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The article is novel and interesting; However; =Sample size calculation and power of the
study is important so that the results of the study can be relied on. =Discussion; you
need to compare the results of the study with other studies; - I suggest important and
relevant studies to be discussed in Discussion: -Mol Biol Rep. 2020 Apr;47(4):2509-2519.
doi: 10.1007/s11033-020-05334-5. Epub 2020 Feb 22. Role of serum Metadherin mRNA

expression in the diagnosis and prediction of survival in patients with colorectal cancer
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SPECIFIC COMMENTS TO AUTHORS
The authors identify that mir-627-5p and mir-199a-5p are differentially expressed in

tumors by public database search. The authors also indicate that both mir-627-5p and
mir-199a-5p are molecular biomarker candidates for early detection of colorectal
carcinoma. This finding is very interesting. However, there are several points for
enhancement in order to publish. I described enhancement points below. Major
Authors conclude that both mir-627-5p and mir-199a-5p are derived from tumors based
on the findings of Fig.4. However, Fig. 4 shows that expression levels of both mir-627-5p
and mir-199a-5p are lower than FHC, suggesting that the origins of these micro RNAs
are normal colorectal tissue and tumor micro environment upregulates both micro
RNAs expression/secretion from normal tissue. Authors also show that these micro
RNAs have tumor suppressor activity in Fig.6. This finding also suggests that these two
micro RNA are derived from normal tissue, not tumor. Although I also agree with your
conclusion that mir-627-5p and mir-199a-5p are useful for colorectal carcinoma early
detection, your data cannot completely exclude the possibility that these micro RNAs are
secreted from normal tissue. Therefore, you have to show more direct data in order to
determine the origin of these micro RNAs. Or you have to delete your conclusion that
these micro RNAs are tumor origin, since your data is immature. Minor Authors used
CCK-8 for determination of cell proliferation. I think that CCK-8 kit can measure cell
viability, not cell proliferation. CCK-8 contains WST-8 dye and dehydrogenase in
mitochondria converts WST-8 dye to WST-8 formazan. This WST-8 formazan can be
detected by microplate reader. Therefore, CCK-8 can only detect viable cells. So, please

use cell viability instead of cell proliferation. If you would like to use cell proliferation,
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