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	Reviewer’s comment

Artificial Intelligence (AI) generated or assisted review comments are strictly prohibited during peer review.

	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 study explores ruthenium-azopyridine complexes as potential chemotherapeutic agents. Represented the limitations and side effects of traditional platinum-based drugs like cisplatin in cytotoxic activity, and this work offers an alternative class of metal-based drugs with cytotoxic activity.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	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.


	Check once the substitutions mentioned -CNH2, it may be written as -NH2. The substitutions mentioned in Table 2 and in abstract were not matching. I mean aromatic ring not mentioned in basic pharmacophore represented in Table 2.
	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript follows a well-organized format, and key findings are clearly stated and supported by data. DFT and TD-DFT calculations at the B3LYP/Lanl2DZ level are appropriate for studying electronic structures and application of Natural Bond Orbital analysis strengthens the interpretation of electronic interactions. Further HOMO-LUMO gap analysis and MLCT transitions are correctly used to predict chemical reactivity and photodynamic properties. Cytotoxicity predictions for A498, H226, IGROV, MCF-7, and WIDR cancer cells enhance translational relevance.
· The study relies solely on computational data without experimental verification (synthesis, characterization, and in vitro cytotoxicity assays - The predicted cytotoxicity of the compounds should ideally be compared with experimental IC50 values to confirm accuracy). 

· The methods/procedures used in the study are not clearly explained.
· Table 2 need to check correctly (Pharmacophore mentioned), IUPAC names especially mentioned in the table.

· In page 8 mentioned C4 and C7 do not form spontaneously at 298K due to positive ΔG values. But in the QSAR models prediction showed cytotoxic activity, which may not be chemically feasible. This discrepancy should be addressed.
· If possible, perform external QSAR validation with independent ruthenium complexes from the literature. Provide Y-randomization tests.
· The authors focused only on electronic structure but does not discuss on solubility, metabolism, or drug-likeness.
· Cytotoxic activity is predicted based on HOMO-LUMO interactions, but DNA binding affinity is not explicitly tested. Perform molecular docking of the most potent complexes and molecular dynamics (MD) simulations to evaluate binding stability over time.
· Improve language and clarity for readability.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	References are sufficient but not represented in article format
	

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


	Need to improve in discussion part
	

	Optional/General comments


	
	


	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? 
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