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	PART 1: Comments

	
	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.
	1. The manuscript has Comprehensive Coverage. It means that it broadly addresses key aspects of kinase inhibitors, including history, mechanisms, clinical challenges (e.g., drug resistance), and future trends.
2. It has Clinical Relevance that strongly emphasizes translational success (e.g., imatinib, osimertinib) and precision medicine.
3. Also, it clearly outlines the evolution of drug design from molecular targets to next-generation therapies.
	

	Is the title of the article suitable?
(If not, please suggest an alternative title)
	I think the title of the article 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.
	1. I suggest writing "Cancer, a multifaceted clinical challenge, is driven by dysregulation of protein kinases—key regulators of critical cellular functions." instead of Cancer remains a formidable clinical issue, defined by complicated molecular changes such as …(Rationale: Avoid redundancy and emphasize the centrality of kinases.)
2. Plz use widely recognized terms for accessibility: for example, traditional chemotherapy to precision oncology instead of non-specific cytotoxic medicines to precision medicine.
3. You can briefly mention molecular drivers of resistance (e.g., gatekeeper mutations, bypass signaling).
	

	Is the manuscript scientifically correct? Please write here.
	This article is scientifically sound, comprehensive, and up-to-date in its discussion of kinase inhibitors, their mechanisms, clinical impact, and challenges. Only a minor correction regarding the production of osimertinib is needed. The rest of the material is well supported by current literature and clinical data. I suppose osimertinib is
universally recognized as a third-generation EGFR TKI, not a second-generation.
	

	Are the references sufficient and recent? If you have suggestions for additional references, please mention them in the review form.
	The references are sufficient and recent.
	

	Is the language/English quality of the article suitable for scholarly communications?
	The text requires light editing to optimize grammar and ensure accurate terminology. (Balances brevity, professionalism, and specificity.)
	

	Optional/General comments
	1. I suggest that the Section Segmentation be done and use Subheadings to improve readability:
Past Achievements (e.g., imatinib as a milestone) Current Challenges (resistance, CNS penetration) Future Strategies (AI, multi-target drugs)
2. The existing conclusion is scientifically sound, but could be enhanced by adding clinical examples, clarifying new concepts, and improving the structural organization. The case studies of osimertinib and lorlatinib, along with a discussion of drug resistance, strongly support these recommendations.
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Are there ethical issues in this manuscript?
	(If yes, Kindly please write down the ethical issues here in detail)
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