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Mechanism of interleukin-24 inhibiting migration and invasion of cervical cancer cells by interfering CXCL12/CXCR4 axis
WU Hai-fang,ZHANG Hai-bo, HUANG Su-jing, HAN Yi-xu (Department of Obstetrics, Second Affiliated Hospital of Hainan
Medical College ,Haikou Hainan 570311, China)

Abstract: Objective To explore the mechanism of interleukin-24 (I1L-24) targeting CXCL12/CXCR4 axis to inhibit the migration and
invasion of cervical cancer cells. Methods Normal cervical epithelial cells HeerEpic and cervical cancer cell lines Hela, Siha, Caski and
C-33A were cultured in vitro,and the mRNA and protein expression levels of CXCR4 in the above cells were detected by RT-PCR and Western
blot. Hela cells were divided into the Control group (cells cultured without any special treatment) ,the CXCLI2 group ( cells treated with
100 ng/mL CXCL12) ,the CXCLI2 + LV-NC group ( cells infected with LV-NC and then treated with 100 ng/mL CXCL12) ,the CXCL12 +
LV-IL-24 group (cells infected with LV-IL-24 and then treated with 100 ng/mL CXCL12) ,the CXCL12 + AMD3100 group ( cells treated
with 100 ng/mL CXCLI2 and 1 pg/mL AMD3100) ,and the CXCLI2 + AMD3100 + LV-IL-24 group ( cells infected with LV-IL-24 and then
treated with 100 ng/mL CXCL12 and 1 pg/mL AMD3100). Scratch assay and Transwell invasion assay were used to detect the migration
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and invasion ability of cervical cancer cells in each group. Western blot was used to detect the expression of CXCR4 protein and p-AKT and
p-mTOR proteins in the Akt/mTOR signaling pathway. Results Compared with HeerEpic cells, the expression levels of CXCR4 mRNA and
protein in cervical cancer cell lines were significantly increased (P <0.05) ,especially in Hela cells (P <0.01). Compared with the cell
normal culture group,CXCLI2 could significantly improve the migration and invasion ability of cervical cancer cells (P <0.05) ,while over-
expression of 1L-24 and/or combined with AMD3100 could significantly inhibit the above promotion effect of CXCLI2 (P <0.05) ,among which
over-expression of IL-24 and combined with AMD3100 had the most significant effect (P <0.01). The results of Western blot showed that
compared with the cell normal culture group,CXCL12 could significantly promote the expression level of CXCR4,p-Akt and p-mTOR proteins in
Hela cells (P <0.05) ,while over-expression of IL-24 and/or combined with AMD3100 could significantly inhibit the high expression of p-Akt
and p-mTOR proteins induced by CXCL12 (P <0.05) ,but over-expression of I1.-24 did not affect the increase of CXCR4 expression induced by
CXCLI2 (P >0.05),while combined with AMD3100 could inhibit this phenomenon (P <0.05). Conclusion In cervical cancer cells of

Hela,over-expression of 11.-24 can destroy the promotion of tumor cell invasion and migration induced by CXCLI2/CXCR4 axis through

Akt/mTOR signaling pathway,and it has more significantly effect when combined with CXCR4 inhibitor AMD3100.

Keywords : cervical cancer ;interleukin-24 ; CXCL12/CXCR4 ; Akt/mTOR signaling pathway ; migration ;invasion
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