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(ITI5 A PR EE B R 52 2% da 7 210009)

HE BR80T B Ra s P s AR (miR )-203 . miR-4317 49 KA B A L6 R &L, Fik: 4452014 5 1 A £ 2016 4 12
R B IE 0 B % B 92 41, 5 A LB % 3% 8 PCR(QRT-PCR ) #6085 20 27 & 248 % 5% 4 28 2% 7 miR-203 . miR-4317 #)
FOEHE R, 5 A miR-203 miR-4317 ik 5 B J& B3 06 RABE AN X R, TR B4 35 3 4 448 miR-203 .miR-4317 £ § J&4
by s Rk B B o h miR-203 & Ak 20(49 41) .miR-203 Ak & ik 20(43 47]) . miR-4317 & & ik 28(51 41) . miR-4317 {& & ik
28(41 #1), 5 # miR-203 . miR-4317 5756 X A A TG Hra A& . R : § B2 P miR-203 . miR-4317 Aasf &L & 2 FAKT
JEF R (P<0.05), REVEA A8 b K F 9% B B 2% F miR-203 . miR-4317 st & ik F iR R4t 3 £ 3 (P>0.05),
PR TNM 5834 I~V 8, AR e 44 § % &4 § B2 F miR-203 miR-4317 Aaxt & ik & B FIK T 5510 . TNM o
A WM Rk ek 268 &% 4 (P<0.05), miR-203 & & ik 3 F 4 4% 2 %% T miR-203 4k % 4 28 (P<0.05),miR-4317
BAEKM I EAEAELEEHT miR4317 AKX 4 (P<0.05), COX % BHEH5H T, PAASL . TNM 5214 I~V 3 Ak e
4% miR-203 1k & A \miR-4317 Ik & ik # e B & B H TG 69 1 2 e B & (P<0.05). Zit: § &4 40 miR-203 . miR-4317
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Expression and Clinical Significance of miR-203 and miR-4317

in Gastric Cancer*
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ABSTRACT Objective: To investigate the expression and clinical significance of MicroRNA (miR)-203 and miR-4317 in gastric
cancer. Methods: 92 cases of gastric cancer in our hospital from January 2014 to December 2016 were selected. The expression of
miR-203 and miR-4317 in gastric cancer and its adjacent tissues were detected by real-time quantitative PCR (qRT-PCR). The
relationship between the expression of miR-203 and miR-4317 and the clinicopathological parameters of gastric cancer was analyzed. All
patients were followed up for 3 years. According to the median expression of miR-203 and miR-4317 in gastric cancer, the patients were
divided into miR-203 high expression group (49 cases), miR-203 low expression group (43 cases), miR-4317 high expression group (51
cases), miR-4317 low expression group (41 cases). The relationship between miR-203, miR-4317 and prognosis and the influencing
factors of prognosis were analyzed. Results: The expression of miR-203 and miR-4317 in gastric cancer were significantly lower than
those in adjacent tissues (P<0.05). There were no significant differences in the relative expression of miR-203 and miR-4317 in gastric
cancer tissues of different gender, age and tumor size (P>0.05). The relative expression of miR-203 and miR-4317 in gastric cancer
tissues of moderately low differentiation, TNM stage III-IV, and with lymph node metastasis were significantly lower than those of high
differentiation, TNM stage I-II, and no lymph node metastasis (P<0.05). The 3-year survival rate of miR-203 high expression group was
significantly higher than that of miR-203 low expression group (P<<0.05). The 3-year survival rate of miR-4317 high expression group
was significantly higher than that of miR-4317 low expression group (P<<0.05). Cox multivariate analysis showed that moderately low
differentiation, TNM stage I1I-IV, with lymph node metastasis, miR-203 low expression and miR-4317 low expression were independent
risk factors (P<0.05). Conclusion: The expression of miR-203 and mir-4317 are abnormally low in gastric cancer, and the levels of
miR-203 and mir-4317 are closely related to the prognosis of gastric cancer. And the prognosis of gastric cancer patients are related to the
degree of differentiation, clinical stage and lymph node metastasis.
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BRI R G0 WA IR . A G R, REREAR
R B BIZ N 93 T, H R MREAOR T A T 4%
PEBIR S A7 R FERA T4 =070, AR B 2T TR
BAR MR 55 LA B AT K 531 HE IR T 55 5 T (1 EJg , Kt
B R E AR T AR H B R 5 A fF R R T
30%, B TUEAIANE SR, i £ 35 UG HEA T RS oAk & FiUe
FNWT, AT LA 546 3 B R R IR T B B TS - Tl MR
¥ (MicroRNA , miR ) j&:—JS i1 18~22 A% i 44 i (1 3l G
il RNA, B0 L5 mRNA 3' R gutl P4 45 &, 50 4y FE 3=
REVEIE, AR, AP W] miRNA 754135 5 9 19 e &
A R R R EZ/E AR, Hrh miR-203 \miR-4317 2T 4R
BRI miRNA, 540350 sk T %P R 0, B9
&P, miR-203 \miR-4317 7EAE/ NN M9 45 o 5 A7 S
FERML, AW E 2 miR-203 \miR-4317 (13161
BRI RE X, B e B R A2 W &Gy T SEALHES B, BVE N
FHGHE

1 7R 5 J7

L1 —fg s

e 2014 4F 1 2 2016 4F 12 H B doin 9 B 84
92 5], A AARfE - (1) P A R 3945 45 [l B e 1K B 20 2o
(4 F RS2 TR e, JF 20 B2 2 Wiz 0 (2) IR
HETFARIGTTY 5 (3)A IS DTS L ST AL 3 cm
ARESFAEN; (4) RDIERIERE, [ MmO AR TR 7]

o HEBRBRAE: (1) RV ; (2)BRIZH T AR, ok
FARGITH ;3G B B ey B Pgess o Horh
F 55 i) 2x 37 5], AR HE 38~78 & F-(61.33 8.12)% ; iR
KN 2.35 em~8.91 cm, F-34(4.38+ 1.22)cm, LR : Bk
48 45, IS4k 44 i TNM 4331 I~ 3 42 43 TI~1V 3 50
B FEAERR LS5 508 48 1] TOk A5 56T 44 (], AWFIR 2T BE
R A oAt

12 Ak

12,1 IREMRERRE A EE T AR IR EEHN
FEEAE 3 em AbIERSF A LURAS, WARASE T Trizol 37,
-80°CLRAT

122 BEMAAKESHAL miR-203 miR-4317 f#&M (1)
S RNA [RBUMZEAL 5 B 2 RS540 e vk R o
i Trizol JEHRHU B Al 4L K gms 55240 21 1 RNA, X5 &0 [ 55
[ Invitrogen /A ], F:3 Ji] BioPhtometer Plus 4356 - &
RNA ¥ . (2)cDNA [l : ROV R M I RNA 2 pL, 5]
¥ 0.8 uL, L5554 0.3 wL,dNTP 0.4 wL,RNase #1151 0.4 wL,
ZE0B 4 wL, in A DEPC 7K 2= R MAKZR 20 uL, IRA15 37 Tk
7% 1 h, (3)32R}5E #75¢5 PCR(QRT-PCR) : Jif F| qRT-PCR 31l
FELH 2 miR-203 \miR-4317 kTN, RF &M 1 2 [ Invitro-
gen 3], 51 W) h £ [H Invitrogen A RIS, NS U6, WL 1,
N Z A cDNA 5 pL, U514 1 pL, Taq DNA J 4
0.4 uL,PCR Wi & 25 pLo SR 4c14:95 'C 305,9555,60 C
30s, it 40 ANMESA . ARYE N Z5HITE miR-203 ;miR-4317
AN R IA

% 1 miR-203.miR-4317 & U6 5|#1/551
Table 1 Primer sequences of miR-203, miR-4317 and U6

miRNA Forward primer(5'-3') Reverse primer( 5'-3")
miR-203 TCCGATCATCACCAGGAT GTCCAGGGTGCAAGGTAGC
miR-4317 ATCCAGTGCGTGTCGTGA TGCGTCACATTGCCAGGAG
U6 TCTCGGTTCGGCAGGACA ACTCCTGGTTGGTGATCCAG
123 g rABEAREE T TI2E IR TR BV At E
6] 3 4%, BEVI#EUE H IS 2019 4F 12 A, T2y, BV 2 L5 2 Bm

NEBEIET R E AR,
13 SitZE ik

ReJH SPSS20.0 A A TG T2 4B I ECHE R LI RIR
St 2 K, TR PORH BB FRIE2E IR S A, R
H Kaplan-Meier 7387 8 5 AEAE LR, 4 Log-rank K5 36 [ 3 T
JETEBL, COX Z [ /M filJ5 5 mi B %, P<<0.05 F W HE A

2.1 BEALRBENESHESF miR-203.miR-4317 RIEHE
b

41417 miR-203 . miR-4317 ARN} 33k 2 i 2% T s
LU P<<0.05), L3k 2,

*® 2 BEELARMAEESHLH miR-203 miR-4317 HFREFR(x£ 5)

Table 2 Expressions of miR-203 and miR-4317 in gastric cancer tissues and adjacent tissues(xx s)

Tissue types n miR-203 miR-4317
Gastric cancer tissues 92 0.39+ 0.08 0.32+ 0.06
Adjacent tissues 92 1.06x 0.12 0.88+ 0.09

t 44.559 49.658

P 0.000 0.000
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2.2 BYEMALAF miR-203 . miR-4317 RIXB RS BEIEKE
BBHMXR

NIRRT AR R RN B i R 1 RS 4 2 miR-203
miR-4317 A%t ik @ W Te G122 5 (P>0.05) , I 44k

TNM 733100 W~V 9] A ik A5 5% B o 8 5 B i 414
miR-203 \miR-4317 AHXF F ik W E LT w201k TNM 73410
M) ek 45 8% B (P<<0.05), Lk 3.

R 3 BEALAT miR-203, miR-4317 HREEREEEZIERFESHHLR(xE 5)

Table 3 Relationship between the expression of miR-203 and miR-4317 in gastric cancer tissues and the clinicopathological parameters of patients(xt s)

Factors n miR-203 t P miR-4317 t P
Gender 1.881 0.063 1.903 0.060
Male 55 0.38+ 0.05 0.31+ 0.07
Female 37 0.40% 0.05 0.34+ 0.08
Age( years) 1.312 0.193 1.472 0.145
<60 39 0.40% 0.06 0.31+ 0.07
2 60 53 0.38+ 0.08 0.33%+ 0.06
Tumor size( cm ) 1.552 0.124 1.775 0.079
<5 50 0.41+ 0.09 0.34+ 0.07
>5 42 0.37+ 0.08 0.30+ 0.09
Degree of differentiation 5.012 0.000 4.728 0.000
High differentiation 48 0.48+ 0.04 0.41% 0.02
Moderately low differentiation 44 0.29+ 0.02 0.22+ 0.01
TNM stages 5.527 0.000 5.162 0.000
I~I stages 42 0.53+ 0.03 0.47+ 0.02
I~V stages 50 0.27+ 0.02 0.20% 0.01
Lymph node metastasis 5.302 0.000 5.032 0.000
Yes 48 0.29+ 0.03 0.22+ 0.01
No 44 0.50+ 0.03 0.43+ 0.03

2.3 miR-203.miR-4317 URIZEREBEEETENXER
A B e 3 AERETT , TR T, BT 29 1, AT 63 .
Ph0.39 43 S ei KBRS R 4o miR-203 = 2R3 2H (49 i) AN
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Fig.1 3-year survival curve of gastric cancer patients with different expression levels of miR-203 and miR-4317
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24 BEEBEWER COX ZEERSH
VIAWFTEXRT R GORN A, DL i 835 TS AR, D
o AE R EE TNM 3 3] | o 12 45 5% B8 \miR-203 3% ik K - |

miR-4317 IR [ AR I HEAT IR, DL 4, A AR B
FRBF TS COX ZH R T,

*4 BMBEEETE COX ZEELIMERTEMEER

Table 4 Cox multivariate analysis model variable assignment for prognosis of gastric cancer patients

Factors Variable Assignment
Prognosis of gastric cancer Y Death=1, Survival=0
Degree of differentiation X1 Moderately low differentiation=1, High differentiation=0
TNM stages X2 I~V stages=1, I~II stages=0
Lymph node metastasis X3 Yes=1,No=0
Expression level of miR-203 X4 Low expression=1, High expression=0
Expression level of miR-4317 X5 Low expression=1, High expression=0

FASEERIER o B H =0.05, 25 R R, "Rk TNM 7348
b MMV 3 A S5 R \miR-203 {5k \miR-4317 LKk

JER R B (B U S FERE R (P<<0.05), WL S,

*5 BEEETEN COX ZEARLIT

Table 5 Cox multivariate analysis of prognosis in patients with gastric cancer

Influence factors HR 95%CI P
Moderately low differentiation 1.327 1.127~1.529 0.000
TNM stage I~V 2.482 2.193~2.762 0.000
With lymph node metastasis 1.633 1.428~1.892 0.000
miR-203 low expression 1.532 1.302~1.727 0.000
miR-4317 low expression 1.746 1.552~1.937 0.000

3 e

B E T A L S A M R e R, B PET R
15T B R R RS e TS I T4 2 BmiR T A &
BRSO HATIG R B R TNM 434 O 255
PR ST B R R A T 0L e, STy TR 2 AR I
PRSP B AR HA ARG R N A B, (H I HLAG 008, I
PRFFAEAS ] i S5l i, A RET R I R TAEMTRE . BRI T
B8 0 R IR AL A 58 4 B, R PR RIEss B m i R A e —
NEZRERILERSYS ZLREA WRAZEES S5 E Jad
AR, miRNA JE—Z8 P9 A R gE SRS /N RNA 43, B AT
5 mRNA 3' EGifd a4 &, 53N mRNA FFfg
SR FRIR , T I ) R L R Rk MR 2, H Ry O A B 9IE
52, miRNA ZEPENLA R E s & A R BRIk 4% 7 e
FIFEEMEAY, BT miRNA GEMS7EH A PR E 0k, it it
221 miRNA k7K - A AG I o] B X B2 W AT A U
HER.

miR-203 I miR-4317 342 55 41 g S % 3% 5 4% V1 4 56 19
miRNA, Hu D Z5473524, miR-203 7] L3 #) ) SMAD3 #1717
JF B RS . Yang CH S5 ERY, miR-203 nf LA il B2 T
BJ 20 R Ji M STATL ) 3 3R 410 il 4o 5 B 400 a8 19 & A
miR-203 FRIAFEM LR AR ITUE AR . Wu X SEiEe,
B 5 B T miR-203 R # FEAL, HOKTF L5 D R kM

CD147 ZYIHIE, 34 miR-203 1] L Ky 5 AR 112 W B4
H By . miR-4317 S 3T 4F K B & B miRNA, 5 &
miR-4317 ] LL3d 3o 41 il 2 4 40 A AE R P+ 9 .cyelin D2, 3
SN IIETE RE T FAG, IR /NN i & A R R S, Zhang
T EEARGE Y 1 B R U AR miR-4317 [ SRR, I A
i miR-4317 5 B B E WS AHIC . ABFTE 0 5 98 A
LU miR-203 \miR-4317 FAEHLMT R, BREHS

miR-203 \miR-4317 Af%f ik i B F N T s AL, KV HE
AP AEAE miR-203 \miR-4317 B i+ ik, #HE/R miR-203,
miR-4317 5 B A AG B R R . W REN R R 2 B R
miR-203 FEihK A%, S8 miR-203 %f STATI , I iz ] Fi %
A RE JTREAR, 107 miR-4317 KKK TPREAR, FHOLX LF
AN T 9 cyclin D2 FIHIBE T FEAE, A fE it B
KH RPN BT R, miR-203 .miR-4317 K355 5
B R TNM 28 Ok 25 a6 & iS5 1
B AR BRI SRR RE TNM 2330] bk B 4554 7%
HATPEM BB S U B Z N E, #75 miR-203 miR-4317
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A AR P 25 S T miR-203 KR IA 4], miR-4317 & Rik4 3
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