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Ljubljana, November 18th, 2020
Dear Professor Kogej,
Please find attached our manuscript “Local Anesthetics Transfer Across the Membrane: Reproducing Octanol-Water Partition Coefficients by Solvent Reaction Field Methods”, by Hana Kavcic, Nejc Umek, Domen Pregeljc, Neli Vintar, and Janez Mavri which has been submitted exclusively to Acta Chimica Slovenica a special issue of 26th Annual Meeting of the Slovenian Chemical Society, where the contribution was presented. Currently no closely related works were submitted for consideration in other journals.
In this work we studied the transport energetics of few relevant local anesthetics from extracellular fluid across biological membrane to the axoplasm in order to understand the effect of pH value on their efficacy and other pharmaco-dynamic properties. We applied three different methods of solvent reaction field in conjunction with quantum chemical calculations in order to reproduce experimental values of distribution coefficients n-octanol/water for both neutral and protonated forms. Only the SMD method of Cramer and Truhlar was able to reproduce experimental distribution coefficients values. Results are discussed in terms of function of local anesthetics under physiological conditions and in the case of local acidosis.
We would like to suggest the following experts to review the manuscript: 
Habibah A. Wahab, Universiti Sains Malaysia, Malaysia, habibahw@usm.my
Aleksandra Maršavelski, University of Zagreb, Croatia, aleksandra.marsavelski@chem.pmf.hr
Alexander Lyubartsev, Stockholm University, Sweden,  alexander.lyubartsev@mmk.su.se
Kemal Yelekci, Kadir Has University, Turkey, yelekci@khas.edu.tr
Najeh Rekik, University of Hail, Saudi Arabia, ​na.rekik@uoh.edu.sa
We hope that you would find our manuscript interesting and we are looking forward to your response. Thanking you in advance for any consideration given to this letter we remain
Yours sincerely,
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