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	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.


	
	

	Is the title of the article suitable?
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	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.


	
	

	Is the manuscript scientifically, correct? Please write here.
	
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
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	Optional/General comments


	The Abstract requires restructuring to enhance clarity. In its current form, it is challenging to discern the Author's specific focus on the topic. 

English language and the flow of the paragraphs might need to be improved, particularly in the Manuscript’s introduction. 

Section Myocardial Infarction: You have outlined all possible avenue of cardiac repair; however the articles main premise was to uncover the cell death in multiple scenarios. I do not see any fruitful discussion how the cell death is happening post-MI (myocardial infarct). Please list, if possible, all the axis of necrosis, apoptosis, and autophagy, that are involved in myocardial infarction.

Ischemic Necrosis is caused by prolonged oxygen deprivation due to coronary artery occlusion, leading to irreversible damage to cardiomyocytes. Inflammatory Necrosis is triggered by the release of pro-inflammatory cytokines, which exacerbate tissue damage. Etc…in the Apoptosis please pick e.g. the Intrinsic Pathway, which is Initiated by mitochondrial dysfunction and oxidative stress, leading to the release of cytochrome c and activation of caspase-9. Maybe then the extrinsic Pathway, which is mediated by death receptors like Fas and TNF-α, which activate caspase-8. Then you could concentrate on the Endoplasmic Reticulum Stress that induces apoptosis through unfolded protein response and calcium dysregulation. Etc….

Then you could discuss e.g., excessive Autophagy leading to autophagic cell death if dysregulated, contributing to cardiomyocyte loss. Or maybe the protective Autophagy that promotes survival by degrading damaged organelles and proteins, especially in the peri-infarct zone.

These processes are interconnected, and their balance determines the extent of myocardial damage and repair.

Cell Death in CNS, I think you need to describe the pathway axis and maybe present a figure how all the pathways of cell death in CNS are interconnected. This process will involve synthesis all the knowledge and present it in concise way, clearly showing you know all the pathways in Alzheimer's disease (AD) or Parkinson disease (PD) and how these diseases are influence by cell death and what activation pathways are similar or how they differ. You are discussing NLRP3 inflammasome activation or Toll like receptors and innate immune response but do not show how all is interconnected. Also, if you d like to make the article more compelling show how cell membrane is activated leading to certain pathway and gene up/downregulations, protein production, protein-protein interactions etc. 
NLRP3 Inflammasome Activation e.g., In both AD and PD, the NLRP3 inflammasome is activated by aggregated proteins (e.g., amyloid-beta in AD and alpha-synuclein in PD). This leads to caspase-1 activation and the release of pro-inflammatory cytokines like IL-1β and IL-18 (1). The inflammasome also interacts with Toll-like receptors (TLRs), amplifying neuroinflammation and oxidative stress.

Moreover, In AD, pyroptosis and necroptosis are prominent, driven by amyloid-beta and tau pathology (2). However, in PD, ferroptosis and autophagy-related cell death are more significant, linked to alpha-synuclein and dopaminergic neuron loss (1).

Maybe reader would like to also know if they are differences in MI and Neuroinflammatory pathways leading to cell death? 

In section Cancer and DM it is very similar pattern of structuring the knowledge and allowing reader to make important connections while you are presenting him/her with your succinct writing. 

You could decide to rewrite the Manuscript with an idea of a cell from different organs and look at common pathways for all listed ailments or show how the pathways differ in each listed tissue or cell. 

Once again, thank you for entrusting me with this responsibility. I look forward to completing the review and collaborating toward the refinement of this manuscript.
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