5 4%,2009,29
(12):856-859.

[15] Z&ER], LR, FIRH, 5. A-ARBk x4 5 5 i 2
SW480FasL & & A& ik B ik Sk & 4 JL 8 69 % vm [J]. B 2% X
1K 5 R (E F),2005,26(4):374-376.

[16] &% 36,3 A4, /B B AR F AF kBT A2 W S JL R T &
AR AR AR AER [J]. R4 AE L2 &,2008,16(25):
2826-2830.

[17]3K AL, R 3 A, B Bk AT AR B 3] 45 1 J% 4m BR324 5
M [)]. % K & 57,2008,37(15):1704-1708.

[18] & M5, %) & i LB AR5 AT AR BR t 45 B % 4 L HT -29 3%
8 Fa B 04 %A )] AR E 17,2016,16(5):653-655.

[19]Tai WP, Hu PJ, Wu Jet al.The inhibition of Wnt/p -
catenin signaling pathway in human colon cancer cells by sulin-
dac. Tumori,2014,100(1):97-101.

38

[20]%] %, 436,25 37 &b | 5 AT B ST AL 1 9% 40 A mIRNA-
17 A= MIRNA-21 & ik 74 4F B AU 33 0] o S b 95 55 04 2o
%,2014,21(7):485-489.

[21]Li X,Pathi SS,Safe S.Sulindac sulfide inhibits colon cancer
cell growth and downregulates specificity proteintranscription
factors[J)].BMC Cancer,2015,16(15):974.

[22]Mladenova D,Pangon L,Currey N.Sulindac activates NF —
kB signaling in colon cancer cells[J].Cell Commun Signal,2013,1
(11):73.

[23]% % 57, B A, v+ i A% AT AR BR 3t Ak M IR S L B P SR 09
FT R BAE A AU AR [I]. P 4 7 1k 2 & ,2000,20(4):243-245.
[24]% &, B A8, B 35 AT BR 76 57 RAR LR P B PO om B %
25 B BRI 00 K B 97 AR [1]. PP B 6 AF 52,2008,35(12):
888-891.

[25]Kim KY,Jeon SW,Park JG.et al.Regression of Colonic
Adenomas After Treatment With Sulindac in Familial Adeno-
matous Polyposis: A Case With a 2—Year Follow—-up Without a
Prophylactic Colectomy [J].Ann Coloproctol,2014,30 (4):201 -
204.

[26]5% 1% -F 3% A 41, FR 36 37, 5 AT AR BR 1 HBV X A R #5449
AT J% 2w e Wt 12 538 309 %0 [)]. B s fe iR 3 & &,
2010,19(8):703-706.

[27)30k, F & 4k, 24 5 AF AR B i AT 48 108 T B R A
A BE-2 A= Bel-2 & & & ik 6% wm [J]. P 474 4k 4 & ,2002,22
(6):338-340.

[28] T 4R A4%, R T 25, A8 b 2R A7 AR BR 3T A AR % 4 2, PANC -1
¥ 58 A 8 T 09 B R AALEN AR T[] P B A 25 5 4 & 20147
(34):23-26.

[29]Murray OT,Wong CC,Vrankova K,et al.Phospho —sulindac
inhibits pancreatic cancer growth:NFATcl as a drug resistance
candidate[J].Int J Oncol,2014,44(2):521-529.

[3013R 4B, F we ik 22 3% 5F AT AR BR 2T 9P L am i & CP70 44
251k 04 3 S5 A4F A [T LAY 98 B 47,2011,19(2):208-211.
[31]Zzhang W,Pan YL.Recombinant human endostatin com-
bined with vinorelbine — cisplatin chemotherapy in treatment of
human breast cancer xenograft in nude mice[J].Chin J Mod Ap-
pl Pharm,2011(28):1085-1090.

[32]Rubin R.Researchers ponder aspirin’s potential in prevent-
ing cancer[J].JAMA,2014(312):1501-1502.

[33] A2 ix, B REAT 3R 4 4T 4k B2 AL 4 3F A SUIR % 20 2
SKBR-3 3% 74 5 M &9 % wa[]]. 7 B 6 &k 25 32 3 4 & ,2015,31
(23):2325-2328.

[34]Takada Y,Bhardwaj A,Potdar P.et al.Nonsteroidal anti—in-
flammatory agents differ in their ability to suppress NF—kappaB
activation,inhibition of expression of cyclooxygenase—2 and cy-
clin D1,and abrogation of tumor cell proliferation[J].Oncogene,

2004,23(57):9247-9258.
(FH#% 42 7)



2 S BRfi5 6L 2018 4F 6 J145 31 545 12 ]

Medical Information. Jun. 2018. Vol. 31. No.12

(L#EF 3B )

[35]34t 2 &, 3 W 4%, 5 2 4%, 5 NF—xB 475 4 30 4835 58
9% SiHa 2 it A T 69 % va [ W K 3 3 3R (& 5 42),2013,44
(1):36-41.

[36]Hsiu—Ni Kung,Tsai—Yun Weng,Yu-Lin Liu,et al.Sulindac
Compounds Facilitate the Cytotoxicity of b —Lapachone by
Up-Regulation of NAD (P)H QuinoneOxidoreductase in Hu-
man Lung Cancer Cells[J].PLoS One,2014,9(2):e88122.

42

[37]Cha BK,Kim YS,Hwang KE.Celecoxib and sulindac inhibit

TGF-B,—induced epithelial-mesenchymaltransition and suppress

lung cancer migration and invasion via downregulation of sirtuin
1[J].Oncotarget,2016,7(35):57213-57227.

Wi H 39 : 2018-5-21; & [l H 1% : 2018-5-30

I 1



