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May 6, 2020,

Dear Editorial staff of Jove, 

Thank you for your reviews of our research manuscript entitled “A murine model of fetal exposure to maternal inflammation to study the effects of acute chorioamnionitis on newborn intestinal development” for consideration for publication. Below is a list of the issues raised and how we have addressed them in our revised manuscript. We appreciate the comments by both the editorial staff and the reviewers and believe that their input has made our manuscript much stronger. Please let us know if there are any other issues that you would like us to address.

Sincerely,
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Editorial Comments:
Thank you for your formatting comments and suggested edits. We have adjusted our text as requested.
We have also updated our Table of Materials to include all relevant materials used in our experiments.

Reviewer Comments:

Reviewer #1: The unique aspect of the protocol rests on the assessment of intestinal injury. The authors could do a better job of outlining what the expected abnormalities are so that the reader can judge if their findings truely mirror the disease of interest. This was not clear in the intro or discussion as the description of NEC was somewhat vague re "perturbations" without specifying histiologic or cell specific expected findings. Further I would have expected some assessment of immune competence and am not certain if cell counts are a sensitive/specific finding.
Thanks for your comments. We have altered the text to describe NEC better and point out why our data matches what is seen in the disease process. We have also added additional data regarding serum markers of inflammation in a new Figure 4.

Reviewer #2: 
Thanks for your kind comments and for your suggestions. Our response to your three suggestions are below.

1. Myeloid cell invasion of intestinal wall as a function of time after LPS ip injection to dams, starting (if possible) in the fetus.
This is a great comment and one which we are currently investigating but this data is outside the scope of the JOVE format. 
2. Perhaps also add cytokine profile of intestinal wall as a function of time after LPS ip injection to dams, starting (if possible) in the fetus.
Thanks for this comment. We have added serum cytokine data to address this question. Unfortunately we do not have intestinal wall data at this time and are unable to generate this new data due to current COVID issues that have closed the lab.
3. In addition to TLR4 activation, discuss if stimulation of viral-activated TLRs, such as TLR3 (dsRNA), 7 (ssRNA), 9 (DNA) may be inducers of antenatal intestinal damage; this is particularly relevant as we face increasingly unknown viral pathogens.
Thanks for this suggestion. We have added text regarding this in the discussion.
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