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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 authors use spatial transcriptomics to uncover biologically meaningful patterns in brain tissue with relevance to the spatial relationships between core brain cell types and PD/inflammation-related genes. The authors found a strong spatial coupling between astrocytes and vascular cells, while dopaminergic and immune cells remained spatially separated. The authors’ research may have important implications to understanding the pathogenesis of Parkinson’s disease. The authors found a gene-high groups form coherent and reproducible spatial clusters that correlate with biological pathways of inflammation and neurotransmission. The authors results provide new information on how gene expression and cell-type neighborhoods are spatially organized in the brain with relevance to neuroinflammatory pathways in Parkinson’s disease.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The title of the manuscript is suitable and provides the appropriate attention to the manuscript. 
	

	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 and reflects  the content of the manuscript.  The abstract clearly states and explains the problem investigated. 
	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript is scientifically corrext since patial transcriptomics analysis integrates high-resolution imaging and transcriptomic data to map gene expression profiles within their tissue context. The analysis is used in this manuscript with the appropriate interpretations and conclusion. 
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The authors research builds on previous research and does reference the research work properly. The references are appropriate and move the  body of the scientific knowledge forward in this manuscript. 
	

	Is the language/English quality of the article suitable for scholarly communications?
	The manuscript is well written and does not require English language editing. The English quality is suitable for scholarly communications.
	

	Optional/General comments


	The role of the anti-aging gene Sirtuin 1 is critical to inflammation and neuron proliferation and may be important in the determination of how gene expression and cell type neighbourhoods are spatially organized in the brain of Parkinson’s disease patients. Sirtuin 1 may determine the spatial clusters that are linked with inflammation in Parkinson’s disease brains.

RELEVANT REFERENCES:

1.
Anti-Aging Genes Improve Appetite Regulation and Reverse Cell Senescence and Apoptosis in Global Populations. Advances in Aging Research, 2016, 5, 9-26.

2.
Single Gene Inactivation with Implications to Diabetes and Multiple Organ Dysfunction Syndrome. J Clin Epigenet. 2017; Vol. 3 No. 3:24.

3.
Nutritional and Genotoxic Stress Contributes to Diabetes and Neurodegenerative Diseases such as Parkinson's and Alzheimer's Diseases. - Frontiers in Clinical Drug Research -CNS and Neurological Disorders. Volume 3 Editor: Atta-ur-Rahman  Pp. 158-192 (35) 2015.
	


	PART  2: 



	
	Reviewer’s comment
	Author’s Feedback (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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