Dear Dr. Bajaj, 

Thank you for the opportunity to respond to the comments of the editorial staff and the reviewers on our paper “Simplifying Transcutaneous Intratracheal Drug delivery in the Newborn Preterm Rabbit”.

We have responded to all the editorial comments in the text as requested and have detailed our response to the reviewers’ comments below. We hope that these changes satisfy both you as the editor and the reviewers and will lead to publication of our manuscript. 

Yours sincerely,
Yannick Regin (on behalf of the co-authors)




Editorial comments:
1. The editor has formatted the manuscript to match the journal's style. Please retain and use the attached version for revision.
Revisions have been made on the attached version in the journals style.

2. Please address specific comments marked in the manuscript.
We have responded to the specific comments and highlighted the changes made to the text.

3. Please provide the number of pups studied, and the statistical analysis performed. Please also include what was the control in such a case?

We have expanded the figure legends of the representative results, figures 1 and 2, to include both the number of pups studied and the statistical analysis used to compare the groups. 

4. Please address all the reviewers' comments as well.
We have carefully revised the manuscript and responded to all the reviewers’ comments.

5. Please obtain explicit copyright permission to reuse any figures from a previous publication. Explicit permission can be expressed in the form of a letter from the editor or a link to the editorial policy that allows re-prints. Please upload this information as a .doc or .docx file to your Editorial Manager account. The Figure must be cited appropriately in the Figure Legend, i.e. “This figure has been modified from [citation].”

The figure we have adapted is from the article  Local pulmonary drug delivery in the preterm rabbit: feasibility and efficacy of daily intratracheal injections Salaets T et al.  American Journal of Physiology-Lung Cellular and Molecular Physiology 2019 316:4, L589-L597 Volume 316Issue 4 April 2019 and thus according to the journal’s editorial policy as authors we can republish part of the published work. https://journals.physiology.org/author-info.permissions 



____________________________________
Reviewers' comments:
Reviewer #1: 
Manuscript Summary:
The revised submission is somewhat better but problems persist that the authors failed to address.

Major Concerns:
1. The Introduction's paragraph 3 clearly leads the reader down the path that better approach is necessary for preterm infants with CNLD. This is contrary to the authors assertion that they are not leading readers.

With little effective therapy or prophylaxis for CNLD or prophylaxis, we the authors are of the opinion that improved therapies/interventions are required to limit the development and severity of CNLD. We have rewritten Paragraph 3 of the introduction to emphasize that the value of intratracheal drug therapy is uncertain and not to lead the reader to the conclusion that intratracheal drug delivery is the best or only therapy but is rather a treatment option that requires further investigation. 

2. The study lacks the gold-standard of endotracheal intubation to deliver the tracer. This is an expectation when a new method is proposed. This limitation should be explicitly added to the limitation paragraph of the Discussion.

We have included the lack of comparison to endotracheal intubation and drug delivery via endotracheal tube as a limitation of our method. (lines 318-321)


3. The figures do not provide the number of rabbit pups, contrary to the authors' response.

We have expanded the figure legends to include the number of pups included in all the representative results in Figures 1 and 2.


Reviewer #2: 
Manuscript Summary:
The Authors have addressed my concerns and the concerns of the other reviewers
Reviewer #4: 
Manuscript Summary:
The authors clearly and meticulously describe the intratracheal drug administration technique to efficiently deliver pharmaceutical substances directly to preterm rabbits' lungs.

Minor Concerns:
Extra refs may be added (line 67 and 299).
[bookmark: _GoBack]Extra references have been added to line 67. Line 67 has been reformulated. Concerning line 299: No references are available as this is unpublished data from our laboratory. To clarify this, line 300 has been reformulated


"Figure 1" should be indicated in the corresponding paragraph (5.Performing the intratracheal injection)
Figure 1 has been indicated as suggested. Line 165
 


