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	Reviewer’s comment
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	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.


	Nicotine consumption in the form of tobacco has many harmful effects on the nervous system, which is of particular concern given the increase in its consumption, especially among young people. On the other hand, it seems that the only adverse effect of tobacco is due to its consumption with smoke, which this study shows that smoke is not the only dangerous factor of tobacco.


	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	Yes, it is suitable.


	

	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.


	There is no mention of GFAP in the abstract as to why this protein was investigated.


	

	Is the manuscript scientifically, correct? Please write here.
	yes
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	References are appropriate, but a reference should be added to the Tissue Extraction and Processing section.


	

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


	yes
	

	Optional/General comments


	1- The introduction section mostly refers to the history of this type of tobacco and nothing is said about GFAP in astrocytes. It seems necessary to mention astrocytes and this protein in the introduction.

2- The immunohistochemical staining process is very incomplete and the descriptions are very general, and the materials and devices used are not mentioned.

3- The discussion is very brief and inadequate. It seems that first, a reference should be made to previous studies on the effects of tobacco on the hippocampus, then to the role of GFAP protein in activating astrocytes, then to a background on the role of tobacco or other drugs on astrocytes, then to the results achieved, and finally to the cause of the negative effect of nicotine on astrocytes, especially the role of nicotine in the expression of GFAP protein, which is the main topic of the article. There is no indication of the cellular or molecular reason for nicotine's role in increasing GFAP protein.
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	Are there ethical issues in this manuscript? 


	(If yes, Kindly please write down the ethical issues here in detail)

Yes, in this article, since work was done with laboratory animals, approval from the Ethics Committee for Working with Laboratory Animals must be mentioned, and its code is mentioned.
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