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Antitumor effects of lifestyle drugs on colorectal cancer: Involvement of
antihypertensive drug ARB as a novel chemopreventive agent

Kobara, Hideki
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We explored the possibility that the antihypertensive drug telmisartan may
have antitumor effects on colorectal cancer. The tumor-suppressive effects observed in colorectal
cancer cell lines were not observed in the cell cycle, so the target was changed to gastrointestinal

stromal tumors (GIST), a type of colorectal tumor. After confirming its antitumor effect on the
GIST-T1 cell line, we found that it suppressed the GO-G1 cell cycle via down-regulation of Cyclin
D1. The mechanism of action was thought to be the promotion of AMPKa phosphorylation. Furthermore,
GIST-T1 cells treated with telmisartan showed decreased expression of miRNA1307-3p, confirming the
antitumor effect mediated by specific microRNAs. Telmisartan may have an antitumor effect on

colorectal GIST.
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A Upregulated miRNAs FC (treated/untreated) P-value Chromosomal location
hsa-miR-4634 203 0.0022 5g352
hsa-miR-1237-5p 1.79 0.0087 11ql31
hsa-miR-3663-3p 1.70 0.0087 10g253
hsa-miR-4697-5p 165 0.0022 11g25
hsa-miR-8063 163 0.0087 15q14
hsa-miR-8059 1.57 0.0050 21p12
hsa-miR-128-1-5p 152 0.0087 2q21.3
B. Downregulated miRNAs FC (treated/untreated) P-value Chromosomal location
hsa-miR-1307-3p 0.28 0.0087 10g24.33
hsa-let-7f-1-3p 0.54 0.0043 9q22.32
hsa-miR-5739 0.58 0.0022 22q121
hsa-miR-4286 0.59 0.0050 §p23.1
hsa-miR-3135b 0.64 0.0050 6p21.32
hsa-miR-125a-3p 0.64 0.0087 19gq13.41
hsa-miR-2467-3p 0.64 0.0050 2q373

FC, Fold change; miRNA, microRNA; GIST, gastrointestinal stromal tumor. Upregulated miRNAs with FC >1.5 and P<0.05 are presented.
Downregulated miRNAs with FC «<0.68 and P<0.05 are presented.
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