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	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.


	This research highlights a critical issue concerning parasite resistance to antimalarial drugs, a problem that continues to hinder efforts to eliminate the disease in many African countries. The study's significance lies in its analysis of genetic mutations in the PfDHFR gene and the interpretation of their structural and functional implications, thereby contributing to a deeper understanding of resistance mechanisms and their evolution in local environments. Furthermore, the work offers significant scientific value through the use of virtual screening of African natural compound libraries, which revealed promising molecules that could open new avenues for developing effective drugs against resistant strains. Thus, this research provides a valuable knowledge base to support the development of innovative treatments and strengthen malaria control programs at both regional and global levels.
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(If not please suggest an alternative title)
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	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.
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	Is the manuscript scientifically, correct? Please write here.
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	Is the language/English quality of the article suitable for scholarly communications?
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	Optional/General comments


	1. Title: The title is appropriate and reflects the study's content, but it could benefit from strengthening the "virtual screening" aspect by adding a phrase highlighting its practical value, such as: "...and virtual screening of African natural product libraries for resistance-breaking inhibitors."

2. Abstract: The abstract is clear, but it needs further clarification regarding the role of each instrument used (Geneious, PRIMO, Chimera) to demonstrate the methodology's strength.   A short sentence explaining the importance of discovering African natural compounds as a promising therapeutic option would be beneficial.
3. Introduction: The introduction is good and highlights the importance of the problem, but it is recommended to include recent literature (2023–2025) supporting the prevalence of N51I, C59R, and S108N mutations in West Africa. The introduction could expand on the mechanism of antifolate resistance and the relationship between structural changes in DHFR and resistance.

4. Methodology: The methodology section is well-written, but adding a workflow diagram of the study steps would facilitate the reader's understanding of the data analysis process. It would be helpful to provide more details about the criteria for selecting the best compounds during the virtual screening (docking score threshold, number of hydrogen bonds, etc.).

5. Results: The results of the mutation analysis are clear, but it would be better to present them in an improved table showing the mutation frequency at each of the three sites (Dioro, Missira, Sélingué). Illustrating the structural changes resulting from the mutations using high-resolution images, highlighting the affected regions at the active site, is beneficial.  The results of the molecular binding of the compounds require a brief explanation of the key for interpreting the docking scores.

6. Discussion: The discussion is strong, but it needs broader comparisons with similar studies from Mali and neighboring countries.  It would be helpful to explain why the I164L mutation was absent in all samples and whether this is related to local drug pressure.

It is important to indicate study limitations, such as sample size or the lack of experimental verification of the compounds' in vitro activity.

7. Conclusion:
The conclusion is adequate and could be strengthened by adding a sentence emphasizing the need for future in vitro/in vivo studies to validate the identified compounds.

 8. Figures and Tables:  The structural diagrams are of good quality.

9. References: The references are good, but it is recommended to add 4–5 more recent references (2023–2025), particularly those related to antifolate resistance in West Africa and the hypothetical screening of natural compounds. 

10. Language and Style: The text is scientific and clear, but it needs light editing to improve flow and remove some long sentences.
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