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Is the content of the Introduction adequate? Yes

Is the content of the Materials and Methods complete?

Yes

Is the description of the experiments clear and

complete? Yes

Are the experimental data presented in the

manuscript’s biostatistics content reliable? Not

Applicable

Are the experimental data of the Results true and

reliable? Not Applicable

Are the quality and resolution of the images up to

standard? Yes

Do the selection and design of the figures and tables

follow the principles of necessity and clarity? Yes

Is there any duplication between various parts of the

manuscript and between the main text and the content

presented in the figures and tables? No

Are the figures and tables numbered consecutively in

the order in which they appear in the manuscript? Yes

Is the content of the Discussion reasonable? Yes

Is the Conclusion reasonable? Yes

Are all references necessary and reasonable? Yes

Do authors omit important references? No

Are all references related to the topic of the

manuscript? Yes

Do authors only cite their own earlier publications? No

Is the manuscript’s text correct, concise, and clear? Yes

Will the manuscript’s content be of interest to readers?

Yes

Are additional experiments needed for the study? No



3

Does the research scope comply with ethics? Yes

Scientific quality Grade B (Very good)

Novelty of this manuscript Grade C (Good)

Creativity or innovation of this

manuscript
Grade C (Good)

Scientific significance of the conclusion

in this manuscript
Grade C (Good)

Language quality Grade C (Good)

Does this manuscript describe a study of

the existing knowledge system?
Yes

Does this manuscript report a

revolutionary innovation?
No

Does this manuscript report an

unconventional innovation?
No

Conclusion Minor revision

Re-review No

Peer-reviewer statements
Peer-Review: Anonymous

Conflicts-of-Interest: No

Are your review comments generated by

AI tools?

SPECIFIC COMMENTS TO AUTHORS
This is a comprehensive and well-structured mini review that addresses a highly

relevant and underexplored topic: Diabetic Gastrointestinal Autonomic Neuropathy

(DGAN) and its interplay with gut microbiota dysbiosis. The manuscript is scholarly

and meticulously referenced, reflecting a strong command of both basic and

translational science. The integration of enteric neurobiology, immunometabolism, and

microbiome research is commendable and represents a timely contribution to the field.
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The discussion is logically organized, beginning with the neuroanatomical basis of

gastrointestinal autonomic control and progressing through the complex mechanisms of

hyperglycemia-induced neuronal injury. The manuscript appropriately incorporates

emerging concepts, such as the gut-brain axis, vagal plasticity, neuroimmune crosstalk,

and epigenetic influences. Figures 1 and 2 are described well and add mechanistic clarity.

References are recent and relevant, with several citations from 2023–2025, reflecting the

state-of-the-art understanding.

However, there are a few areas that require attention prior to publication. Firstly, the

manuscript, although labeled a “Mini Review,” substantially exceeds typical length

expectations. We suggest condensing sections that repeat mechanistic pathways (e.g.,

ROS production, NF-κB activation) to maintain focus and improve readability. Secondly,

consistency in terminology is needed—abbreviations such as ENS, SCFA, and LPS

should be spelled out upon first mention in each section, and uniform use of terms (e.g.,

“gut microbiota” vs. “microbiome”) is encouraged.

The language is generally strong, but a few complex or lengthy sentences may benefit

from stylistic simplification. Please also revise minor grammatical issues (e.g., “patients

with long-standing diabetics” → “patients with long-standing diabetes”). Additionally,

author affiliations can be streamlined to remove redundancy, and ORCID formatting

should follow journal style.

Finally, we note that the manuscript references figures but does not provide the

corresponding images. Please ensure that figures are properly included in the final

submission files.
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Overall, this is a high-quality submission that, with minor revisions, is well-suited for

publication in the World Journal of Diabetes. We look forward to your revised

manuscript



6

PEER-REVIEW REPORT

Name of journal:World Journal of Diabetes

Manuscript NO: 110053

Title: Diabetic gastrointestinal autonomic neuropathy: Integrating neuronal

degeneration and gut microbial dysbiosis

Provenance and peer review: Invited Manuscript; Externally peer reviewed

Peer-review model: Single blind

Reviewer’s code: 08400995
Position: Peer Reviewer
Academic degree and professional title:MD, Professor

Reviewer’s Country/Territory:Mexico

Author’s Country/Territory: China

Manuscript submission date: 2025-05-28

Reviewer chosen by: Hong-Xin Jiang

Reviewer accepted review: 2025-06-06 19:22

Reviewer performed review: 2025-06-06 19:48

Review time: 1 Hour

Content to be reviewed

Does the manuscript’s content fall within the scope of

the journal? Yes

Is there any Key Word that is not included in the

manuscript title? Yes

Do authors’ affiliations correspond to the content of the

manuscript? Yes

Does the Abstract contain the contents of each part of

the manuscript (IMRaD)? Yes

Are the Key Words complete? Yes



7

Is the content of the Introduction adequate? Yes

Is the content of the Materials and Methods complete?

Not Applicable

Is the description of the experiments clear and
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Are the experimental data presented in the

manuscript’s biostatistics content reliable? Not

Applicable

Are the experimental data of the Results true and

reliable? Not Applicable

Are the quality and resolution of the images up to

standard? Yes

Do the selection and design of the figures and tables

follow the principles of necessity and clarity? Yes

Is there any duplication between various parts of the

manuscript and between the main text and the content

presented in the figures and tables? No

Are the figures and tables numbered consecutively in

the order in which they appear in the manuscript? Yes

Is the content of the Discussion reasonable? Yes

Is the Conclusion reasonable? Yes

Are all references necessary and reasonable? Yes

Do authors omit important references? No

Are all references related to the topic of the

manuscript? Yes

Do authors only cite their own earlier publications? No

Is the manuscript’s text correct, concise, and clear? Yes

Will the manuscript’s content be of interest to readers?

Yes

Are additional experiments needed for the study? No
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Does the research scope comply with ethics? Not

Applicable

Scientific quality Grade B (Very good)

Novelty of this manuscript Grade C (Good)

Creativity or innovation of this

manuscript
Grade C (Good)

Scientific significance of the conclusion

in this manuscript
Grade C (Good)

Language quality Grade B (Very good)

Does this manuscript describe a study of

the existing knowledge system?
Yes

Does this manuscript report a

revolutionary innovation?
No

Does this manuscript report an

unconventional innovation?
No

Conclusion Accept

Re-review Yes

Peer-reviewer statements
Peer-Review: Anonymous

Conflicts-of-Interest: No

Are your review comments generated by

AI tools?

SPECIFIC COMMENTS TO AUTHORS
First, thanks to the editorial board for the invitation and the authors for the effort in this

mini-review.

This mini-review, "Diabetic Gastrointestinal Autonomic Neuropathy: Integrating

Neuronal Degeneration and Gut Microbial Dysbiosis," offers a comprehensive and

contemporary analysis of the complex interplay between enteric neuronal injury and gut
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microbiota dysbiosis in diabetic patients. The manuscript aligns with the objectives of

the World Journal of Diabetes, presenting content of substantial importance to the field,

as gastrointestinal autonomic neuropathy is often overlooked despite its significant

clinical ramifications for glycemic regulation, quality of life, and disease advancement.

The authors thoroughly examine the pathophysiological pathways, emphasizing the

effects of persistent hyperglycemia, oxidative stress, neuroinflammation, mitochondrial

dysfunction, and the depletion of neurotrophic support. The review offers essential

translational context by incorporating alterations in gut microbiota, particularly for

short-chain fatty acid synthesis and LPS-induced inflammation. The discourse

encompasses multi-omics methodologies and prospective therapeutic alternatives,

including probiotics, fecal microbiota transplantation, and stomach stimulation,

reflecting an understanding of the most recent advancements in the domain.

High-quality illustrations improve comprehension of intricate processes, and the

references are both contemporary and pertinent. Nonetheless, despite the manuscript's

scientific value, minor adjustments are required to enhance clarity and focus. Some

mechanistic parts, particularly those concerning SCFAs and inflammatory cascades,

exhibit redundancy; a more concise synthesis in these domains would improve

manuscript coherence while maintaining depth. Moreover, although the text is

predominantly descriptive, including critical perspectives, such as addressing conflicts,

research discrepancies, or existing evidence limitations, would enhance its scholarly

merit. The wording is mostly straightforward; nevertheless, certain words, such as

“long-standing diabetics,” may be improved to better conform to person-first language

principles. Please, avoid using the term “diabetic”; the correct way is patients with

diabetes; in the same line, avoid using the word “mellitus”.

This is a well-constructed and scientifically rigorous review that will attract both

physicians and researchers. I think minimal adjustments should be made before
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acceptance to enhance clarity and readability while maintaining the entire breadth of the

conversation.
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Is the content of the Introduction adequate? Yes

Is the content of the Materials and Methods complete?

Not Applicable

Is the description of the experiments clear and

complete?Not Applicable

Are the experimental data presented in the

manuscript’s biostatistics content reliable? Not

Applicable

Are the experimental data of the Results true and

reliable? Not Applicable

Are the quality and resolution of the images up to

standard? Yes

Do the selection and design of the figures and tables

follow the principles of necessity and clarity? Yes

Is there any duplication between various parts of the

manuscript and between the main text and the content

presented in the figures and tables? No

Are the figures and tables numbered consecutively in

the order in which they appear in the manuscript? Yes

Is the content of the Discussion reasonable? Not

Applicable

Is the Conclusion reasonable? Yes

Are all references necessary and reasonable? Yes

Do authors omit important references? No

Are all references related to the topic of the

manuscript? Yes

Do authors only cite their own earlier publications? No

Is the manuscript’s text correct, concise, and clear? Yes

Will the manuscript’s content be of interest to readers?

Yes
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Are additional experiments needed for the study? No

Does the research scope comply with ethics? Not

Applicable

Scientific quality Grade B (Very good)

Novelty of this manuscript Grade B (Very Good)

Creativity or innovation of this

manuscript
Grade B (Very Good)

Scientific significance of the conclusion

in this manuscript
Grade B (Very Good)

Language quality Grade B (Very good)

Does this manuscript describe a study of

the existing knowledge system?
Yes

Does this manuscript report a

revolutionary innovation?
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Does this manuscript report an

unconventional innovation?
Yes

Conclusion Minor revision

Re-review Yes

Peer-reviewer statements
Peer-Review: Anonymous

Conflicts-of-Interest: No

Are your review comments generated by

AI tools?

SPECIFIC COMMENTS TO AUTHORS
This comprehensive review systematically integrates neuronal degeneration and gut

microbiota dysbiosis in the pathogenesis of diabetic gastrointestinal autonomic

neuropathy (DGAN), presenting a novel perspective on the bidirectional

neuro-microbiome axis. The authors effectively synthesize preclinical and clinical
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evidence, highlighting the role of multi-omics technologies and emerging therapeutic

strategies. However, several areas warrant further refinement to enhance scientific rigor

and translational relevance.

The review excellently describes the crosstalk between hyperglycemia-induced

neuronal injury and microbiota dysbiosis. However, mechanistic details on how specific

microbial metabolites (e.g., short-chain fatty acids, lipopolysaccharides) modulate

enteric nervous system (ENS) function via receptor-mediated pathways (e.g., GPR41/43,

TLR4) could be expanded.

Structural Optimization: Consider integrating the sections "PATHOPHYSIOLOGY OF

NEURONAL INJURY IN DGAN" and "MECHANISTIC INSIGHTS IN DGAN" to

streamline the manuscript and improve coherence.

Consistency and Accuracy of Terminology: Ensure consistency in using key terms

throughout the manuscript, particularly terms such as "gut-brain axis."

Recommendations on Clinical Translational Research: The manuscript thoroughly

discusses clinical management and therapeutic strategies. However, clearly outline the

current limitations in this research field and identify crucial issues for future clinical

studies to enhance the manuscript’s relevance to clinical practice.

The section on early diagnostic strategies mentions electrochemical skin conductance

(ESC) and imaging techniques, but deeper analysis of biomarker validation studies is

needed. For example, are there longitudinal data supporting ESC as a predictive marker

for DGAN progression? Additionally, discussing omics-based biomarkers (e.g., serum

cytokines, microbial metabolites) with diagnostic potential would enrich this section.

The brief mention of epigenetic modifications (e.g., histone acetylation, non-coding

RNAs) could be expanded to clarify their causal role in DGAN. Citing recent studies on

miRNA-155 or MALAT1 in neuroinflammation and their interplay with gut microbiota

would deepen mechanistic insights.
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Figures 1 and 2 effectively summarize pathways, but consider enhancing them with

color-coded modules to distinguish neuronal vs. microbial mechanisms.

With revisions addressing the above points, this review would serve as a seminal

resource for researchers and clinicians. The integration of neurobiology and microbiome

science is timely, and the proposed future directions (e.g., AI-driven multi-omics,

personalized microbiota interventions) align with cutting-edge translational medicine.
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