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	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.


	
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	
	

	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.


	
	

	Is the manuscript scientifically, correct? Please write here.
	
	

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

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


	
	

	Optional/General comments


	GENERAL COMMENTS
The manuscript presents an in silico investigation of 4-hydroxy-3-methoxycinnamic acid derivatives as potential anticancer agents for lung cancer. The study uses standard computational approaches including Lipinski’s Rule of Five, ADMET prediction, Molinspiration bioactivity analysis, and molecular docking against cancer-relevant targets. The topic is relevant and timely; however, the manuscript requires major revisions to improve clarity, scientific rigor, and interpretation of results.

MAJOR COMMENTS

1. Scientific Rationale and Target Selection
The selection of KRAS G12R mutant (PDB ID: 6CU6) as the main target requires stronger justification. KRAS is not a tyrosine kinase, and the manuscript frequently refers to tyrosine kinase inhibition. The authors should clearly explain the rationale behind targeting KRAS and its relevance to lung cancer therapy in comparison to EGFR-based TKIs.

2. Overinterpretation of Docking Results
Claims that the designed compounds are superior to standard drugs such as gefitinib, erlotinib, and dasatinib are based solely on docking scores. Docking alone cannot establish superiority. Conclusions should be toned down to state that the compounds show promising or comparable binding affinity.

3. Toxicity Prediction Concerns
The toxicity analysis predicts mutagenicity and carcinogenicity for most compounds. This contradicts statements describing the compounds as safe or low-toxic. The discussion should acknowledge these limitations and emphasize the need for further structural optimization and experimental validation.

4. ADMET Data Interpretation
Some interpretations of BBB penetration and CNS activity are inconsistent with the presented data. The authors should carefully re-evaluate and correct the interpretation of ADMET parameters.

5. Docking Methodology Details
Important docking details such as grid parameters, cavity selection, validation methods (e.g., re-docking), and RMSD values are missing. Including these details is essential to validate the docking results.

MINOR COMMENTS

1. Language and Grammar
The manuscript contains grammatical errors, spelling mistakes, and inconsistent terminology. Professional language editing is recommended.

2. Abstract Quality
The abstract should be more concise and include key quantitative findings such as docking score ranges and major ADMET outcomes.

3. Figures and Tables
Some figures lack descriptive captions. Tables should be checked for formatting consistency and clarity.

4. Chemical Structure Presentation
A summarized table or schematic showing all derivatives and their substitutions would improve readability.

5. References
References should be carefully revised for formatting consistency and accuracy.

CONCLUSION
The study has potential but requires substantial revision, particularly in target justification, toxicity discussion, and interpretation of docking results. After addressing these concerns, the manuscript may be suitable for publication.
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