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The work presents no major flaws. The authors should stress the limited number of

patients and healthy donors enrolled.
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The paper is overall well-conceived, technically very well executed and well presented.
Comments 1) Title:” MicroRNA 375 suppresses MTDH-mediated signaling in
colorectal cancer” Since the MIR375 is significantly downregulated in human CRC it
would be better to rephrase this title to: Reduced MicroRNA 375 in colorectal cancer
activates MTDH signaling or similar 2) The authors should elaborate on the
mechanisms of MIR375 downregulation in human CRC or at least discuss this in the
discussion. 3) The authors stated that “MIR375 regulates cell proliferation, cell
migration, and angiogenesis by suppressing MTDH expression in CRC progression.
MTDH promotes an invasive phenotype and angiogenesis via the PIK3CA-AKT
signaling pathway”. Please elaborate more on regulation of angiogenesis by MIR375
in the revised discussion. Is angiogenesis increased by inducing VEGF generation by
CRC, or by a direct effect in endothelial cells? 4) While the paper is well written some
minor linguistic corrections should be made, e.g, MTDH was significantly
downregulated on siMTDH transfection should be ‘by”, etc. 5) Figure 6 titlle: “A

simple putative mechanism of MIR375...... should be changed to “ Diagrammatic

representations of putative mechanisms of MIR375.....
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In this study, the author investigated that MIR375 suppresses MTDH-mediated
signaling in colorectal cancer. We have known that MIR375 is suppressed in some solid
tumors, such as esophageal adenocarcinoma and gastric cancer. The manuscript is
helpful for us understanding how MIR375 regulates MTDH-mediated signaling
pathways in CRC progression. In the results, endogenous expression of MIR375 was

tested in CRC cell lines, including HT29 cells having the highest expression level. How
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about MTDH in HT29 cells? It would be better to give a description.
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