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the topic of this issue is interesting, but some comments are highlighted below: 1-the
number of cases is small. 2- it is a retospective study. 3- still these biomarkers depend on
human tissue. 4- is the use of nearby normal tissue afeasible one for comparison i.e there

may be a change in the genetic analysis in those patients.
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I read the manuscript very carefully. The topic is very interesting. Many scientific
studies try to identify risk factors and prognostic factors in patients with malignant
colorectal cancer. The work is well conducted. The population object of the study is

conspicuous. The results are interesting and well exposed.
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The present paper by Hsu CH et al investigated the prognostic value of a panel of
methylated genes in colorectal cancer. The study may facilitate approaching novel
strategies to improve the prognosis of colorectal cancer. Several major points should be
further addressed by the authors: 1. Represented results of methylation-specific PCR in
tumor tissues and normal tissues should be shown. 2. A recently published paper by the
authors (Int ] Mol Sci. 2019;20(19). pii: E4672) was quite similar in study design, but
different methylated genes were selected for examination. The authors need to further
address the rationale for candidate gene selection. 3. How was the cutoff number of
aberrant methylated genes determined? Why the patients were divided into two groups
at 3 aberrancy? 4. What are the area under the ROC curve (AUROC), positive predictive
value (PPV) and negative predictive value (NPV) of the methylation panel in predicting
the prognosis of colorectal cancer? 5. Was the prognostic performance of the methylation
panel superior to the TNM staging system? The comparison should be made. 6. Subtitles
are recommended for the Results section.
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