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November 14, 2025

RE2: QNUJS-B2534
Title: “Synthesis and cytotoxicity evaluation of benzimidazole conjugated amino acid derivatives”
Dear Professor,
Editor of Quy Nhon University Journal of Science.
Thank you very much for your kind suggestions about our manuscript entitled “Synthesis and cytotoxicity evaluation of benzimidazole conjugated amino acid derivatives” (QNUJS-B2534). We have revised our manuscript as suggested by the reviewers as follows and highlighted the revised text with yellow in the revised manuscript. It would be very grateful if you kindly consider our contribution as an article at Quy Nhon University Journal of Science.
Response to reviewer 1 comments
1. Could you clarify why NaHCO3 is more effective than K2CO3 in this transformation? Specifically, how does the higher basicity of K2CO3 promote ester saponification and thereby reduce the product yield?
[bookmark: _Hlk204049572]Re: Thank you very much for your valuable comment. 
The weak base strength of NaHCO3 helped to limit the hydrolysis of the ester group. While the stronger base strength of K2CO3 could lead to ester hydrolysis as indicated in the previous report (Sudhakaran et  al., 2022).
[bookmark: _GoBack]K2CO3 could cause saponification of the ester group to form unwanted products, leading to a decrease in the synthesis yield of 5a-c and was explained as follows:



Sudhakaran, G., Prathap, P., Guru, A., Haridevamuthu, B., Murugan, R., Almutairi, B. O., ... & Arockiaraj, J. (2022). Reverse pharmacology of Nimbin-N2 attenuates alcoholic liver injury and promotes the hepatoprotective dual role of improving lipid metabolism and downregulating the levels of inflammatory cytokines in zebrafish larval model. Molecular and Cellular Biochemistry, 477(10), 2387-2401.
2. What factors might account for the slightly higher yields observed for compounds 5a and 5c, which contain an electron-withdrawing chlorine substituent? Could the improved yields be attributed to greater stabilization of reaction intermediates or transition states, or are additional mechanistic effects likely involved?
Re: Thank you very much for your valuable comment. The weak electron-withdrawing or electron-donating groups (Cl or CH3) at the C-5 position of the benzimidazole ring could not have much effect on the reaction yields as shown in the previous reports (Bui et  al., 2016; Phan Tuyết Nữ et  al., 2016). The influence of the substituents on the reaction yields will be discussed further in our future studies, with a larger number of synthesized compounds.

Nữ, P. T., Huê, B. T. B., & Hiếu, M. V. (2016). Tổng hợp dẫn xuất benzimidazole. Tạp chí Khoa học Đại học Cần Thơ, (47), 107-113.
Bui, H. T. B., Ha, Q. T. K., Oh, W. K., Vo, D. D., Chau, Y. N. T., Tu, C. T. K., ... & Van Mai, H. (2016). Microwave assisted synthesis and cytotoxic activity evaluations of new benzimidazole derivatives. Tetrahedron Letters, 57(8), 887-891.
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