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(Abstract] Objective To study the mechanism of Tianma Granule on methylation of friend leukemia integrin 1 (FLI-1)

transcription factor promoter in colorectal cancer cells. Methods Colorectal cancer cells HCT116, HT29 and Caco-2 were divided
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into three groups: Blank group, NC group and TMKL group. Blank group was blank control. NC group was intervened with blank
serum. TMKL group was intervened with Tianma Granule serum. Cell counting kit-8 (CCK-8) was used to screen the optimal
intervention concentration of Tianma Granule serum. Western blot was taken to detect the expression of FLI-1 protein in each
group. The expression of FLI-1 mRNA in each group was detected by qPCR. ELISA was used to detect the expression of DNA
methyltransferase 1 (DNMT1) and DNA methyltransferase 3a (DNMT3a) protein. Methylation—specific PCR (MSP) was used to detect
the methylation of FLI-1 promoter in each group. Results Tianma Granule serum inhibited the proliferation of HCT116, HT29 and
Caco-2 cells. And 20% serum concentration of Tianma Granule had the best inhibitory effect. Compared with Blank group and NC
group, in HCT116 and Caco-2 cell groups, the expression of FLI-1 protein and mRNA in TMKL group increased (P<0.05), while
there was no difference between Blank group and NC group (P>0.05). In HT29 cell group, there was no difference in the expression
of FLI-1 protein and mRNA among Blank group, NC group and TMKL group (P>0.05). Compared with Blank group and NC group,
in HCT116, HT29 and Caco-2 cells, the expression of DNMT1 and DNMT3a in TMKL group decreased (P<0.05), while there was no
difference between Blank group and NC group (P>0.05). Compared with blank group and NC group, in HCT116 cells, FLI-1
promoter in TMKL group produced partial demethylation, decreased methylation and increased non-methylation. And there was no
change in NC group compared with blank group. In HT29 cells, there was no methylation of FLI-1 promoter in blank group, NC
group and TMKL group. Compared with Blank group and NC group, in Caco-2 cells, the FLI-1 promoter in TMKL group was
completely demethylated, and there was no change in NC group compared with Blank group. Conclusion Tianma Granule may
promote the demethylation of FLI-1 promoter in colorectal cancer cells by inhibiting the expression of DNMT1 and DNMT3a
proteins, which resulted in up-regulating the expression.
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