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HME . BH K mRNA-138 o A K Z & AT H-F24 481 (SIRT1) 8 2 F kA s ¢ £
BT AL T AR Hok, TTiE IR 2014 51 A 2017 51 A A B TFIT EFRAME Rk
9 bk B 80 ), ARIE B F AR ST AR S R A AR BV F A T S 4L, FEFR OB EE
PCR (qRT-PCR ) F# Western blot #& ] 57 £ & & J& 28 2% ¥+ miRNA—138 #= SIRT1 # & i& K F ; 3% % SKOV3 %8
fe, & A miRNA-138 49 £ /4 ( miRNA—138 mimic ) #= 47 4 4 (miRNA—138 inhibitor) /&, qRT—
PCR # SIRT1 miRNA # & ik T4, FFR A MTT E A0 4 ie IR 4869 A% M 5 SIRT1 miRNA 3-UTR %

AR (wt) Foe R TR (mut) FREBHRE R ELS mRNA—138 mimic 24#$, RELEZBHRE ZA,ITELE

b, SR AAHURLE mIRNA—138 FA K& Tili4ant 240, M SIRT1 Fir KA TR4amt 2520, 2534
it F &L (P <0.05); i &k miRNA-138 7 Ak SIRT1 69 &1k, 423 SKOV3 e st i sa e gy,
) miIRNA—138 71323 SIRT1 89 KA, BAK SKOV3 fa e iish ey 8Bk, 2 FA %3 &L (P <0.05 ) ;
miRNA—-138 mimic 5 SIRT1 miRNA 3'-UTR % A& A Ji #2243, &b £ B & B4R (P <0.05),
SIRT1 miRNA 3-UTR ® £ & sk 4, RAEZHEHEAL T (P>005), 418 miRNA-138 7 4kl i
SIRT1 4297 £ & B da R3S IR A0 oG SRHE , 7T AR S 97 32 b R R IIRAA ALY it 25 08 97 e ¥ &
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Regulative role of miRNA-138 on platinum sensitivity of
ovarian epithelial cancer cells

Hong-bo Zhou', Yi-fang Gui’
(1. Department of Oncology, 2. Department of Clinical Laboratory, Hongqi Hospital of Mudanjiang
Medical College, Mudanjiang, Heilongjiang 157011, China)

Abstract: Objective To investigate the regulative effect of miRNA-138 on chemo-sensitivity of ovarian
epithelial cancer to platinum and potential mechanism. Methods Totally 80 cases of patients with ovarian epithelial
cancer admitted into Mudanjiang Medical College Hongqi Hospital from January 2014 to January 2017 were
included in this study. Patients were divided into two groups: platinum-sensitive group and platinum-resistant group.
Quantitative real-time PCR (RT-gPCR) and Western Blot were performed to detect the expression of miRNA-138
and SIRT1 in ovarian epithelial carcinoma. SKOV3 cell line were transfected with miRNA-138 analogs (miRNA-138
mimic group) and inhibitor (miRNA-138 inhibitor group). Expression of SIRT1 mRNA was measured by RT-qPCR.
MTT assay was utilized for determination of sensitivity to platinum. SIRT1 mRNA 3'-UTR wild type and mutant
type luciferase reporter plasmids were co-transfected with miRNA-138mimic, and double luciferase reporter system

was used to analyze luciferase activity. Results The concentration of miRNA-138 in platinum-sensitive group was
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significantly higher than that in platinum-resistant group, while levels of SIRT1 was significantly decreased compared

with platinum-resistant group (P < 0.05). Overexpression of miRNA-138 decreased the expression of SIRT1 and

increased the sensitivity of tumor cells to platinum (P < 0.05), which was reversed by inhibition of miRNA-138

(P < 0.05). Luciferase activity was significantly reduced in group with transfection of SIRT1 mRNA 3°-UTR wild-

type plasmids, while no significant changes in luciferase activity were observed in transfected SIRT1 mRNA 3°-UTR

mutant plasmid (P > 0.05). Conclusion MiRNA-138 may regulate the sensitivity of ovarian epithelial cancer cells to

platinum through SIRT1 activity, which can be a potential therapeutic target of ovarian epithelial cancer.
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12 dmdng O ENIFEORERERGE ; @
B IS REA A0 e I o IR ™ L O IR
HR A 55 [ [ 37 25 5 9 5 I 4% (national comprehensive
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i HE bR UE R T EOC R 4 AN UL A
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YkyY, 152505 6 SHWNE KR ). Hr s 2541 B
30 i, AFHE 32 ~ 68 %, VY (52.7+£62) % 5 Kl
PEOYELE 15 . FRTEINEIE o B, F N
66 I CT /1) 156, i (M/IV) 156,
FAMURRA R 40 1) AFIS 28 ~ 724, FHI(54.5+8.1)
%5 PRI L 18 ). R TEDR SR 12 41, 7R
PRESEE 10 1) L (T /7 10) 254, medtg (M / IV)
15 6], WL AR ARES . IR 2R A R A LA, 25 R0
it L (P>0.05), HA AT k.
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A R E O HL (1% E Eppendorf ), Nano Drop
2000 ( 3% [# Thermo Scientific ) % i PCR 1Y ( & [H
Bio—Rad ). SZR} ¢ )G 5E H PCR ( quantitative real—time
PCR, qRT-PCR) ¥ ( L R& ) 5 ki, IR
MR % 258 ( 21 Bio—Rad ) 5 Trizol RNA $2HULR,
|, Fast Quant RT Kit ( With gDNase ), Fast Fire (PCR
Pre Mix ( SYBR Green) ( KA/ ] ). miRNA-138 K&
ue 5W [ BigAT (YY) TRKRMARAR ] &
2O & (BLEEATR ), SIRT1 Hiik & HRP #7id
—Pt (FEH Abcam 24H] ), ECL &YW ( 3E[H Thermo
Fisher 23 F] ) W2 i 45 5 PG AR & £1910
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121 qRT-PCR # Ml Ff A % & 97 £ L & & 4
P miRNA—138 Fe it 2k 12 & A F B F 2 48 X B 1 (silent
information regulator factor 2 related enzyme 1, SIRT1)
miRINA #9 & ik 7K-F  Trizol FEHONE [ fz Il 2 Y
A RNA, #% Fast Quant RT Kit aH 45K RNA 30055 5 K
cDNA. LA cDNA JHHR AT qRT-PCR 43#7. PCR J2
G 95 CHIASYE 1 min 5 95°C781E 5 s, 60°CIE
K 10s, T2°CIEH 15 s CREEZON ), FE 40 MEH ;
YEFRINZR T, S5 ER, PCR I8 5N LMk ih i B
U, W ZRIIE B — | Jozeud, BRI |0 Sk R AT
SIRT1 MRFRIAKFELL GAPDH HIZRk K HZ M, 1R

- 46 -



%ol
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P B Y I KA AR 8 R =272 “ 1158 SIRT1 miRNA
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AT BB AN B, A 96 FLAR i A 40 B
100 ml/ L (£ 1x10"), 37°C. 5% — 4 Lk CO, Hx
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A: miRNA-138 [5535754k; B: SIRT1 miRNA #y3i57284k; C: SIRT1 & A HLIKE; D: SIRTI & HFKIAEGHE . + 58 AL,

P <0.01
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KA (1 =2.752, P =0.0332), Tfij SIRT1 195535
KT, ZRA S #E L (miRNA : t =7.126,
P=0.000 ; [ : 1=5.468, P=0.000), W& 1.
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B 2 N SE K. 7 B3 B e B 2 i
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IR 7K B, 4 R TS g 7 R A BRI XS IR B R
Tt wr, i i #l miRNA-138 5, SIRT1 miRNA 1
FEAE KW TH =, 40 S J7 I8 T s B X IR A
B B, 22 5 A 483 % 2 L (miRNA-138 ;
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0.000 ; WG RE ¢ F =56.93, P=0.000), WK 2A~C, *E
YA B 2 4y B 45 3 R, miRNA-138 5 SIRT1 3'-
UTR XA AT BESE & 7 44, ULl 2D, 4 gt 4% 2% SIRT1
mRNA 3'-UTR B 4 B (wild) F1%€ 28 & (mut) #
pGL3 T 41 % 't 3 M it 5 5 B B A7 5 miRNA-138
mimic 25 % Y SKOV3 21 ffl, X 2¢Ot % B i & 5
R R GE 43 B 9O R B PR, AR BoR, B
SIRT1 miRNA 3'-UTR B A= %1 2% 1A Ji5 ¢ 6 & i 15 1k
[ K (1 =4.894, P =0.000), i % Y% SIRT1 miRNA
3'-UTR R MEA G, FEOCERBEE T2 (1=
0.3221, P=0.7511), VLK 2E.
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Predicted consequential pairing of target region (top)

and miRNA (bottom)

Position 32-39 of SIRT1 3' UTR 5’

hsa-miR-138-5p 3

E

. . . GUACAGGALUUGUUC-CACCAGCA. ..

GCCGGACUAAGUGUUGUGGUCGA

A BFFETEFNH miRNA-138 9F261500; B: 2 FAFMH miRNA-138 5 SIRTL (HF2ik7484k; C. 32325 FMH miRNA-138 528

MO 2E s D RS 20 miRNA-138 5 SIRT1 3'-UTR 454

B2 miRNA-138 i@id SIRT1 =0 & kAT SRR BT R It

3 Wi
YR bR SR | PR, 2 HATEER

F i B IARREYE I , B4R SRR 125 000 AL
2" FD2) 20% ORI K B E R — Ak T 258

KR 2, WA 25 2 S5 2000 51 BRI,
JivRR A2 R RAET R S AN T R R 2 — " i,
RO b K AR 25 AR, R R 27 A
LA H AT f A R A [
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miRNA-138 JAF P 5L 1 B9 20 B o I AUk i AL 5

miRNAs FIRE L, TEKFALT ZRE, B
AEEMAEIAEER, R 5 SEE M
SR KA. KJ#. CHEN % "™ %, miRNA-130a 5
BN L b Rz g O 245 % D) AE O CUL & M IR R B,
miRNA-146a 7] 38 i ) /> SOD2 14 7 A= 1] U9 S0 |
B 95 AN B 3 7 O 14 5 H X Ay B R 5 WRT AR
23 miRNA-551b AJ 3 i F 94 Foxo3 Fl TRIM31 3%
A OP SR A EE . REE A k. DL
SCHRHE 7R miRNAs 7EBN ST R 1} 24 v % 4% T 2L
1EH

SIRT1 J& sirtunis ZZE— 01, & —Fh2HEE L Ot
FRRit, FLAT AT A4 B B AR SRR . 2ok
YA s A AL S Y R LR — R R
WALAEM 72, I AB T e AR 2 B RS
SR H 73 5 T SRR sh FIX 45 G, M %
CIRAL ML S P L S 3R R s FIX S5, M
RAEPE IR RSB E A . DFEHGE, SIRTI it g
70 e A B R R AR A Rl 2 5 A 24 ) 7= 2 )
Af SIRT1 /2 —Fh DNA &5 JER T —Fp 4
R AR R SO AT 25, T4 A R 4 i DNA
B, DNA 43 FT8 B PRI (] 14 58 SCREEK
AT A1 2] 928 248 P %) DNA A i 51852 . BRI SIRT1
A e T8 15 5 B yRE 40 ) DNA XHFUBAA . 915 B
22Oy HE 45 B R SIRTI & miRNA-138 RSB IL R, A
ARSI % miRNA-138 7] RE 18 i 45 SIRT1 Ay
RSSOV TR 2] . FR AR R, JRik
miRNA-138 Ji7, SIRT1 miRNA HYZFEACTREA, 4%
JIIRREAG, RO T 5 5 i ] miRNA-138
J&i . SIRTI miRNA FJERIAKFNIFET, M J178 T
ROXTHBAA R R, A 255 PIARIFSE6 4k 4
P A 3 2R B A miRNA-138 f 28 15 FIN A 254
G5, T 258 R miRNA—-138 FE A0 TS 77
DRI, 2 200 ML ) 2R A 28 AT Ry X IR o e 2 A
MAE . miRNA FZ5E 0 5L miRNA 3'-UTR X4
HAEREER N FRA . Hk, EE R SIRT1
miRNA 3'=UTR %A= U1 5 45 778 O 28 Bl 45 36 A
#5 miRNA-138 mimic L5442 SKOV3 4 fifd, R
PG MR SR R G T 0O R BRG . 45
R, Y SIRT1 miRNA 3'-UTR B2k B4R 5 56
REHEVEREAR, Mi%sJe SIRT1 miRNA 3'-UTR 5728 1
WG, DRI YEICEM, i miRNA-138 Al454
#| SIRT1 miRNA 3'=UTR [X 9845 Hge ik .

2 ik, miRNA-138 7] §EiH i< SIRT1 &4 b
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