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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.


	Computational Exploration of 4-Hydroxy-3-Methoxycinnamic acid Derivatives Derived from Natural Product Scaffolds for Anticancer Activity
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	In Silico Evaluation of Aromatic Amine-Substituted 4-Hydroxy-3-Methoxycinnamic Acid Derivatives as Potential Tyrosine Kinase Inhibitors for Lung Cancer Therapy
	

	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 reasonably comprehensive for a computational study, covering objective, methods, results (drug-likeness, ADMET, docking), and conclusion. 

:Specify the parent compound as ferulic acid (common name) alongside the systematic name for better recognition.

Mention the number of derivatives (15) and highlight the standout compound (e.g., FA6 showing comparable or better docking than gefitinib).

Clarify the primary target (KRAS G12R mutant) earlier, as the abstract mentions "tyrosine kinase targets" broadly but docking focuses heavily on 6CU6
	

	Is the manuscript scientifically, correct? Please write here.
	· Target mismatch: KRAS (PDB 6CU6) is a GTPase, not a receptor tyrosine kinase (RTK), yet the manuscript extensively discusses RTKs and TKIs while primarily docking to KRAS G12R, inaccurately labeling it a "tyrosine kinase target," and the mixed PDB selection lacks clear rationale. 
· Overinterpretation of docking: Moldock scores are tool-specific and predictive only, making direct comparison of derivatives to gefitinib (an EGFR inhibitor) on KRAS (not its target) inappropriate, and claims of "stronger binding" or "notable inhibitory potential" overstate results without any experimental validation. 

· Toxicity underplayed: Pre-ADMET predicts 14 of 15 compounds as mutagenic (Ames positive), most carcinogenic in rat, and all with medium HERG risk, directly contradicting the abstract's and results' claims of minimal toxicity risks" and "promising pharmacokinetic behaviour.
· KRAS context incomplete: KRAS G12R is a relatively rare mutation in NSCLC compared to G12C/D/V, and the manuscript omits mention of approved G12C inhibitors or recent advances in KRAS-targeted therapies.
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	yes
	

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


	Grammatical errors
	

	Optional/General comments


	Purely computational – emphasize as preliminary; suggest future wet-lab validation 

Expand discussion on why aromatic amine substitutions (rationale from SAR?); compare to known ferulic derivatives in cancer. 

Ensure all are clear; add 2D/3D docking visuals if possible.
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