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Abstract: Objective

squamous cell carcinoma (ESCC) and its clinical significance. Methods

To investigate the expression of metastasis suppressor gene KiSS-1 in esophageal
Expression of KiSS-1 in 65 pairs
of ESCC and adjacent normal tissues were detected by real-time quantitative RT-PCR assay, and its clinical
relevance with clinicopathologic parameters was evaluated. Results KiSS-1 expression in ESCC tissues was
significantly lower than those in adjacent normal tissues (P=0.017). The deficient KiSS-1 expression in ESCC
tissues was correlated with lymph node metastasis but not correlated with tumor size, histological type, degree
of tumor invasion or invasion to adventitia (P=0.480, P=0.827, P=0.823). In addition, the ESCC patients
with deficient KiSS-1 expression had significantly poorer overall survival (P=0.009). Conclusion Deficient
KiSS-1 expression may be an important biomarker for detecting lymph node metastasis in ESCC, and KiSS-1
might be a potent prognostic marker for ESCC patients.
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Tablel Correlation between KiSS-1 expression and
general clinicopathologic parameters in 65 ESCC patients

KiSS-1 expression

Parameters n  Preserved  Loss P
(n=39)  (n=26)
Gender 0.194
Male 44 24 20
Female 21 15 6
Age(years) 0.362
=51 33 18 15
<51 32 21 11
Tumor sizes* 0.480
Large 36 21 15
Small 29 18 11
Differentiation 0.827
Well 11 7 4
Moderate 37 21 16
Depth of invasion 0.823
Superficial muscular 7 4 3
Deep muscularis 20 11 9
Fiber membrane 38 24 14
Lymph node metastasis 0.011
No 30 23 7
Yes 35 16 19
Death 0.006
Yes 31 24 7
No 34 15 19

Notes: *:all tumors were divided into two groups according to median
tumor size(6.3cm)
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Figure2 Correlation between KiSS-1 expression and
survival rates in 65 ESSC patients

2 I ARRIE E R Xk B S A IR Cox BT 4347
Table2 Effect of clinicopathologic parameters on lymph
node metastasis analyzed by multivariate analysis

Factors SE ¥ v P RFE 95%CI

Tumor sizes 0.559 1385 1 0.239 0.518 0.173-1.550
Differentiation 0.384 1.269 1 0.260 0.649 0.306-1.377
Depth of invasion ~ 0.316 0.006 1 0.938 0.976 0.525-1.812
KiSS-1 expression 0.575 6.727 1 0.009 0.225 0.073-0.694

Notes:SE: standard error; RF: risk factor
3 it

Lee 2 M50 1 55 Yo KiSS-1 %8 2 fo, 25 9% F1 7L Mg
P AN I ) R B YL KA S S- 11 4 it 5 7% Bk ) 32 3]
P, UESEKISS- 12— B i I e i B o 1l
B, A B9 22 BKISS- il i 45 4 hOT7T175 .
GPR54% 5| — R 5 A Ao A4S, DN 38 5 A
R ORI ot %) B SR TG Pk, DA O S ek R 40 fY
TR R ZERE S,

KiSS- 17y . MR #LSE I H L2 ¥ A el 2
JE Kk R B Y KIS S- 1 2 A A
SR R AR B, S IR G A % DT
SO R S i 2k I i R 7E A R 41 21
KiSS-1RAM BT IEF GEAHL, —HZI¥
A EYEES FE R A R B B A
ZUPKISS-11RIBW WAL, HKiSS-1FRIAHEK
B = T A D A5 5 B s 414 . R WIKISS-1
LR B R AN R e 7 R A Ik L A R R —
SE IR . R B ACHIF 98 25 38 & BRKISS- 17
[ Bk /N« Al R RIS T R R R 4L P Y
FIRRTC 225, UEIIKISS- 110 3k 5 14 i
TN LR R IR

JE T R AR U 2 R R R A R R T
Jei, BMEPETHYS VZ R, IR 75 & A bk e
GEEERE IR G . T LU, FRAT T
DI AT g 23 % AR bk T 45 2 6 1 £ 7 AR R
TR BT S Y o BFSTIESEKISS- 1 K A B gk £ 4

MR A e R AR S R BIKIS S- 1 ik B
KB R AR B SR n Re B B &, AR
KiSS-13k B 1 B E LA AR AR5 22

M2, AR P RATE S E ®PCRE M
KiSS- 175 & 45 it 21 41 b i 238 B S A1 408 0 15 3
BEHS, KiSS-13RHUE 5 &80 R Ak E 4
RS TR E TS S W B A ARG . KiSS-1a] fE
R B RE TR AR — D IS &R

S -

[1] Tachibana M, Kinugasa S, Dhar DK, et al. Prognostic factors in
T1 and T2 squamous cell carcinoma of the thoracic esophagus[J].
Arch Surg, 1999, 134(1): 50-4.

[2] Hosch SB, Stoecklein NH, Pichlmeier U, ef al. Esophageal
cancer: the mode of lymphatic tumor cell spread and its prognostic
significance[J]. J Clin Oncol, 2001,19(7): 1970-5.

[3] Sanchez-Carbayo M, Capodieci P, Cordon-Cardo C. Tumor
suppressor role of KiSS-1 in bladder cancer: loss of KiSS-1
expression is associated with bladder cancer progression and
clinical outcome[J]. Am J Pathol, 2003,162(2): 609-17.

[4] Martin TA, Watkins G, Jiang WG. KiSS-1 expression in human
breast cancer[J]. Clin Exp Metastasis, 2005,22(6): 503-11.

[5] Nicolle G, Comperat E, Nicolaiew N, et al. Metastin (KiSS-1) and
metastin-coupled receptor (GPR54) expression in transitional cell
carcinoma of the bladder[J]. Ann Oncol, 2007,18(3): 605-7.

[6] Ringel MD, Hardy E, Bernet VJ, et al. Metastin receptor is
overexpressed in papillary thyroid cancer and activates MAP
kinase in thyroid cancer cells[J]. J Clin Endocrinol Metab, 2002,
87(5): 2399.

[71 Cheung 1Y, Cheung NK. Quantitation of marrow disease in
neuroblastoma by real-time reverse transcription-PCR[J]. Clin
Cancer Res, 2001,7(6): 1698-705.

[8] Lee JH, Miele ME, Hicks DJ, et al. KiSS-1, a novel human
malignant melanoma metastasis-suppressor gene[J]. J Natl Cancer
Inst, 1996, 88(23): 1731-7.

[9] Ohtaki T, Shintani Y, Honda S, et al. Metastasis suppressor gene
KiSS-1 encodes peptide ligand of a G-protein-coupled receptor[J].
Nature, 2001, 411(6837): 613-7.

[10] Shengbing Z, Feng LJ, Bin W, et al. Expression of KiSS-1 gene
and its role in invasion and metastasis of human hepatocellular
carcinoma[J]. Anat Rec (Hoboken), 2009,292(8): 1128-34.

[11] Lee KH, Kim JR. Kiss-1 suppresses MMP-9 expression by
activating p38 MAP kinase in human stomach cancer[J]. Oncol
Res, 2009, 18(2-3): 107-16.

[12] Kuohung W, Kaiser UB. GPR54 and KiSS-1: role in the regulation
of puberty and reproduction[J]. Rev Endocr Metab Disord, 2006,
7(4): 257-63.

[13] Ikeguchi M, Yamaguchi K, Kaibara N. Clinical significance
of the loss of KiSS-1 and orphan G-protein-coupled receptor
(hOT7T175) gene expression in esophageal squamous cell
carcinoma[J]. Clin Cancer Res, 2004, 10(4): 1379-83.

[14] Curtis AE, Murphy KG, Chaudhri OB, e al. Kisspeptin is released
from human prostate cancer cell lines but plasma kisspeptin is
not elevated in patients with prostate cancer[J]. Oncol Rep, 2010,
23(6): 1729-34.

[15] Kostadima L, Pentheroudakis G, Pavlidis N. The missing kiss
of life: transcriptional activity of the metastasis suppressor gene
KiSS1 in early breast cancer[J]. Anticancer Res, 2007, 27(4B):
2499-504.

[REE: XX #RXF: 454E]



