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	PART  1: Comments



	
	Reviewer’s comment

Artificial Intelligence (AI) generated or assisted review comments are strictly prohibited during peer review.
	Author’s Feedback (It is mandatory that authors should write his/her feedback here)


	Please write a few sentences regarding the importance of this manuscript for the scientific community. A minimum of 3-4 sentences may be required for this part.


	The manuscript's theme makes a relevant contribution to the scientific community by presenting some advances in therapies for DMD, highlighting innovations such as gene editing and the use of microdystrophins, in addition to the most commonly used drug therapies.

However, despite its relevance, the article could further expand its approach, particularly with regard to the frontiers of research described in the article's title, presenting the perspectives of this research and other information I have provided as general comments that I believe could contribute to the written work. A greater depth, as suggested in the title itself, would make the scientific contribution more comprehensive.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	Challenges in Duchenne Muscular Dystrophy, Therapies and Perspectives in Research
	

	Is the abstract of the article comprehensive? Do you suggest the addition (or deletion) of some points in this section? Please write your suggestions here.


	The contextualization could be changed beyond the description of DMD in men and women. It could present DMD according to its pathophysiology as well and not just according to genetics, in order to better explain the objective of the work before explaining the methodology that was to evaluate the data described in the literature.
	

	Is the manuscript scientifically, correct? Please write here.
	Yes, although there could be even more current references.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The authors could cite more recent articles on the use of techniques and substances in DMD. It's an area that has seen growing research, and the most recent article cited was from 2023.
	

	Is the language/English quality of the article suitable for scholarly communications?


	I believe so, there is good understanding.
	

	Optional/General comments


	1. Introduction Paragraph:

I suggest restructuring the second paragraph of the introduction to clarify the importance of dystrophin in muscle fiber stability, and then explain that the absence of this protein leads to progressive muscle degeneration. The current format may suggest that the presence of dystrophin is harmful, when in fact, its absence causes the damage. It would also be interesting to highlight that the symptoms of DMD are usually not noticed at birth but become evident around four years of age.

2. Description of Gowers' sign:

I recommend improving the description of Gowers' sign. It would be important to describe from the beginning how the child tries to get up from the floor: Initially, the child places their hands on the floor to compensate for the proximal weakness of the lower limbs. Then, they use their upper limbs to "climb" their body, supporting their hands on their legs and climbing with difficulty until they reach an upright position. This explanation helps to better visualize the sign and its clinical significance.

3. Muscle biopsy findings:

The current biopsy description could be more detailed. It would be relevant to mention the inflammatory infiltrates, the replacement of muscle fibers with fibrous and adipose tissue, the variation in fiber size, and the central nuclei of the muscle fibers as indicative of regeneration. Furthermore, the inclusion of specific references to these findings would strengthen the scientific basis of the excerpt.

4. Use of prednisone/prednisolone:

In the section discussing prednisone and prednisolone, it is important to clarify that prednisone is a prodrug and only becomes active after being converted to prednisolone in the liver. Prednisolone, on the other hand, is already in its active form when administered. This distinction is crucial and may have clinical implications in certain patients. For this reason, do not describe the text as "Prednisone/Prednisolone" when referring to the conversion of the substance in the liver.

5. Genetic and Phenotypic Variations:

It would be interesting to expand the discussion on mutations in the DMD gene and how different variations can influence the clinical phenotype, as well as the incidence of these alterations, leading to more severe or milder manifestations of the disease. A brief explanation of this would contribute to a broader understanding of the heterogeneity of DMD.

6. Research Gaps and Therapeutic Limitations:

The gaps in current research need to be explored in greater depth. It would be useful to discuss how many substances tested to date have shown limited or inconclusive results in clinical trials, despite sometimes showing good results in experimental models. Including this critical analysis would strengthen the review and highlight the challenges of translating scientific knowledge into clinical practice. Furthermore, understanding the approaches that have not shown efficacy contributes to identifying those that are or may be potentially effective in the treatment of DMD.

7. Conclusion:

The conclusion is quite concise. Considering that this is a literature review on a complex topic, I recommend expanding this section, reinforcing the main points discussed, the current advances and limitations, and pointing out future perspectives for the treatment and management of DMD.
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	Reviewer’s comment
	Author’s comment (if agreed with reviewer, correct the manuscript and highlight that part in the manuscript. It is mandatory that authors should write his/her feedback here)

	Are there ethical issues in this manuscript? 


	(If yes, Kindly please write down the ethical issues here in details)
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