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Dear AJE Customer,  
 
This submission, titled "Alteration in gut microbiota is associated with immune imbalance in Graves’ disease," is very interesting. Your manuscript was reviewed by a Peer Reviewer, who assessed the suitability of the manuscript for the target journal, Translational Autoimmunity, and evaluated the design, execution, and interpretation of the study to determine whether it is likely to represent a sound contribution to the field. Below, we highlight the aspects of the manuscript on which we focused. 
  
While the manuscript is fairly well written and the study likely represents a valuable contribution to the field overall, some revisions are needed to ensure that the reader can easily and accurately interpret the study results. Namely, we recommend the following:

· stating the overall aim of the work explicitly in the Abstract and Introduction and then clearly connecting each set of experiments and results to that aim later in the text;
· providing sufficient detail about the design and execution of each experiment (e.g., experimental rationale, sample characteristics, statistical analysis); 
· ensuring that the main conclusion is presented consistently throughout the text and is supported by the presented findings; and 
· interpreting each key finding in the context of the existing literature to establish a cohesive framework for understanding the study results. 

We have provided comments on these and additional points in the manuscript, and the tables on the following pages provide detailed assessments of each section of the manuscript and outline our recommendations regarding next steps.

Thank you for using our editing services; we wish you the best of luck with your submission.

Best regards,

Your AJE Senior Editor
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Section-by-Section Assessment	
  
Title	  
	Issue
	Peer Reviewer Rating
	Assessment

	The title contains the keywords needed for indexing and searchability.
	Disagree
	2

	The title highlights the key novel aspects and contributions of the work/manuscript.
	Disagree
	2

	The title follows conventions for the target journal or the broader field.
	Agree
	3

	Section Rating
	
	



Summary: Overall, changes are needed to ensure that the title is effective in presenting the overall topic of the manuscript, providing appropriate keywords, and highlighting the novelty and contributions of the work. We recommend revising the title to focus more strongly on the key findings of the study, such as the findings related to gut microbiota-associated metabolites and specific immune functions.

Abstract
	Issue
	Peer Reviewer Rating
	Assessment

	The gap in knowledge stated in the Abstract is accurate and important.
	Agree
	3

	The stated conclusions in the Abstract are supported by the provided details.
	Agree
	3

	The level of detail provided in the Abstract is appropriate for the target journal or the broader field.
	Disagree
	2

	Section Rating
	
	



Summary: While the Abstract does a reasonably good job of leading the reader to an impactful gap in knowledge, summarizing the key aspects of the work, and highlighting the key conclusions accurately, we recommend providing less detail about the methodological approaches used and instead describing the key findings in more detail, with quantitative data and/or statistical results where appropriate. Please also consider adding an explicit aim statement and revising the end of the Abstract to emphasize some specific clinical implications of the work.


Introduction
	Issue
	Peer Reviewer Rating
	Assessment

	The stated impact is well supported by the presented evidence.
	Disagree
	2

	The current state of the field is presented accurately.
	Agree
	3

	No key previous studies or topics in the field are missing.
	Agree
	3

	The presented background leads to an impactful gap in knowledge in the field.
	Disagree
	2

	The final paragraph accurately summarizes the work/manuscript and its implications.
	Strongly Disagree
	1

	Section Rating
	
	



Summary: The Introduction should describe the current state of the field accurately, lead the reader to the knowledge gap and overall study aim, and summarize the work and its implications. This Introduction achieves some of these goals. However, we recommend providing more information to support the clinical impact of the investigated topic, ensuring that the stated gap in knowledge is clear and consistent with gap statements in other sections, and stating the overall aim and implications of the study clearly in the final paragraph of this section.
Methods
	Issue
	Peer Reviewer Rating
	Assessment

	The overall experimental design is sound and suited to the study aim.
	Disagree
	2

	The selected Methods are sufficient to meet the experimental objectives.
	Disagree
	2

	No relevant citations (e.g., foundational studies, standards, criteria) are missing.
	Agree
	3

	The employed approaches raise no ethical concerns.
	Agree
	3

	The selected statistical approaches are appropriate.
	Disagree
	2

	The manuscript follows the appropriate reporting guidelines.
	Disagree
	2

	The Methods accurately describe the employed techniques.
	Agree
	3

	Section Rating
	
	



Summary: In general, the Methods section is somewhat effective in terms of experimental design, ethical issues, statistical approaches, and reporting guidelines. This section also typically provides adequate detail to support replication by another researcher. However, please consider including experiments that connect the reported findings to functional outcomes and in vivo results. In addition, we recommend providing more detail about patient characteristics, sample size, and statistical approaches in this section.


Results
	Issue
	Peer Reviewer Rating
	Assessment

	The data presented in the figures/tables are described accurately in the Results.
	Agree
	3

	Each set of findings is related to the stated gap in knowledge.
	Strongly Disagree
	1

	All experiments necessary to address the gap in knowledge were performed.
	Disagree
	2

	The experiments include appropriate controls, timelines, comparison groups, etc.
	Disagree
	2

	The reader/target audience can easily understand which findings are most important to the overall conclusion.
	Disagree
	2

	Section Rating
	
	



Summary: We found that the Results section accurately described the obtained findings and generally provided adequate detail for the reader to assess experimental execution and the key conclusions drawn. We recommend connecting each set of findings both to the overall gap in knowledge/study aim and to functional outcomes and the in vivo gut microbiota.
Figures, tables, and legends
	Issue
	Peer Reviewer Rating
	Assessment

	Appropriate visualization tools (e.g., tables, images, plots) are used for different information.
	Cannot assess
	

	Field-specific reporting standards are followed (e.g., blots, patient data).
	Disagree
	2

	Schematic diagrams are used effectively (included when helpful, not overused). 
	Cannot assess
	

	The figures highlight key information effectively (e.g., with colors, symbols, boxes). 
	Cannot assess
	

	The reader can understand the information presented without referencing the text. 
	Disagree
	2

	The presented information is divided into main and supplementary figures/tables appropriately. 
	Agree
	3

	Section Rating
	
	



Summary: In our view, the tables largely present the obtained findings clearly and accurately, but we recommend including sufficient methodological and statistical detail in each footnote. Please also note that the figures and figure legends were not included with the submission and thus could not be assessed.

Discussion
	Issue
	Peer Reviewer Rating
	Assessment

	The discussed implications are supported by the presented evidence. 
	Disagree
	2

	Readers of the target journal or in the broader field would find the discussed topics to be of interest. 
	Agree
	3

	No key previous studies or topics in the field are missing. 
	Disagree
	2

	The most impactful findings are placed appropriately/accurately in the context of the field. 
	Strongly Disagree
	1

	The stated implications and future directions are reasonable and relevant for the target journal or broader field. 
	Agree
	3

	All relevant limitations are addressed adequately. 
	Disagree
	2

	Section Rating
	
	



Summary: The purpose of the Discussion is to present the key contributions of the work in the context of the established literature, support the stated conclusions and implications, and address the limitations of the study. The current version of the Discussion does not fully achieve these goals. We recommend incorporating more discussion of how the current findings build on specific previously reported results and fit together into a cohesive framework that leads to the stated implications.
Conclusion
	Issue
	Peer Reviewer Rating
	Assessment

	The presented conclusions address the stated gap in knowledge. 
	Disagree
	2

	The stated conclusions are supported by the findings. 
	Strongly Disagree
	1

	The Conclusion or concluding paragraph is not missing any key contributions of the work to the field. 
	Disagree
	2

	The stated implications and future directions are appropriate for the target journal or the broader field. 
	Disagree
	2

	Section Rating
	
	



Summary: The Conclusion could be improved by focusing more strongly on the key implications of the work for the field while connecting the stated conclusions to the overall study aim and the presented findings. We recommend distinguishing between causal effects and associations and focusing more on implications and future directions.

References
	Issue
	Peer Reviewer Rating
	Assessment

	The cited sources are relevant to the study. 
	Agree
	3

	The references are appropriate in terms of the time of publication. (i.e., most references are recent) 
	Agree
	3

	There is an appropriate balance between references to the author's own previous work and work by other researchers. (i.e., there are not too many references to the author's own works) 
	Agree
	3

	The manuscript appropriately and fairly interprets the sources cited. 
	Agree
	3

	Section Rating
	
	



Summary: We found that the Reference section is fairly well balanced in terms of relevance to the study, time of publication, and authors cited. Please ensure that the reference list and in-text citation are formatted appropriately after the target journal is finalized.
Overall Manuscript
	Issue
	Peer Reviewer Rating
	Numerical Score

	The findings or perspectives presented in the manuscript are impactful for the field.
	Agree
	3

	The manuscript adds new information to the field.
	Agree
	3

	The manuscript is suitable for the target journal or the broader field.
	Disagree
	2

	The manuscript has a clear objective that addresses a testable research question.
	Strongly Disagree
	1

	Section Rating
	
	



Summary: Overall, the focus and impact of this work seem appropriate. However, we recommend providing a clear statement of the study aim early in the text and then referring to that aim throughout the manuscript. In addition, please consider either aligning the focus of the manuscript more closely with the scope of the current target journal or selecting a target journal whose scope is a better fit for the current focus of the manuscript.



Assessment of Key Features

	Section 
	Assessment 
	Expert feedback 

	Target Journal
	The manuscript is slightly misaligned with the selected target journal.
	The manuscript seems to focus on the connection between microbial metabolites and immune responses in Graves’ disease, without explicitly connecting individual findings to autoimmunity or clinical translation. You may wish to emphasize these points more strongly or select a target journal whose scope aligns more closely with the objective and key conclusions of the manuscript as currently presented.

	Objective 
	There are major issues related to the presentation of a clear objective that addresses a testable research question.
	The manuscript does not provide a statement of the study aim in the Abstract. We recommend adding such a statement and then returning to this aim throughout the text (for example, by including aim statements in the Introduction and Discussion and connecting each set of findings to the overall aim) to strengthen the narrative.   

	Design 
	There are some issues with the current approach and its appropriateness for the objective.
	The overall design of the study seems to be appropriate, but the rationale for some experimental decisions is unclear. In particular, there are some missed opportunities to confirm the relationship between the gut microbiota and immune alterations in an in vivo setting. We would suggest addressing this point as a limitation of the study if no data on these points can be included. 

	Execution 
	There are some issues with the technical rigor of how the experiments and analyses were performed.
	In general, more information about the rationale for selecting the sample size for different experiments is needed. For example, we suggest explaining why the flow cytometry experiment was performed on a subset of samples and why a small number of PBMC donors were used. 

	Statistics 
	There are minor issues with the appropriateness of the use of statistics in this manuscript
	The statistical approach for some experiments is not explained. In particular, more detail on the statistical analysis of the in vitro experiment would be useful for interpreting the findings. 

	Interpretation 
	There are major issues with the current interpretation/discussion of the results.
	While the correlations identified in the study are interesting, we recommend avoiding statements about causality. It would also be helpful to add more discussion of how specific findings connect to or build on each other and/or previously reported findings (for example, how known characteristics of the identified genera support or do not support the proposed mechanism). 






Recommendations and Next Steps
While we believe that this manuscript represents a valuable contribution to the field overall, we recommend the following changes to ensure that readers can understand the key aspects of the study rationale and the experimental design, interpret and assess the key findings, and connect the reported findings to implications for the field and future research directions.
· State the overall aim of the work explicitly in the Abstract and Introduction and then clearly connect each set of experiments and results to that aim later in the text.
· Provide sufficient detail about the design and execution of each experiment (e.g., experimental rationale, sample characteristics, statistical analysis).
· Ensure that the main conclusion is presented consistently throughout the text and is supported by the presented findings. 
· Interpret each key finding in the context of the existing literature to establish a cohesive framework for understanding the study results. 

We offer the following services, which may be helpful in making these changes and further preparing your manuscript for submission to a target journal. Visit our help center or contact us if you have questions about our services (or about free revisions for Pre-Submission Peer Review submissions).
	Issue
	Current Status
	Related Service 
	Recommendation

	Language and grammar
	The manuscript contains many errors related to phrasing, word choice, and grammatical issues.
	Premium Language Editing addresses language and grammar errors
	Strongly recommended before submission to a target journal

	Manuscript structure
	There are some opportunities to improve the presentation of key components of a manuscript for this field of study.
	VIP Editing addresses language, grammar, and manuscript structure
	You may wish to consider this service to address the noted language errors and receive additional in-paper comments on how to improve the structure of the manuscript

	Clarity and presentation of key ideas
	There are some opportunities to clarify the presentation of the overall rationale, aim, findings, and contributions of the study.
	Scientific Editing addresses language, grammar, manuscript structure, and overall clarity and presentation
	You may wish to consider this service to address the noted language errors and receive our most in-depth commentary on manuscript structure, clarity, and presentation, including the specific recommendations listed above

	Target journal selection
	The manuscript is slightly misaligned with the current target journal.
	Journal Recommendation provides expert recommendations regarding the most appropriate target journals for your manuscript
	Recommended

	Manuscript formatting
	Once the target journal is finalized, the manuscript and its components should be formatted according to the specific guidelines of the selected target journal.
	Manuscript Formatting, Figure Formatting, and Table Formatting ensure that the manuscript and its components are formatted according to the guidelines of your target journal
	Recommended after target journal selection
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