Responses to Comments of Reviewer 2 on fermentation-1919405
We highly appreciate the editor and reviewers’ valuable suggestions and efforts. The manuscript has been carefully revised accordingly in light of the comments. We have fully addressed the concerns of the reviewers and main revisions have been given, which are highlighted in yellow in the revised edition of the manuscript. Additionally, the total manuscript (main text, Figures, Tables, captions) is carefully checked for improvement.
Question 1: Table 1, there is a typo - Actionmycetes
Response: We highly appreciate the reviewer’s kind reminder. we have changed the word “Actionmycetes” into “Actinomycetes” in table 1 and checked the whole manuscript.
Question 2: L. 96 - transition, not transit analog
Response: We highly appreciate the reviewer’s kind reminder. we have changed the word “transit analog” into “transition”, the revised part is shown in the L96 of the revised manuscript.
Question 3: Fig. 2 - if Ada converts adenosine into inosine, then the arrow on the scheme should go in opposite direction. Next, ribonucleotide reductase is not laleled on the scheme, while kinase is. Please check this figure for consistent labeling of its elements.
Response: We highly appreciate the reviewer’s significant suggestion. We have double-checked and corrected the wrong part in Figure 2. We have modified the direction of the arrow from adenosine to inosine. And we added the ribonucleotide reductase to the pathway from adenosine to dAde. The revised part is shown in figure 2 of the revised manuscript.
Question 4: Figures 4 and 6 largely overlap; I suggest authors to combine these figures into one; this will help to understand common and distinct steps of pentostatin production in Streptomyces and Actinomadura.
Response: We highly appreciate the reviewer’s significant suggestions. We have merged figure 4 and figure 6 into one figure, named figure 4 in the revised manuscript. The biosynthesis pathways of PNT and its associated products are also distinguished by different colors in Streptomyces antibiotic NRRL 3238 and Actinomadura sp. ATCC39365.
Question 5: The same is true about figures 3 and 5 - by combining biosynthetic gene clusters in one figure will greatly aid the understanding of the material, without shuttling between different parts of the article.
Response: We highly appreciate the reviewer’s significant suggestion. We have merged figure 3 and figure 5 into one figure, named figure 3 in the revised manuscript. The merged images will help readers understand the article more easily.
Question 6: Conclusions section should be re-written to keep the focus on the main topic of the review, which is an access to larger quantities of pentostation via metabolic engineering. I encourage authors to share their thought more concretely as to what genes can be used to improve pentostatin production.
[bookmark: OLE_LINK4][bookmark: OLE_LINK3]Response: We highly appreciate the reviewer’s valuable comments and significant suggestions. We have rewritten the conclusions in yellow words from L398-L412 and made a vision for the future to keep the focus on the main topic. Some key regulatory genes were emphasized, which can be employed in metabolic engineering for PNT production improvement.
