Mexico City, July 15th 2019
Prof. Dejan Miloš Opsenica
Institute of Chemistry, Technology and Metallurgy,

University of Belgrade

P R E S E N T 

Enclosed please find the corrected manuscript entitled “Application of the redox system of Nocardia corallina B-276 in the enantioselective biotransformation of ketones and alcohols”, written by Norberto Manjarrez Alvarez, Herminia Inés Pérez Méndez, Aída Solís Oba, Lucía Ortega Cabello, María Teresa Lara Carvajal, Omar Esteban Valencia Ledezma and Rubria Marlen Martínez-Casares. 
For its correction, referee´s observations were considered, proceeding with the referee´s questions and suggestions of report number JSCS 7183 with the manuscript resubmitted on october 25th 2018, presenting the following modifications:
1. In this work, the activity of Nocardia corallina B-276 was studied on three substrates of interest on pharmaceutical industry, considering during the development of this research as a potential correlation element the aliphatic side chain of these compounds. We only ennounced the posible relations regarding reported cases in literature. Our research group has studied the scope and limitations of this oxidation by investigating the effect of different substituents on the aromatic ring of arylethyl carbinols: bromide, chloride, -CH3, -OCH3, p-i-C3H7, see reference 17 of the manuscript; and shortening the aliphatic chain of arylmethylcarbinols, see reference 16. Therefore the manuscript’s discussion was modified.

2. What was observed from ketones is a reduction with the enzymatic system of the microorganism, which can lead to secondary alcohols enantiomerically enriched. Evidently, redaction was not proper and this part of the text was corrected.

3. The possibility ennounced in the case of 2b was not observed, noticing the –OH on position 2, is primary type, it has been observed that oxidation of this compund only occurs when its closed to a sp2 carbon, (benzylic or allylic alcohols). This was studied and published by us, please check reference 14; and other examples are found on Biothecnology Letters 21: 855-858, 1999. Herminia I. Pérez, Héctor Luna, Norberto Manjarrez, Aída Solís and Ma. Amelia Nuñez. “Preparation of (1S)-verbenone, aromatic and alicyclic carboxylic acids by oxidation of aldehydes, primary and secondary alcohols with Nocardia corallina”. In the case of the eventual reduction of ester on 3a/3b was not observed.
4. Regarding nomenclature of compounds 1a and 2b, was not considered since it is correct and widely used on cathalogs and books. Naming 1a as propiophenone, eventhough it is widely used, is not named according to IUPAC. With respect to 2b was modified and we appreciate the observation. Names proposed for 3a and 3b were accepted and modified in manuscript and supplementary materials.

a. 1-(2-hydroxyphenyl)ethanone for 2-hydroxy-1-phenylethanone (2a)
b. Methyl (2-chlorophenyl)(oxo)ethanoate for methyl (2-chlorophenyl)(oxo)acetate (3a)
c. 1-phenyl-1-propanol for 1-phenylpropan-1-ol (1b)
d. Methyl (2-chlorophenyl)(hydroxy)ethanoate for methyl (2-chlorophenyl)(hydroxy)acetate (3b)
5. We were totally agree with the referee regarding supressing the term racemases or deracemization on this redox process. However, our research group demonstrated the ability of Nocardia corallina B-276 to deracemize a widely used non-steroidal anti-inflammatory agent, Ibuprofen, which can be reviewed in Molecules 2012, 17, 3148-3154. Ricardo Lievano, Herminia Inés Pérez, Norberto Manjarrez, Aida Solís and Myrna Solís-Oba. “Hydrolysis of Ibuprofen nitrile and Ibuprofen amide using Nocardia corallina B-276”. Therefore, we considered that these enzymes are part of the microorganism, although they are not to be considered in this study. The term racemases was removed from text.

6. We cannot apply the molarity unit of the chemicals used, because there are some compounds with unknown molecular weight, also in microbiology the concentration units for the elaboration of culture media are always expressed in g/L or mg/L.

We cannot consider writing the manuscript as a short communication, due to a request sent on September 27th 2018, where in the mentioned e-mail it was suggested to expand the results of the manuscript by explaining the reaction of each substrate used on this research so it could be more understandable to referees and to future readers. Therefore, we request the manuscript to be considered as was resubmitted on October 25th 2018.
I thank in advance the attention given to this letter.

Best Regards

Dra. Herminia Inés Pérez Méndez.
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