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ABSTRACT Objective: To explore the relationship between microRNA (miR)-338-3p, miR-1294 expression with the clinicopatho-
logical parameters in epithelial ovarian cancer tissues, and to analyze their impact on the prognosis in epithelial ovarian cancer. Methods:
Paraffin tissue samples (cancer tissue and normal tissue adjacent to cancer) of epithelial ovarian cancer patients in our hospital from June
2010 to June 2015 were collected, real-time quantitative PCR (RT-PCR) was used to detect the expression of miR-338-3p and miR-1294
in tissue samples. The correlation between the miR-338-3p, miR-1294 expression with the clinicopathological characteristics were ana-
lyzed. The Kaplan Meier survival curve was used to analyze the relation of miR-338-3p, miR-1294 expression with the prognosis of
patients. The Cox regression model was used to analyze the influence factors of prognosis. Results: Compared to the adjacent normal
tissues, the miR-338-3p and miR-1294 expression were both down-regulated in the cancer tissues (all P<0.05). The miR-338-3p expres-
sion were related with histological grade, lymph node metastasis and the FIGO stage (all P<0.05). The miR-1294 expression were related
with tumor diameter, lymph node metastasis and the FIGO stage (all P<0.05). Kaplan Meier survival curve results showed the prognosis
of patients with miR-338-3p low expression and miR-1294 low expression were poorer (all P<0.05). Cox regression model analysis
results showed that the lymph node metastasis, higher FIGO staging, miR-338-3p low expression and miR-1294 low expression were the
risk factors for the prognosis (all P<0.05). Conclusions: In epithelial ovarian cancer, the miR-338-3p and the miR-1294 are all low
expression, which are related to worse clinicopathological parameters and poorer prognosis. The miR-338-3p and miR-1294 may be
potential prognostic indicators for patients with epithelial ovarian cancer.
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O LI b G R L A B AR G B 1) M R 2 — L BB
TR SR A R GBI B . BRI R R R, D
S i L] 7R G R e e S S T P
AR 2ZREZREE O, 1 P02 5 P S 50%
~70%, W12 W IERF AT KU BAE AR SR, 94
FF o B R ARG S ™ P, S50 B Al 3
15 1 i B T SR AR SR TS 1 REAR, 2 B AT S
—, /N RNA (microRNA ,miR) J&— 2538 i 45 4 {5 i RNA
(mRNA) Pl 2 11 235 1 3 B DR ST M AR S RNA 782 RF 4
WEERE MM Ak DT AR P AR R R R A,
WFFEIESE, miR 43 TS5 A3 |, REOE T 32 A IR Il AN 5 Bk it
AL ZH 2 R SE AR R — o HLAT E 20 F RS
PR AR AR, ST AR ST & BR, L R 1 B B TP 2 R R
F5KH miR 43T, 41 miR-338-3p {KFE A SUP LM R E KR E
%, Had 63k miR-338-3p m 11 il B S0 20 fa 34 58 | SE VI8 L
2789, 5 F miR-1294 TEMME A A 5T , R Z B 7 B IO K
JECIRE A T T HLAE b B B S8 P 263 B R S, AT
H3E . AW B AE ST b R BN 5198 2 21 b miR-338-3p
miR-1294 ik 5B FIRARHESE BUR FCER , BURETT

1 PR 5T

L1 g RZE#

W4k 2010 4 6 7 ~2015 4 6 H KBett FARIGIT I 1%
PO S R B B GURE AR (R 2 2 B i o5 1w 21 20) , Jhilg
8 115 BURTSHRER b B v B SR R, P AR IR <50 % i
54 45,2 50 % 35 61 {9 ; iR AR <2 em fBE S8 4], i B
ez 2 om (B 5T il HBVHI G ARG B 95
{51, e GO R 20 Bl JCIK L EE 56 AL (B 78 91, AT ik
S5 R Ba 37 )5 s s AT i 125 (Cancer Antigen 125,
CAI125)<35 U/mL #3 66 ],z 35 U/mL B35 49 #i; Er1dr=
FLEE % (Federation International of Gynecology and Obstetrics,
FIGO) /3] : HIT 158 4 87 {31, TI+TV 158 28 o1l ABF5Eh,
SBENAGIE ARSI BOR BB BOR 78 8 R AR £

SZHUIRETRTT , AR5 IS T A R M L R N S  HEBR R
e B IFIHAEANENPIE ; &I E AR B, AR AR (e
W B o Hi AR

1.2 iKFI S5

AIEA LA RNA $EEUAT & (BTN81102-NDX) I [ b3t
HHESEHRIHAE AR, S5 S EERFN B i s s
BHE AR PR F] , microRNA 3354 542057 &1 [ 35 [ Applied
Biosystems 2\ #i] , SYBR Green SZ 76t € f PCR 7| & H
H As Takara 2y ) , SERT 96 % € H PCR {¥ (LightCycler 480 )1ty
H %i-- Roche 4]

1.3 AP E R PCR(RT-PCR)

VITCA IS 2, — FOR M, 25 R TH LSS |, SRR 2
ZUFEZR B RNA, 1555 5% )y cDNA, 2 l§ SYBR Green W GE &
PCR AT G UL, Bl B f& &R ,RT-PCR 51 #))F 5 10F
miR-338-5p 1F [n] 5] 4 5-TTA GTG TAC CAG CCA T-3',
miR-338-5p Sz ] 5| # 5-GAA TGC GGG AGC GAA-3';
miR-1294 IF [0 5| ¥ 5'-TAT GAT CTC ACC GAG TCC T-3',
miR-1294 J7 [7]5 |4 5'-TAT GAT CTC ACC GAG TCC T-3';U6
i [/ 3] 5-GCT TCG GCA GCA CAT ATA-3',U6 JZ 1] 5| 4
5'-CGC TTC ACG AAT TTG CGT-3', WA ,95 CHizr
P 5 min; 95°C A5 40s,58°C3E J 40 s, 72°C I/ 60 s, 40 Mg
), 72°CHEH 10 min G554, DL U6 NS, 2 LR
miR-338-3p .miR-1294 H{XfKikE,

1.4 SEitsran

K] SPSS25.0 Geit . THEBERILL xx s Fom, IS
2H 8] LR AU t K56, 2% ] Kaplan-Meier A= 77 [t £k PFA4 i
#H A , Log-Rank Kz 3 tb R P4 AE A7 %, Cox [T AR AU /347
KN B TS 2 E 2 . P<0.05 hERAGITEE L.

2 &R

2.1 AEIBPE AL R miR-338-3p . miR-1294 FiX{ER

RT-PCR SEE &5 R B R, L 0P L4 miR-338-3p .,
miR-1294 #XTFRA BB BT EH AL, ERASRI
27 Y (3 P<0.05), L3 1,

% 1 miR-338-3p,miR-1294 FERE I EHAMRIXER (xt 5)

Table 1 Expression of miR-338-3p, miR-1294 in different ovarian tissues(xt s)

Groups n Relative expression of miR-338-3p  Relative expression of miR-1294
Epithelial ovarian cancer 115 0.74% 0.24 0.49+ 0.29
Paracancerous normal tissue 115 1.36% 0.39 1.45+ 0.51
t value -14.519 -18.279
P value 0.000 0.000

2.2 FRMHIREREAL D miR-338-3p, miR-1294 ik 5l K ix
HSHMXR

bRz PEBP S H AP miR-338-3p FRIK5 BFH AL . I
EAR LT CAL25 AL (H P>0.05), i S LA 7502
WRELZEEERS FIGO M HIASE (35 P<0.05);miR-1294 ik 5 il
BARY LR M CAL25 K AMISE(F P>0.05), T

55 AR R EEEFE RS FIGO 43 HAHC (3 P<0.05), W35 2.
2.3 FRMINEEEA LA P miR-338-3p, miR-1294 Rk 5 BEF
BEHXZR

PRI ZY, L miR-338-3p AN #E ik & O HIE
(0.74) A5, ¥ B E 51N miR-338-3p m Rkl (57 i)
miR-338-3p fIiA%H (58 1), miR-338-3p 5 # k4l B H ARG
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5 4F B AFE N 49.12%(28/57), miR-338-3p L FKEH B HZ M miR-1294 B R X A B HF M AJE 5 4F M 17K N 48.28%
ARG 5 AR RAAFREN 18.97%(11/58), ERAGIT2E X (Log  (28/58) miR-1294 R KRB HBEMARE SEREHFE N
Rank x=11.667,P=0.001), UL 1, I M EEHL, L 19.30%(11/57), 2 54 4312 & X (Log Rank x>=10.771, P=0.
miR-1294 FH X F ik B F M (0.49) RH, ¥ EF 4K 001, WK1,

miR-1294 = F K4 (58 i) Al miR-1294 Kk (57 fi),

3 2 miR-338-3p,miR-1294 KX 5B HIGRFESHHIXR (2t 5)

Table 2 The relationship between the expression of miR-338-3p, miR-1294 and clinicopathological parameters of patients(x* )

Clinicopathological Relative expression Relative expression
n . t value P value . t value P value
parameters of miR-338-3p of miR-1294
Age(year)
<50 54 0.76x 0.27 0.858 0.196 0.48%+ 0.27 -0.374 0.355
= 50 61 0.72+ 0.23 0.50+ 0.30

Tumor diameter (cm)
<2 58 0.75+ 0.25 0.437 0.331 0.55+ 0.31 2212 0.014
=2 57 0.73% 0.24 0.43%+ 0.27

Histological grading

Low grade serous

. 95 0.71% 0.21 -2.976 0.002 0.48%+ 0.29 -0.821 0.207
carcinoma
High grade serous
. 20 0.88%+ 0.32 0.54% 0.33
carcinoma
Lymph node metastasis
No 78 0.79+ 0.26 3.305 0.001 0.45+ 0.28 -2.074 0.020
Yes 37 0.63% 0.20 0.57+ 0.31
Serum CA125(U/mL)
<35 66 0.76% 0.25 1.115 0.134 0.51%+ 0.30 0.909 0.183
2 35 49 0.71% 0.22 0.46% 0.28
FIGO staging
I+ 87 0.79+ 0.28 3.648 0.000 0.52+ 0.33 1.755 0.041
+v 28 0.58+ 0.21 0.40+ 0.26
104 10
0.8 : . " 0.3
& miR-338-3p high expression &
£ £
E 057 E 057
g g
%] %]
= 04 = 0.4
£ £
@V @V
& miR-338-3p low expression &
0.2 o
0.0 0.04
°o 0 2 B @ % @ °o % 2 » 4 % &
time(months) time(months)

B 1 Kaplan-Meier 4 77 B £ 5347 miR-338-3p, miR-1294 R k%t B EFUSHIEM
Fig.1 Kaplan Meier survival curve analysis of miR-338-3p, miR-1294 expression on the prognosis of patients
2.4 Cox A4 LR M0 K EHUEHI R ME & H OB (n=115, L HFET n=76 , 71 n=39) , [HAE i}y Tl
(1)AZHPEE - 57 Cox L [MIJARERY, LA E B PEBR SRR JRBL(FET S 1 4735 0, AR A7 300 - O, B A% (2 ZU 0 4 ik
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M 4554 FIGO 43 \miR-338-3p ik .miR-1294 F k% 6 4
fEbry HAE R, (2) WM. LIJEH 20T miR-338-3p Al
miR-1294 SF-34{E (0.74,0.49) 7 k1743 )2 e db ol — 50 2548
H(FRIBARFTR) R AZ P RRE, DT AR A

%, B5E o HI% =0.10,a ABE =0.05, (3)[a] 945 5% ik 45
% = FIGO 438 \miR-338-3p {X# 1k .\ miR-1294 (LK I
J 1 B0 SR TS SIS 2 (P 15 <0.05), W3 3.

3 ERMINEETEZMERN I HER
Table 3 Analysis results of prognostic factors of epithelial ovarian cancer
Regression
Factors Assignment description ) Standard error Wald »? P value RR RR 95%CI
coefficient
Lymph node 1 = transferred, 0 = not
0.834 0.442 4.756 0.029 2.349 1.046~5.314
metastasis transferred
FIGO staging 1=+1V,0=1+11 0.784 0.346 5.149 0.018 2.487 1.163~4.796
Expression of 1 =low expression, 0 = high
) ) 1.304 0.445 8.634 0.035 3.583 1.569~8.419
miR-338-3p expression
Expression of 1 =low expression, 0 = high
0.776 0.299 6.774 0.031 2.376 1.174~3.984
miR-1294 expression
3 ik WFFEUESE , miR-1294 76 2Rl UG Ak AR b & P41 2R A A

Y B R SOR T e S0 S e, IBRINERZ,
TNAERE (N IR G S RS PR R A . BB, R TR
VRIT IR P SLRE AT O 2, VA R I e B S 4
B, BHTIG R FZR AR AR A (A0 B &, CT) LG 2=k fr
i CA125, AMfF52%E 4 4(human epididymis protein 4, HE4 )
X kLB A e RS P TPEAN  AH AP AR R RS, SR Tt
b PO LR B TS BRI AR AR R TS

MicroRNA J&—F BLA7 5 20 FH A 57 09 I Ar oS4, s
PR miR-125b W] AE 2y b B 1 B0 S A2 AU T 64 A= Wb
PN, R P microRNA let-7g m #2041 B B9 S0 Ay 7
T 24544 A T AR BIFFEAIE S, miR-338 Ay i M T AH DG
Z R 1t (apoptosis associated tyrosine kinase , AATK )% K 155
8 MM F I, 74 miR-338-3p il miR-338-5p PN AL,
miR-338-3p 7EFL IR S5 R R vh A 45 e S K T g ™, T
miR-338-5p {EL4 M i S5 L IR vh A A s S DR T REM, Cai
C ZEHIESEH 51 B8 4t & 25 RNA (cireRNA)HIPK3 5y
miR-338-3p miRNA g 45 , # %] miR-338-3p I fiE J5 ,
miR-338-3p #UEL[K ADAMI7 FIRBGHN, M 240 TG (2
N EDERE 1 AR A, miR-338-3p H[m] RUNX2/CDK4
B ZRIAF MAPK {5 5@ SIS, 2040 MG 5 2 22 kA R
il AWFTE A, b B RSRZ b miR-338-3p KihKF
TS5 IEH AL, [FARIESE miR-338-3p HLar il L K I hE ;
IAh , miR-338-3p fIRFRIA AL HAR . FAAEMR LSS5 RS L
L5t FIGO JrMIAH G, #2718 miR-338-3p Rk G AE | Je P57
B R IR B R T R I, S BURE
i 5 G AL o 5T W], miR-338-3p 75 4 iy 3% 7 17 = 38 %
Wnt/catenin B Fl MEK/ERK H & 4530 15 D A , 410 i 19 5598 20 /2
B (2 Z2ERE0, H miR-338-3p A 3 i 41 ] FA I WNT2B
ik, 1G5 O S 98 20 AR X LA ) Ak T OB, I SR T
JRE=, HAT, T miR-338-3p 7 b Kz Pk BF SL 17 2E R Y
TEEDLE], DFEE D RSN T IR ATRSY miR-338-3p 75 b7
PO SRR AU AL R 2R R P A 23 T IR BIL A

FH, G miR-1294 75 171 JESSEE P20V i W 2 i g 029145 [frg vh 44 5
RFBARAS AW R B, L B R B L1 2 miR-1294 Kk
FEAEG, ELAR B R K L2555 8% B FIGO 3 R 4141
miR-1294 FRHUIR, WA UESE b B B S8 20 i A8 s A v
miR-1294 KM AEFEEH] , B miR-1294 (IRRIB (2 T 11
PEDE SLm AN I A AR ZRUE R, 5 R A OC . A BFSEIE
S, I IR A A TP miR-1294 TR ] A TPX2 JE[H 33k , 4
A0 M5, H miR-1294 A] F#AIC FOXK e PR3k , E T ek 55
B a4 M I FZ [8] % 5% 1k (epithelial-mesenchymal transition,
EMT) #2057, i 5C T miR-1294 75 - B 1 B A0 v 69 5318
TR, N E IO, S5 2R THR ST miR-1294 76 F K2 p: o
HUmAE S S A0S . 2R TR . AR
Kaplan-Meier 4= 77 il 28 43 #r 45 2R @ 75 , miR-338-3p K % ik |
miR-1294 R BBE ARG 5 FBAAFR, W5 82 ; Cox (1]
PABERL M2 R W], miR-338-3p fiik ik \miR-1294 {52
PR ETUR SR R, DA R AR BT miR-338-3p
miR-1294 3% 3K 7K P 2 0] — 5 B B2 0 A8 BUS . HED
miR-338-3p J miR-1294 {RFA(20E T Mot (R 2% . V5 hh
RN A ALY PR 251 , SEURER R B T TR,
PEM S BUR LR TS 22 0 ST, AT b AT S8 A
S W N e b B RO S, HLo SO AR AR R
AR WSS AR R R YE 5 S A S AR B EA T IR AWE
G, IHRFEHNTE T IR .

25 Bk, miR-338-3p \miR-1294 7 | i 14: 51 5395 2 21
RARFBIRA, H IR 5 B H B 1 HE I, Bk AR
A C , miR-338-3p \miR-1294 A B | e PE BN 5L 7S
T AR
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