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Effects of circ_0000467 on Proliferation, Migration and Invasion
of Ovarian Cancer Cells by Targeting miR-508-3p
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Abstract This study aims to explore the molecular mechanism of circ_ 0000467 regulating the prolifera-
tion, migration and invasion of ovarian cancer SKOV3 cells. The ovarian cancer tissues and their adjacent tissues of

37 patients from the Baoding No.1 Central Hospital from March 2021 to June 2022 were collected. IOSE80 human
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normal ovarian epithelial cell lines and human ovarian cancer cells A2780, OVCAR3 and SKOV3 were cultured
in vitro. The expression levels of circ 0000467 and miR-508-3p were detected by qRT-PCR, and the correlation
between the expression levels of circ_0000467 and miR-508-3p and clinicopathological characteristics of ovarian
cancer patients was analyzed. si-circ_0000467, si-NC, miR-NC, miR-508-3p were transfected into SKOV3 cells,
and si-circ_0000467 was co-transfected with anti-miR-NC and anti-miR-508-3p into SKOV3 cells, respectively.
Proliferation was measured by CCK-8 and plate clone formation assay. The cell migration was measured by scratch
test. The cell invasion was measured by Transwell assay. The effects of miR-508-3p overexpression on the lucif-
erase activity of wild-type vector WT-circ_0000467 and mutant vector MUT-circ_0000467 were detected by dual
luciferase assay. Compared with adjacent tissues, circ_0000467 was up-regulated in ovarian cancer tissues (P<0.05)
and miR-508-3p was down-regulated (P<0.05). Compared with IOSE80 cells, the expression level of circ_ 0000467
in A2780, OVCAR3 and SKOV3 cells was increased (P<0.05), while the expression level of miR-508-3p was de-
creased (P<0.05). circ_ 0000467 and miR-508-3p expression were correlated with FIGO stage and lymph node me-
tastasis in ovarian cancer patients (P<0.05). Knocking down circ_0000467 could reduce the cell viability, scratch
healing rate, the number of cell clones and the number of invasive cells (P<0.05). Overexpression of miR-508-3p
could reduce the luciferase activity of WT-circ_0000467 (P<0.05). Transfection with miR-508-3p decreased the
cell viability, scratch healing rate, the number of cell clone formation and the number of invasive cells (P<0.05).
Transfection with anti-miR-508-3p reversed the effects of transfection with si-circ 0000467 on cell proliferation,
migration and invasion (P<0.05). Interference with the expression of circ_0000467 could inhibit the proliferation,
migration and invasion of ovarian cancer cells by increasing the expression of miR-508-3p.

Keywords  ovarian cancer; circ_0000467; miR-508-3p; proliferation; migration; invasion
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A: expression of circ_0000467 in ovarian cancer tissues; B: expression of miR-508-3p in ovarian cancer tissues; *P<0.05 compared with paracancer tissues.
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Fig.1 Expression of circ_0000467 and miR-508-3p in ovarian cancer tissues
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Table 1 Correlation between circ_0000467 and miR-508-3p expression and clinicopathological features in ovarian cancer patients

y circ_0000467%i5 miR-508-3p#ik
HHAE . n=37 circ_0000467 expression miR-508-3p expression
Characteristics
High (n=17)  Low (n=20) ) P High (n=18)  Low (n=19) P
Age /years
<55 15 9 6 1.167 0.280 9 6 0.069 0.792
=55 22 8 14 11 11
Tumor diameter /cm
>5 25 13 12 0.510 0.475 12 13 0.056 0.812
<5 12 4 8 6 6
Histological type
I 11 13 12 0.510 0.475 6 5 0.011 0.915
1I-111 26 4 8 12 14
FIGO stage
I-1T 17 3 14 8.143 0.004 4 13 6.192 0.013
I 20 14 6 14 6
Lymph node metastasis
No 20 5 15 5.964 0.015 3 17 12.222 <0.001
Yes 17 12 5 15 5
CA125 /UmL"
>200 26 15 11 3.398 0.065 13 13 0.011 0.915
<200 11 2 9 5 6
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Table 2 Expression of circ_0000467 and miR-508-3p in ovarian cancer cells
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*P<0.05 compared with IOSE8O0 cells.
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A: expression of circ_0000467 in SKOV3 cells; B: D value in SKOV3 cells; C: number of SKOV3 cell clones formed; D: SKOV3 cell scratch healing
rate; E: number of invading SKOV3 cells; F: expression of E-cadherin and N-cadherin proteins; *P<0.05 compared with si-NC group.
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Fig.2 Effects of interference with circ_0000467 expression on proliferation, migration, invasion of SKOV3 cells in ovarian cancer
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A: complementary nucleotide sequence of miR-508-3p and circ_0000467, red is the mutant bases; B: double luciferase reporting assay was used to

detect the relative luciferase activity of cells in each group. C: expression changes of miR-508-3p after overexpression or inhibition of circ_0000467;

*P<(.05 compared with miR-NC group or pcDNA group; “P<0.05 compared with si-NC group.
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Fig.3 circ_0000467 targets miR-508-3p
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A: expression of miR-508-3p in SKOV3 cells; B: D value of SKOV3 cells; C: number of clones formed by SKOV3 cells; D: scratch healing rate of
SKOV3 cells; E: the number of invading SKOV3 cells; F: expression of E-cadherin and N-cadherin proteins; *P<0.05 compared with miR-NC group.
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Fig.4 Effects of up-regulation of miR-508-3p on proliferation, invasion and migration of SKOV3 cells
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