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Dear Editor,

Thank you for the additional comments in our manuscript, "Intravenous and Intra-amniotic in Utero Transplantation in the Murine Model”. Below please find a point-by-point response to the comments and an attached revised manuscript with the changes highlighted using the “track changes” function. We are grateful that these comments gave us another chance to further improve our manuscript.
Sincerely,
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William H. Peranteau, MD
· 2.1. We added additional essential instruments that we normally open during this step that were not mentioned in the previous drafts.

· 2.3. Needle rinsing can be performed two or three times. We added “or three.”

· In the note after 2.5, we spelled out GFP, as that was never done anywhere in the manuscript and it is the first place in the manuscript where GFP is mentioned.

· 2.6. It was unclear what specific actions were to be performed. We described in more detail what actions are performed to calibrate the injection time in steps 2.6.1-2.6.5. Also, there was a question about if there is an upper limit to the volume to be injected. We addressed this in the note under 2.6.5.

· 2.7. We provided more details for our anesthesia protocol by adding the oxygen flow rate and 

· 2.21. An example of the “appropriate volume” was requested, and we added 10-20 µL in parentheses.

· In the note under 2.30, a typo was found by the editor. We corrected this.

· In Results first paragraph, we were asked to give a specific number for the survival of intra-amniotic injections. We provided 85-100% as a survival rate range.

· In Results second paragraph, we were asked to provide a reference for the isolation of bone marrow cells. We provided a reference and added the citation to the References section.

· In Results third paragraph, we were asked to mention the vector, cite a reference for its use, and add the vector to the table of materials. We now state that the vector is Ad-GFP and explain that it is an adenovirus vector carrying GFP transgene in parentheses and cite a reference. We also added the vector to the table of materials.

· We were asked to remove the words “Figure 1”, “Figure 2” etc from all figures. They are now removed.

· Under Figure Legends 4, we were asked to :

· Add “(%)” to the y axis label. We have done this.

· Define how “chimerism” is defined with respect to “percentage of engraftment”: for the most part, we use chimerism and engraftment interchangeably in our lab. For 4B) we changed the Y axis label to % chimerism in the graph and in the manuscript for consistency. 

· Define what the various data points are. Each point in the graph represents chimerism from the liver of a separate injected fetus, and we have added this explanation in the legends. We also added that there was one trainee and one instructor who performed the injections.

· For Figure Legends 5, we were asked to:

· Provide a figure title. We have done this.

· Provide scale bars for both panels and define “epi”. We have done this and added more details to the figure legend.

· Some of the reference #s were changed in the Discussion.

· References section has been edited to follow the format suggested by the editor.
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