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	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.


	This manuscript provides a comprehensive and timely review of metal-based anticancer agents, focusing specifically on in vivo studies from 2017-2023. The work addresses a critical gap in the field by systematically evaluating non-platinum metallodrugs (Ru, Au, Cu, Ir, Os) that may overcome cisplatin resistance and reduce systemic toxicity. The review is particularly valuable for medicinal chemists and oncology researchers as it synthesizes preclinical evidence across multiple metal classes and highlights compounds that have progressed to clinical trials. The emphasis on in vivo validation over purely in vitro data represents an important contribution toward accelerating the translation of metallodrugs from bench to bedside.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The title is generally suitable and reflects the content of the manuscript. However, I suggest a minor grammatical correction: change "Metal Complexes And its Anti-Cancer Activities" to "Metal Complexes and Their Anti-Cancer Activities" for proper agreement. Additionally, specifying the time frame in the title could be beneficial. Suggested revised title: "A Review on Metal Complexes and Their Anti-Cancer Activities: Recent Updates From In Vivo Studies (2017-2023)"
	

	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 well-structured, effectively summarizing the scope and key findings of the review. It clearly articulates the limitations of platinum drugs, introduces alternative metal complexes (Ru, Au, Cu, Ir, Os), and highlights clinical-stage compounds. Suggestions for improvement: (1) Consider adding specific quantitative outcomes (e.g., tumor inhibition percentages achieved by lead compounds) to strengthen the abstract; (2) The phrase "advocates for standardized preclinical evaluation" could be expanded to briefly mention what standardization is needed; (3) Keywords are appropriate and comprehensive.
	

	Is the manuscript scientifically, correct? Please write here.
	Yes, the manuscript is scientifically correct and demonstrates a solid understanding of medicinal inorganic chemistry and cancer biology. The mechanistic descriptions of metal complex actions (DNA binding, ROS generation, TrxR inhibition, mitochondrial disruption) are accurate and well-supported by literature. The redox chemistry of ruthenium complexes (Ru(III)/Ru(II) activation) and the speciation challenges of gold complexes are correctly explained. Minor suggestions: (1) Verify that all IC₅₀ values and tumor inhibition percentages are accurately transcribed from original sources; (2) The discussion of osmium complexes' ER stress pathway could benefit from more detailed mechanistic explanation; (3) Ensure consistency in reporting units (μM vs. μg/mL) throughout tables.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The references are generally comprehensive and recent, covering the stated period of 2017-2023 adequately. The manuscript includes over 180 references spanning major journals in the field. Suggestions: (1) Consider including more references on the pharmacokinetics and biodistribution studies of metallodrugs; (2) Some seminal works on theranostic applications of copper-64 PET imaging could be added; (3) Recent 2023 publications on Ir/Os clinical progress could be included if available; (4) Reference [29] for Rosenberg's discovery appears to be missing the year (should be 1965); (5) Ensure all DOI links are functional and consistently formatted.
	

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


	The overall English quality is good and suitable for scholarly communication. The manuscript is clearly written with appropriate scientific terminology. Minor corrections needed: (1) Title: "its" should be "their" for grammatical agreement; (2) Some sentences are overly long and could be split for clarity; (3) Minor typographical issues in Table 2 (e.g., column formatting irregularities); (4) Check for consistent hyphenation (e.g., "tumor-selective" vs "tumor selective"); (5) Some reference formatting inconsistencies should be addressed (e.g., author names, journal abbreviations). Overall, minor proofreading is recommended before final publication.
	

	Optional/General comments


	This is a well-organized and comprehensive review that fills an important niche in the metallodrug literature. Additional suggestions: (1) Consider adding a summary table comparing all metal classes side-by-side for key parameters (tumor inhibition %, toxicity profile, clinical status); (2) The figures are informative but consider improving resolution; (3) Section 9.2 discusses AI/ML applications briefly—this emerging area could be expanded; (4) A graphical abstract would enhance the manuscript's visibility; (5) Consider discussing the role of nanomedicine approaches (nanoparticle delivery of metallodrugs) as this is a rapidly growing field; (6) The conclusion effectively summarizes key findings but could include more specific future research directions.
Minor revisions addressing grammatical corrections, table formatting, and suggested additions would strengthen the work for publication.
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