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Ketorolac inhibits ovarian cancer growth and metastasis via IGF2 signaling pathway
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Abstract: Objective To investigate the effect of ketorolac on the growth and metastasis of ovarian cancer and its mechanism.Meth-
ods Experiments were conducted from August 2019 to March 2020. Cell counting kit (CCK-8) method was used to detect the inhibi-
tion rates of ketorolac (0.10 g/L, 0.50 g/, 1.00 g/L., 1.50 g/L) on human ovarian cancer cell line SKOV3. The optimal concentration of
ketorolac was sorted out. Patients were assigned into NC group, ketorolac group, DMSO group, Linsitinib group, ketorolac + pcDNA 3.1
group and ketorolac + pcDNA3.1-1GF2 group. Cell migration and invasion were detected by TraNCwell, the protein expressions of insu-
lin-like growth factor 2 (IGF2) and insulin-like growth factor 1 receptor (IGF1R) were detected by western blotting. Nude mice were as-
signed into NC group and ketorolac group, with 10 in each group. Observation was made of the effect of ketorolac on tumor growth and
protein expressions of IGF2 and IGF1R in tumor tissue.Results Compared with the NC group, the cell inhibition rates of ketorolac
groups at different doses (0.10 g/L, 0.50 g/L, 1.00 g/L, 1.50 g/L) increased [(6.99+0.06) %, (23.31+2.11) %, (51.39£6.91) %, (76.14+
4.36) % vs. (0.02+0.00) %, P<0.05], and 1.00 g/L of ketorolac was selected as the best concentration. Compared with the NC group, the
number of cell migration [(54+5) vs. (103£9)], the number of invasion [(41+4) vs. (76+6)] and the protein expressions of IGF2 [(0.31+
0.03) vs. (1.01£0.06)] and IGF1R [(0.26+0.02) vs. (0.99+0.08)] in the ketorolac groups were significantly reduced (all P<0.05). Com-
pared with the NC group or the DMSO group, the number of cell migration [(63+6) vs. (98+9), (99+7)], the number of invasion [(51+5)
vs. (7325), (7526)] and the protein expressions of IGF2 [(0.28+0.02) vs. (0.98+0.05), (1.00+0.07)] and IGFIR [(0.29+0.02) vs. (0.99+
0.06), (1.02+0.08)] in the Linsitinib group were significantly reduced (all P<0.05). Compared with the ketorolac group or the ketorolac+
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pcDNA 3.1 group, the number of cell migration [(87+7) vs. (52+5), (53+5)], the number of cell invasion [(75£6) vs. (44+4), (42+4)] and
the protein expressions of IGF2 [(1.28+0.13) vs. (0.31+0.03), (0.33+0.04)] and IGFIR [(1.19£0.12) vs. (0.26+0.02), (0.27+0.03)] in the
ketorolac+pcDNA 3.1-IGF2 group were significantly increased (all P<0.05). Compared with the NC group, the weight [(0.53+0.05) g vs.
(1.01+0.07) g] and volume [(0.55+0.05) cm’vs. (1.00£0.04) cm’] of the nude mouse tumors in the ketorolac group were significantly re-
duced (both P<0.05), and the protein expressions of IGF2 [(0.46+0.04) vs. (0.99+0.08)] and IGF1R [(0.52+0.05) vs. (0.97+0.09)] in tu-

mor tissue were significantly reduced (both P<0.05). Conclusion

Ketorolac can inhibit the migration and invasion of ovarian cancer

cells in vitro and tumor growth in vivo, and its mechanism may be related to the inhibition of IGF2 signaling pathway.
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