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Renieramycin T inhibition of CRC cell migration and invasion via
Nrf2-STAT3 signaling pathway
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Abstract ; Objective To investigate the anti-colorectal cancer activity of RT and to reveal the molecular
mechanism by which it exerts its inhibitory effect. Methods A tumor microenvironment was simulated by co-culture of
supernatants of THP-1 cells with HCT116 cells. The experimental groups were control group,co-culture (CM) of THP-1
and HCT116 cells, CM+RT20nM,CM+RT80nM. The HCT116 cells were then treated with RT. CCK-8 assay was used
to detect the changes in cell activity, cell migration was detected by cell scratch assay, cell invasion was detected by
Trans-well assay,and the molecular mechanism was verified by Western blotting. Results RT inhibited the migration
and invasion of HCT116 cells in the tumour microenvironment in a concentration-dependent manner. The cell scratch
assay showed that the migration ability of HCT116 in the CM group was enhanced in the tumour microenvironment com-
pared with the control group,while it was weakened by the addition of RT treatment ( P<0. 0001) ;the same results were

obtained in the Transwell assay,which showed that the promotion of HCT116 invasion in the tumour microenvironment
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was partially attenuated by RT treatment( P<0. 05) ;furthermore , Western blotting results showed that the expression of

STAT3,p-STAT3 and Nrf2 protein levels were obvious in the tumour microenvironment, while RT treatment partially in
hibited the expression of STAT3,p-STAT3 and Nif2 proteins,and RT inhibited the expression of phosphorylated STAT3
and Nrf2(P<0.05). Conclusion RT inhibits CRC cell metastasis through Nrf2-STAT3 signaling. This may be a

novel drug for the treatment of metastatic colon cancer.
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