15th April 2019
Dear Dr. Martirosyan:
We are thankful for the valuable comments, suggestions and corrections from the reviewers. We have addressed all the reviewers’ comments and revised the manuscript accordingly. All the revisions and inclusions are highlighted in red. 

I did not actually get them highlighted in red as a substantial revisions have been made according to review’s comments and own thoughts while the original focus and scope have been maintained.
Response to Concerns:
Reviewers Comments (1)

I noticed a handful or more of some minor grammatical errors that made some of the sentence structure hard to read or understand, especially if it’s a non-expert reading it. Some parts had to be read over a second time to fully grasp the information since some sentence structure was off. 
Checked the grammars throughout the paper. Hopefully they are easy to read by non-expert.
I did think the technical quality with explaining the details such as the Sir2 family of genes as being well known targets for developing aging modulating compounds was well done and the use of references was substantial to targeting the information in the studies for their review. 
Thank you for your encouragement here.
The tables done were also useful for a reader to reference and gain more knowledge on understanding the studies that were referenced within the review, in order to understand for example, the different compounds used and their actions with aging modulation. 
Thank you very much.
Each focus on targets (discovering and validating caloric restriction mimetics, etc) was sectioned appropriately and the information regarding it was discussed in detail to give background information, along with what the studies had found. 
Appreciated 
I also recommend having summary at the end of the article, in addition to a list of abbreviations.

Conclusion section included in the revised paper.
Reviewers Comments (2)

TITLE: 

- Apparently, interrogative form of title can’t exhibit the aim of study and should be changed to predictive form.  

Changes made accordingly: it now reads: 
“Leveraging budding yeast Saccharomyces cerevisiae for discovering aging modulation substances for functional food”
ABSTRACT:

1- However, author didn’t observe the formal conformation of abstract (Background, Methods etc), but he could divide this part into two or three arbitrary paragraphs.
The abstract has been revised and divided up into two paragraphs.

2- Author should explain the total role of yeast in medicine affair. The mentioned description isn’t enough and has been limited to less than one line about Budding yeast.
The link between yeast and aging has been explained in the last paragraph of Introduction. we did not expand it as we have a dedicated section for qualifying yeast as model for aging study in the next section – entitled “BEING A VITAL MODEL FOR AGING PROCESSES:”
INTRODUCTION:

1- Yeast is a eukaryotic single-celled microorganism that is related to fungus circle.       But, reader can’t find this simple idea in introduction that leads to gap between his/her mind and study aim. Connection between yeast idea and aging modulation idea must pass through these kinds of gaps.
The paper has a dedicated section for qualifying yeast as model for aging study in the next section – entitled “BEING A VITAL MODEL FOR AGING PROCESSES:”
2- Author has implied the bioactive substances and mechanism of their aging modulation capacity. This is good, but there isn’t any exhibition of real molecular or biochemical mechanism due to function of above substances. Also, the molecular or biochemical entity of these materials isn’t obvious.
It was not intended to give an exhaust list of mechanisms of aging modulation.  The paper has dedicated sections – “BEING A VITAL MODEL FOR AGING PROCESSES:” and “DISCOVERING TARGETS FOR AGING MODULATION” in which we have given  a few examples such as modulation of nutrient sensing pathways.

3- Author says about fundamental mechanisms of aging in yeast according to references 10 and 11. So, he must describe recent mechanisms to clear reader mind.
These have been mentioned in the text.

BEING A VITAL MODEL FOR AGING PROGRESS:

1- It’s necessary to mention the potential of yeast to decrease oxidation that leads to increase antioxidant property. 
It was not intended to give an exhaust list of mechanisms of aging modulation.  We have plenty of examples in the text already. Inclusion of this point is good but not fit well to the text for the overall focus.
2- Also, it’s necessary to mention the anti inflammatory effect of yeast.  
Yeast as a functional food is not the focus of this paper but yeast as a model for aging and aging modulation are. This applied to point 1 above.
DISCOVERING TARGETS FOR AGING MODULATION:

1- Caspases are a group of cycteine dependent aspartate-specific proteases. Role of these enzymes in aging process is important and vital.  So, it’s better to exhibit the probable correlation between them and yeast effect on aging modulation. Certainly, this exhibition increases the value of present study. 
Thanks for this point. Data on this is scarce in yeast. We intend to monitor this space in future years. 
2- Neurological diseases, such as Alzheimer, are important and fortunately, author explained their correlation with aging modulation and yeast effect. This is excellent. 
Thank you to the reviewer

Also, author can describe diabetes mellitus and its relation with present study. Diabetes is the most prevalent metabolic disease that doesn’t have any special position in this text.    
It is not intended to give exhaust list of mechanism of aging modulation.  We have plenty of examples in the text already. We did mention briefly in the text on type II diabetes in the top lines of page 6.
DISCOVERING AND VALIDATING CALORIC RESTRICTION (CR) MIMETICS:

1- The roles of biochemical pathways underlying CR in regulating yeast longevity and aging aren’t obvious. So, author must clear their roles instead of citing their names only.
The paper now contains the follow as the examples to illustrate the pathways and mechanism underlying CD (DR)

“DR in regulating yeast longevity and aging has been made, including Snf1 (AMPK - AMP-activated protein kinase) signalling pathway [60], TOR (target of rapamycin) pathway [61], Sir2 pathway [62] and cell cycle program [63]. While SIR2 pathway is responsive to caloric restriction, the TOR pathway is for amino acids sensing [61].”
2- Resveratrol not only is a CR-mimetic, but also is a famous polyphenol that plays an antioxidant role in oxidative stress. Thus, it would be better to define its antioxidant effect in aging modulation by functional foods. Worth of an article would be increased by these kinds of details.   

Agree with the reviewer’s comments of the importance of resveratrol as an antioxidant in functional food. However it is not necessary to mention this strongly in the current paper as its focus is on discovering novel compounds.

ACTING AS CELLULAR SYSTEM FOR SCREENING NATURAL PRODUCTS OR COMPOUNDS FOR AGING MODULATION:

1- It seems that author wouldn’t be able to analyze screening process by single celled eukaryote Budding Yeast. More elucidation is necessary to clear three mentioned aging phenotypes and three related states. 
Thanks for reviewer. A submental materials on the screening process and aging phenotypes have been added on the section of ACTING AS CELLULAR SYSTEMS FOR SCREENING NATURAL PRODUCTS OR SYNTHETIC COMPOUNDS FOR AGING MODULATION:

2- Author can cite the antioxidant effect of glyceollin 1 that would be measured by biochemical parameters such as FRAP, DPPH or ABTS.   
It is a good point. We believe that this may become too technical this point for a review paper.

BEING A BIOLOGICAL FACTORY FOR PRODUCING BIOACTIVE COMPOUNDS:

1- Author should mention the names of synthetic pathways and synthetic biology tools involved in producing bioactive compounds. These names help the other researchers to use present study for their applicable assessments. 
We have mentioned the names of these pathways in this section of paper.

2- Also, a marked increase in the value of study will be achieved if author tries to compare between two mentioned characteristics in the text: accumulation and corrigibility.  

This has been implied in this section of the paper.

* - Apparently, figure 1 shows four approaches using Yeast Saccharomyces cerevisiae system that before were cited in the text. This kind of repetition isn’t appropriate and must be avoided. Instead of it, author could use a diagram or curve to compare these approaches with each other.
The Fig 1 was not the four approaches, instead it is on the “Aging is characterized as a functional decline of living units (cells, tissues, whole organisms) from yeast to human.”
* - The text doesn’t include conclusion. Conclusion must be added to the end of the text. If the last paragraph is related to the conclusion, its title must be cited. Also, it’s better to mention the name of Budding Yeast (Saccharomyces cerevisiae) in the conclusion. This yeast plays an important role in the present study.        

Thanks to the reviewer. This section has included now.

I hope that the reviewers’ comments have been properly addressed and I am looking forward the revision of my revised manuscript

Sincerely
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Shaoyu Wang
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Charles Sturt University, 
Orange, NSW 2800, 
Australia
