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WE % IR RNA-425-5p(miR-425-5p) iR 7 B EL B B 3K ) & & ) R & B (phospha-
tase and tensin homolog, PTEN)/#Ji§ BEALEZ -3-3% B4 (phosphatidylinositol-3-kinase, PI3K)/%& &) B4
B(protein kinase B, AKT)4h%t+ 9F 3 & (ovarian cancer, OC)%a LI 44 (cisplatin, DDP)#X 2 14 89 % 7%
F A OCTH 24 48 i, A2780/DDPFREALS A DDPZE. DDP+miR-425-5p4F ] 7| (inhibitor)26. DDP+FA £
%t B8 (NC) inhibitor2. DDP+miR-425-5p inhibitor+if 4L (PIC, PTENA7#4| 7] )28, 7 % A27804m e,
& RB 28 (Control4l ). CCK-8i& 40 &40 40 R 6 3G FA 6% 77 . 4@ IR X R 52 At ) &40 4m il 6 12 45 B
7#1. Transwell 2304 M &40 40 R 6912 2 6e 7). AR AN T 2 A miet) AT, RAENEE
PCRI% M| 7 &40 48 i F miR-425-5pyA R PTEN. PI3K#= AKT mRNA#) & .1 7. Western blotik |
2 &40 4m e, PTEN/PISK/AK T4hAE % & @ 69 R A L. W3 K& B4R AL B 92 345 M miR-425-5p
5PTEN#¥e@) % % . 4R 2T, 5ControlZ848 b, DDPE 40 iR % 74 45 /) (48 h. 72 h). EAHE.
oAz 2 A B & LI (P<0.05), /B F R % F % (P<0.05). 5 DDP4a4A I, DDP+miR-425-5p
inhibitorfA 48 i0.3% 74 48 /) (48 h. 72 h). EHF . @Iedd 24 B VAR miR-425-5p &k A KF. PI3KA=
AKT#) mRNA & A KT Fo i & BB KT B 2 F M4 (P<0.05), 20/ =% . PTEN mRNAF=& & &
K F R FRZH(P<0.05). PICT 2 Z M 35 miR-425-5p kst A2780 48 R DDPAC & P 49 % #A1(P<0.05).
miR-425-5p 5 PTENf £ ¥eé) % . T A miR-425-5p ] 4818 i387% PTEN/PI3K/AKTi& %4, 3% hn OC
28 .3t DDP A SR M
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Influence of miR-425-5p on Cisplatin Sensitivity of Ovarian Cancer Cells
by Regulating the PTEN/PI3K/AKT Axis

SONG Yufang, ZHANG Qian, LIU Yingjie, LIU Fang*
(Department of Gynecology, Tangshan Maternal and Child Health Hospital, Tangshan 063000, China)

Abstract This article explored the influence of miR-425-5p (microRNA-425-5p) on DDP (cisplatin) sen-
sitivity of OC (ovarian cancer) cells by regulating PTEN (phosphatase and tensin homolog)/PI3K (phosphatidylino-
sitol-3-kinase)/AKT (protein kinase B) axis. Human OC resistant cells A2780/DDP were randomly divided into
DDP group, DDP+miR-425-5p inhibitor group, DDP+NC (negative control) inhibitor group, DDP+miR-425-5p
inhibitor+PIC (vanadium peroxide, PTEN inhibitor) group, A2780 cells were used as Control group. The cell prolif-
eration ability of each group was detected by CCK-8 method. The cell migration ability of each group was detected
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by cell scratch assay. The invasive ability of cells in each group was detected by Transwell assay. The apoptosis rate
of each group was analyzed by flow cytometry. The expression of miR-425-5p, as well as PTEN, PI3K and AKT
mRNA in each group of cells was determined by real-time quantitative PCR. The expression of PTEN/PI3K/AKT
axis-related proteins in each group of cells was determined by Western blot. The dual-luciferase gene reporter assay
was used to detect the targeting relationship between miR-425-5p and PTEN. The results showed that, compared
with Control group, the cell proliferation ability (48 h, 72 h), migration rate and cell invasion number in DDP group
were significantly increased (P<0.05), and the apoptosis rate was significantly decreased (P<0.05). Compared with
the DDP group, the cell proliferation ability (48 h, 72 h), migration rate, cell invasion number, miR-425-5p expres-
sion level, PI3K and AKT mRNA expression and protein phosphorylation levels in the DDP+miR-425-5p inhibitor
group were significantly decreased (P<0.05), and the apoptosis rate, PTEN mRNA and protein expression were sig-
nificantly increased (P<0.05). PIC significantly attenuated the effect of miR-425-5p knockdown on DDP sensitivity
of A2780 cells (P<0.05). There was a targeting relationship between miR-425-5p and PTEN. Down-regulation of

miR-425-5p may increase the sensitivity of OC cells to DDP by activating the PTEN/PI3K/AKT pathway.

Keywords

Y $95 (ovarian cancer, OC) e 2 14 4 i
TRALRI G —Fh, REREELE 1477 LT 00
How U, HATIRRIA)T OCH EZ 5 A 1b 254
BIT FARBIT AT A EARR
iR e, (R RIE R BECh ™ HE, H OC4H i
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SR AR, ) oRg A B I AR K S AE O Rl
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miR-425-5pX} OCH 24 ¥ 200 v AN B . PTENfE
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Ik 4h, PTEN T 5OCHTT BUSMEZ DIA OG0, A
&R ST 2 7R , PTENSE miR-425-5p (138 7540 5
{H miR-425-5pHE 75 i@ i PTEN/PI3K/AK T4 511 OC
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1 MR5REE

1.1 #8

1.1.1 Z=¥mietk  AOCHNHIA2780 K OCIHH 25 4]
Jf1A2780/DDP H v [H Bl e Eig gl . ANia
B HEK293T4H ) [ 7 [ 5 25 B} 27 B 52 il 2= 27
TR AR .

1.12  E£ZXA Ja 4 3% . DMEM i B 5 5%
B, JREAN . PBSFIW H % Gibcoa F] ; DDP
I 1 2 [F Sigma A 7 ; RIPAZLAEWR . Trizolik 7111
H 2% [ ThermoFisher A 7] ; CCK-8i il & . BCA
EAEREAAGEWE LBEEZ REVEARAFRA
A ; Transwell/N=E 4 H 3£ [ Corning /A @] ; PTEN.,
PI3K. AKT. GAPDH—#i % HAH N —Hi g B 3%
[E Abcam”A @] ; miR-425-5p inhibitor. [ X}
(NC) inhibitor. miR-425-5p 14 (mimic)fI NC
mimic)§ B M B YR AR AR . PICIHH
2 E Merck A7 .

1.2 753

12,1 #mpesedc  FrA2780HM1A2780/DDPLH L &
10%/16 47 I35 Y DMEM /S Bl 15 7 Bk 85 97, #E37 °C,
5% COfM4H ks FRA0 P AT 85 3%, B2 R T4 1 UG
fERE IR . MR A & 80% A A I HEATAE AR, 15
AR3UR i B A XS B3O F A4 ok P T 5256

122 @miasiabss4 4 A2780/DDPAIfHAL
4% JDDP#1. DDP+miR-425-5p#)ii7 (inhibitor)Z. -
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DDP-+[H X} (NC) inhibitor4. DDP+miR-425-5p
inhibitor+id 241 (PIC, PTENHIHI5, 10 nmol/L!")
H, 7L A27804H g X HEZH (Control4). #4355 HN
ADDP(16 pmol/L)EiAH N 254", K5 A2780/DDP4H
HaLLSx10°A/FL I % FEH R B E IR 6FLAR -, 37 °CR
WE IR . X HBEATH Y, % miR-425-5p inhibitor.
NC inhibitor’% 451 A2780/DDPZH il . 157524 h/g,
BT JE 825256

1.2.3  CCK-8i% A8 4m oL 3% 74 ft B1.2.191)
PRI 3% 1.2 28 T RLARBE , 2 5 ¥ 40 i
R FRAE 96FLAR 1, 41 %S R 5x10* /L. 73 ilAE
24 h.48 hf172 hfin A 10 uL CCK-8ik7), 737 °C.5%
COL 4N S TR 40 h gk 2245 9% 4 W, 1 F B PR TR
450 nmE KAL) 5 B LI OEFE (D) E

124 XREIRAAMNmpEAER AR
11 A2780711 A2780/DDP4H Mg LA 5x10° A /FL I 2 B e
FlefLbH, FR2m M fl & 2 90%H, 4% 1.2.205 13547 4k
o FJCH 100 pLFE IR 25 72 4 M bR b B AT R
IR . FIPBSHEZRANMI 5 4k 2k F G i 15 77 2 55 7748 ho
FEGEE M IS0 hy 48 hiNt 4R AT IR, I
TR R, ITEE=[(0 hRIRIEE-48 hiRIJREE
29)/0 I RIIREE 2513 100%.

1.2.5 Transwell Z 3400 4m flofz 500 BUOEE
KA A2780411 A2780/DDP4H ffl 3144 1.2.2vh J7 133
ITAREE . 3597 24 hJE I\t 1 B A WS Be 4 i
Y 4 i b 1 R L4 P Transweel /N == = Ap, i
HEAN M 25 B 0 2.5 1044 /L, i i) 44 A2 v ) AR A
100 pLo R AN 600 uL&F 10%06 245 L35 1
DMEM#E; 774k, 37 °CFIE 24 hfgHii/haE, 37 °C
N 4%% 5 F RS [ 2 A0 A 20 min. 45 S YL R gL
30 min/i5, FIPBSYEVR LA 2 bR 2 R YL i, FIARAE
BN E FENAERAI L. R B
Mg I A, RSN = BEA L E 64 PR
ITHRR, JFEAT A R

12,6 @A Toatr L2220 AP IR FR24 h
Ja - H AN, F PBSHER: . I 100 pL&5 & gt
W 5 uLIFITCAHIS pLItJPIHL L, 37 °CF TR b i
H 20 min. AN 100 pL&5 & 22 il E 2400, H
i A AR A A 0 B 9 T A O

1.2.7 qRT-PCRi% M| 40 i miR-425-5pvA B PTEN.
PI3K#A= AKT mRNA# £ EKF A Trizolif5
FEHL 1.2 270 A B IE 5% 9% 24 hJ5 (4% 240 5 RNA,

f# FH SYBR Green RT-PCRiRAFI &4 RNA #5% 4
cDNA, JFATH . 5175w © miR-425-
5p #5141 5'-CAG CAG CAA TTC ATG T-3', N
51#)5'-CAG TGC GTG TCG TGG AGT-3"; PTEN -
W54 5'-TGG ATT CGA CTT AGA CTT GAC CT-
3, MIF5I%5-GCG GTG TCA TAA TGT CTC TCA
G-3'; PI3K 375191 5'-AAC ACA GAA GAC CAA
TAC TC-3', F#51%)5'-TTC CCA TCT ACC ACT
AC-3"; AKT L5519 5'-GTG GCA AGA TGT GAT
GCG AG-3', Fii51415'-CTG GCT GAG TAG GAG
AAC-3'; GAPDH L5141 5'-TTG CAA CCG GGA
AGG AAA TG-3', Fii#51%15'-GGA CTG TGG TCA
TGA GTC CT-3'; U6 _LJj# 51 415'-CTC GCT TCG GCA
GCA CA-3, FiiF5%15"-AAC GCT TCA CGA ATT
TGC GT-3'c LA29% 715 miR-425-5p Ll J PTEN,
PI3BKFIAKT mRNA [ XS ik & o

1.2.8  Western blot#>| £a .+ PTEN. PI3KA= AKT
FOWEAER  BU220 I 3R24 WG %
HAMM, FFRIPAZAERIMA B A P2 BUS EE, T
VK | Z44#30 min, 024 °C. 12 000 xg) 5 min)5 315
i BE . H BCAVEXT S AT &, HL60 pgtk
H 47 SDS-PAGEHLIK , 221 . 5% Wik =
JREHA2 h)E, IRAPTEN(1:2 000). PI3K(1:2 000). p-
PI3K(1:2 000). AKT(1:1 000)F1p-AKT(1:1 000) 4
AT, 7£4 °CTIIE B . PBSHEESE IIAAH L
ZPH(1:10 000) = ifE FHLFEIFE 1 he MIAECLYE ]
XPEE SR AT 00, B R A B, Hail B
i E 2R IR AR FE AR

1.2.9 MR K ZBRE A E £ 1AM miR-425-5p
5 PTEN® % % K H TargetScan i (https://
www.targetscan.org/vert 72/)Tiill miR-425-5p 5
PTENI)Z5-G A7 1, FXUR 't 2= Bl 4l v 25 D] S50 oK
AF B e R . W@ PTENS A B kL (PTEN-
WT) A58 28 &L f ki (PTEN-MUT), ¥ PTEN-WT 5
PTEN-MUT%} %] 5 NC mimicE{miR-425-5p mimic
LY HEK293 T4, 7 4 48 hJg kil ¢ 5
Pl 5 12

1.2.10 St F o4 KBRS HHE K H Graph-
Pad Prism 7.0/ #4770 M Geit, DA EEbRifE %=
()RR o AR LLBCR FLSD-1i:, 2 20 [A144
P LL R R 2K 5 2 04, P<0.05R ™R E A
GuitaEE Lo
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2 HFHR
2.1 miR-425-5p7EA2780751A2780/DDPLAAEH AY
FIEER

5 A278041 i fH EL, A2780/DDP4H ffil 1 miR-
425-5SpRIE KT 2 2 T+ 51 (2.76£0.20E 1.02+0.13,
P<0.05).
2.2 miR-425-5p3t & LA {HREIETE AE SI89S2 M

5jControlZLAH Et, DDPZH4NfI(48 h. 72 h) DusefH
2% T (P<0.05). 5 DDPALAEL, DDP+miR-425-5p
inhibitorZH 40U (48 h. 72 h) Dusoffi i3 K F& (P<0.05),
DDP+NC inhibitor/HZHfif (24 h. 48 h. 72 h) DusfE T
2 2 R (P>0.05); 5 DDP+miR-425-5p inhibitor41
#H EE, DDP+miR-425-5p inhibitor-+PICZH 41 i1 (48 h.72 h)
Dysof 23 ETHP<0.05)(F 1),
2.3 miR-425-5pX} & ¢H AT 2 IR M

5 ControlZHAH b, DDPZH AT F2 R .2 LTt
(P<0.05). 5 DDPZLAHLL, DDP+miR-425-5p inhibitor
AT RS R B2 T F(P<0.05), DDP+NC inhibitorZH
I TR 52 125 5% (P>0.05); 5 DDP+miR-425-
5p inhibitor41AH L., DDP+miR-425-5p inhibitor+PICZ1
YIRS %03 B TH(P<0.05)(F 2K 1),

2.4 miR-425-5p%t & A 4HREIZ 253 H A 2N

5 Control 4140t , DDPA Az 284 H B & F
J+(P<0.05). 5 DDPAA L, DDP+miR-425-5p in-
hibitorZH 41 42 28 4 H 2.3 T % (P<0.05), DDP+NC
inhibitorZ1 41 (2 28 % H G 5. 35 4 25 57 (P>0.05); 5
DDP+miR-425-5p inhibitorZH#HLt., DDP+miR-425-5p
inhibitor+PICZ1 4 MLZ 220 H &3 T+ (P<0.05)(% 3
FIE2).
2.5 miR-425-5pX} & £H 40 AEE T HY R0

5 Control41AH L, DDPAIAHIE T- R 5.3 &
(P<0.05). 5 DDPZHAH L, DDP+miR-425-5p inhibitor
HAMRE T H 53 _ETFH(P<0.05), DDP+NC inhibitor4H
YR T T B 2 7 (P>0.05); 5 DDP+miR-425-
5p inhibitorZLAH L, DDP+miR-425-5p inhibitor+PICZH
U T2 83 R FR(P<0.05)(EI3F1EE4).,
2.6 ZLEMBEF miR-425-5pA K% PTEN, PI3KHI
AKT mRNAHIRIZE LR

5 Control L4 b, DDPZH 4 ffl miR-425-5p.
PTEN. PI3KFAKTFRIE & TG 3142 5 (P>0.05).
5 DDPZLAH L, DDP+miR-425-5p inhibitorZH 4 i
miR-425-5p. PI3KA AKTF ik & 3 2% £ (P<0.05),

Fz1 BAMAEIETERE SIRIELER
Table 1 Comparison of cell proliferation capacity in each group

ZH 51 Dyso

Group 24 h 48 h 72h
Control 0.26:0.03 0.44+0.05 0.62+0.06
DDP 0.28+0.03 0.57+0.05* 0.78+0.07*
DDP+miR-425-5p inhibitor 0.24+0.02 0.36+0.03" 0.58+0.05"
DDP+NC inhibitor 0.25+0.04 0.60+0.07 0.74+0.07
DDP+miR-425-5p inhibitor+PIC 0.22+0.03 0.52+0.05% 0.73+0.08

*P<0.05, 5 Control LA EL; *P<0.05, 5DDPALAH LL; “P<0.05, 5 DDP+miR-425-5p inhibitorZLAH Lt .
*P<0.05 compared with Control group; “P<0.05 compared with DDP group; “P<0.05 compared with DDP+miR-425-5p inhibitor group.

R2 FHAMMBIBERLLR

Table 2 Comparison of cell mobility in each group

41 HAITFE /%

Group Cell migration rate /%
Control 27.25+1.85

DDP 46.53+3.38%
DDP+miR-425-5p inhibitor 31.24+2.03%
DDP+NC inhibitor 46.28+3.25
DDP+miR-425-5p inhibitor+PIC 58.19+4.96%

*P<0.05, 5 Control L L ; “P<0.05, S DDPALAH EL; “P<0.05, 55 DDP+miR-425-5p inhibitorZH#H EL
*P<(.05 compared with the Control group; “P<0.05 compared with DDP group; “P<0.05 compared with DDP+miR-425-5p inhibitor group.
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(A) DDP+ (B)
DDP miR-425-5p inhibitor
i ' 80—
0h .
= 60
3» *
E
48h | g 40 ;
‘ =
DDP+
DDP+ miR-425-5p inhibitor
NC inhibitor +PIC 0=
AN N & < @]
& O & & L
i @ & A&
oh | PO
> X R
QX"Q %’Q
‘: L >
48h | o QQX‘Q
: 9

A RIJRSEIG AR I s B: 4B R 28, *P<0.05, 5 Control4LAH EE; ¥P<0.05, 5DDPZLAH L ; ¥P<0.05, 55 DDP+miR-425-5p inhibitor41AH Lt «
A: representative picture of scratch experiment; B: cell mobility; *P<0.05 compared with Control group; “P<0.05 compared with DDP group; “P<0.05
compared with DDP+miR-425-5p inhibitor group.

Bl 4RSS AN AT R IE R
Fig.1 Cell migration was detected by cell scratch test

®3 BEMBRER BN

Table 3 Comparison of the number of invasive cells in each group

13 YR 8

Group Number of invasive cells
Control 87.26+6.23

DDP 126.53+8.58*
DDP+miR-425-5p inhibitor 72.04+6.40%

DDP+NC inhibitor 125.98+8.25
DDP+miR-425-5p inhibitor+PIC 188.49+10.66%

#P<0.05, 5 Control L AH LL; "P<0.05, 5 DDPALAHLL; “P<0.05, 5 DDP+miR-425-5p inhibitorZHAH . o
*P<0.05 compared with Control group; “P<0.05 compared with DDP group; “P<0.05 compared with DDP+miR-425-5p inhibitor group.

PTENZ 3% 38 2% 7+ (P<0.05); DDP+NC inhibitor
YH 40 miR-425-5p. PTEN. PI3KFIAKTZE L&
& EME R (P>0.05). 5 DDP+miR-425-5p inhibitor
‘A Lk, DDP+miR-425-5p inhibitor+PICZH4H fd miR-
425-5p- PIBKFIAKTHIA & i 3 1 I (P<0.05); PTEN
FIA TR TR (P<0.05)(FKS).
2.7 FAMPFPTEN/PI3K/AKTIE S i@ HE %
ERAMRILLLE

55 Control4L 1 tt., DDPZH4M g PTEN. PI3K Al
AKTEHARIERLEZFEEZR (P>0.05). 5DDP
ZAH L, DDP+miR-425-5p inhibitorZH 4f i PTENZE
H 2215 5 8 & N (P<0.05), PIBKAE A AT AKTE H
B2 1k 7K 1 f2 25 F#AIK (P<0.05); DDP+NC inhibitor

HA0 PTEN. PI3KAIAKTEAFREELE EMEZE
5 (P>0.05). 5 DDP+miR-425-5p inhibitorZH#H Et ,
DDP+miR-425-5p inhibitor+PICZH £/l PTENZE [ %
1A IR 2 PR AR (P<0.05), PI3KAR A AT AK T i iR
K B35 T = (P<0.05)(FR6 A1 K 4) .
2.8 miR-425-5p 5 PTENI#E[E1 K 7

FIH TargetScanTiiill miR-425-5p5 PTEN[F) 45
B, G RWE SATR . 5 NC mimicHl PTEN-
WTH A Y4 Lh ¢, miR-425-5p mimicAl PTEN-WT
LG U 2H (1) 7% 6 R B T B 35 PR AIK (P<0.05); 5
NC mimicHI PTEN-MUTHEH JL 41 LR, miR-425-5p
mimicH! PTEN-MUT3E4% YL 20 17 o 22 B 14 06
EHMERP>0.05)(K5BFI#ET).
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A: Transwell SZ56 AR ME B Fr; B: AIRAZ 280 H ; *P<0.05, S Control A1 LL; P<0.05, 5 DDPALAILL; P<0.05, 5 DDP+miR-425-5p inhibitor
AL

A: representative image of Transwell experiment; B: the number of invasive cells; *P<0.05 compared with Control group; “P<0.05 compared with
DDP group; “P<0.05 compared with DDP+miR-425-5p inhibitor group.

&2 TranswellSLIGHNARERE N(ERERE)
Fig.2 Cell invasion ability was detected by Transwell assay (crystal violet staining)
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0° 10" 10 10° 10* 10° 10" 10> 10° 10¢ 10° 10" 10> 10° 10* =
Annexin V-FITC Annexin V-FITC Annexin V-FITC 8 10
DDP+
DDP+ miR-425-5p inhibitor
NC inhibitor +PIC 0-
D 11.58% 109° 13.06% > & 5
10:]0.08% ] 10+10.09% & QQ S _@o Qxc
3 CJOQ Q *&0 > *X
10 - Q& ~°{\°
S >
=10 e < &
» o R
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10' & v
| | S &
10080.85% | 7.49% 100178.06% | 8.79% Q &
10° 10" 10> 10° 10* 100 100 10> 10° 10° QQ
Annexin V-FITC Annexin V-FITC Q

Az P YA ARA I 41 B 9 T AR B B s B GBI T2 *P<0.05, HControl LA EL; *P<0.05, SDDPZLM EL; #P<0.05, 55 DDP+miR-425-5p
inhibitorZ1 ] Lt o

A: representative picture of apoptosis detected by flow cytometry; B: cell apoptosis rate; *P<0.05 compared with Control group; “P<0.05 compared
with DDP group; “P<0.05 compared with DDP+miR-425-5p inhibitor group.

E3 RN AR TIE
Fig.3 Cell apoptosis was detected by flow cytometry

3 71ig R OCHIYATT sk T ERPHAS 58k 1. IR a7
OCR M AETE A G H IR, HEBEA  OCH LT, 2 DDPE NIATT OCHI— £ 47 iR
AR O, BB R ESM, X 259, kKR T RS2 . DDPAY RIFIHT
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Table 4 Comparison of cell apoptosis rate in each group
il ST/ %
Group Cell apoptosis rate /%
Control 27.20+3.14
DDP 20.47£2.55*
DDP-+miR-425-5p inhibitor 31.54+2.94%
DDP-+NC inhibitor 19.14+2.36
DDP+miR-425-5p inhibitor+PIC 22.34+2.50%

#P<0.05, 5 Control 1 AH HL; "P<0.05, S DDPALAHLEL; “P<0.05, 55 DDP+miR-425-5p inhibitorZHAH H o
*P<(.05 compared with Control group; “P<0.05 compared with DDP group; “P<0.05 compared with DDP+miR-425-5p inhibitor group.

£5 FLAMAEFPmiR-425-5p A R PTEN, PI3KFAKT mRNAZRIEKFELLER
Table 5 Comparison of expression of miR-425-5p, as well as PTEN, PI3K and AKT mRNA in each group

415 .

miR-425-5p PTEN PI3K AKT
Group
Control 1.00+0.00 1.00+0.00 1.00+0.00 1.00+0.00
DDP 1.25+0.05 1.03+0.04 1.06+0.01 0.98+0.02
DDP+miR-425-5p inhibitor 0.61+0.05" 1.36+0.10" 0.68+0.06" 0.70+0.06"
DDP+NC inhibitor 1.02+0.07 1.06+0.06 1.08+0.08 1.02+0.09
DDP+miR-425-5p inhibitor+PIC 0.88+0.06% 1.12+0.08* 0.92+0.10% 0.96+0.08%

“P<0.05, 5DDPALAHLL; P<0.05, 5DDP+miR-425-5p inhibitor41AH Lt

“P<0.05 compared with DDP group; “P<0.05 compared with DDP+miR-425-5p inhibitor group.

*6 JBMETFPTEN/PIBK/AKTIE S BEHEXEARIALLR
Table 6 Comparison of PTEN/PI3K/AKT signaling pathway related proteins in each group

ol

PTEN p-PI3K/PI3K p-AKT/AKT
Group
Control 0.52+0.06 0.65+0.08 0.74+0.06
DDP 0.55+0.06 0.69+0.07 0.72+0.05
DDP+miR-425-5p inhibitor 0.87+0.09" 0.48+0.05* 0.43+0.06"
DDP+NC inhibitor 0.58+0.05 0.67+0.07 0.71+0.06
DDP+miR-425-5p inhibitor+PIC 0.63+0.07% 0.72+0.06* 0.69+0.05%

“P<0.05, 5DDPZAHLL; “P<0.05, 5DDP+miR-425-5p inhibitorZHAHLL .

*P<0.05 compared with DDP group; “P<0.05 compared with DDP+miR-425-5p inhibitor group.

iR R L (E K48 B DDP-2 5 i 8 24 i xof =
ATt 21, IRIFIEIT RCR 1, DDPE EHE T 5 DNA
SEWRIE IN &40, 755 DNAXUSE W 24 & 450 i s 8
Mo BIAWTHFR, DDP 25 L 32 224 DL R JLF:
(1) ZHAR M TE E KRR (2) 4 N AEAE 259
fRFEALE; (3) B2 DNAF S8 55041, [F,
34 hn DDPXT OCZH i iy UM, AR LT 254,
Il PR 76 97 1 98 717 R BE Y« AT 50 40 Al BE 9% 7 OC 4l
Ji A2780 1% DDPIfi 24 1) /s A2780/DDP, #f 7. 45

27, 5 Control H 5 BUZ I 1 A2780 41 A L, DDP
2H A2780/DDP4H I M5 AE ) (48 hy 72 h). iT#

F, MRERE DE TR (P<0.05), 4%
B35 PRIK (P<0.05) . Ix 22k B B A2780/DDPAH Y
XTDDP[FR5UKEE P, X DDP= A= fiif 2
LRI, miRNAR]IE T R R Rk
Z5Y . WL, RS FEYEE R,
R Z A R B, miRNATE HE i 245 W) s 7 T
BAMEER . #0855 I K I miR-451afE &
g H PRI, HRIE KPS B B0 T
i} 24 52 A <, FLnT e IE 45 b e —[a] 5 A Ak 4 )
BSR4 4R 28 R DDPIR 24 . #7731y 25 USIRIF 78
ImiR-106a-5pHEELHIHIERK2HIFRIE, P B a4l
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A: PTEN/PI3K/AKTYE 518 B AH O f (1R 1A 2617 (6], B: PTENER FIAHX FRIA/KF; C: p-PI3K/PI3K{E; D: p-AKT/AKT/H; “P<0.05, 5DDPALHLL;

£P<0.05, 5DDP+miR-425-5p inhibitorZHFH Lt .

A: PTEN/PI3K/AKT signaling pathway related protein expression strip; B: relative expression level of PTEN protein; C: p-PI3K/PI3K ratio; D: p-AKT/AKT
ratio; “P<0.05 compared with DDP group; “P<0.05 compared with DDP+miR-425-5p inhibitor group.
[El4 Western blot#2ilA278040/8 F PTEN/PI3K/AKTIE SiBHHX EARNFRIEER
Fig.4 Western blot analysis of PTEN/PI3K/AKT signaling pathway related proteins in A2780 cells

JfL Xt DDP IR 241 , 3 L8] G -5 0 48 5 AH O 2
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i %t DDP I 24540 9 #2 P, miR-425-5pfE 2
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R RIS . WUSE VI 5T K I miR-425-5pfE OCH!
Fik b, GEIEL L) R AFF4 mRNAFIAFF4E
TR HOCH M IgE . IEFEAIRZE, FEOCH K

FEOOEIER . fEARR T, 8id 4 8 DDPiif 24 A2780
41 itd (A2780/DDP), %3 K L A2780/DDP4H fig H1 miR-
425-5pFRiLIKF T A278041 0, H.5 DDPALAALL,
DDP+miR-425-5p inhibitorZH 41 i ({354 58 A% 77 (48 h.
72 h). T FE. MR REE B L (P<0.05),
YRR TSR B F T (P<0.05). X L4 B B R i
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(A)

PTEN: 5" UUAAAUACUGUUAAUGUGUCAUG 3’

[0

miR-425-5p: 3' AGUUGCCCUCACUAGCACAGUAA 5’
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Relative luciferase activity

I PTEN-WT

PTEN-MUT

A: miR-425-5p 5 PTENT &5 G0 s T50; B: BiEmiR-425-5p 5 PTENFE 7] ¢ 5 1 XU 3= BRI 45 AL, *P<0.05, 55NC mimicHIPTEN-W T4 4L

Hia

A: prediction of binding sites of miR-425-5p and PTEN; B: dual-luciferase gene reporter assay results to verify the targeting relationship between miR-
425-5p and PTEN; *P<0.05 compared with NC mimic and PTEN-WT co-transfection group.
&5 miR-425-5p 5 PTENHIEE[EI X H
Fig.5 Targeting relationship between miR-425-5p and PTEN

R RARBEMEER

Table 7 Comparison of luciferase activities

3 G REETE
Group Luciferase activity
NC mimic and PTEN-WT co-transfection group 1.24+0.08

NC mimic and PTEN-MUT co-transfection group 1.06+0.07
miR-425-5p mimic and PTEN-WT co-transfection group 0.53+0.05%*
miR-425-5p mimic and PTEN-MUT co-transfection group 1.08+0.09

#P<0.05, 5NC mimicHIPTEN-WTHL 4% YL/t .
*P<0.05 compared with NC mimic and PTEN-WT co-transfection group.
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Y, 30X JU LI A 817 938 (phosphoinositol
dependent kinase, PDK){i& it AK T £ ***). PTEN
REfSTE P PIP3 A S0 PIP2 M BR AL, , 1 PIP3 LB IR AL,
AT A7 ] 4% PIBK/AK TS 5 3 B 75 46 12, NT4% 7
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AMINI-FARSANIZS P¥f 53R B, miR-221/222i8 5 #
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FUIME AN AER . AW ASE R ER, 5 DDPA
AHEE , DDP+miR-425-5p inhibitor£H 41 it miR-425-5p%
157K P PI3KAI AKT mRNA % /KAl (1 g b
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PR ETFE (P<0.05).  PRIHAEN T 1 miR-425-5p n] fE
_FIEPTEN, BEiM#0H|PIBK/AK TS 5B, $EA2780
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F T A1 B A UK 6 25 B i 75 258 R S 56 6
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