
Reviewer 1 

Overall Evaluation: This editorial provides a timely and comprehensive synthesis of the 

emerging role of β-cell dedifferentiation in type 2 diabetes (T2D) pathogenesis. The 

authors adeptly integrate recent findings from Wang et al. (2025) with broader 

mechanistic insights into metabolic stress, ER dysfunction, and FoxO1 inhibition. The 

discussion of therapeutic strategies targeting β-cell plasticity is particularly compelling 

and aligns with current trends in diabetes research. The manuscript is well-structured, 

logically organized, and supported by robust references. However, certain areas could 

benefit from expansion or refinement to enhance translational relevance and clinical 

applicability.  

We would like to thank the reviewer for the complement. 

Major Strengths: 1. Mechanistic Clarity: The interplay between metabolic stress, ER 

dysfunction, and FoxO1 inhibition is elucidated with precision, offering a cohesive 

framework for understanding β-cell identity loss. 2. Therapeutic Focus: The emphasis on 

reversibility and therapeutic interventions (e.g., chemical chaperones, FoxO1 modulation) 

provides actionable insights for future research. 3. Integration of Preclinical and Human 

Data: The inclusion of both animal models and human studies strengthens the 

translational validity of the proposed mechanisms. Suggestions for Improvement:  

1. Clinical Relevance: While preclinical models are well-discussed, expanding on 

clinical evidence (e.g., human trials of ER stress inhibitors or FoxO1 activators) 

would strengthen the argument for therapeutic feasibility.  

We would like to thank the reviewer for the suggestions. We modify the paragraphs, 

please see pages 11, Lines 233-240, highlighted in yellow. 

 

2. Heterogeneity in Dedifferentiation: The editorial briefly mentions patient 

heterogeneity but could delve deeper into how factors like diabetes duration, genetic 

background, or comorbidities influence dedifferentiation patterns.  

We would like to thank the reviewer for the suggestions. We modify the paragraphs, 

please see pages 10, Lines 210-225, highlighted in yellow. 



 

3. Biomarker Development: A more detailed discussion of potential biomarkers 

(e.g., circulating Aldh1a3 or imaging techniques) would enhance the diagnostic 

implications section.  

We would like to thank the reviewer for the suggestions. We modify the paragraphs. 

Please, see pages 9 and 10, Lines 192-209, highlighted in yellow. 

 

Conclusion: This editorial makes a significant contribution to the understanding of β-cell 

failure in T2D and offers a roadmap for future research. By incorporating the suggested 

citations, the authors can broaden the discussion to include systemic metabolic 

interactions and therapeutic nuances. With minor revisions, this manuscript will serve as 

a valuable resource for researchers and clinicians alike.  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

Reviewer #2: 

Specific Comments to Authors:  

Thank you for the opportunity to review the editorial titled “β-Cell Dedifferentiation in 

Type 2 Diabetes: The Interplay of Metabolic Stress, ER Dysfunction, and FoxO1 

Inhibition.” The manuscript presents a thoughtful and well-structured overview of an 

increasingly recognized mechanism in the pathophysiology of type 2 diabetes. By 

focusing on β-cell dedifferentiation, the authors shed light on a phenomenon that 

complements the traditional understanding of β-cell apoptosis as a driver of insulin 

secretory failure. The emphasis on metabolic stress, particularly the interplay between 

chronic glucotoxicity, lipotoxicity, and endoplasmic reticulum (ER) dysfunction, 

provides an in-depth and current perspective that aligns with emerging literature in the 

field. The editorial effectively integrates recent findings, especially those from Wang et 

al., while offering a broader context supported by high-quality references. The discussion 

on FoxO1 inhibition as a regulatory node in dedifferentiation is particularly valuable, as 

it connects nutrient-sensing pathways with β-cell identity maintenance and opens 

avenues for therapeutic targeting.  

The manuscript also appropriately addresses the concept of β-cell plasticity and the 

reversibility of dedifferentiation, which are of significant interest for future regenerative 

strategies in diabetes management. The writing is clear and scientifically sound, with 

logical flow and appropriate terminology for the target readership.  

We would like to thank the Reviewer for the insight and complements.  

However,  

1. minor grammatical corrections are recommended—for instance, the phrase “this 

editorial highlight” in the Core Tip should be revised for subject-verb agreement.  

We would like to thank the Reviewer for the notification. The manuscript has been 

Edited by professional English Language editor company.  

 



2. Additionally, while the manuscript outlines the therapeutic promise of targeting 

ER stress and modulating FoxO1, the conclusion could be further strengthened by 

expanding on specific translational challenges or suggesting directions for future 

research.  

We would like to thank the reviewer for the suggestions. We modify the paragraphs. 

Please, see pages 11 and 12, Lines 233-240 and 259-273, highlighted in yellow. 

 

3. The references cited are appropriate, up-to-date, and balanced, with no excessive 

self-citation. Ethical considerations are not applicable as no original experiments 

are presented. Overall, this editorial is a well-composed, scientifically valuable 

contribution that is likely to engage readers and stimulate further inquiry into β-

cell preservation and diabetes treatment. I recommend acceptance with minor 

revisions. 

We would like to thank the Reviewer for the insight and complements.  

 

Accept 

Thanks for your comments. 


