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OB HM] FE SUE RS M miR-153 & miR-142-3p 1Y 31k J HAE 5 58 12 Wr fn i
JEPPAR T A E (D5 vk ] S ER 2014 4F 1 T & 2017 4F 3 TR 0 E B B E 142 6], R H
SH5E S i R G W AE S (RT-PCR) R B 2095 28 & M3 miR-153 & miR-142-3p ik K
-, 24 ROC #h 40 H miR-153 B miR-142-3p X5 2508 12 W 09 R B AEL , I LA L R b i
B LA A e T IR 22 35, X T ZEL VG DR IR AF E AT L8 . R Z I Cox 81 IH A5 43
M5 i ey 009 SR AR UG AR ARG RS N 3 [ 4550 ] & S8 41 1M 75 miR-153 (0.76+0.38 vs
1.9240.95) } miR-142-3p (2.14+1.06 vs 8.15+3.20) %% ik 7K - B B AK T % B 21 (P<0.01), 1M 3
miR-153 & miR-142-3p ik 7K V12 Wi ey 5098 (14 duc AE R W18 43 504 1.31 #1 4.93,AUC 43 51 8
0.817(95%CI.:0.755~0.878) Fll 0.850(95%CI:0.791~0.912), 113 miR-153 & miR-142-3p k%
K5 T AR AR DG PR A3 0T o AR R R R O 2 B RS Kk B R T A G (P<0.05) .
miR-153 & miR-142-3p &Kk 5 & B B & E A BLA 56 (P<0.01) . £ E Cox IR
AT BN GRS RE IR M L2555 miR-153<1.32 & miR-142-3p<4.93 & 5% i & 35
P R TS AN RLO AR SE AR N 2 (4598 ] 3% miR-153 & miR-142-3p % ik /K V16 B 3
# A R, miR-153 & miR-142-3p 7 24 s S 12 Wi K 305 PEAR 9 A W1 2 b5 ik

F A E T ; miR-153 ;miR-142-3p ; 12 Wi {8 ; TS WA
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Value of Serum MicroRNA-153 and MicroRNA-142-3p in Diag-

nosis and Prognosis of Cervical Cancer
SU Hong-e,ZHONG Qing-ji, FU Chun-Li,XUE Wan-xing, LIN Yuan,DENG Sen-ling
(Central Hospital of Western Hainan ,Nada 571799, China)

Abstract;: [ Objective ] To investigate the expression of serum miR-153 and miR-142-3p in pa-
tients with cervical cancer and their diagnostic and prognostic value. [Methods] A total of 142
patients with cervical cancer admitted to our hospital from January 2014 to March 2017 were se-
lected,,and the expression levels of serum miR-153 and miR-142-3p in patients with cervical
cancer were detected by real-time fluorescence quantitative PCR. ROC curve was drawn to ana-
lyze the truncation value of miR-153 and miR-142-3p in the diagnosis of cervical cancer. Based
on this criterion,patients with cervical cancer were divided into high miR-153 and miR-142-3p
groups and low miR-153 and miR-142-3p groups. The clinicopathological characteristics of the
two groups were compared. Multivariate Cox regression models were used to analyze the risk fac-
tors affecting poor prognosis of patients with cervical cancer. [Results] The serum levels of miR-
153(0.76+0.38 vs 1.92+0.95) and miR-142-3p(2.14+1.06 vs 8.15+3.20) in cervical cancer group
were significantly lower than that in control group (P<0.01). The optimal cut-off values of serum
miR-153 and miR-142-3p in the diagnosis of cervical cancer were 1.31 and 4.93,and the AUC
were 0.817(95%Cl1:0.755~0.878) and 0.850(95%CI:0.791~0.912),respectively. The low expres-
sion of serum miR-153 and miR-142-3p were associated with clinical stage,differentiation de-
gree, depth of invasion,lymph node metastasis and vascular invasion of cervical cancer (P<0.05).
The low expression of miR-153 and miR-142-3p were related to the short survival of patients with
cervical cancer (P<0.01). Multivariate Cox regression analysis showed that clinical stage,depth of
invasion,lymph node metastasis, miR-153<1.32 and miR-142-3p<4.93 were independent risk fac-
tors for poor prognosis of cervical cancer patients. [Conclusion] The expression levels of serum
miR-153 and miR-142-3p are significantly down-regulated in patients with cervical cancer,and
miR-153 and miR-142-3p are expected to be biomarkers for the diagnosis and prognosis of cervi-
cal cancer.
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T /N B A% R (microRNA , miRNA) 1l — Fh 4
Pk AR IS /Ny T RNA, 2 540385 401k 8
TR BRAC S B2, 70 I Re i) R AR R e v
FEE AR, AR & B, miR-153 & miR-
142-3p 765 30 Mo LM h 0 3Rkl R £
P 530 [ 2 S e 1) & R R R, I nl BEAE e e
IRIT ) — BTG 7 523 miR-153 M miR-142-
3p AEAE VRN B B0 12 W B 1905 DAl 10 5 L 2E ) =%
o7/ = RN N R NI RS BN el NES g e
L% miR-153 K miR-142-3p kK, 20 b Hxw ey
U W XS PG B E, 5 TR R B0 Y L)
W TS AW SR 1 R T SRS A

1 #ABEFE

1.1 —faER

VEHL 2014 4F 1 H 2 2017 48 3 H ¥ 5 753 o0
[ B WA B B S0 HR A 142 ), AR 34~76 % F
YA (49.30£10.25) % . AIASRIE : (1) A7 6 FE B i
FERHBE A 45 (international federation of obstetrics and
gynecology , FIGO) 7> A i Fl WHO 43 e br i, H &
IR PR 2 R 8 U 5 (2) AT B SURARIE AR HE . HEBR IR
HE: (1) BEV R R U5, 5 B 5B AN 2 8 5 (2) R
B AT HOT AT 8B W e 16T 5 Q) RTHTH &
P R P B G | IILVR R GE R | B B g M e
A I b bR L 142 4518 SR AR I R 430
13178 491, a1 43 4], ILb 3 21 1] ; g BEAS A . ff
RAN A 126 6], IR 16 615k L 255685 27 B,
WKL ZE 56 RS 115 19, 5 3 R[] SO0 4t BREAA 4G 1) 1 22
PE 60 BI/E K X B, 4R IR 36~73 %, FIIAER
(48.62+9.74) % . Wi ZH [A] — M BF kL L 84 22 S o gt it
O L(P>0.05) AR B BE AR FE 2 B s b,
B B R E B s A
1.2 miR-153%0 miR-142-3p & il

S TR TG S B K Sml & T AR Bt
e R B0, T % Il 25000/min B L
15min, W2 LE 400wl A 1ml #2557, F-70°C
TRAF He HEE RINA PRt 42 U500 &5 150 B 45 Mrb B2 B
& RNA, 7€ ABI 7500 #4%¢ %3 5 PCR X (3% H ABI
28 E)) AT ST SO A8 1 R A B BE SN (real-time
quantitative polymerase chain react,RT-PCR), L\ U6
N2 miRNA i 5 5 ROV AR & 15 5] RNA 5

M8 2 20 7% 2020 4% 26 5% 11

B2 ,3pl U6 K miRNA 45 5 o 28 38 5] 9 ,0.15ul
100mmol/L it FEAZWEZ A R (ANTPs), 1.00p] 33 5% 5%
itf (50U/l) , 10x 52 7% 5% 2% oh i 1.501,0.19] RNase
TR (20U/ul) ,4.16p] To B = 78K o S 5514
16°C 30min .42°C 30 min .85°C Smin, " 3§ 52 L {4 &
20wl 1l 514 B AR %R Mix(20%) , 10l TaqMan 38
HIRAEWHER (2x),1.33ul 5 5724 cDNA,
7.67wl JC R R T K o BT HE A5 1R 95°C T AR
10min, 95°CA5 M 155 .60°C & 14 60s 17T 45 NEI
A SN AR FR 9 G T 1R B E B T 28 5 (0
LRIy CefE 2R 27249 353158 miR-153 & miR-
142-3p X F IR IK -, Hidp A Ct=Ct 4 39—Clugo
1.3 B A

Rifi 7 S 4R B (] AR JS 56 1 K, i iag ekl ]
LA A0 B EAT R A ORI TR 2019 4F 4 A
30 H. BAETERTE] (overall survival,0S)E X ARG
51 REBFELT RN E , JodE & A A7 I ] (pro-
gression-free survival ,PFS) & X RARJFH 1 K2, K
KA K TR B R e A SO R S [ AE T
) HSF ]
14 SZitxEaE

K HI SPSS20.0 Gt it 473 #r , i 2 72 o 13 i
IEASPER IS AT 2255 MR 3, A7 B A6 11 i
BERLLL ats R, L] FOBR HIAST FEAS ¢« K55 3
BOGORHA H] LR ¢ R 5, B0 DR 3R AR A7 43 B
Kaplan—Meier ¥ , 21 [8] L #4T Log-rank 4%, Z N %R
HAF o HT B Cox [BIA 347, P<0.05 0 22 57 A 4E it

2 & R

21 EHEAMITEAME miR-153% miR-142-3p
RIEKF LR

B AU A ML miR-153 ik K (0.76+0.38) 1
A T B 41 (1.92+0.95), 2 F A it 22 2 X (1=
10.814,P<0.01); ‘& #4117 miR-142-3p FikK
T (2.14+1.06) B BAKF X HE 4] (8.15+3.20) , Z 7+ F
Giite# 5 X (1=15.247,P<0.01)
2.2 IMiEF miR-153 % miR-142-3p RiEKFZHE
MM E

I3 miR-153 Fik 7K V12 Wi ey 2098 i) A 43 8
fEN 1.31,ROC 4 F A (area under cure, AUC)
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M 0.817(95%C1:0.755~0.878 ) , % & Al 4% S ¢ hy
82.6% 1 78.2% ., IfiLiF miR-142-3p Fik K2 Wi e
#i 98 1) e A AR WT(EL A 4.93 ,AUC A 0.850 (95%CI.
0.791~0.912) , U B FN4E 514 85.7% 1 82.4% .,
2.3 I miR-153% miR-142-3p RiEK TS FHE
BENERFBEFLEXR

PL miR-153=1.31 &% miR-142-3p=4.93 Jy F{H ,
W 142 15105 09 S8 5 4 8 miR-153 4 (miR-153 =
1.31,n=56) F1 ik miR-153 £H(miR-153<1.32,n=86);
miR-142-3p 41 (miR-142-3p=4.93,n=53) Hk miR-
142-3p 2 (miR-142-3p<4.93 ,n=89),  miR-153 415
Ik miR-153 ZHAYIG IR 73300 oA AR B I TR R
SEIL RS M KA R A 2 R B L (P<0.05)
1 miR-142-3p 41 5 1% miR-142-3p 41 A9 I BR 43 31 |
OACTRREE IR TR b B A e B R VK A IR i b AR 2%
A G FE L (P<0.05), PIAMAER g2k 00

I B S Y T iR B AR LR 22 RS L (P>
0.05)(Table 1),
2.4 miR-153% miR-142-3p RIEEEFEEEE

142 {55 S oA bR 4 01, BETT RN
97.2%(138/142) , 138 FIBEVIIH] A 11~69 4~ H ,
BB E] Ry 29.2 4 H A5 BT s, IR miR-153
B H BAAF R BAL TR miR-153 41 (57.2% vs
76.5% ;Log-rank ¥*=9.216,P<0.01) ; fit miR-153 41
ek R A R B AR TS miR-153 41 (37.0% vs
62.4% ;Log-rank y=10.381,P<0.01) (Figure 1), fik miR-
142-3p 0 B H S A AR B AT & miR-142-3p 41
(53.8% vs 74.2% ;Log-rank y*=9.438,P<0.01); fik
miR-142-3p 41 & 3 JC i e A= A7 R W] A T = miR-
1423p 4 (32.8% vs 59.2%;Log-rank x’=13.615,P<0.01)
(Figure 2),

ZHE Cox HIH 3 Hr 45 R Wos iR (HR=

Table 1 Comparison of serum levels of miR-153 and miR-142-3p with clinicopathological features of cervical cancer patients

miR-153 miR-142-3p
Clinicopathological features N Low expression High expression Low expression High expression »
(n=86) (n=56) X P (n=89) (n=53) P
Age (years old) 0.388 0.533 0.366  0.545
<60 103 64(62.1) 39(37.9) 63(61.2) 40(38.8)
=60 39 22(56.4) 17(43.6) 26(66.7) 13(33.3)
Menopause 0.033 0.855 0.648 0.421
Yes 57 34(59.6) 23(40.4) 38(66.7) 19(33.3)
No 85 52(61.2) 33(38.8) 51(60.0) 34(40.0)
Clinical stage 10.167 0.001 17.183 <0.001
I 78 38(48.7) 40(51.3) 37(47.4) 41(52.6)
Ma~1h 64 48(75.0) 16(25.0) 52(81.2) 12(18.8)
Pathological type 0.028 0.866 0.318 0.573
Squamous cell carcinoma 126 76(60.3) 50(39.7) 80(63.5) 46(36.5)
Adenocarcinoma 16 10(62.5) 6(37.5) 9(56.3) 7(43.7)
Degree of differentiation 3.990 0.046 9.993  0.002
Highly differentiated 59 30(50.8) 29(49.2) 28(47.5) 31(52.5)
Moderately low differentiation 83 56(67.5) 27(32.5) 61(73.5) 22(26.5)
Depth of invasion 6.196 0.013 14.979 <0.001
< 1/2 Muscular layer 86 45(52.3) 41(47.7) 43(50.0) 43(50.0)
>1/2 Muscular layer 56 41(73.2) 15(26.8) 46(82.1) 10(17.9)
Lymph node metastasis 8.462 0.004 12.755 <0.001
Yes 27 23(85.2) 4(14.8) 25(92.6) 2(7.4)
No 115 63(54.8) 52(45.2) 64(55.7) 51(44.3)
Tumor diameter(cm) 0.317 0.573 0.367 0.545
<5 77 45(58.4) 32(41.6) 50(64.9) 27(35.1)
=5 65 41(63.1) 24(36.9) 39(60.0) 26(40.0)
Vascular invasion 4.859 0.027 11.863  0.001
Yes 40 30(75.0) 10(25.0) 34(85.0) 6(15.0)
No 102 56(54.9) 46(45.1) 55(53.9) 47(46.1)
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2.482,95%C1.1.736~3.495) , =i

1.0r
W (HR=2.115,95% CI:1.146 ~
3277), WELGH R (HR=2753, | Z08f
95%CI:1984~4428) miR-153<132 | £ |
(HR=4.183,95%C1:3.327-9.482) & | %
miR-1423p<4.93(HR=5260,95%C1; | = >
4.283~12.417) 2= 52 Wi B 20095 £ 5 T 02}

R X’=9.216, P<0.01

JEAN RS G &R (Table 2).
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Figure 1 Comparison of total survival time and progression free survival time
between high miR-153 and low miR-153 in cervical cancer patients
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Figure 2 Comparison of survival and progression free survival time between
high miR-142-3p group and low miR-142-3p group

142-3p ] D43l 3 2 F (5 55 3 i 1
BBV Y R AR R R ARS8 e B B it 24 4 s B
W R R EEVE Y, Sun EU2FSE KB, miRNA
SR RTINS B IR R AR R YA AR R
B 12 W R0 g 5 A T R R B AR W S bR AR
Deng %5 SIFSE & B, miR-142-3p 1£ 5 2% 4 i 34 5E
A= 2 v 1) 41 1 b 3 1

AWFFE R B S R TE miR-153 & miR-
142-3p KK /KF B AR T X B2 $278 miR-153 K&
miR-142-3p Al BEJ& —Fh s 5L 4, 38 R [ AT e
Z 5 E SRR A R, AP I miR-153 &

miR-142-3p & 3k /K V-2 Wi e 800988 14 i 45 3B {8 23
Rk 1.31 F1 4.93,ROC #hZE T i B4 50 o8 0.817 Al
0.850 , H- AU B FLRE S M I 84T, $27R8 miR-153 K
miR-142-3p A 1E A B 812 W 0 A= W) 48 b, ASBiF
RN, BEE IR BB | oA AR B Ok i
25 BRIV EES12 WUZ A E S5 5% 8 K bk B
BB B0 3, miR-153 M miR-142-3p ik K F1
B R R UL miR-153 & miR-142-3p k&L 55
U9 B E B 22 1 I DK e B ARR AR A 6 miR-153 &
miR-142-3p 7 & U h & ¥R LR Thpe , FLAR R

Table 2 Miltivariate Cox regression analysis of poor prognosis in patients with cervical cancer

Factors

B SH Wald HR (95%CI) P

Clinical stage( Ila~1Ib/ 1 )

Differentiation degree (Yes/No)

Depth of invasion(>1/2 Muscular layer /<1/2 Muscular layer)
Lymph node metastasis(Yes/No)

Vascular invasion(Yes/No)

miR-153(<1.32/=1.32)

miR-142-3p(<4.93/=4.93)

1.105 0.436 4.628
0.282 0.073  1.346
0.637 0.218 4215
1.248 0.537 4.973
0.406 0.084 1.802
2215 1.305 5.287
3418 1.846 7412

2.482(1.736~3.495) 0.024
1.493(0.917~2.026) 0.175
2.115(1.146~3.277) 0.041
2.753(1.984~4.428) 0.015
1.572(0.963~2.194) 0.093
4.183(3.327~9.482) 0.002
5.260(4.283~12.417)  <0.001
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IRAT B — ARG 1] (0 9 R K BN, T2 S
B SRR A R IR AL 4URT B B 2 B
S FE D AE 9 miR-153 B miR-142-3p #F A L3, 7]
B AT A HE LA AR 6 BE R e ik, BE I -5 VLK miR-
153 J miR-142-3p FIE/K V- 57 H REAK, Park 5510
FRY] , miRNA KK V76 5 S0 8 5 i 5 Tt
i, AR Ry B SR R A2 W i T SR RS DA Y
WIEAED PR EY) . AWFFEARD] miR-153 M miR-142-
3p 5E U A UG (I R, 455 R R miR-
153 K AIk miR-142-3p 4B # BB A R B8 T &
miR-153 K ik miR-142-3p 41, fik miR-153 J % miR-
142-3p 20 58 % To s A A7 W] AR T3 3234 miR-153
K miR-142-3p 41, B miR-153 & miR-142-3p ik
REHEIEBHEEFMEA L, AR ZHE
Cox [HHEBERL 5387 7, I IR 1 a~ [T H 2E A
W S5 F miR-153<1.32 % miR-142-3p<4.93 & 5¥
M) B 200 B A UG A R AR ST fa e PRI 2R Liu 555 B
FEmN, S5 VCEC Y AR A1 URNE F e 8 R A0 AR
AL, B SR 2V A A R D miR-153 Kk K1 1]
NI miR-153 & R 5 5 S B 5 R AF R AR
G, Li ZEUOBESE A B, S5 AH SR IE 5 s S U L
B SR A 21 miR-142-3p R IRAKCFREAL, B 5116 R
o3 SRS T B 55 T R R IR i R N R A O
Ik 33X miR-142-3p 19 B S B B IR A A7 R G
PE B A2 A7 R AR miR-142-3p ] fi 2 T 2 498 A
A AR RTC R AR AR R A ST 8 AR

i BTk, E S0 B LTE miR-153 X2 miR-
142-3p FRIKKF- B8N 0 I R 40 191 R TR B itk
EL 25 55 5% miR-153<1.32 & miR-142-3p<4.93 & 5
M) ‘B 285 9 S8 TS AN B A IR ST GBS P R . miR-153<
1.32 J miR-142-3p<4.93 il ‘& #9884 s A R
HARSMNE, A BRIERE SUE 2 TS AL
A EAR S . (HAWESE Ry B g, e 1R
TR — e Z 2L I RIFIE A SR RO AT T KRR
2 v R B PR AE 5T 3E — 2P IR 92 miR-153 & miR-
142-3p H5ESUEEH TR AR LR,
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