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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.
	This manuscript addresses the highly active research area of mitochondrial dynamics in cancer, integrating structural biology, metabolic reprogramming, and emerging therapeutic strategies. By connecting cristae remodeling, fusion–fission machinery, metabolic plasticity, and treatment resistance, it provides a multidimensional view that is highly relevant for cancer biologists and translational researchers. The review also synthesizes recent findings (2021–2025) that are often scattered across molecular biology, metabolism, and therapeutic development, making it a valuable resource. The emphasis on therapeutic implications of targeting OPA1, DRP1, MICOS components, and OMA1 positions the
manuscript as timely and impactful for future drug development efforts.
	

	Is the title of the article suitable?
(If not please suggest an alternative title)
	Yes, the title is generally suitable, but it is slightly long and could be more focused.
Could be: "Mitochondrial Dynamics in Cancer: Structural Remodeling, Metabolic Plasticity, and Therapeutic Targeting"
	

	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 abstract is overall informative but contains redundancies, could be more concise, and should better highlight the main contributions of the review. It currently repeats several ideas (e.g., mitochondrial functions, morphology, imbalance) without clearly stating what this review adds.
Suggested improvements:

Improve flow — reduce repetition regarding ATP production, dynamics processes, and cancer cell differences.
Add a sentence on therapeutic implications, since the manuscript discusses this extensively.
Correct minor English issues such as “refers the changing process” → “refers to the processes of…”.
	

	Is the manuscript scientifically, correct? Please write here.
	Overall, the manuscript is scientifically sound, well-researched, and integrates extensive recent literature up to 2025. Mechanistic descriptions of DRP1, OPA1, MICOS, ERK/RAS signaling, AMPK pathways, and metabolic reprogramming are accurate and well supported by appropriate citations.
However, a few issues should be addressed:
Strengths
· Excellent integration of mitochondrial structure, metabolism, and signaling.
· Updated references including 2023–2025 studies.
· Strong mechanistic descriptions of OPA1, MIC60, DRP1, and metabolic flexibility.
· Good coverage of therapeutic molecules (e.g., Mdivi-1, Drpitor1a, MYLS22, Miclxin).

Scientific issues / corrections
· Some sections are too descriptive and could be more critically analyzed (e.g., section 5.0).
· The review does not sufficiently discuss limitations, contradictions, or open questions in the field.
· A few sentences contain minor inaccuracies or unclear phrasing (e.g., references to “Cristae form specialized architectures…” repeated multiple times).
· The Discussion section largely repeats earlier points and could emphasize future directions more strongly.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Yes, the references are extensive, sufficient, and very recent, including papers from 2023–2025 and key foundational works.
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	Is the language/English quality of the article suitable for scholarly communications?
	The manuscript is understandable, but English quality needs moderate revision. Key issues include:

· Repetition of ideas and phrases.
· Some grammatical inconsistencies (“refers the changing process”, “The fusion proteins are the outer mitochondrial membrane...”).
· Occasional awkward sentence structures.
· Inconsistent use of tenses.
· Missing articles and prepositions in several places.

The manuscript would benefit from professional language editing or a thorough linguistic revision.
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	Are there ethical issues in this manuscript? 
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Reviewer details:

Edenilson Brandl, Brazil

[bookmark: _GoBack]



