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[Abstract] Background and purpose: Although cisplatin-based chemotherapies are used as the first-line
treatment for ovarian cancers, the majority of patients eventually progress with platinum-resistant disease. miR-483-
5p is overexpressed in lung cancer. However, the research on miR-483-5p in epithelial ovarian cancer (EOC) is still
unclear. This study aimed to investigate the expression of miR-483-5p in EOC and its effects on cisplatin resistance
in EOC cells. Methods: This study analyzed the expression of the miR-483-5p by real-time fluorescent quantitative
polymerase chain reaction (RTFQ-PCR) in EOC tissues, normal ovarian tissues, and EOC cells. The role of miR-483-
S5p in EOC was evaluated in vitro by lentivirus-mediated knockdown of miR-483-5p or overexpression of miR-483-5p
in EOC cell lines. Drug sensitivity assay was carried out by CCK-8 kit. Results: miR-483-5p was upregulated in EOC
tissues as compared with normal tissues (P<0.01). Furthermore, miR-483-5p expression in advanced stage (Il-1V)
EOC was significantly higher than that in early stage (I —II ) EOC (P<0.05). Interestingly, miR-483-5p expression
was higher in cisplatin-resistant A2780/CP cells than other cells. Increased miR-483-5p expression caused EOC cell
resistance to cisplatin and downregulated the expression of p21 and Bcl-2, whereas reduced miR-483-5p expression
induced its sensitivity and upregulated the expression of p21 and Bcl-2. Conclusion: The results suggest that miR-483-
Sp is highly expressed in EOC and contributes to cisplatin resistance. Thus, miR-483-5p is a potential therapeutic target

for ovarian cancer.

E(EVEE: %46 E-mail: jianghy@fudan.edu.cn



(P BBmAER L) 2016552655551

395

[ Key words ] Epithelial ovarian cancer; miR-483-5p; Cisplatin; Drug resistance

OISR 9 1) 2 9 SR S L P AR B AR G A
3N, FETRAL R E AL, b RO S
FTAY R IR YT R B S i I
IR Z — . TR, Bk bR PEon
ST TN 57, e d s T b i M O S R
MBS L BRI RSB R AL 25
BLA, B2 5 BP HL988 X b7 9 ORI R e
AF 5% ST R o i e 1 [ 2 — o

f;%ﬁ/J\RNA(micrORNA, miRNA, miR)?’f%%
JE KR A R e . T Al AR
REEITH . EAFERMIIESS, 58 MmiRNA
TR H5ZMMRNELE . KIEREAHEIRX
Z 127 WSS R L, miR-483-5plifidi it %
W, HARENIIEE . AN B R
miR-483-5p7E I Jz P O 8988 S F H 2y 3
ST o o W o[ R O Y ol BE S
EPTBURAE B R

1 AR

1.1 AR, ARREEZEIREKF
HAFRAR B & B R 2EME 07 B B B
201341 H—20134F6 H & F ARG I b Rz gp
By R 434, 1 H BP S B84 (35 R AR T
B LR B B BRUREA T 4 1 5 IS 5P & |
G TIBR ) . RTEM G, ArAsr B
AR HE AT T80 C 4 F A AF LA L
RNA, FrHL MG HE2 WSS, bR ko
B ARG 41~69% . TNMAM . T~ 114120
i, M~VEA2361 . B Op S o R ATk
ZARAIRYY, PR R R m 220, R
PNRE 180, HABISRH, AWFRaE Bk
20 IR IR E B e L Rt uE, HTE RS
SV B B0 BUSARAS o N I iz P O 598 20
SKOV3. CAOV3. A2780. HeyHIA2780/CPHi7s
SCEE R AF . DMEM S BEEE S5 . RPMI-1640
Rigi 3k | Optim-MEME; 35506 H 25 [H Gibeo 2y
Tl TRIzol . E‘ﬁﬁ1Z|§Lip0fectaminew2000)ﬂ"€l A3
El Invitrogen/A o SRS G AE 15 5 A B S b

(real-time fluorescent quantitative polymerase chain
reaction, RTFQ—PCR)@U“'Jﬁt%UﬁWQ HEAY T
FEORE)AH PR T . miR-483-5pid 63k M T4k
TR RN [ LA SR R 2R AR A FR A ]
P21, Bel-2 5 HmiEE -3 iR I S M GAPDH)HL
PRI B 32 [ Santa/A 7]
12 Ak
1.2.1 ZZ% 40 JERINAJR I

MEBARIR VKA (-80 C)HHBUHAH L, AT
Y I BEER AT I, 30T TR]AS T b AU R
FRIR B 2 UM A . HL0.25 212U ZIEP
B, AL mL TRIzolRZ), IR T 244
ZAUMAR15 min, HMIEFRAUM, FraiiEAK
BRI LA80% I}, FFEKEFAEL, PBSURA AN
2¥K, JMATL mL TRIzol, BIRMHBFZEWRATHIBE,
SR, FFR SR ALS mL EPE T,
FIREE 15 min, 78 LI 20 A ok 2 20 24 i ik 1Y)
EPAS TP AZ7200 uL, Wi %30 s, =
IEHCE 10 minf5, T°12 000 x g4 C)FMF T E.O
15 min, B LJZ/KE THEPE T, MMA500 uL
SENEE, BUENE A S VK10 min, 12 000x g
(4 C).010 min, F LI, AT JCRNA
Bi75% . BE1 mL, WHER A, T7500xg
@ O)VFMF FELS min, FF B, 25T
RNA 10 min. MIAGE fICRNARG Y 25 58 17K %
fERNA . HLPKKIMIRNA i, BB e I Ha vk
WMELS S, 18 SK28 SFal, HHMI I
260 nm S 280 nmAb W EE(DYE, THARNA
o iE-80 CHB IR IKAR RS H o
1.22 RTFQ-PCR#M|

Fi Rz e SRR i BH A5 ) 1 4 8URN 454
M R TP H A B RNAVEA T R % 5% . RTFQ-PCR
IR B TR R, BRG] & B
HEAT . NSRS IARTFQ-PCRAY I 1 i £k
FEh R AT £, MY miRNAZE AR ] CefEAS Ha it
¥, U6 snRNA RN Z:,
1.2.3 CCK—8F Il b & bk 97 £ 5 4m i 35 IR
Al ey B

TH A S Y L R P B S 98 4 A LA L2 0004~



396 %im, =

miR-483-5pfE - 52/ O §3e8 B ZRIA I EL XY INEEBURK A B9R0

A M4 296 LA LS SR . Bl S 430
IA0.2. 1. 5. 25H1125 umol/LIi4, 4k&iss
72 h, FERPEEREFEEL, INA100 uL CCK-8 TAE
W, dREEEFR2 h, N R ONRED,s . o T
H=(1-Daggyus/Disyuat) X 100%, THHICsfEL
1.2.4 &8 [ R ] P8k (Western blot) 4|

WSS B KA, A B R
VK 241 ho 12 000 x g5 0015 min, B W
W, RHBCAEE A ER., BLAEND LHE
30 pg, SRHA12% T b JEAm R 40— 3R T3 I & R
BECHLIK2 hIGHE BRI -, 5%Mig
AP b, AL S 1 000 BEf—4id4 CIRE
24 h, ZBERRERSE M (10% IR -20) )G
5111 000fG FE 2N —PiEZR THRE2 ho
% 8 SuperSignal West Picofb2z A& SR 5] &
(FE[E Pierce/A vl Ui B 5 45 F 911 & JFE P FI S 5%
R, EFER¥. TFR-200A% H3IRIL 25
FIH, PAGAPDHAE NS X IE
1.3 Gtz

K HISPSS 19.08 #1141t ab 3, 251U
XEs PN, PIRUCRER PR ek 35 5%y 254650
P<0.05h 5 A G2 E R L.

2 4 AR

2.1 miR-483-5p7E E R M EBEAHALHH
Rk

RTFQ-PCRAG A5 R /R, miR-483-5p7F
e e PR BN L9 4 2 b 3R AT I 2 R T IE R B
HAL(P<0.01, E1),

AN, miR-483-5p7E I ~ IV 1] 5P 59 4H 21
HRIAIKCF 3 = T 1~ TP 820 21 (P<0.05,
K1),

2.2 miR-483-5p7E LR 14 5P & H B i
Fix

ZIKE%”E&T%EHRTFQ-PCR@MTSHELEZ'@
B9 41 il 22 P i miR-483-5p A K - .
RWoR, LR PR SR !ﬁ’fﬂﬂﬁfﬁ?ﬁﬁlﬂ’m2780/cp
HmiR-483-5p3Rik 7K1 I 3 i T Ho Al 44k 41 i
(P<0.01, K2),

20 %
3

g &
2 15 7
g e
% k% ‘An‘
<
é 10 g EVe %l
S o A “
° a AL
2 Y
B 57 Eg
o)
~ |

0 T | |

Normal I/1 stage II/1V stage

1 miR-483-5p7E E MR AR R IERE MEALR P
Rik
Fig.1 The expressions of miR-483-5p in epithelial ovarian
cancer and normal ovarian tissues detected by RTFQ-PCR
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Fig.2 The expressions of miR-483-5p in 5 cell lines of epithelial
ovarian cancer detected by RTFQ-PCR

**: P<0.01, as compared with the other 4 groups
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Fig.3 Forced miR-483-5p expression in SKOV3 cells reduced their sensitivity to cisplatin

A: Lentivirus-mediated miR-483-5p overexpression in SKOV3 cell lines; B: Forced miR-483-5p expression in SKOV3 cells reduced their
sensitivity to cisplatin; *: P<0.05; **: P<0.01; NC: Negative control
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Fig. 4 Reduced miR-483-5p expression in A2780/CP cells increased their sensitivity to cisplatin

A: Lentivirus-mediated knockdown of miR-483-5p in A2780/CP cell lines; B: Reduced miR-483-5p expression in A2780/CP cells increased their
sensitivity to cisplatin; *: P<0.05; **: P<0.01; NC: Negative control
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Fig.5 The expressions of p21 and Bcl-2 detected by Western

L

blot with forced or reduced miR-483-5p

Forced miR-483-5p upregulated the expression of p21 and Bcl-
2 in SKOV3 cell lines; Reduced miR-483-5p downregulated the
expression of p21 and Bcl-2 in A2780/CP cell lines; NC: Negative
control
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