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miR-518a-5p/HDAC6 $l1Z: 5 BP HJ5 SKOV3 41}y
DNA S AL %5 1 /E I BIL A

k) B OEREALx B,FEZE,K O H,TERE
(LA 2B BE2p i R 24, V98 HEZ  223005)

[#Z] Be Hit miR-518a-5p/4 % H 2 Z Wil 6 (histone deacetylase 6, HDAC6) 2 5o R
(ovarian cancer,0C)SKOV3 Zfifl DNA A/ BGIVERNLEI . Ak  LREEE & 5 PCR(qRT-PCR) &
T OC LHLURIA ) 98 41 M ( A2780 . SKOV3 . CAOV3) H' miR-518a-5p . HDAC6 mRNA 235, 6 SKOV3 4 i 43 N
Control 2, miR-NC 4 . miR-518a-5p mimics £ , miR-518a-5p mimics+pcDNA-NC £ | miR-518a-5p mimics + pe-
HDAC6 4, FIFH A vibE 5 Hoechst33258 Yb (43 bt 248 M 38 FE 55 98 T4 10 5 0 928 9 6 1 A Il 1 b 24 28 19
H2AX ( phosphorylated histone H2AX ,y-H2AX) 235 ; 1 20 4l 943 43 M7 15 P % ( reactive oxygen species, ROS) 7K
3F-; Western blot ¥£43#7 HDAC6 , Bel-2 #1256 X #5 H ( Bel-2-associated X protein, Bax) . B 3 B 41 fg 98 — 2 ( B-cell
lymphoma-2, Bel-2) 281k ; WHEGCE B /3T miR-518a-5p 5 HDAC6 [UTE T K &R, 8 1k 5 i A% A e g A58 1R A 5%
miR-518a-5p % OC 4/t DNA S AbB 52 m K bL . 58 OC 414UF1 A2780 ,SKOV3 ,CAOV3 4t ifd ' miR-
518a-5p KA, HDAC6 15 THE5 (P<0. 001) ; SKOV3 4l miR-518a-5p FikfAE, HDAC6 ik , i
P SKOV3 i HEA 75 425256 . 55 miR-NC £ H 4, miR-518a-5p mimics 41 miR-518a-5p Fik MMM TR -
H2AX FEPEZH %L ROS AR5 G50 Bax 235 THEG , HDAC6 mRNA J 2K 3635  Bel-2 3k A 5K U %
& (P<0.001) ;5 miR-518a-5p mimics+pcDNA-NC £H FL# , miR-518a-5p mimics+pc-HDAC6 24 HDAC6 mRNA
FE IR VRIS Bel-2 FahTHE I T3 y-H2AX BHPE 40 i % ROS AHXF 92 Y6 B Bax ik 1R
(P<0.001) ;HDAC6 5 miR-518a-5p fA7E ML A AR R, RN SEERES R BN, 13358 miR-518a-5p FEAILFLIE R
PRFR B MR 4 4 HDACG 25 60K B v-H2AX BHPERIK (P<0. 001) ; 7Eid %35 miR-518a-5p HYHERE |
19 HDAC6 Fib 5, B A AR R 5 ) HDAC6 5 [ Rk TFH &, y-H2AX FHPEFRIA N (P<0.05), #ig
OC LA miR-518a-5p FRIEFFAIN, HDACO FRib T , i ik miR-518a-5p Al @ L Ml HDAC6 ik, 75
3 SKOV3 4 il DNA 48 AbA5i 43 , 34 11 400 ) 240 R 9, (2 i 2 M il 1
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[ Abstract])
axis in DNA oxidative damage in ovarian cancer (OC) SKOV3 cells. Methods
and HDAC6 mRNA in OC tissues and in various cancer cells ( A2780, SKOV3, CAOV3) were detected by qRT-
PCR. SKOV3 cells were separated into Control, miR-NC, miR-518a-5p mimics, miR-518a-5p mimics+pcDNA-NC,
and miR-518a-5p mimics+pc-HDAC6 groups. Cell proliferation and apoptosis were analyzed by colony-forming assay
and Hoechst 33258 Expression of phosphorylated histone H2AX ( y-H2AX ) was detected by

Objective To investigate the mechanism of the miR-518a-5p/histone deacetylase 6 ( HDAC6)
Expression levels of miR-518a-5p

staining.
immunofluorescence assay and reactive oxygen species ( ROS) were detected by flow cytometry. HDAC6, Bcl-2-
associated X protein (Bax), and B-cell lymphoma-2 (Bcl-2) protein expression were analyzed by Western blot. The
regulatory relationship between miR-518a-5p and HDAC6 was analyzed by dual luciferase assay. The effect and
mechanism of miR-518a-5p on oxidative DNA damage in OC cells were studied in a xenotransplantation tumor model.
Results miR-518a-5p expression was decreased and HDAC6 expression was increased in OC tissues and A2780,
SKOV3, and CAOV3 cells (P<0.001). Expression levels of miR-518a-5p were lowest and expression levels of
HDAC6 were highest in SKOV3 cells, and SKOV3 cells were therefore selected for subsequent experiments. miR-
518a-5p expression, apoptosis rate, number of y-H2AX-positive cells, relative ROS fluorescence intensity, and
expression of Bax were all higher in the miR-518a-5p mimics group compared with the miR-NC group, while HDAC6
mRNA and protein expression, Bel-2 expression, and colony-formation number were all lower (P<0.001). HDAC6
mRNA and protein expression, colony-formation number, and expression of Bel-2 were higher in the miR-518a-5p
mimics+pc-HDAC6 group compared with the miR-518a-5p mimics+pcDNA-NC group, and the apoptosis rate, number
of y-H2AX-positive cells, relative ROS fluorescence intensity, and expression of Bax were all lower (P<0.001).
HDACO6 had a targeted regulatory relationship with miR-518a-5p. Overexpression of miR-518a-5p decreased tumor
volume, weight, and HDAC6 protein expression in tumor tissues, and increased y-H2AX expression in vivo ( P<
0.001). Upregulation of HDAC6 expression by overexpression of miR-518a-5p increased graft tumor volume, weight,
and HDAC6 protein expression and decreased y-H2AX-positive expression ( P<0.05). Conclusions miR-518a-5p
expression is reduced and HDAC6 expression is increased in OC tissues and cells. Overexpression of miR-518a-5p can
induce oxidative DNA damage in SKOV3 cells by inhibiting HDAC6 expression, thereby inhibiting cell proliferation
and promoting cell apoptosis.
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miR-518a-5p; histone deacetylase 6; ovarian cancer; DNA oxidative damage; cell apoptosis
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U BL98% (ovarian cancer, OC) 4& 4 BRIOFHEIE
HBE T R i e B S R G AR,
A s e R (i3 o AN & | BT 13 e ok LA
THAEP ) OC FEE AT SR v ARAT 2] 12 ff
o WIHRIF & B dus s o T oC A
FEREN R LR Mok i 2 (i 4E 6 I, st/
RNAs( microRNAs,miR ) 7E OC Y & A= Fl & i rhiie
YEF, A RE S 2 Wi Rl i 2 AR W n i,
W5 &% B, miR-518a-5p @i P ZEB2 #07 FL AR
FET R AZZR M LR I et 2 . miR-518a-
Sp il 4R CCR6 i 7R 1€ MK B 20 i bk 1Ly
AR R 221 265k miR-518a-5p A @ i [
ik HDAC2 2 1K {2k IR MR 5 s 20 e ) 3 =1,

ZH 8 H 2 L TERS 6 (histone deacetylase 6, HDAC6)
AT S L T DNA 35005 SOy 25 2 Fh Ak
bR, Hom s e AR A O, R R,
PEFEMEAT T HDAC6 755 DNA 47, fie i 1
M8 R 40 e 9 4 L R T, 0 R 34 5 . HDAC6
BEREPEID ] ) 55 BL A6 24 W K A5 18 FH T 38 5 Bt o
297 OC 4 M B9 Hi 9 1E B . HDAC6 5
DNA #1518 5 N+ ( poly ADP-ribose polymerase,
PARP ) BAH HAE AT AE A 38 a8 = 20 3K v OC
MG 7 HE S 2B E B0 R, miR-
518a-5p 5 HDAC6 fEAE# [ 45 & pi . {H miR-
518a-5p 1@ 45 HDAC6 X OC 4 i DNA A1k
A5 0 52 ) 1 R IR ST 4G . A ST LA SKOV3
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YRR S IR IMAEZR miR-518a-5p X OC 4
3% JE T DNA S ssm .

1 #MHEIFE

1.1 ZIe#s
1.1.1 ZE8shY)

30 H 5 J&#% SPF 2 tE BALB/c #5745
W) 23 g, W A E N R SCH S5 S WA BR A
[ SCXK(#5)2021-0013 7, # Bl F- A6 VL 90 3k
AW BB B A R E % 4y 8\l OSPF SRR
[ SYXK( 75)2023-0068 ] , [ F& i 20 ~27 °C , 4
X 40% ~60% , YCHEJEHI A 12 h, RS E 1k
12 h, BE/NEHE R 10~ 20 RO TEE %, H FH3RE
YRR, 3 S5 A Y 2 VT 75 B B R 2 B
BFRZ LSS HE T (202304012) . S2EeBFSE L fE
3] T 3R N,

1.1.2  40j

NIEH UL Rz 4l il TOSESO & OC 41 il %
( A2780 .SKOV3 .CAOV3) 3k H EE ATCC,

1.1.3 FEAR

WCAE 2022 4E 1 J ~2023 4F 12 J T 9597 BRER
P 2EBEARATHY 50 ] OC & B e 4H 40, 7 Wi g
A [] B[] B VT 95 47 B HROE 2 BE - A7 14 50 151 OC
BEEZHS (AL 3 em) , KIER
HAUEFEAE-80 °C i RNA Keeper ZHZUEEHIH
R RATLHRP B S B e B 2 51 2o
¥ (20240103) .

1.2 FERFISNE

Wi R I 1 B S0 ( reduced glyceraldehyde-
phosphate dehydrogenase, GAPDH) U6 ,miR-518a-
S5p F1 HDAC6 5|9 - 13385 3 A Py B R AT FRZA
B 1% 45 f R e (L5 G1062, Ll #Af
FMARRAT]) ;27,7 - A _ATOCR LR
fig (2, 7 -dichlorofluorescein diacetate, DCFH-

DA) %% (5. SB-D1002, i /R YR A
FRZY A ) 5 ECL Ak o e A6 357 & (4t
BL523B, JL Rt AR FRA R ) s e nl TR
( bicinchoninic acid, BCA) & H & =ik & (L5,
BJ-R66629, |15 5 Sl A FRA FD ) 5 S i — it
W5 B2 1k 41 & F1 H2AX ( phosphorylated histone
H2AX ,y-H2AX) (1t 5 :ab229914)  Bel-2 #H5& X
£ M ( Bel-2-associated X protein, Bax ) (it 5.
ab182733) B ik L 4 998 - 2 ( B-cell lymphoma-2,
Bel-2) (#t5: ab692) . GAPDH (#t 5 ; ab181602)
IR 2ok 480 Ak 1 A 3K 19 L 3 40 A TG (155
ab133470) ¥ F 25 B Abcam 2 ] ; 520} 966 5 E
0% 5% PCR (real-time fluorescence quantitative
reverse transcription PCR, qRT-PCR) 3 5] & (41t
5:2Y-96028, BN AR ARA A )
RNA 25087 & (#t5 . EZB-TZ1-L, b5 2k
PIEARGIRAF)

T A (A5 . EXFLOW-206, 4k 50 ik B}
HEY T ARA R F) ; gPCR XL (B 5 ; Esan-
Gene 496/496A AL BB AL G A BRA ) 3 9
B (15 . BX53, HAR Olympus A Al ) 5 55041
(B VISR, HIFRPT AR AIRAF]) o
1.3 REHE

1.3.1 ¢RT-PCR £l miR-518a-5p #l HDAC6
mRNA %3k

TRIzol 574l fk 21 21 120 A P () & RNA,
miRNA 732507 & $2 B miRNA i FH Quantitect
Reverse Transcriptase Kit ¢ RNA %% 5% . £ ABI
PRISM 7500 3 /3 51 £ ) & 4¢ | i | SYBR-
Green PCR TR AT qPCR SN EIAECR 40,
PEHS54F.95 °C, 15 min 94 °C,30 s.56 °C,30 s,
72 °C,30 s, R 27T Mk PEA mRNA A
X} ik K, L GAPDH U6 5 i fb mRNA 7K
YERZSHZREN ST WE 1,

x1 51975
Table 1 Primer sequence
HP BiisI¥(5°-3") TS5 -37)
Gene Upstream primer (5’ =3") Downstream primer (5’ =3")
miR-518a-5p CGCGCTGCAAAGGGAAGC AGTGCAGGGTCCGAGGTATT
HDAC6 GTCTACTGTGGTCGTTACATC GGCCTGACAGTAGTAACAC

GAPDH ATGATGATATCAAGAGGGTAGT

[U§) CTCGCTTCGGCAGCACA

GTATCCAAACTCATTGTCATAC
AACGCTTCACGAATTTGCGT
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1.3.2  ZHffusk iy

¥ SKOV3 4 ig 53~ Control 21 . miR-NC £
miR-518a-5p mimics Z1 ., miR-518a-5p mimics +
pcDNA-NC 4 | miR-518a-5p mimics + pc-HDAC6
., AU AN YT AE 24 FLEEFRINL(5. 010/
fL) £ 5% 2 h, B J5 H Lipofectamine ® 2000 % J4ix
FIEATE G
1.3.3 “PARSERES R

¥ SKOV3 4 e #: F0 F 6 fFLA H (1 x 10"/
fL) , % 10% FBS B DMEM 5 3£ WK 1E 5% CO,,
37 CFHFR 15 d, AEEIR NHIES 4% 2 RPE
FNZE i S AL PR S THEC (R T 100 DRI AT ) .
1.3.4 Hoechst33258 4t

S KB SKOV3 42 Rh 6 FLAk (1
x10*/4L) , Z WL [ € J5 , FH PBS U, A 10
pg/mL Hoechst33258 ¥ IRAE 37 C 2RI T Ye(t 15
min, | PBS PEU 3 I, PLi K& R fl & R, IF7E
B S T WLEE (350 nm ARG . BEHLIEIRL
3B SRR TR IFEA R TR
= S5 (AR R S A A
1.3.5 ~-H2AX g ey

¥ SKOV3 4 il 2 #F T 96 fLAR H (4% 10°/
L) ,37 CHEIERTFRF CE 24 h J5, 578537 30T
@5, A& 0.1% Triton X-100 [¥) PBS ¥ Wi 7F
4 °CF#EAL4I L 10 min, ] PBS e, PBS ]
30 min JEUEU, MIA—PC y-H2AX ($ 1 : 200 Fi
BETE4 CTIEFE LK, PBS BEIRE, A S
Alexa Fluor 488 #ric i) —Hii¥ & 1 h, PBS ¥k,
DAPI %44 5 min, ¥ T2O0 B GE T L., 541
PRz A7 HL 2 B8 6 i o AR 3R e % 2 G T
P X8, FRAE & £E DNA 5455 (9 20
1.3.6 i =X 4 B ASCI 22 % % 4 (reactive oxygen
species, ROS) 7K

¥ SKOV3 g e+ 6 fLakcH (1x10° /L) 7
B 24 h, LB A EE IR A R Ep 4,
DMEM #% 57 ¥ 5 A2 4 Mg, #% 1+ 1000 fin A
DCFH-DA 541,37 °C F 2555 5% 20 min, DMEM
BRI A A 240 A FH DR AR A 0 2 i v i
W SR AR AN A AT S A A T AT, 3
S IH—fk AL PRS- 3] DCFH-DA AR5 GomEE
1.3.7 HDAC6 Bax Fl Bel-2 £ F 2 3k A6

SKOV3 i fin A RIPA 24 i 24, B0 I

BRI W, BCA i B WA, #id 10%
SDS-PAGE Hi ik, 3144 = PVDF & I Bifig 4 03
EPAE 1 b, SR B —$T, HDAC6 (1 : 1000) |
Bax(1 : 1000) .Bel-2( 1 : 1000) A1 GAPDH (1 :
1000)4 C —HiBFF LK, TBST PRI fG |, B B
5 H0 OB o S5 A AR B Y 1L 240 R 1eG)
(1:2000)ZEEEME 1 h, ECL kil 7] &
17T AL, Image Pro Plus 6. 0 X285 H#F 18 7 .
1.3.8 WG

F4 87 A= B (WT) HDAC6 J§ 41 47 384 If 4 A
pmirGLO # A& v UL #4) # 4 45 2K 1K pmirGLO-
HDAC6-WT ( HDAC6-WT) , GeneArt™ & 11578
PLUS 41 T9¢7% HDAC6 5 miR-518a-5p HI4%
GO B, B9 A8 K (MUT ) HDACG6 JF 91 4/ A
pmirGLO # f& 1 L #4 # pmirGLO-HDAC6-MUT
(HDAC6-MUT ) , ¥ #i2 5 2k 1& F1 miR-518a-5p
mimic 3¢ miR-NC F£4% Y 5] SKOV3 4 fifg o, 5 5%
48 h J5 , THEVOCE G
1.3.9 FREEAR IR 5L

30 HMLRBENL 4R 5 4, Bl Control 20 . miR-
NC # . miR-518a-5p mimics 41, miR-518a-5p
mimics + pcDNA-NC # . miR-518a-5p mimics + pc-
HDAC6 @, ¥ 4v 5, ¥ & 4 % 48 K W
SKOV3 Al i 1x107/mL 44 A B ¥k , 45 20 45 Bl
B EERN 200 WL A IR, Uk H AT AR OE 1A
B, VSRR B TR, g A I — Yk PR 1 K R
O N SR = (K xB8%) /2 THE o (R L
5528 RALFEAE L, VIR Mg, Al b e 26 21
miR-518a-5p 7KF-, DL K e 41 21 HDAC6 25 %
ik DAGIsE A Ak A b 9 A 40 y-H2AX 3R
IR AU 4% 2 R P EEEE , AR A, A5
VIR REEN S pm KL ZU00 1 G SR 2 R 1
B F b, 78 60 °C F i B IF B, F L v-
H2AX —HU AL £ 40 %R 1eG/HRP Pilk e,
Ja TN WA LSS y-H2AX BHME R, IF L
IR E R y-H2AX Fih K,
1.4 FitEHE

520G B4 A Graphpad Prism 9.0 Fl SPSS
26. 0 JAFHEAT 934 o A5G IEZS A0 A B9 3 5 %Ok
PLFEIB bR 22 (xxs) Fon, P IAIFE bR 1K) 2
S LR A ST REAS ¢ K55 Z A A48 FR 1Y) 22 57
F A B R 2R 2243 MT, SNK-q K656 FH T 9 41 7]
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FIHEE, PL P<0.05 h22 5 BAT i 2, HDACG6 Fiki i (W 2 % 3) . ek SKOV3 4
M T 5 S5
2 F#R . ;
2.2 miR-518a-5p HDAC6 £ 3t SKOV3 4 il
2.1 OC AAFYA b miR-518a-5p, HDAC6  ILFEAIEZNA
mRNA RIEHJLLEE 5 miR-NC 4 H 4%, miR-518a-5p mimics 20 4
miR-518a-5p 7£ OC 2141 FN 40 i v 2k REAIR, I > (P<0. 001) 555 miR-518a-5p mimics
HDAC6 7£ OC 2 21 Fn 4 ffd vh 2 35 F+ & (P < +pcDNA-NC 4 [t %, miR-518a-5p mimics + pec-
0.001) ;SKOV3 4l fili ' miR-518a-5p F ik Fflk,  HDAC6 LAETEIEEIE N (P<0.001) (WA 1),

% 2 miR-518a-5p fll HDAC6 7E OC LI YR IE (x+s,n=50)
Table 2 Expression of miR-518a-5p and HDAC6 in OC tissues(x+s,n=50)

AN
s miR-518a-5p HDAC6 mRNA
Groups
Jii 554 21 Para-carcinoma tissue 1.00+0. 10 1. 00+0. 08
OC 441 OC tissue 0.21+0.04 ™ 2.49+0.15™

T HEBHBWELL, ™ P<0.001,

Note. Compared with para-carcinoma tissue, ™ P<0. 001.
%3 miR-518a-5p Al HDAC6 £ OC e ) %3k (x+5,n=6)
Table 3 Expression of miR-518a-5p and HDAC6 in OC cells (x+s,n=6)
el

miR-518a-5p HDAC6 mRNA
Groups
I0SESO 4l /ity IOSES0 cells 1. 00+0. 09 1. 00+0. 12
A2780 2 s A2780 cells 0.20+0. 03 ™ 3.01£0.23™
SKOV3 4iiify SKOV3 cells 0. 14+0.02™ 3.27+0.20™
CAOV3 4iij5 CAOV3 cells 0.25+0.04 ™" 2.84+0.21™
;55 10SE80 AHMuAf L, ™ P<0.001,
Note. Compared with IOSE80 cells, “* P<0.001.
150 =
Control 4 miR-NC#L miR-518a-5p mimicsZH
Control group miR-NC group miR-518a-5p mimics group
N | g
/
: E 100 = it
£ E 8
2]
B “Z EXT]
5 50 =
=]
E
=
Z
miR-518a-5p mimics+pcDNA-NC4 miR-518a-5p mimics+pc-HDAC6ZH 0 -
miR-518a-5p mimics+pcDNA-NC group miR-518a-5p mimics+pc-HDAC6 group 1
- gﬁvo\& g‘%o& R FL Fs
K $E F L EE 7.8 &8
4 O°Q<~°\ -3-%0 S %Y*%Q @Ob
* §F T R/RE S S
‘ ¢ Fold A5 I8
o KRS &F

.5 miR-NC AL, ™ P<0.001; miR-518a-5p mimics+pcDNA-NC 4 AH L, **P<0. 001,
1 #41 SKOV3 AR5 I il (n=6)
Note. Compared with miR-NC group, **P<0.001. Compared with miR-518a-5p mimics+pcDNA-NC group, **P<0. 001.
Figure 1 SKOV3 cell colony formation in each group(n=6)
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2.3 miR-518a-5p HDAC6 %% 30 R IGE

5 miR-NC 41 b #, miR-518a-5p mimics 41
miR-518a-5p ik Ft %, HDAC6 3 ik F& i (P <
0.001) ; 5 miR-518a-5p mimics+pcDNA-NC 21 kb
%, miR-518a-5p mimics+pc-HDAC6 241 HDAC6 3%
KTHE (P<0.001) (WL 4)
2.4 miR-518a-5p HDAC6 £ 3F SKOV3 4 il
TR

5 miR-NC 41 %, miR-518a-5p mimics 41 4f]
MO T 3R B 2 T (P<0.001) ; 5 miR-518a-5p

mimics+pcDNA-NC 4 3, miR-518a-5p mimics +
pe-HDAC6 20 41 Jifd /] 7~ 3% @ 3% P& AL ( P < 0. 001 )
(WL 2),
2.5 miR-518a-5p HDAC6 %t SKOV3 4 il
F y-H2AX RiZEMm

5 miR-NC 41 H %, miR-518a-5p mimics £H -
H2AX FAPEZR % £ ( P<0.001) ; 5 miR-518a-
5p mimics + pcDNA-NC 4 [t %, miR-518a-5p
mimics+pe-HDAC6 2H v-H2AX FH 14 20 it %5 i /0>
(P<0.001) (WL 3)

R4 44 SKOV3 i miR-518a-5p F1 HDAC6 Rk 4 (x+s,n=6)
Table 4 Comparison of miR-518a-5p and HDACG6 expression in SKOV3 cells of each group (x+s,n=6)

4
sl miR-518a-5p HDAC6 mRNA
Groups
14
\Contro H 1. 00+0. 08 1. 000. 11
Control group
iR- 4
miR-NC 41 1. 00+0. 09 1.01x0. 12

miR-NC group
miR-518a-5p mimics 21
miR-518a-5p mimics group
miR-518a-5p mimics+pcDNA-NC 41
miR-518a-5p mimics+pcDNA-NC group

miR-518a-5p mimics+pc-HDAC6 £
miR-518a-5p mimics+pc-HDAC6 group

2.35£0.17™

2.46+0. 15

2.32+0. 16

0.38+0. 14™

0.35+0. 13

1.26=0. 11*

.5 miR-NC 414k, ™ P<0.001;5 miR-518a-5p mimics+pcDNA-NC ZHAIH, *P<0. 001,
Note. Compared with miR-NC group, *** P<0.001. Compared with miR-518a-5p mimics+pcDNA-NC group, **P<0. 001.

40 =
Control 4 miR-NCZH miR-518a-5p mimicsZH
Control group miR-NC group miR-518a-5p mimics group e
30 — —
X o
58
*‘S = i
E S 207
=
[=]
g2
5 10 =~
miR-518a-5p mimics+pc-HDAC64H 0= I I I

miR-518a-5p mimics+pcDNA-NCZH

miR-518a-5p mimics+pcDNA-NC group miR-518a-5p mimics+pc-HDAC6 group {V«%DQQ R < H 8 é\% PN
& T F LU S E
SSTELT Se° % Fo
& T IS O
O S B PX¥ Q9
o @‘)L)Q K Q% %xQJz‘
S FLEA
S Fo e
Y O RS
§F RF R
Q»\%‘D%Q\ {b‘bbq
Do o.aF
S
S as o4
s &

.5 miR-NC 414k, ™ P<0.001;5 miR-518a-5p mimics+pcDNA-NC Z{AH L, *P<0.001,
2 %4 SKOV3 44 T L %E (Hoechst33258 445 n=16)
Note. Compared with miR-NC group, ™ P<0.001. Compared with miR-518a-5p mimics+pcDNA-NC group, **P<0. 001.

Figure 2 Comparison of apoptosis of SKOV3 cells in each group ( Hoechst33258 staining,n=6)
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miR-518a- miR-518a-5p mimicst miR-518a-5p mimics+
5p mimics4d pcDNA-NCZ pc-HDACG6A
Control 4l miR-NC41 miR-518a-5p  miR-518a-5p mimics+ miR-518a-5p mimics+
Control group miR-NC group mimics group pcDNA-NC group pe-HDACG group 15— ees
)
< o L
S 2
= ﬁ k= Hith
% = g 10
A 5 =
F <
=
XE s
S
T
o
£
=
Z

y-H2AX

Merge

0 um 0 um 10 pm

5 miR-NC 4L, ™ P<0.001;5 miR-518a-5p mimics+pcDNA-NC ZHAH L, **P<0. 001,
B3 IO H @IS v-H2AX Rk (n=6)
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Figure 3 Expression of y-H2AX was observed by immunofluorescence staining (n=06)
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Figure 6 Validation of targeting relationship between miR-518a-5p and HDAC6
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Figure 7 Effects of overexpression of miR-518a-5p and HDAC6 on the growth of SKOV3 cells in vivo
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