Journal Requirements:

When submitting your revision, we need you to address these additional requirements.

 

1.  Please ensure that your manuscript meets PLOS ONE's style requirements, including those for file naming. The PLOS ONE style templates can be found at

https://journals.plos.org/plosone/s/file?id=wjVg/PLOSOne_formatting_sample_main_body.pdf and

https://journals.plos.org/plosone/s/file?id=ba62/PLOSOne_formatting_sample_title_authors_affiliations.pdf
Answer: We have modified the manuscript according to the style templates as required.
 

2. In the Methods section, please provide the accession numbers of the datasets downloaded from GEO for your study.
Answer: We have provided the accession numbers as required. (line 66-74)
 

3. To comply with PLOS ONE submission guidelines, in your Methods section, please provide additional information regarding your statistical analyses. For more information on PLOS ONE's expectations for statistical reporting, please see https://journals.plos.org/plosone/s/submission-guidelines.#loc-statistical-reporting.
Answer: We have added additional information regarding statistical analyses in the method section as required. (line 76-95)
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Review Comments to the Author

01
Reviewer #1: This mansucript reports a meta-analysis of TRIM-59 expression in a number of large publicly-available cancer datasets, particularly TCGA and GEO. The results show that TRIM-59 expression is consistently higher in tumor tissue relative to its matching benign tissue in each study, however it is expressed in both tissue types. In addition, expression level was looked at as a prognostic marker and found to be higher in cases with worse outcome for a number of tumor types, but not all.

The strengths of the study are the large number of cases examined from reliable data sources. Also analyses were performed to evaluate for biases typical of these types of study designs.

The main weakness of the study is the claim that the data shows this to be a good diagnostic biomarker for cancer, however the study was not designed to evaluate for this being a diagnostic biomarker. IN fact, the data seem to indicate that this is a very poor diagnostic biomarker, as figure 1 shows many benign tissue types to have higher TRIM-59 levels than some tumor types. Also, there is an opportunity to look at great detail for certain tumor types but the opportunity was not taken.
Answer: Thank you for your genius opinions. What we should first explain is that in the previous data processing of TCGA datasets, UCSC pan-tumor mean-normalized gene expression data was used. In the process of normalization, gene values are mean-centered per gene. This is useful for correlation analysis between different tumor types, but it weakens the differences in actual expression levels between samples. Therefore, in present analysis, we used the original FPKM expression data of each sample for analysis (line 89-91). As shown in figure 1, all the tumors showed significant higher expression of TRIM59 than their corresponding adjacent tissues. Moreover, comparisons between tumor types are not very useful due to differences in tumor material procession and batch effects. In clinical practice, we only need to consider the amount of TRIM59 expression in the suspected tumor tissue and the adjacent normal tissue. The purpose of this study was to investigate the feasibility of TRIM59 as a diagnostic and prognostic molecule for a variety of tumors.


Specific areas to consider:
1. figure 1, what does FPKM stand for? should indicate in the figure itself or in the figure caption.
[bookmark: _Hlk67001377]Answer: Thank you for your kind reminding. FPKM (Fragments Per Kilobase of exon model per Million mapped fragments) ,  . In transcriptome sequencing data, FPKM reflects the expression level of genes. We have indicated it in figure caption. (line 332)

2. All claims about this being a good diagnostic biomarker should be excluded, as none of this data shows such. In fact, the data actually could be interpreted that it shows the opposite at this point in time (some benign levels are higher than some cancer levels and the ROC is not good enough for diagnostic purposes). This study was not designed to determine if this is a diagnostic biomarker or not. From this data, ONe can conclude that TRIM-59 is worth examining as a diagnostic biomarker (and that can be stated here), but studies need to be properly designed to evaluate for this.
Answer: Thank you for your kind reminding. As shown in figure 1, tumor tissues showed significant higher expression than corresponding adjacent tissues in each tumor type.  And by setting a threshold, the tumors can be well distinguished from adjacent tissues. For these reasons, as suggested by you, we concluded that TRIM59 is worth examining as a diagnostic biomarker in multiple tumors. 

3. [bookmark: _GoBack]In realtion to point 2, how did the expression levels in benign compare to the good outcome cancers for each tumor type??? This was not included, but should be looked at to further see if this is still a good diagnostic biomarker when that comparison is done.
Answer: We appreciate for your kind reminding. We agree that this comparison is indeed necessary. After comparison, it was found that the expression level of TRIM59 in LUAD with better prognosis was still significantly higher than that in normal adjacent tissues, however no significant difference was observed between good prognosis group and adjacent tissue in KIRP (S1 Fig, line 166-168). Because the datasets did not contain sufficient adjacent samples, such comparisons could not be made in LGG/CESC/SKCM.

4. In the discussion, maybe more about the limitations of this study, including that such meta-analyses are evaluating large datasets of collections of many tumor types, and that clinical utility would need to be looked at for each different tumor type in relation to clinical needs rather than the entire collection as a whole.
Answer: Thank you. We have made substantial modifications to the discussion section as suggested. And we did not discuss all tumors as a whole in the prognostic analysis in the present version of manuscript.
