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[ Abstract ]|  Objective  To investigate the effects of long non-coding RNA DUXAP8 on the
proliferation, cell cycle and apoptosis of ovarian cancer cells by regulating miR-4677-3p. Methods  The
expression of DUXAP8 and miR-4677-3p in ovarian cancer tissues and cell lines ( SKOV3, OV90 and
CaOV3) was detected by RT-qPCR. Then SKOV3 cells were divided into 6 groups, namely, si-NC group,
si-DUXAP8 group, miR-NC group, miR-4677-3p group, si-DUXAP8+anti-miR-NC group and si-DUXAP8+
anti-miR-4677-3p group. CCK-8 assay and clone formation assay were adopted to detect cell viability, flow
cytometry to observe cell apoptosis and cycle, Western blotting to measure the expression levels of Cyclin DI,
Bel-2 and Bax, and dual luciferase reporter assay system to analyze the relationship of DUXAP8 and miR-
4677-3p. Results When compared with adjacent tissues and normal ovarian epithelial cells, the expression
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level of DUXAPS8 was significantly lower in ovarian cancer tissues (0.98 +0.25 vs 4. 14 +0. 72) and that of
SKOV3, OV90, CaOV3 was obviously higher (1.03+0. 08 vs 3.26+0.33.2.75+0.29,2. 54+0. 26, all
P<0.05). Interference with DUXAP8 or overexpression of miR-4677-3p inhibited the proliferation, reduced
the rate of apoptosis, and arrested the cell cycle of ovarian cancer cells (P<0.05). DUXAPS regulated the

expression of miR-4677-3p, and inhibiting miR-4677-3p partially restore and interfere with the effects of

DUXAPS on the proliferation, cycle and apoptosis of ovarian cancer cells (P<0.05). Conclusion

Interference

with DUXAPS can inhibit the proliferation of ovarian cancer cells, induce cell apoptosis, and block cell cycle,

the mechanism may be related to the up-regulation of miR-4677-3p.
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W45 A% L 1 SKOV3 AT A 1 mL 2 [ 2%

DUXAPS ik

olotyol
teeert

T T
JEBLl IEURAZL A

W TS E R, Zal K Z VG, & B BCA %45
e, W20 peg HEFEMTE SDS-PAGE B>
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ZHi(1:10 000) , 3555 2 h, A ECL #4780, DL GAP-
DH JyNZ:, 7 Image | BRI HTE HFRIA,
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5 si-NC 4 AH1E , si-DUXAPS 2 ) DUXAPS ik | BEAE(P<0.05,F 3 4FFE1).,
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AR X m i AR A 4w i 08 T % ;B Western blot ##] Cyclin D1, Bcl-2 Bax & & %1k ; C: 25 5 % 4= & 0 84w Ji S5 1475 i ; D 423t
ST EER(n=6, x+s) a:P<0.05,%5 si-NC 2Brb35

3 F#i DUXAPS % 5P S 20 R 38 | HA 7R T R 20

F 1 T DUXAPS i Dp £ =M AniGsE FHFUATHEME (n=6, xts)

ik DUXAPS Go/G (%) G,/M(%) S(%) NPT (%) Cyclin DI BE B2 EH Bax &1
si-NC 4 0.990. 07 46.7+4. 1 15.2+1.6 38.1+ 3.8 8.5¢1.1 1.01£0.07  0.99+0.08 1.02+0. 08
si-DUXAPS 4 0.43=0.04 60.3+5.9 14.6=1.5 25.1+2.2 23.1£2.5 0.44+0.04  0.47+0.04 1.83+0.17

t 20.838 5.679 0.821 8. 882 16.036 21.210 17. 441 12.934

P 0. 000 0. 000 0. 424 0. 000 0. 000 0. 000 0. 000 0. 000
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K7, i WG R B S SL g 45 R R . 5 miR-NC
ZHAH L, miR-4677-3p 20 DUXAPS WT %% 5 25 i 14 5.
FHREAR(P<0.05) , DUXAP8 MUT %¢ ' % il i 1 JC 4%
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AR X R AA M 4n AR £ %5 B: Western blot #2] Cyclin D1, Bel-2 Bax & & &4 ;C: 4 5h B & E WL L ET ;D it 447

2R (n=6, x+s) a:P<0.05,5 miR-NC 21t

B 5 dFRiE miR-4677-3p X 0P EE 4 AiE5E B EAFA T RIS M
F 2 idFik miR-4677-3p X UP LR ARIG5E B HATUA TR (n=6, xts)
A5 miR-4677-3p Go/Gi(%)  Gy/M(%) S(%) MPET-(%)  Cyclin D1 B[ B2 HE[H Bax [
miR-NC 21 0.95+0. 07 48.6+3.7 18.1£1.6  33.3+2.7 9.8+1.2 0.97+0. 08 1.01£0.09  0.99+0.07
miR-4677-3p 21 2.15+0.22 62.5%5.4 17.3¢1.9  20.2%1.5 24.9%2.6 0.410. 04 0.44+0.05  1.74%0.16
¢ 15.593 6.370 0. 966 12.724 15.819 18.873 16. 609 12.883
P 0. 000 0. 000 0. 035 0. 000 0. 000 0. 000 0. 000 0. 000
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£ ‘£ miR- 3p v A S e iy B 451 DUXAP8 WT DUXAP8 MUT
6 MR& miR-4677-3p 4 AR MISMAR LHOR B miR-NC 41 1.02+0. 08 0.95+0. 07
(n=6, xxs) miR-4677-3p 41 0.42+0. 05 0.99+0. 08
t 19. 080 1.129
P 0. 000 0.276
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" , peDNA 4 0.99:0. 07 1.01=0. 07
DUXAP8 MUT 5" uggaguaaggaaucGAGUGUCg 3 DUXAPS 4] 4.56+0. 37 0.39:0. 04
t 28. 441 23.070
7 DUXAPS #1 miR-4677-3p B #MZEF 8 FF 51 P 0. 000 0.000
1 2
2 o 1 2

10°4 10°] o Cyelin DI(36x10°)— | mm—"—_—
e & Bel-2(26x107)— | s———
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1: si-DUXAP8+anti-miR-NCX 28 ; 2. si-DUXAP8+anti-miR-4677-3p 41
A X dm e AR A 4w LR = & ;B Western blot # Cyclin DI Bel-2 Bax & & &8 ;C. & B X L EMWK LB R D: %it o4
LR (n=6, x+s) a: P<0.05,5 si-DUXAP8+anti-miR-NC %1}t 4

8 % miR-4677-3p B4 B & T DUXAPS Xt O & % 40 i 18 58 | JE B 00 T B9 #20m
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&S5 MH miR-4677-3p #R53 1 £ F# DUXAPS Xt 5 S/ ARG 5E | F HAFUBR THIRZME (n=6, x+s)

415 miR-A677-3p  Go/Gi(%)  Go/M(%) (%) AMPRT Cylin DU p o e B
(%) EH
si-DUXAP8+anti-miR-NC £ 1. 04+0.09 62.7+5.8 14.4+1.7 21.8+1.6 22.5+2.7 1.01£0.06 0.99+0.07 1.01+0.08
si-DUXAP8+anti-miR-4677-3p 24 0.43+0. 04 55.2+4.5 15.5+£2.1 30.4+2.5 15.9+1.2 1.55+0.13 1.64+0.15 0.42+0.04
: 18. 581 3.065 1,221 8.692 6.701 11.315 11.780 19.789
P 0. 000 0.007 0.024 0.000 0.000 0.000 0. 000 0. 000
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] /h

a: P<0.05, 5 si-DUXAP8+anti-miR-NC 28 3t 33
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FlgaiE w6 3k U Can g B W g . 1 s g RS e 9
) RS IR Y & AR R R T LIAN 2N RS
B, DUXAP8 75 [ 41 40 = 2605, H - S AR 4
LU RN s B A A8 08 1 HE A7 S AH 56 5 SR T siRNA
FAR & B, YLK DUXAPS 1] L0 11 1 it 08 2 e Fr 434
B V5 SPANMAG P T, I 1 CDKNIA 1 KLF2 ff¢
P N 1 & . ZHANG %' B¢ % B, DUXAPS
TE S5 40 Jf0 4 47 b e 26 3, L3l 1 34 %5 miR-490-5p/
BUB A& 2 J1T-Ji5 200 JH0 P 385 4 0 J 300, 3 400 41 200 e 1) o4
7=, DUXAPS 7E BRI Fik 1, B 5B 4
PRAAF MO, Ik DUXAPS ] LU il J52 5983 200 e 11
WEE . RLERTSE L] DUXAPS 0] RUIAE £ FliE e
HLEMIbREY) . ARBFSSSE R R, S S RIE&
OIS K2 20 A, DUXAPS 75 B S92 4R 40 i o
ik, UL DUXAPS A LUAE A O 519 1) 18 78 Ar &
Yo PRSMDIRESEES 7, T4 DUXAPS REAE I il b 5
a5 AL 1 SRS B S A LU A2 3 G0/ G, 2
H HL AP T, R Cyclin D1, Bel-2 & 1 %3k,

1 Bax &3R5k, iX U B T4 DUXAPS w] DL i 5
LA 2 P P 3 R 0 ML) R, B T 4 L 1

miRNA J& K B2 R 18 ~ 22 A% 1 IR 1) HL ik
JE4miS RNA BEUS 155 mRNA R A k44 FLAE s 240 i
R A 2 O . miRNA 78 B SL P R Rk
U miR-552 7¢ B S A 2 iR 2R3k, T8 miR-552 nf
DA F0 o] D19 L 987 200 R %) 358 7 R £% , miR-552 REAS HE 7]
PTEN {2 £ 9 S48 40 o 1 & S ' . ZHANG 261 BF5g
KB, miR-337-3p 7EOP LI A AU KRB, i £ ik
miR-337-3p REASH il 51 55 96 40 I 1) 39 5 75 At M 7
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