B 2018 4F 7 A5 49 BT W

e 3k P GKIN2 7 B 9 Hh 0 ek e ol PR 72 X

2% Mg RSR U SR SREE

0

(HZE] B8 SRR E CKN2 75 N B RA L P RBIFHRIT HIERE L. FiE %l
70 5] B LG AR R 55 1 W VA, A RT-PCR 35 A6 GKN2 1 mRNA 3k, J5 Mk B
70 18 AL 70 BIET N B ALRRA, R 43Uk kail GKN2 i H£RIE. &R GKN2
mRNA 7E3 55 1 AL B R IK 0 100% , w5 F B4 2L 10% (x* = 63.00, P <0.001),
GKN2 HEHMRTEIE B B R A M N, 7EIE R B 41414 GKN2 3 [R5 [ 1A 100%
T EEALUY 7% (' =121.33, P<0.001) ., £ Mk GKN2 7E1EH 8 #BErh s ik, ()2
TE R A P BRI RER FECR A B EENER .

(X@iA]  BiE; CKN2; itk

Expression level and clinical significance of tumor suppressor gene GKN2 in gastric cancer Mao Wei,
Tao Li, Zhao Xinkai, Kong Cancan, Kuang Jisun, Qiu Minxia. Department of Endoscopy Center, Hainan Gen-
eral Hospital, Haikou 570311, China
Corresponding author, Mao Wei, E-mail . weim@ vip. 163. com

[ Abstract)

tumor suppressor gene GKN2 in human gastric cancer tissues. Methods The expression level of GKN2 mRNA

Objective To measure the expression level and investigate the clinical significance of
was measured by reverse transcription-polymerase chain reaction ( RT-PCR) in the gastric cancer and adjacent
normal tissues of 70 cases. The expression level of GKN2 protein in the gastric cancer of another 70 cases and
normal gastric tissue of 70 cases was measured by immunohistochemistry. Results The positive rate of GKN2
mRNA expression in the adjacent normal gastric tissues was 100% , significantly higher compared with 10% in
the gastric cancer tissues ()(2 =63.00, P<0.001). GKN2 protein was distributed in the cytoplasm of normal
gastric mucosal epithelial cells. The positive rate of GKN2 protein expression in the normal human gastric tis-
sues was 100% , significantly higher than 7% in the gastric cancer tissues (y* =121.33, P <0.001). Con-
clusions The tumor suppressor gene GKN2 is highly expressed in the normal gastric mucosa, whereas it is
down-regulated or even absent in the gastric cancer, which is probably a pivotal factor leading to the incidence
of gastric cancer.

[ Key words]  Gastric cancer; GKN2; Tumor suppressor gene
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1.1 SZAt5E & PCR(RT-PCR) FrAk
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o5 IE R A2, Frabr A g BT AR BRI
WS HA AR AN . Hrh 5 62 5] . 2 8 4],
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R TN OB IEE B REARA, 559 6. &
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Al AR/ BRE R TR G i 2 Ak R D a7 6
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1. PCR =

1.1 5 RNA $2HL
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U 350 wl RLT G B0 H, HAAZ 0
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B 003 B P R A IR R R 10 min, N —HrE R
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RT-PCR 253 B 78, GKN2 mRNA 7§98 5% 1F B
HAUrh R, MR 100% ; GKN2 mR-
NA 7B P U 7 BB ER IR BT M,
HAeFakik, RN 10% , 8R4 80055
IEH 4141 GKN2 mRNA [AMRERZEF AR E
X (x* =63.00, P<0.001), WLIE1,

NTNTNT

TP AR R, 70 B EH H 41411 GKN2
SEIRGLE, )AL IR H B R R A
PHIER 9 100% . 1M 70 ] B LA, AUA S
I PR Rk, Ho 65 fl Ik B, FHTER
N 1% . BREHLMIER B 4210 GKN2 3 5 H
RIEEERAFEIFE L (Y =121.33, P <
0.001), ULE2,

, j%gé‘,"f |

”nﬁ;&w'

K2 IEHEHAME AL CKN2 FH&E
A: GKN2 SEHTEIER B A Rk (g difk, =x40); B: GKN2 HHATE B WAL hRLH K (pgdife, x40);

JNE % 100
o I 5

GKN2 R Sk b 238 T 1B W B 26 b iz 4
M, EE ERARHLTEERET . AU ER,
GKN2 FBLLRF AR L35y, DAE BRI
() R A0 e e ol BA S, R R LA AR i 2Rk
55, X5 GKNI1 BB 4Am -4 AaeL, FRATHEm
GKN2 ] igid i ik my i Kot &, M E -
FERRZ W — R 3, TR 2400 B R
B, AR RN, 16 E R RN SR,
GKN2 2% B AR E R, BEASH ) 1 ) SR AT 1R
POR= k=N R G R i i = = ) BT N R A
FE L X HER GKN2 REfS 4L 15 BhIE b J 1 58 R

e k2 W e B R EHEITB L, GKN2 kAl 5
TFF1 JE B RARAE IR # B Jh b 3Rk . i TFF1 78
B s RO R, AEAE IR R
BRI Y K RIRE ST 5 i R AR AT
W5 S AL Figte, fESEAnMaRe 1T I 2 22 H 2
i Rl AN, AN AT
B A GKN2 16 5 o3 v 2 AL ek
TRy EN

AR LEF 7%, GKN2 18 1E 3 B K I i v
FERIs, (HRAE B im0 h KA B R o 2
&Ko BHFTEHGE GKN2 75 i anfark . B 21k
A ZHGUR S 2R P R W R R e X
SIRATHYSE FARRL, $2/8 GKN2 Ay ik Bk il fig &



492

HrEEoE 2018 4E 7 F 5549 5 7 )

B A BB B . Moss 2 BF5E T 155 i
i M GKIN2 ek, KB GKN2 7E K%
$OE AL A B W] B R M T H. GKN2
FEIBERITE NG IR T T A R B AR A 0 4 R ) —
AT BN AR . EATE 25058 GKN2 A% 1 2
PE BN P T, AR R A M S AR R
5, 1 Rz IR A SR AR . HEREAS IO 1R
mwwﬂ\m&m@@%m\mms%ﬁm%
ES RN . GKN2 5 TFFL B A — 5
PRt 7e Bk TR T TFFL & 29iHiF S27E
A B R AE T, TRFL S 20 cy-
&mLﬂmHwabMFﬁ%,@EW@%mM
Gl % S WIRHEAL, M b 4 fa g e ' . PR
i GKN2 5 TFF1 —RIKFZ A B A MATRE RS 5
T B R A R

Zi BT, GKN2 7EIE%H B s ks, H
RAE R FA TR R, X T e S B
RAEMEERE,

2 £ X W

[1] Parkin DM, Bray FI, Devesa SS. Cancer burden in the year
2000. The global picture. Eur J Cancer, 2001, 37 (Suppl 8) :
$4-S66.

[2] Sanchez-Pulido L, Devos D, Valencia A. BRICHOS: a con-
served domain in proteins associated with dementia, respiratory
distress and cancer. Trends Biochem Sci, 2002, 27 (7): 329-
332.

[3] Menheniott TR, O’ Connor L, Chionh YT, D? britz J, Scurr
M, Rollo BN, Ng GZ, Jacobs S, Catubig A, Kurklu B, Mercer
S, Minamoto T, Ong DE, Ferrero RL, Fox JG, Wang TC, Sut-
ton P, Judd LM, Giraud AS. Loss of gastrokine-2 drives prema-
lignant gastric inflammation and tumor progression. J Clin Invest,
2016, 126 (4): 1383-1400.

[4] Mao W, Chen J, Peng TL, Yin XF, Chen LZ, Chen MH.
Downregulation of gastrokine-1 in gastric cancer tissues and resto-
ration of its expression induced gastric cancer cells to apoptosis. ]
Exp Clin Cancer Res, 2012, 31 49.

[5] Kim O, Yoon JH, Choi WS, Ashktorab H, Smoot DT, Nam
SW, Lee JY, Park WS. Gastrokine 1 inhibits gastrin-induced
cell proliferation. Gastric Cancer, 2016, 19 (2). 381-391.

[6] Shi LS, Wang H, Wang F, Feng M, Wang M, Guan WX.
Effects of gastrokine-2 expression on gastric cancer cell apoptosis
by activation of extrinsic apoptotic pathways. Mol Med Rep,
2014, 10 (6): 2898-2904.

[7] Baus-Loncar M, Lubka M, Pusch CM, Otto WR, Poulsom R,

[10]

[11]

[12]

[13]

[14]

[15]

[16]

Blin N. Cytokine regulation of the trefoil factor family binding
protein GKN2 ( GDDR/TFIZ1/blottin) in human gastrointestinal
epithelial cells. Cell Physiol Biochem, 2007, 20 (14). 193-
204.
Otto WR, Patel K, McKinnell I, Evans MD, Lee CY, Frith D,
Hanrahan S, Blight K, Blin N, Kayademir T, Poulsom R, Jef-
fery R, Hunt T, Wright NA, McGregor I, Oien KA. Identifica-
tion of blottin; a novel gastric trefoil factor family-2 binding pro-
tein. Proteomics, 2006, 6 (15) . 4235-4245.
Rodrigues S, Attoub S, Nguyen QD, Bruyneel E, Rodrigue CM,
Westley BR, May FE, Thim L, Mareel M, Emami S, Gespach
C. Selective abrogation of the proinvasive activity of the trefoil
peptides pS2 and spasmolytic polypeptide by disruption of the
EGF receptor signaling pathways in kidney and colonic cancer
cells. Oncogene, 2003, 22 (29). 44884497.
Ruchaud-Sparagano MH, Westley BR, May FE. The trefoil pro-
tein TFF1 is bound to MUCSAC in human gastric mucosa. Cell
Mol Life Sci, 2004, 61 (15): 1946-1954.
Dai J, Zhang N, Wang J, Chen M, Chen J. Gastrokine-2 is
downregulated in gastric cancer and its restoration suppresses gas-
tric tumorigenesis and cancer metastasis. Tumour Biol, 2014, 35
(5): 41994207.
Antas VI, Brigden KW, Prudence AJ, Fraser ST. Gastrokine-2
is transiently expressed in the endodermal and endothelial cells of
the maturing mouse yolk sac. Gene Expr Patterns, 2014, 16
(2): 69-74.
Moss SF, Lee JW, Sabo E, Rubin AK, Rommel J, Westley BR,
May FE, Gao J, Meitner PA, Tavares R, Resnick MB. De-
creased expression of gastrokine 1 and the trefoil factor interacting
protein TFIZ1/GKN2 in gastric cancer: influence of tumor histol-
ogy and relationship to prognosis. Clin Cancer Res, 2008, 14
(13) . 41614167.
Dai J, Qian C, Su M, Chen M, Chen J. Gastrokine-2 suppresses
epithelial mesenchymal transition through PI3K/AKT/GSK3beta
signaling in gastric cancer. Tumour Biol, 2016, 37 (9):
12403-12410.
May FE, Griffin SM, Westley BR. The trefoil factor interacting
protein TFIZ1 binds the trefoil protein TFF1 preferentially in nor-
mal gastric mucosal cells but the co-expression of these proteins is
deregulated in gastric cancer. Int J Biochem Cell Biol, 2009, 41
(3): 632-640.
Bossenmeyer-Pourie C, Kannan R, Ribieras S, Wendling C,
Stoll I, Thim L, Tomasetto C, Rio MC. The trefoil factor 1 par-
ticipates in gastrointestinal cell differentiation by delaying G1-S
phase transition and reducing apoptosis. J Cell Biol, 2002, 157
(5): 761-770.
(Weks Hi . 2018-03-04)
R SCHifit: 6552 BT



	18年新医学第7期内文.pdf

