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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? 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? 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? Yes 
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Does the research scope comply with ethics? Yes 

Scientific quality Grade C (Good) 

Novelty of this manuscript Grade C (Good) 

Creativity or innovation of this 

manuscript 
Grade B (Very 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 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 

General Comments: 

This review article offers a thorough and timely discussion on the role of miR-375 in 

diabetes mellitus. The authors successfully summarize existing literature on the 

regulatory functions of miR-375 in pancreatic β-cell maturation, mass maintenance, 

insulin secretion, and its utility as a potential biomarker for early diagnosis and disease 

monitoring. The manuscript is well-written, comprehensive, and offers significant value 
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to the field of diabetes research, particularly for both basic scientists and clinicians 

interested in translational applications. 

The article is extensive and largely well-referenced, demonstrating the authors' 

familiarity with the literature. However, certain areas could be improved to enhance 

clarity, scientific rigor, and impact. 

Major Comments: 

Scope and Focus: 

While the manuscript is comprehensive, at times it becomes overly exhaustive in 

describing basic biological pathways or referencing multiple studies with similar 

findings. Condensing overlapping information would help maintain reader engagement 

and improve focus. 

Critical Analysis: 

The manuscript tends to be largely descriptive. Adding more critical analysis of 

conflicting data, particularly the contradictory findings regarding circulating miR-375 

levels in T1D and T2D patients, would strengthen the review. For instance, factors 

contributing to variability in miR-375 measurement (sample source, assay sensitivity, 

exosomal vs. free miRNA, etc.) should be discussed more critically. 

Translational Significance: 

The authors mention that miR-375 may serve as a biomarker and therapeutic target, but 

this important translational aspect could be elaborated further. A discussion on the 

current limitations of miR-375’s clinical application (e.g., standardization of assays, 

inter-patient variability, regulatory hurdles) would provide important context. 

Figures or Tables: 

The inclusion of a schematic summarizing the multiple roles of miR-375 in β-cell biology 

and diabetes subtypes would enhance reader understanding. A summary table 

highlighting key studies on circulating miR-375 levels in various diabetes types would 
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also be very helpful. 

Organization: 

The manuscript structure could be improved by: 

Moving some technical molecular details (e.g., transcription factors regulating miR-375) 

into a separate subsection. 

Creating a more distinct section on "Clinical Utility of miR-375 as a Biomarker." 

Minor Comments: 

The abstract is clear but could better reflect the translational focus by briefly mentioning 

potential clinical applications and existing challenges. 

Some grammatical errors and long sentences reduce clarity in certain sections (e.g., long 

paragraph under “MiR-375 maintains β cell mass”). 

The references are extensive and appropriate; however, a few more recent large-scale 

studies (2023–2024) could be incorporated to update the discussion. 

The running title could be slightly revised for clarity: e.g., “miR-375: β-Cell Regulator 

and Biomarker in Diabetes”. 

Conclusion: 

Overall, this is a strong and comprehensive review that would be a valuable 

contribution to the World Journal of Diabetes after moderate revisions. The suggested 

improvements mainly focus on improving focus, enhancing translational relevance, and 

adding critical evaluation.
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Are the experimental data presented in the 
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manuscript and between the main text and the content 
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the order in which they appear in the manuscript? Not 
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Is the content of the Discussion reasonable? Yes 
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SPECIFIC COMMENTS TO AUTHORS 

This review article provides a comprehensive synthesis of the role of microRNA-375 

(miR-375) in diabetes, focusing on its critical functions in pancreatic β cell maturation, 

proliferation, and insulin secretion, as well as its potential as a non-invasive biomarker. 

The topic is highly relevant given the increasing global burden of diabetes and the 
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urgent need for improved diagnostic and therapeutic strategies. Below, I outline specific 

comments to help refine and enhance the manuscript, organized into major and minor 

points for clarity, as recommended by standard peer-review guidelines. 

Overall Assessment 

The manuscript effectively consolidates current knowledge on miR-375, highlighting its 

pivotal role in β cell biology and its dysregulation in diabetes mellitus (DM), including 

type 1 diabetes (T1D), type 2 diabetes (T2D), and other forms. The discussion of miR-375 

as a potential biomarker, detectable in biological fluids like blood and urine, is 

particularly compelling due to its non-invasive nature. The review acknowledges key 

challenges, such as inconsistencies in circulating miR-375 levels and the lack of a clear 

correlation with insulin bioavailability, which adds credibility. The language, as 

confirmed by the editing certificate from Dr. Stephanie Parsley (dated 27/05/2025), is 

polished to a Grade A level, ensuring clarity and accessibility for a broad audience. 

However, to further elevate the manuscript’s academic and clinical impact, I suggest 

addressing the following points to enhance novelty, methodological transparency, and 

translational relevance. 

Major Comments 

Enhancing Novelty and Future Directions 

While the review is thorough, it primarily synthesizes existing research without offering 

significant new insights or hypotheses. To increase its impact, consider proposing 

specific research directions to address identified gaps, such as the unclear correlation 

between circulating miR-375 levels and insulin bioavailability. For example, longitudinal 

studies in diverse patient cohorts or experiments exploring environmental influences 

(e.g., diet, stress) on miR-375 expression could be suggested. Additionally, discussing 

potential therapeutic applications, such as miR-375 modulation in preclinical models or 

its role in ongoing clinical trials, would provide a forward-looking perspective. This 
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aligns with recommendations for high-quality reviews to not only summarize but also 

advance the field. 

Clarifying Literature Review Methodology 

As a review article, the manuscript would benefit from a brief section detailing the 

methodology used for literature selection and analysis. For instance, specifying the 

databases searched (e.g., PubMed, Scopus), the time frame of included studies, and any 

inclusion/exclusion criteria would enhance transparency and allow readers to assess the 

review’s comprehensiveness. This is particularly important in a rapidly evolving field 

like miRNA research, where study selection can significantly influence conclusions. 

Addressing Inconsistencies in Circulating miR-375 Levels 

The manuscript appropriately highlights inconsistencies in circulating miR-375 levels 

across studies, particularly in T2D. To strengthen this section, consider discussing 

potential reasons for these discrepancies, such as variations in patient demographics 

(e.g., age, disease stage), sample collection methods (e.g., plasma vs. serum), or miRNA 

quantification techniques (e.g., qPCR vs. next-generation sequencing). For example, 

differences in RNA extraction protocols or normalization methods could contribute to 

variability. Providing such context would help reconcile conflicting findings and guide 

future research, as suggested by best practices for peer review. 

Comparing miR-375 with Other Biomarkers 

To better position miR-375 as a biomarker, the review could compare its performance 

with other established or emerging biomarkers for diabetes, such as HbA1c, fasting 

glucose, or other miRNAs (e.g., miR-122, miR-29). If available, including data on 

sensitivity, specificity, or other diagnostic accuracy metrics from existing studies would 

provide a clearer picture of miR-375’s clinical utility. This comparison would help 

readers understand its unique advantages and limitations, enhancing the manuscript’s 

relevance for clinicians. 
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Elaborating on Translational Potential 

The conclusion suggests that miR-375 could be integrated into diagnostic and 

therapeutic strategies for diabetes. To make this more actionable, consider providing 

specific examples or hypothetical scenarios. For instance, how might miR-375 levels 

inform clinical decision-making, such as early detection or monitoring disease 

progression? Additionally, discussing challenges in translating miRNA research into 

clinical practice—such as standardization of measurement techniques, regulatory 

hurdles, or cost-effectiveness—would provide a balanced perspective. This aligns with 

recommendations to focus on practical implications in peer reviews. 

Minor Comments 

Abstract Clarity 

The abstract is well-written and provides a concise overview of the manuscript’s content. 

However, ensuring that it accurately balances established findings (e.g., miR-375’s role 

in β cell function) with research gaps (e.g., correlation with insulin bioavailability) 

would make it more engaging. A slight rephrasing to emphasize these gaps could draw 

readers into the review’s critical analysis. 

Figures and Tables 

If the manuscript includes visual aids, such as tables summarizing key studies or figures 

illustrating miR-375’s mechanisms in β cell function, ensure they are clear, well-labeled, 

and effectively support the text. For example, a table comparing miR-375 levels across 

diabetes types (T1D, T2D, GDM) or a diagram showing its regulatory pathways could 

enhance readability. If such elements are not included, their addition could significantly 

improve the manuscript’s clarity and impact, as visual aids are highly effective in review 

articles. 

References 

Ensure that the reference list is comprehensive and up-to-date, particularly given the 
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rapid pace of miRNA research. Including studies published in 2025 (up to the 

submission date) would strengthen the manuscript’s relevance. Additionally, verify that 

seminal papers on miR-375 and diabetes are included to avoid oversight, as a 

comprehensive reference list is critical for a review article. 

Broader Context for miR-375 

While the focus on miR-375 is appropriate, briefly mentioning other miRNAs implicated 

in diabetes (e.g., miR-122, miR-29) could provide context and justify why miR-375 is 

particularly noteworthy. This would help readers unfamiliar with miRNA research 

understand its significance within the broader landscape of diabetes biomarkers, 

enhancing accessibility. 

Additional Suggestions 

Limitations of Current Research 

Consider adding a dedicated section or subsection on the limitations of current miR-375 

research. This could include challenges in miRNA measurement (e.g., lack of 

standardization in sample processing or quantification), the complexity of interpreting 

circulating miRNA levels due to their expression in multiple tissues (e.g., brain, liver), 

and the need for larger, more diverse study populations to validate biomarker potential. 

Such a discussion would provide a balanced perspective and guide future research. 

Ethical and Practical Considerations 

If space allows, briefly addressing ethical considerations (e.g., informed consent for 

biomarker studies) or practical challenges (e.g., integrating miRNA testing into routine 

clinical care) could add depth to the discussion on translational potential. For example, 

discussing the cost-effectiveness of miR-375 testing or its integration with existing 

diagnostic workflows would be relevant for clinicians. 

Authors’ Contributions 

Ensure that the authors’ contributions section clearly outlines each author’s role, as this 
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is standard in scientific publishing. The provided information indicates that Marina 

Pierantoni conducted the literature review and drafted the manuscript, while others 

contributed to critical revisions and supervision. A clear statement of these contributions 

in the manuscript would enhance transparency, as recommended by publishing 

standards. 

This is a strong manuscript that provides a valuable synthesis of miR-375’s role in 

diabetes. Its focus on both scientific mechanisms and clinical potential is commendable, 

and the polished language ensures accessibility. Addressing the above points, 

particularly by enhancing novelty, methodological transparency, and translational 

relevance, will further elevate its quality and impact. I recommend minor revisions to 

incorporate these suggestions, as they do not require major restructuring but will 

significantly strengthen the manuscript. I look forward to seeing the revised version and 

believe it has the potential to make a meaningful contribution to the field. 


