
Open Access This file is licensed under a Creative Commons Attribution 4.0 
International License, which permits use, sharing, adaptation, distribution and 
reproduction in any medium or format, as long as you give appropriate credit to 

the original author(s) and the source, provide a link to the Creative Commons license, and indicate if 
changes were made. In the cases where the authors are anonymous, such as is the case for the reports of 
anonymous peer reviewers, author attribution should be to 'Anonymous Referee' followed by a clear 
attribution to the source work.  The images or other third party material in this file are included in the 
article’s Creative Commons license, unless indicated otherwise in a credit line to the material. If material is 
not included in the article’s Creative Commons license and your intended use is not permitted by statutory 
regulation or exceeds the permitted use, you will need to obtain permission directly from the copyright 
holder. To view a copy of this license, visit http://creativecommons.org/licenses/by/4.0/. 

Peer Review File



REVIEWERS' COMMENTS 

 

Reviewer #3 (Remarks to the Author): 

 

The manuscript has been revised according to my comments and suggestions. 

The changes in the revised manuscript will reduce the chance of misinterpretation of data. My main 

comments have been addressed. 

However, I would like to urge the authors to again edit the manuscript and refrain from any statements 

that could be misunderstood as a concrete hypothesis that is tested. For example, on the top of page 7 

the authors phrase the sentence: "To understand if these gene expression changes reflected alterations 

to the lobule spatial organization,....". It would be better not to raise the expectation that alterations in 
the lobule spatial organization have been investigated in depth (please see also comments from the 

other reviewer), it would be better to phrase it - gene expression changes MAY reflect.... 

Furthermore, please use abbreviations consistently throughout the manuscript. Hepatic Stellate cells - 

HSC. 

 

 

Reviewer #4 (Remarks to the Author): 

 

Please find below my comments concerning the manuscript entitled “Cell atlas of the regenerating 

human liver after portal vein embolization” by Agnieska Brazovskaja and colleagues. 

 

The report describes single cell/nuclei mapping of human liver after embolization. The authors describe 

in details the impact of embolization on the different cell types composing the liver. Interestingly, they 
observed major change in zonation of hepatocytes and endothelial cells. Furthermore, they establish 

that fibroblasts are likely to play a key role in regenerative mechanisms. Finally, they apply multiplexing 

immunostaining to reinforce their observations. 

 

This study represents an interesting resource that will be useful to a broad number of groups in the 

hepatology field. The analyses are very strong, and the authors have answered the reviewers’ comments. 
The absence of mechanistic validations is not essential as the data presented provide important 

information. 

 

 

Editorial Note:- This manuscript has been previously reviewed at another journal. This document only contains reviewer comments and 
rebuttal letters for versions considered at Nature Communications . Mentions of prior referee reports have been redacted.



Reviewer #3 (Remarks to the Author): 

 

The manuscript has been revised according to my comments and suggestions. 

The changes in the revised manuscript will reduce the chance of misinterpretation of data. My 

main comments have been addressed. 

However, I would like to urge the authors to again edit the manuscript and refrain from any 

statements that could be misunderstood as a concrete hypothesis that is tested. For example, 

on the top of page 7 the authors phrase the sentence: "To understand if these gene expression 

changes reflected alterations to the lobule spatial organization,....". It would be better not to 

raise the expectation that alterations in the lobule spatial organization have been investigated 

in depth (please see also comments from the other reviewer), it would be better to phrase it - 

gene expression changes MAY reflect.... 

Furthermore, please use abbreviations consistently throughout the manuscript. Hepatic 

Stellate cells - HSC. 

 

We would like to thank the reviewer for taking the time to review our work. We have now 

rephrased and adjusted our made observations and conclusions regarding inferences 

obtained with single-cell RNA-seq and other used techniques throughout our manuscript. We 

also checked and updated abbreviations for presented cell types, including Hepatic Stellate 

cells (HSC). 

 

 

Reviewer #4 (Remarks to the Author): 

 

Please find below my comments concerning the manuscript entitled “Cell atlas of the 

regenerating human liver after portal vein embolization” by Agnieska Brazovskaja and 

colleagues. 

 

The report describes single cell/nuclei mapping of human liver after embolization. The authors 

describe in details the impact of embolization on the different cell types composing the liver. 

Interestingly, they observed major change in zonation of hepatocytes and endothelial cells. 

Furthermore, they establish that fibroblasts are likely to play a key role in regenerative 

mechanisms. Finally, they apply multiplexing immunostaining to reinforce their observations. 

 

This study represents an interesting resource that will be useful to a broad number of groups 

in the hepatology field. The analyses are very strong, and the authors have answered the 

reviewers’ comments. The absence of mechanistic validations is not essential as the data 

presented provide important information. 

 

We would like to thank the reviewer for taking the time to access our work, and for the positive 

feedback. 
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