.+ 302 - FDEBRIIBHIFR 2009 T35 36 B35 4 HA

DOI: 10. 3971/j. issn. 1000-8578. 2009. 04, 011 . [lﬁ ﬁﬁﬂ: g"_t °

F Jed AB A AN R I i R i 13T 5% S i mRINA
FIh SHR R TS X

MNAFE " m HERE L ILAE KT, BAAERC AR AR
Expression of Human Telomerase Reverse Transcriptase (hTERT) mRNA in Peripheral

Blood with Gastric Cancer and Its Clinical Significance

LIU Yong-ping'?, LING Yang'?,WANG Feng-jun' , KONG Ying-ze? , ZHANG Ya-ping'? , SHENG Gui-
feng? , XU Jian-zhong® , YANG Quan-liang?

1. Laboratory of Clinical Oncology ,Soochow University Af filiated Changzhou Cancer Hospital , Chan-
gzhou 213001, China,2. Department of Oncology

Abstract: Objective ~ To investigate the expression of human telomerase reverse transcriptase (hTERT)
mRNA in peripheral blood of patients with gastric cancer and to discuss its clinical significance. Methods
hTERT mRNA in peripheral blood was detected by TagMan real time quantitative reverse tran-
scriptase-polymerase chain reaction(RT-PCR)in 58 patients with gastric cancer and 20 healthy subjects.
The patients were followed for 2 years. Results The positive rate of hTERT mRNA in patients with gas-
tric cancer was 55. 17%( 32 / 58) . which was significantly higher than that in the healthy controls(P<C
0. 001). Univariate analysis revealed that depth of tumor invasion(P = 0. 038), tumor lymphatic metasta-
sis(P = 0. 008) ,distant metastasis (P<Z0. 001)and clinical stages (P =0. 003)were related to the h\TERT
mRNA expression in peripheral blood of the gastric cancer patients,among them lymphatic metastasis and
distant metastasis were independent compact factors of the hTERT mRNA expression in peripheral blood
of gastric cancer patients. The positive rate of h"TERT mRNA in patients with chemotherapy no-response
was significantly higher than those in the patients with chemotherapy response. The rate of one year sur-
vival for patiens with positive hTERT mRNA before chemotherapy was lower than those with negative
one (P<C0.001). Conclusion hTERT mRNA can be used as a marker for the detection of tumor micro-
metastasis in gastric cancer, and it may be important to regularly detection for evaluating chemotherapy
response and prognosis. Lymphatic metastasis and distant metastasis were closely correlated with the ex-
pression of hTERT mRNA in peripheral blood of patients with gastric cancer
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*1 BRERESBEMWESE WTERT mRNA RikLLE
Table 1 Comparison of hTERT mRNA levels between

gastric cancer patients and health control

. hTERT mRNA
Groups Number — — -~
Positive Positive( %) e P
Gastric cancer 58 32 55.17
Health control 20 0 0,00 18,711 < 0,001

*2 BEZZEINI M hTERT mRNA
FiESIGEKRFRERFERNXR
Table 2 Relationships between clinicopathological
features and presence of hTERT mRNA in the

peripheral blood samples of stomach cancer patients

hTERT mRNA
Variables Number .. Positive rate N
Positive %) e P
Gender 0.200  0.655
Male 44 25 56. 82
Female 14 7 50. 00
Age 0.759  (.384
<55 years 21 10 47,62
>50 years 37 22 59. 46
Location 0.586 0,444
Upper 28 14 50, 00
lower 30 18 60, 00
histlogic type 0.511  0.775
Well different 27 16 51.85
Moderately different 26 13 50. 00
Others 5 3 60. 00
Depth of invasion 0. 035Am
T 3 0 0. 00
T2 4 1 25,00
T3 30 20 66. 67
T4 21 1 52,38
Lymph node metastasis 0. 0os™
Present 47 30 63. 84
Absent 1 2 18.18
Distant metastasis 16.276 <0, 001
Present 40 15 37.50
Absent 18 17 94, 44
TNM stage 0. 003*m
I 6 0 0.00
I 4 1 25.00
Il 24 13 54,17
IV 24 18 75. 00

A . Comparision between T1, T2 andT3, T4;®™ . Fisher
exact test;* ; Comparison between stage | . [[ and stagel[ll . [V

&3 BEAEESNAM hTERT mRNA
RiZWZ AR Logistic B 547
Table 3 Multivariable logistic regression analysis of
hTERT mRNA in the peripheral blood samples of stomach

Variables B S E Ward P
Lymph node metastasis —2.234 1. 113 4,03  0.045
Distant metastasis —2.902 1.094 7.037 0.008

2.1.3 EBEITRTE hTERT mRNA #ik 1
50 48 9 B LT TS hTERT mRNA [ fH
PS5 5200 F0 4400, Z R TG B L (7 =
0.641,P=0.423) fH4Ly7 2 AW G & A &I 1b)7
ToRk ) 18 il B oA 13 68 hTERT mRNA fH
PER K, 1 32 B4k AR B E TR A 9 ] R
hTERT mRNA [HH:FR X, WA LR EA ST FE
S (x*=9.901,P=0.003); 534 BELPHTE R 10
B 6 BINGYT IR B R 12 & vh 7 G
7 TR IR A BIPER 12 LR T 10 FIEYT AR FH
EEBH 16 BB 13 BHAIT AL

2,14 BImEBERUIZER 58 BB E RIS,
G 24 BIETE .6 155,28 BiIFET-, hTERT mR-
NA FAYEEE B h A A7 10 A hTERT mRNA
B R i AR A I BB D 45 SRR R Ge it i, 1
SRR AR 228, 13 % F176. 92% , 2% 5 HAG G it
2 X (% = 13,663, P<<0. 001),

3 it

BRI E O E ARSI —, F
SR AN RS RS R T ER T i = R S M R
I Z0 R EFARIBI S, BEEEER AR
AW Tk AR5 Ry R ez Fs e, HETH
B R 0 M bR B A s CEALCA199 il
CA72-4 55 I SEIRHRTE B g R 2 W AR U rh & 4%
THEBEEHS EHUEIER K. Marrelli 255 48
153 il i CEALCA199, CA72-4 fy FH %
AFRR20. 9% 34, 6% F28. 1%, LA S 4k
ORI A A W T S i 0 2 W T RO
A B L W

PEE 7 RT-PCR HEA 1y 77 A F i 98 AH OC i
JE DR % It 452 2 Bt 45 e 4 I A R 1 R 00 i g T
g, kL — R K #T RNA A DNA £ B,
R 22BN IV Ie 200 i 15 2 38 I Ao % P T R 24K
TE RIS 28 38 v BTG P T N e il 2
SRR (hWTERT) F2 B4 T frJed 40 b o 2 i b il 7%
PERORRE R 7 . hTERT f 32 15 5 sl BT 1 32
REA MY . A WA A i RT-PCR &
hTERT mRNA # SUSM: 2 TR A TRAP K
I r ARG M . PR, hTERT mRNA 58 4 0] fE
RS WA R S RS R AT SR bRk .
Ab I A — B P B2 B8 i R, A1 JRL I e A A R 75
JETE A B Y T EARE . HLANE L EUR (8 3 BBl
T W AR 5 R 28 i PCR AR K A
JEli hTERT mRNA FIR M, 255 Won 58 il
S AN i hTERT mRNA FH P &35 R ok



BDEBRAB R 2009 FEEE 36 B 4 £

+ 305 -

55. 17 % .17 20 15 X BRI 1 9] B e 3k Ut
AT SCHERTY B AR T SCRRY s R R R T X
R SRR U SR S Y A A BT AR
e o ek A0 L R B A I . SRR R A3 b 2R A B
BEANE M hTERT mRNA ik 5 b8 12 18 %
WKL S5 5578 I Ab i B Sl R - IR AR G, Z IR
Logistic [A1IH 434 2 W - bk T 45 5% 7% e kb 4% 7% 2
S0 5 B AN E L hTERT mRNA 223k 4 0 +7
BRIZ . 2R ik 1 45 5 3% Fn i b 5% %8 5 41 8] 1
hTERT mRNA FiK% YA G, &ALk E 45 7% 5% Al
TE AL 1) A8 A1 R i 8 5 A 1) hTERT mR-
NA ik, 10 6 1.1 B8 E A 1 F 40 E i
hTERT mRNA BHPER A4 7, RIfE 2 L4018 5 IR
AR R A T BB TG FS

hTERT mRNA %3k HF 15 H W F 7 S04k
FE P AMRIE f > . Wu S50 T8 5 8 R 4 E
hTERT mRNA [HH#: % H61.9%, {0 hTERT mR-
NA FFA 2 T 5 6 B E AR5 & kR i A4S
Fro HUIEAHI s Usselmann 5519 % 7 372 vy 15 8
Fen ot T T P A B S IS A o ke T T PR 25
Oya 5 % 3 4 )48 . h\TERT mRNA HE %
N R R M s 4 4 B e AT I 2 1B
WS REA BT 7 4140 & i hTERT mRNA B %k
() J5 R VE I B E ARG TE R & A A s T I B T 55
7 BIRETIHERBEBE . ARYEE BH 50 Flibyr
AT ARST 2 JEE S48 T 48 E 1 hTERT mRNA
Fik R BRI R E hTERT mRNA Ay fHM: %R
PR TGt 2 X ABARYT 2 F 5 o 15 i Je 11 18
B FE A 13 #l78 hTERT mRNA FH Mk
o7 IR ETRA ) T 32 B4k T A RO B AL
A 9 #il7x hTERT mRNA FHH:FK, WA LA S
TR (P =0.003), HAM HHLPHMER 10 ]
H 6 BTRYY ICEL BREL P 12 & 7 iR YY
TCB WRZE IR 12 1] 8 P 10 BINRYT A 3K BHA%
BBy 16 5 13 BRAYT AR 48R BRI E
JPRTSE AN I hTERT mRNA SR BH MR T2 5,
(A 4547 e 41 JE i hTERT mRNA (14 80 25 25 {k 4
5530 97 U VI 5% 15 25 B RN B 2 BH RB A 3 4
PR £, I Z IRk, X RSN A I hTERT
mRNA (W32 A7 Bl F 8 98 B8 07 5 a7
ROTAL . F¥BEDS 2 4F 5 & B, 46¥7 A7 hTERT
mRNA FHE S B A 10 A, PR
PN AEAFIWTEREDT 2 o 1 AR A A 3R ) 228, 13 %
176,920, 2 5 BA Geit# 3 L (37 = 13. 663, P<<
0.001) ,#RFME M hTERT mRNA AP F k1 H

I

R R .

S ARG INRE AR G5 2R 8 s A T S O i A
Jilif hTERT mRNA 23k 7] 12 Wi i 8 20 A 73
FERS T ROTAR AVEUS AR RAEA S

Ik .

SE W

C1] PhTE8 BN SR i L 45, o B BRSBTS 26 AR RIS B 0BT
R IR R fa a1 ], rh A ihiig 2458, 2004, 26 (1) : 4-9.

[2] Shin JH, Chung J, Kim HO, et al. Detection of cancer cells in
peripheral blood of stomach cancer patients using RT-PCR am-
plification of tumour-specific mRNAs[ J]. Aliment Pharmacol
Ther,2002,16 (2):137-144.

[3] Therasse P, Arbuck SG, Eisenhauer EA, et al. New guidelines
to evaluate the response to treatment in solid tumors. European
Organization for Research and Treatment of Cancer, National
Cancer Institute of the United States, National Cancer Institute
of Canada[J]. J Natl Cancer Inst,2000,92(3) :205-216.

[4] Aloe S,D Alessandro R, Spila A, et al. Prognostic value of Ser-
um and tumor tissue CA72-4 content in gastric cancer [ ] . Int ]
Biol Makers,2003,18(1):21-27.

[5] Marrelli D, Roviello F, Stefano AD, et al. Prognostic impor-
tance of CEA, CA19-9, CA72-4 preoperative serum levels in
gastric carcinomal ] |. Oncology, 1999,57(4B) : 55-56.

[6] Bustin SA,Mueller R. Real-time reverse transcription PCR and
the detection of occult disease in colorectal cancer[ ] ]. Mol As-
pects Med, 2006,27(2-3) : 192-223,

[7] Shay JW,Bacchetti S. A survey of telomerase activity in human
cancer[ J ]. Eur ] Cancer,1997,33(5): 787-791.

[8] Poole JC, Andrews LG, Tollefsbol TO. Activity, function, and
gene regulation of the catalytic subunit of telomerase
(hTERT) [J]. Gene,2001,269(1-2) ;1-12.

[9] Nakayama J, Tahara H, Tahara E,et al. Telomerase activation
by hTRT in human normal fibroblasts and hepatocellular carci-
nomas| J |. Nat. Genet, 1998,18(1) : 65-68.

[10] Hu LH,Chen FH,Li YR, et al. Real-time determination of hu-
man telomerase reverse transcriptase mRNA in gastric cancer
[J]. World J Gastroenterol,2004,10(23) . 3514 -3517.

[11] Wu CH, Lin SR, Yu FJ, et al. Development of a high-through-
put membrane-array method for molecular diagnosis of circu-
lating tumor cells in patients with gastric cancers[]J]. Int ]
Cancer,2006,119(2) :373-379.

[12] Wu CH, Lin SR, Hsieh JS, et al. Molecular detection of dissem-
inated tumor cells in the peripheral blood of patients with gas-
tric cancer; evaluation of their prognostic significance[J]. Dis
Markers,2006,22(3) ;: 103-109.

[13] Usselmann B, Newbold M, Morris AG, et al. Telomerase activi-
ty and patient survival after surgery for gastric and oesophage-
al cancer[ ] |. Eur ] Gastroenterol Hepatol, 2001, 13 (8);903-
908.

[14] Oya H, Sato Y, Yamamoto S, et al. Comparison between hu-
man-telomerase reverse transcriptase mRNA and alpha- feto-
protein mRNA as a predictive value for recurrence of hepato-
cellular carcinoma in living donor liver transplantation[ ] ].
Transplant Proc,2006,38(10) :3636-3639.

(B % RGR¥ 4 F)



