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1. Are there controversies in this field? What are the most recent and important
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The aim and methodology of this manuscript are well-presented. The results are clear
and correlate well with the methods used. However, I would suggest the following
revisions to improve manuscript quality: 1- Authors are advised to improve integrity
and cohesiveness of writing and also the flow of ideas. 2- Authors should state what
each abbreviation stands for in the manuscript. 3- Some paragraphs were left with no
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controversial “Clinical medications are mostly Angiotensin Converting Enzyme
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style. 6- Figure 7 is missing the required caption. 7- Authors should mention the version

of Autodock and Pymol. Also, they should mention the PDB code for each target crystal.
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1.The purpose of the study is to discover the molecular mechanism of the

Gansong-Rhubarb drug pair ( GRDP) for the treatment of diabetic kidney disease.

“Gansong” and “Rhubarb” are two different ways of naming, which is not standardized.

2. This study showed that GRDP regulated the expression of p-STAT3, BAX, CASPASES3,

and CASPASE9 proteins of TCMK-1 cells, which did not match the mechanism shown in

Figure 7. 3.Several of the English language is not properly expressed, English writing

skill needs to be improved. Check the accuracy of presentation and format in the whole

manuscript is needed.
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Authors have reported the molecular mechanism of the Gansong-Rhubarb drug pair

( GRDP ) for the treatment of diabetic kidney disease. The receptor for advanced
glycation end products (RAGEs), which is mediated by the mitogen-activated protein
kinase (MAPK), plays a critical role in the severity of chronic inflammatory disease
diabetes mellitus. Authors have addressed role of AGE-RAGE pathway in DKD. Study is
well designed and has translational potential applications. Few issues which need to be
addressed are as below. 1. Molecular docking has provided good score. But Molecular
dynamic simulations of those targets would validate stable binding kinetics of
protein-target interactions. MDS needs to be performed for confirming stability and
affinity. 2. Cell cycle kit and apoptosis links to be rectified and verified. Check other link
details provided for correct hyperlink. 3. Flow meter term should be changed to Flow
Cytometer and details of instrument used for sample acquisition and flow analysis
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chemiluminescence, then machine details need to be provided. 5. For every technique,

any positive and negative control used, need to be mentioned in methids section. 6. IL1b
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and TNF which are proinflammatory cytokines shown, they if validated in culture
supernatants by ELISA , then it adds value to data. 7. Any experiments conducted to
check expression of RAGE at genomic or protein levels may be reported. 8. Unit
microlitre ul should be shown using symbol for micro and not use ‘u’. 9. Minor :
Gansong word may be spell checked for typographical errors within manuscript. 10.

‘Graphd Prism 8.0 software” should be rectified with correct software name.
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SPECIFIC COMMENTS TO AUTHORS

Major Comments: 1. Are there controversies in this field? What are the most recent and
important achievements in the field? In my opinion, answers to these questions should
be emphasized. Perhaps, in some cases, novelty of the recent achievements should be
highlighted by indicating the year of publication in the text of the manuscript. 2. The
results and discussion section is very weak and no emphasis is given on the discussion
of the results like why certain effects are coming in to existence and what could be the
possible reason behind them? 3. Conclusion: not properly written. 4. Results and
conclusion: The section devoted to the explanation of the results suffers from the same
problems revealed so far. Your storyline in the results section (and conclusion) is hard to
follow. Moreover, the conclusions reached are really far from what one can infer from
the empirical results. 5. The discussion should be rather organized around arguments
avoiding simply describing details without providing much meaning. A real discussion
should also link the findings of the study to theory and/or literature. 6. Spacing,
punctuation marks, grammar, and spelling errors should be reviewed thoroughly. I
found so many typos throughout the manuscript. 7. English is modest. Therefore, the
authors need to improve their writing style. In addition, the whole manuscript needs to

be checked by native English speakers.
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SPECIFIC COMMENTS TO AUTHORS

I think authors have made the required changes to enhance the quality of manuscript. As

such, I recommend the publication of this article.
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