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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.


	The manuscript addresses hydroxamic acids (HAs), which are widely used due to their powerful metal-chelating ability and their central role as zinc-binding groups (ZBGs) in metalloenzyme inhibition.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	Too broad. 

Suggestion:

“Hydroxamic Acid Scaffolds as Metalloenzyme Inhibitors: Advances in Chemistry and Drug Discovery”


	

	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.


	· Overly long and dense.

· Lacks quantitative information (years covered, number of compounds, gaps identified).

· No clear statement of why this review is needed.

Suggestion:
· Shorten and add a rationale and major conclusions.


	

	Is the manuscript scientifically, correct? Please write here.
	The topic is scientifically relevant, but the presentation have multiple issues
· Lacks timeline about modern and recent progress

· No PRISMA methodology

· Quite outdated references

· Condense historical sections; include latest studies from 2020–2024
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Many citations outdated (pre-2005, pre-2000, 1990s) where newer data exist. These might be fundamental, but the manuscript needs addition of newer reports and researches for adding the recent progress of research
	

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


	Proofreading of language with more professionalism is needed. Requires tightening and removal of repetitive content.
	

	Optional/General comments


	Abstract

1. major challenges (mutagenicity, PK issues) not mentioned

2. No clear concluding statement summarizing the impact

3. Abstract should align with the content presented later

Introduction

1. What gaps in knowledge exist?

2. Need new references

Methodology

1. Where is the methodology for literature selection?

2. Which databases were searched (PubMed, Scopus, Web of Science)?

3. What were the search terms?

4. What was the time frame for included studies?

5. What inclusion/exclusion criteria were applied?

6. How many articles were screened and selected?

7. Why were specific enzyme families (HDAC, MMP, ADAMs, LpxC) prioritized?
Other questions:
1. Are tautomerism and acidity adequately linked to binding behavior and drug design implications?
2. Fe³⁺, Zn²⁺, Mn²⁺, Mg²⁺ interactions should be compared quantitatively
3. Review needs Tables summarizing synthetic routes; Tables comparing clinical/experimental HA derivatives; SAR diagrams; Summary of active compounds with IC50 values
4. No quantitative comparison of inhibitors.

5. No discussion of isoform selectivity challenges beyond HDAC6.

6. ADAM and MMP areas lack recent clinical trial failures

7. Should discuss PK limitations, short half-life, glucuronidation, permeability issues.
8. Should incorporate
a) Microwave-assisted synthesis (recently very important)

b) Enzyme engineering approaches

c) Flow chemistry advances after 2017
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