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	PART  1: Comments



	
	Reviewer’s comment
	Author’s Feedback (Please correct the manuscript and highlight that part in the manuscript. 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 a significant gap in understanding the metabolic consequences of TP53 gain-of-function (GOF) mutations in prostate cancer progression. The findings highlight the impact of specific mutations (R175H and R273H) on critical metabolites, offering potential biomarkers for diagnosis and therapy. The study's robust methodology, particularly the metabolomics approach, provides valuable insights into the molecular underpinnings of therapy resistance in prostate cancer. These findings are crucial for developing targeted therapeutic strategies for advanced prostate cancer.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The title is clear but could be refined for precision and impact. Suggested alternative: "Impact of TP53 Gain-of-Function Mutations on Metabolic Reprogramming in Prostate Cancer Progression"
	

	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 but could benefit from minor adjustments for clarity and focus:

· Add a brief mention of the methodology (e.g., "Using advanced metabolomics analysis").

· Specify key implications of the findings for therapy.

· Remove redundancies, such as restating the importance of TP53 mutations twice.


Suggested Revision: "Despite advancements in prostate cancer treatment, therapy resistance remains a significant challenge. This study explores the metabolic consequences of TP53 gain-of-function mutations (R175H and R273H) using metabolomics analysis. Key findings include the dysregulation of essential metabolites, such as α-ketoglutarate and spermidine, which support cancer cell survival and progression. These insights provide potential biomarkers for prognosis and therapeutic targeting in aggressive prostate cancer."
	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript is scientifically robust, with a well-documented methodology and clear presentation of results. However, some areas warrant improvement:

· Clarify how specific metabolic pathways are influenced by the identified metabolites.

· Discuss the potential off-target effects or limitations of targeting the highlighted metabolites in clinical settings.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The references are recent and relevant, with adequate coverage of the background and discussion. However, additional citations could enhance the study:

· Include more references on the role of TP53 in metabolic reprogramming beyond prostate cancer, such as "Mutant p53 rewires metabolic pathways in cancer" (Nature Reviews Cancer).

· Cite studies exploring therapeutic interventions targeting metabolic pathways in prostate cancer.
	

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


	The language is mostly suitable for scholarly communication. However, minor grammatical errors and redundancies should be addressed:

· Replace overly complex sentences with clearer constructions.

· Ensure consistent use of technical terms, such as "gain-of-function" vs. "GOF."
	

	Optional/General comments


	· Figures and tables are well-constructed but could benefit from additional annotations to enhance readability.

· Highlight the clinical relevance of the findings more explicitly in the discussion and conclusion sections.

· Consider including a flowchart summarizing the metabolic changes associated with TP53 mutations to aid comprehension.
	


	PART  2: 



	
	Reviewer’s comment
	Author’s comment (if agreed with the 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? 


	There are no evident ethical concerns in this manuscript. The study does not involve human or animal subjects, and appropriate cell lines and experimental protocols have been used. Furthermore, there is a statement indicating that ethical declarations are not applicable, which is consistent with the scope of the study.

	

	Are there competing interest issues in this manuscript?
	No competing interests are disclosed in the manuscript, and there are no indications of financial or personal conflicts that could bias the study. If not already present, the authors should explicitly state a lack of competing interests to ensure transparency.
	

	If plagiarism is suspected, please provide related proofs or web links.
	No plagiarism is suspected based on the provided document. The text appears original, with proper citations for prior studies and findings. However, to verify thoroughly, the manuscript could be checked against plagiarism detection tools. If any specific sections appear similar to existing works, links or references should be provided for confirmation.
	


	PART  3: Declaration of Competing Interest of the Reviewer:



	 I declare that I have no competing interest as a reviewer


	PART  4: Objective Evaluation:



	Guideline
	MARKS of this  manuscript

	Give OVERALL MARKS you want to give to this manuscript 

( Highest: 10  Lowest: 0 )

Guideline: 

Accept As It Is: (>9-10)

Minor Revision: (>8-9)

Major Revision: (>7-8)

Serious Major revision: (>5-7)

Rejected (with repairable deficiencies and may be reconsidered): (>3-5)

Strongly rejected (with irreparable deficiencies.): (>0-3)
	Score: 8.5 (Minor Revision Required)

The manuscript is well-constructed and scientifically sound, with minor revisions needed for clarity, improved discussion, and a few additional references. It has significant potential for contribution to the field and should be published after addressing these points.


	Editorial Comments (This section is reserved for the comments from journal editorial office and editors):



	
	Author’s Feedback

	
	


Reviewer Details:
This section is mandatory to prepare the Reviewer Certificate. 

Please complete this section carefully. Reviewer Certificate will be generated by using this information only. 

Your Certificate will be wrong, if you provide incorrect information. 

Please note modification of certificate will not be possible after generation. 

Certificate will not be issued if incomplete information is provided.

	Name of the Reviewer
	Kirolos Eskandar 

	Department of Reviewer
	General Medicine

	University or Institution of Reviewer
	Helwan University – Faculty of Medicine and Surgery

	Country of Reviewer
	Egypt

	Position: (Professor/lecturer, etc.) of Reviewer
	Physician

	Email ID of Reviewer
	kiroloss.eskandar@gmail.com

	WhatsApp Number of Reviewer (Optional)
	+49 1775965567

	5-8 Keywords regarding expertise of Reviewer
	General Medicine, Psychiatry, Oncology, Pharmacogenomics, General Surgery.


Created by: DR
              Checked by: PM                                           Approved by: MBM
   
Version: 3 (07-07-2024)


