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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 provides a comprehensive review of the interplay between environmental factors, obesity, leptin dysregulation, and hormone-related cancers. It synthesizes current evidence on how obesogens, air pollution, and urban design contribute to metabolic imbalances and carcinogenesis, offering valuable insights for public health and precision medicine. The focus on epigenetic mechanisms and early-life exposures highlights critical research gaps, making it a significant contribution to understanding the environmental etiology of obesity-related cancers. It also underscores the need for integrated policy and clinical interventions, particularly for vulnerable populations.


	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The title is suitable and accurately reflects the content, clearly conveying the focus on environmental drivers, obesity, leptin imbalance, and their role in hormone-related cancers. However, it could be slightly refined for conciseness.

Suggested Alternative Title: "Environmental Drivers of Obesity and Leptin Dysregulation in Hormone-Related Cancers"


	

	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 comprehensive, covering the scope of the review, key environmental factors, mechanisms, and implications for public health and precision medicine. However, it could benefit from briefly mentioning specific examples of hormone-related cancers (e.g., breast, prostate) to clarify the scope for readers. Additionally, the term "underprivileged populations" could be replaced with "vulnerable populations" for consistency with scientific terminology.

Suggestions:

· Add a sentence specifying the hormone-related cancers discussed (e.g., breast, prostate, ovarian, endometrial).

· Replace "underprivileged populations" with "vulnerable populations" for clarity and inclusivity.


	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript is scientifically robust, providing a thorough synthesis of current literature supported by recent and relevant references. The discussion of leptin's role in energy regulation, leptin resistance, and its mechanistic links to cancer biology is accurate and well-supported by molecular and epidemiological evidence. The exploration of environmental factors (EDCs, air pollution, dietary contaminants, urban design) is grounded in established mechanisms like PPARγ activation, epigenetic reprogramming, and hypothalamic dysfunction. However, some sections (e.g., Section 5) could benefit from clearer delineation of epidemiological versus mechanistic evidence to avoid potential overlap and improve readability.


	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The references are comprehensive, recent (most from 2019–2025), and drawn from reputable sources, covering epidemiology, molecular biology, and environmental health. However, a few additional references could strengthen specific claims:

· For Section 3.1 (EDCs), consider citing Darbre, P. D. (2017). "Endocrine Disruption in Human Breast Cancer: Mechanistic Insights" to support the discussion on hormonal mimicry.

· For Section 6.2 (DOHaD), include Barker, D. J. (2007). "The Origins of the Developmental Origins Hypothesis" to provide historical context for the DOHaD framework.

· Ensure all cited references (e.g., Obradovic et al., 2021a, 2021b) are distinct in the reference list, as some citations appear repetitive.


	

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


	The language is suitable for scholarly communication, with clear and precise scientific writing. However, minor grammatical and stylistic improvements could enhance readability. For example:

· In Section 2.2, "Interestingly, people who are obese tend to have higher blood leptin levels but less physiological reactions" could be revised to "Notably, obese individuals often exhibit elevated circulating leptin levels but reduced physiological responses."

· Some sentences are lengthy and could be simplified for clarity, particularly in Sections 4 and 5.
Recommendation: A light copyedit to address minor grammatical issues and improve sentence flow would elevate the manuscript’s polish.


	

	Optional/General comments


	The manuscript is well-structured and provides a compelling synthesis of environmental, metabolic, and oncogenic mechanisms. The inclusion of figures (e.g., Figs. 1 and 2) enhances the explanation of leptin’s role in appetite regulation and cancer biology. However, the manuscript could benefit from:

· A clearer distinction between epidemiological and mechanistic sections, especially in Section 5, to avoid redundancy.

· A brief discussion of potential sex-specific differences in leptin’s role in hormone-related cancers, as this is hinted at but not fully explored.

· Ensuring all figures (image1.jpg, image2.png) are properly referenced in the text and have clear captions to align with journal standards.
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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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