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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.


	I find this manuscript to be a highly valuable and timely review that synthesizes an extensive amount of current knowledge about protein kinases. The authors present a comprehensive discussion of kinase classification, structural mechanisms, and therapeutic targeting, integrating structural biology and drug discovery perspectives. I like that it also highlights recent advances such as PROTAC-based degradation and allosteric modulation, which represent cutting-edge developments in the field. This kind of synthesis is important for both early-career researchers and drug discovery scientists who need an updated, integrated reference. Overall, I think this review significantly contributes to the understanding of kinase biology and its therapeutic implications.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	I think the current title, “Protein Kinases: Classification, Structural Dynamics, Signalling Mechanisms, and Therapeutic Targeting”, is accurate and reflective of the paper’s scope. It clearly outlines the four main thematic areas of the review. However, if a slightly more concise and modern alternative is preferred, I would suggest:
Alternative title: “Protein Kinases: Structure, Regulation, and Emerging Therapeutic Strategies.”
	

	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 well-written and provides a concise yet comprehensive summary of the manuscript. It clearly outlines the scope, relevance, and novelty of the review, with logical flow from kinase function to therapeutic targeting. I think it effectively sets the stage for the rest of the paper.
However, I would suggest a few minor improvements:

· It might be useful to briefly mention the structure or organization of the review (e.g., “This review covers classification, signaling mechanisms, and therapeutic targeting, and concludes with emerging trends and future directions”).

· The sentence beginning “Despite these achievements…” could be followed by a short note on why these challenges persist, linking to future perspectives.
Otherwise, I find the abstract comprehensive and balanced.
	

	Is the manuscript scientifically, correct? Please write here.
	From my reading, the manuscript is scientifically sound and demonstrates a strong command of the kinase literature. The mechanistic descriptions, from the structural motifs (VAIK, HRD, DFG) to pathway cascades (MAPK/ERK, PI3K/AKT, JAK/STAT), are accurate and well-supported by appropriate references. The discussions of resistance mechanisms and therapeutic strategies are current and align with recent studies. I see no major factual inaccuracies or misleading statements. The logical flow from basic structure to clinical application is well-constructed.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	I think the references are extensive, appropriate, and quite recent—many from 2023–2025, which is excellent for a review. The authors also include some foundational citations (e.g., Manning et al., Science, 2002), which are necessary for historical context.
If I were to suggest additional sources, I might recommend including a few recent computational or structural proteomics reviews on kinase selectivity mapping and dynamic conformations, such as:

· Fabbro D., et al., Nat Rev Drug Discov, 2022 — on kinase inhibitor selectivity.

· Sorrell F.J., et al., Nat Rev Chem Biol, 2023 — on kinase conformational dynamics.
These could strengthen the “structural dynamics” aspect of the review.


	

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


	The English language is fluent, professional, and suitable for scholarly communication. I found the text engaging and clear, with excellent scientific vocabulary and flow. Only minor stylistic editing (such as shortening some long sentences) could make it even more concise, but it is already of publishable linguistic quality.
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	Are there ethical issues in this manuscript? 


	I see no ethical concerns in this manuscript. It is a literature-based review and does not involve experiments, data collection, or human/animal subjects.
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