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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.

	The manuscript (Ms_ BPR_4092) presents a series of original experimental assays aiming to explore the main active flavonoid compounds present in the methanol extract from the bark of the marking nut tree, Semecarpus anacardium, also known as Oriental cashew or varnish tree, an Indian tree growing in the outer Himalaya region extending to the Coromandel coast. By different methods, including thin layer chromatography, liquid chromatography-mass spectrometry, Fourier-transformed infrared and NMR spectroscopy, the authors proved that the most abundant components of the extract are 3-O-methyl quercetin and kaempferol. Subsequently the authors explored the antioxidant and cytoprotective effects of these two compounds on an in vitro model of exposure to exogenous free radicals (hydrogen peroxide) via an array of methods such as the MTT cell viability assay, DCFH-DA ROS production assay, measurement of mitochondrial transmembrane potential via rhodamine-123 fluorimetry, ROS-induced DNA degradation by alkaline comet and DNA laddering assays, release of LDH by cell cultures, caspase 3 assay, phospho-p38 levels by sandwich ELISA, Nrf2 levels by ELISA and RT-PCR, and SOD2 and catalase levels by Western immunoblotting. In addition, in silico docking assays using a genetic algorithm for flexible ligand (GOLD) proved highest binding affinity for the two compounds of p38α. These results are significant and highly relevant in view of the potential use of this vegetal remedy as a food supplement with antioxidant activity and possibly with senolytic effects.
	

	Is the title of the article suitable?
(If not please suggest an alternative title)

	The title 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.

	The Abstract is comprhensive; I suggest only minor spelling corrections.
	

	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.
-
	I suggest supplementary references related to the cell lines used in this study.
	

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

	
The English written expression is generally good, except for minor flaws; suggested corrections are marked with “Track changes” in the manuscript version “Ms_BPR_4092-corr.docx” sent along with this review.



	

	Optional/General comments

	
The Methods paragraph describing the two cell lines used in this study could be completed with a brief statement indicating that both cell lines (L-132 and L-02) are not really human alveolar epithelial cells and human hepatocytes of embryonic or fetal origin, as initially considered, but transformed HeLa cell lines (see https://www.atcc.org/products/ccl-5 and Shao T, Chen Y-L (2024) Stop using the misidentified cell line LO2 as a human hepatocyte. J Hepatol 80(5):E200-201).

The authors could add to the Discussion a breif description of the inhibitory effects of quercetin on Akt/PI3K and of kaempferol on  NF-κB, and their potential use as senolytic agents, as described for example in Soto-Gamez A, Demaria M (2017) Therapeutic interventions for aging: the case of cellular senescence. Drug Discovery Today 22(5):786-795.

The authors could also comment on the fact that genetic activation of Nrf2 may prompte development of de novo malignant tumors (DeNicola GM et al. (2011) Oncogene-induced Nrf2 transcription promotes ROS detoxification and tumorigenesis. Nature 475(7354):106–109) and atherosclerosis by increasing plasma and liver cholesterol levels (Barajas B et al. (2011) NF-E2-related factor 2 promotes atherosclerosis by effects on plasma lipoproteins and cholesterol transport that overshadow antioxidant protection. Arteriosclerosis, Thrombosis, and Vascular Biology 31(1):58–66), which may impose caution when applying the remedy they propose.

Several minor corrections and style improvements are required. Some suggested changes are marked with “Track changes” in the manuscript version “Ms_BPR_4092-corr.docx” sent along with this review.

Particularly, “Calorimetric ELISA” should be replaced with “Colorimetric ELISA” throughout the text.
	















	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? 

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

No.
	




	Are there competing interest issues in this manuscript?
	
No.
	



	If plagiarism is suspected, please provide related proofs or web links.
	
No.
	






	PART  3: Declaration of Competing Interest of the Reviewer:


	Here reviewer should declare his/her competing interest. If nothing to declare he/she can write “I declare that I have no competing interest as a reviewer”

I declare that I have no competing interest related to this study 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)
	9 (minor revision)






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


	
	Author’s Feedback
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