Cover letter

Dear Editor, 
[bookmark: _GoBack]I am pleased to submit our manuscript entitled “Synthesis and in vitro bio-activity evaluation of N4-benzyl substituted 5-chloroisatin 3-thiosemicarbazones as urease and glycation inhibitors” to “Acta Chim. Slov.” I certify that all authors have seen and approved this submission. All authors have made significant scientific contributions to the work reported and all share equal responsibility and accountability for the results. I also declare here that the manuscript has not been previously published, is not currently submitted for review to any other journal, and will not be submitted elsewhere before a decision is made by this journal.
In this manuscript, we report the synthesis of fifteen N4-benzyl substituted 5-chloroisatin-3-thiosemicarbazones 5a-o and their bio-evaluation results. All the compounds  proved to be extremely effective urease inhibitors, demonstrating enzyme inhibition much better than the reference inhibitor, thiourea (IC50 values 1.31 ± 0.06 to 3.24 ± 0.15 vs. 22.3 ± 1.12 μM). In glycation inhibition assay, eight out of fifteen compounds tested were found to be potent glycation inhibitors. Of these, five viz. 5c, 5h-j and 5n proved to be exceedingly efficient, displaying glycation inhibition superior than the reference inhibitor, rutin (IC50 values 114.51 ± 1.08 to 229.94 ± 3.40 vs. 294.5 ± 1.5 μM). On the other hand, nine out of fifteen compounds tested i.e. 5c, 5d, 5h-m and 5o appeared to be active in phytotoxicity assay, showing relatively weak or non-significant (5-93%) growth inhibition of Lemna aequinocitalis at 1000 or 500 µg/mL concentrations, whilst in cytotoxicity (brine shrimp) assay, all of them gave LD50 values >2.43 × 10-4 – 2.91 × 10-4 M against Artemia salina and were, therefore, considered to be almost inactive. It is important to mention here that with either no or weak phytotoxic activity, these compounds have the potential to be used as effective soil ureases inhibitors if blended with fertilizers in small amounts to increase the overall efficacy of nitrogen utilization. Furthermore, being non- or less toxic in cytotoxicity studies, they could prove to be possible candidates for orally effectual curative agents used for the cure of certain clinical conditions induced by microbial ureases. 
	Based on the above mentioned results, we believe that the manuscript is interesting to broad readership and hope our manuscript will be considered for publication in “Acta Chim. Slov.”.
Yours sincerely,
Dr. M. Moazzam Naseer
