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August 21, 2024
Dr. Jianxin Liu
Editor
Animal Nutriomics
Re: #ANR-2024-0030: Molecular Aspects of Milk Lipid Synthesis and Secretion in Mammary Epithelial Cells
Dear Dr. Liu:
Thank you and your reviewers for your recent review of our manuscript entitled “Molecular Aspects of Milk Lipid Synthesis and Secretion in Mammary Epithelial Cells” (#ANR-2024-0030). We are grateful for your hard work and constructive comments and suggestions. Please find our revised manuscript in which we have tried our best to address all your comments. Please find our point-by-point responses on the following pages, and all changes have also been shown in the file of “Review_Lalonde_v2_with tracking changes”. A file without tracking changes have also been submitted as “Review_Lalonde_v2_without tracking changes”. We hope all these emendations and clarifications are satisfactory. 
Thank you again for your consideration of our manuscript for publication in the Animal Nutriomics. We look forward to your decision.

Sincerely,
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Feng-Qi Zhao, Ph. D.

Professor

On the behalf of all authors
Point-by-point Responses (in red) to the Reviewers’ Comments (in black)
Reviewer 1
“Milk fat is the major energy component of milk and is responsible for many organoleptic and technological characteristics of milk and dairy products. Milk fat synthesis involves a dynamic and intricate regulatory network comprising a series of genes. In this review, the authors have appraised the current knowledge on lipid synthesis in the mammary gland of ruminants, from the uptake of blood-derived precursors to the intracellular formation of triacylglyceride-rich fat droplets secreted into milk as milk fat globules. This review has a well-organized structure and undoubtedly is a good scientific review article. I therefore recommend this manuscript for publication in Animal Nutriomics.”
AU: We appreciate the positive comments and support from this reviewer.
Reviewer: 2

“The manuscript titled "Molecular Aspects of Milk Lipid Synthesis and Secretion in Mammary Epithelial Cells" is a thorough review of the current understanding of milk lipid synthesis, particularly in mammary epithelial cells. It comprehensively covers various factors of milk fat synthesis, secretion, and composition. The manuscript is well-structured and provides a significant amount of detail, making it a valuable resource for researchers in the field. However, several areas could benefit from additional clarification and improvement.”

AU: We appreciate the reviewer’s positive comments and support.
Specific Comments
1. The abstract is well-written and provides a concise overview of the review. However, it could be improved by emphasizing the significance of the findings and their implications for the dairy industry and human health.
AU: An extra sentence has been added to the abstract: “Given the importance of dairy food in the human diet, a better understanding of these processes could help develop novel strategies to alter milk fat composition in ways that benefit both human health and dairy producers.”
2. Consider including a brief statement on the specific objectives of the review to provide a clear roadmap for the readers.

AU: We have added more information to the Introduction as follows: “The goals of this review are to i) review the current knowledge on lipid synthesis in the mammary glands of ruminants, ii) pinpoint current gaps in knowledge regarding lipid metabolism that could be relevant for a better understanding of the relationship between circulating lipids and milk fat, and iii) provide an overview of the particularities of mammary epithelial cells (MECs) with respect to lipid metabolism. This review will focus mainly on the proteins and enzymes involved in milk fat synthesis in ruminant MECs. A thorough review of the regulation of the genes involved in milk fat synthesis was recently provided by Mu et al. (2021) [8], and we provide only a brief summary here.”
3. The discussion on the enzymes involved in these processes is comprehensive, but it would be helpful to include a summary table listing these enzymes, their functions, and their regulation.
AU: A supplemental table (Supplemental table 1) has been added as suggested.

4.The section on lipid droplet formation is thorough, but the manuscript had less discuss the dynamics of lipid droplet growth and the factors influencing their size and number in more detail，for example, the role of ADRP, ATGL and their family.
AU: The lipid droplet section has received an overhaul including more info on the roles and regulation of ADPH/ADRP, the involvement of mitochondria and Golgi, and the importance of CIDEA for fusion and/or exchange of lipids between droplets.
6. The manuscript discusses various regulatory mechanisms controlling milk lipid synthesis, but it would be beneficial to provide more information on the signaling pathways involved and their interactions. These regulatory mechanisms in lipid metabolism of mammary gland had been well investigated in goats and cows. For example, the role of PPAR family, LXR family, SEEBP family, and ChREBP.
AU: Regulation is a very complex topic and has been well reviewed recently by “Mu, T., Hu, H., Ma, Y., Feng, X., Zhang, J., & Gu, Y. (2021). Regulation of key genes for milk fat synthesis in ruminants. Frontiers in Nutrition, 8, 765147”. As such, we opted to add a brief summary on the subject (an added section) with mentioning in the text that “This review will focus on the proteins and enzymes involved in milk fat synthesis in ruminant mammary epithelial cells”. “A thorough review of the regulation of the genes involved in milk fat synthesis was recently provided by Mu et al. (2021) [8], and we provide only a brief summary here.”
7 References:

The references are comprehensive and up-to-date. Ensure that all key studies are cited, and consider including more recent publications where applicable.
AU: We have tried to include as much up to date research as we could. Unfortunately, a lot of the fundamental work done on the partitioning of lipids from the diet to the milk and other areas have not been reproduced since their publications at early years.
Thanks the reviewer for constructive comments/suggestions.
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