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Re: Spectrum04083-22 (Mutual effects of single and combined CFTR modulators and bacterial infection in cystic fibrosis)
Hi Alessandra:

| hope you are doing well and missed seeing you at NACFC.

Thank you for submitting your manuscript to Microbiology Spectrum.

I have reviewed your submission for Microbiology Spectrum and have only a few suggestions that | would like you to try to
incorporate into this manuscript. | don't think these will take more than some careful rewording or rewriting. In particular:

Table 1-I could not figure out how the Staphylococcus aureus isolates in this table related to the patients referred to in Table S2.
This needs to be made clearer.

Line 146-1 would refer back to Table S3 again here.

Line 159 and beyond-I like the idea of testing IVA in the mouse model of pneumonia. However, | wanted a little more rationale in
the Results section of the choice of the acute pneumonia model (rather than a chronic model), the selection of Pseudomonas
aeruginosa strain PAO1 (you do mention this eventually in the Discussion) and in the amount of IVA given (which you do refer to
the Methods). Realize | have no issue with any of this, but | think better justification up front will head off any criticism.

Finally and perhaps most critically, for the IVA distribution, how do you know whether any of the differences you did see with
PAO1 in the mice (Figure 1 A and Tables 4-6) are biologically important? Is there any information about how much IVA is
needed to see an increase on gating in mice? Or in any system? In other words, there may be an effect due to infection, but
does it even make a difference? | am certainly not proposing that you should do this experiment with CFTR knock out mice, but
has anyone else added in IVA to these mice to see what doses are needed to see correct gating? Without this type of
information, | think you will need to tone down your conclusions and suggest that these findings may only be relevant under the
conditions that you tested (not other strains, doses of PAO1, doses of IVA, etc.).

Minor suggestion-In the headers for the various Results sections, the first time you use abbreviations, please write out the whole
words and then put the abbreviations in parentheses. You had this in the tables, but nowhere else. Even | had to look back to
remind myself of what an ELF was (not a hobbit :).

Sincerely,

Joanna

When submitting the revised version of your paper, please provide (1) point-by-point responses to the issues raised by the
reviewers as file type "Response to Reviewers," not in your cover letter, and (2) a PDF file that indicates the changes from the
original submission (by highlighting or underlining the changes) as file type "Marked Up Manuscript - For Review Only". Please
use this link to submit your revised manuscript - we strongly recommend that you submit your paper within the next 60 days or
reach out to me. Detailed instructions on submitting your revised paper are below.

Link Not Available
Below you will find instructions from the Microbiology Spectrum editorial office and comments generated during the review.

ASM policy requires that data be available to the public upon online posting of the article, so please verify all links to sequence



records, if present, and make sure that each number retrieves the full record of the data. If a new accession number is not linked
or a link is broken, provide production staff with the correct URL for the record. If the accession numbers for new data are not
publicly accessible before the expected online posting of the article, publication of your article may be delayed; please contact
the ASM production staff immediately with the expected release date.

The ASM Journals program strives for constant improvement in our submission and publication process. Please tell us how we
can improve your experience by taking this quick Author Survey.

Sincerely,
Joanna Goldberg
Editor, Microbiology Spectrum

Journals Department

American Society for Microbiology
1752 N St., NW

Washington, DC 20036

E-mail: spectrum@asmusa.org

Reviewer comments:

Staff Comments:

Preparing Revision Guidelines

To submit your modified manuscript, log onto the eJP submission site at https://spectrum.msubmit.net/cgi-bin/main.plex. Go to
Author Tasks and click the appropriate manuscript title to begin the revision process. The information that you entered when you
first submitted the paper will be displayed. Please update the information as necessary. Here are a few examples of required
updates that authors must address:

* Point-by-point responses to the issues raised by the reviewers in a file named "Response to Reviewers," NOT IN YOUR
COVER LETTER.

* Upload a compare copy of the manuscript (without figures) as a "Marked-Up Manuscript" file.

» Each figure must be uploaded as a separate file, and any multipanel figures must be assembled into one file.

» Manuscript: A .DOC version of the revised manuscript

« Figures: Editable, high-resolution, individual figure files are required at revision, TIFF or EPS files are preferred

For complete guidelines on revision requirements, please see the journal Submission and Review Process requirements at
https://journals.asm.org/journal/Spectrum/submission-review-process. Submissions of a paper that does not conform to
Microbiology Spectrum guidelines will delay acceptance of your manuscript. "

Please return the manuscript within 60 days; if you cannot complete the modification within this time period, please contact me. If
you do not wish to modify the manuscript and prefer to submit it to another journal, please notify me of your decision
immediately so that the manuscript may be formally withdrawn from consideration by Microbiology Spectrum.

If your manuscript is accepted for publication, you will be contacted separately about payment when the proofs are issued;
please follow the instructions in that e-mail. Arrangements for payment must be made before your article is published. For a
complete list of Publication Fees, including supplemental material costs, please visit ourwebsite.

Corresponding authors may join or renew ASM membership to obtain discounts on publication fees. Need to upgrade your
membership level? Please contact Customer Service at Service@asmusa.org.

Thank you for submitting your paper to Microbiology Spectrum.


https://www.surveymonkey.com/r/ASMJournalAuthors
https://www.asmscience.org/Microbiology-Spectrum-FAQ
https://www.asm.org/membership
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Response to editor:

Q1. Table 1-I could not figure out how the Staphylococcus aureus isolates in
this table related to the patients referred to in Table S2. This needs to be
made clearer.

R1. Thanks for the suggestion. We have modified Table S2 including the
isolate name.

Q2. Line 146-1 would refer back to Table S3 again here.

R2. We introduced the reference to Supplementary Table S3.

Q3. Line 159 and beyond-I like the idea of testing IVA in the mouse model of
pneumonia. However, | wanted a little more rationale in the Results section of
the choice of the acute pneumonia model (rather than a chronic model), the
selection of Pseudomonas aeruginosa strain PAO1 (you do mention this
eventually in the Discussion) and in the amount of IVA given (which you do
refer to the Methods). Realize | have no issue with any of this, but | think
better justification up front will head off any criticism.

R3. We thank the editor and agree with this suggestion. In agreement, we
have amended the manuscript including details in different sections.

Line 162 page 6: “A mouse model of acute infection established with P.
aeruginosa reference strain PAO1 was used to mimic early treatment in
patients with CF.”

Line 165 page 6: “Mice were administered IVA at a dose approximately
reflecting that used in humans as detailed in Material and Methods.”

In addition, we comment on the usefulness of extending the study to the
chronic infection model in the conclusions.

Line 310 page 11. “Furthermore, these analyses should be extended to
chronic infection mouse models with repeated administrations to determine
the impact both of drug accumulation and lung damage on biodistribution.”

Q4. Finally and perhaps most critically, for the IVA distribution, how do you
know whether any of the differences you did see with PAO1 in the mice
(Figure 1 A and Tables 4-6) are biologically important? Is there any
information about how much IVA is needed to see an increase on gating in
mice? Or in any system? In other words, there may be an effect due to
infection, but does it even make a difference? | am certainly not proposing
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that you should do this experiment with CFTR knock out mice, but has anyone
else added in IVA to these mice to see what doses are needed to see correct
gating? Without this type of information, | think you will need to tone down
your conclusions and suggest that these findings may only be relevant under
the conditions that you tested (not other strains, doses of PAO1, doses of IVA,
etc.).

R4. Thank you for your comment. We clarify in the introduction the concept
that mouse and human CFTR are different. Thus, mouse models limit efficacy
evaluation on CFTR but they are still instrumental for PK studies as
investigated in our paper. For these reasons, we do not believe that CFTR
mutant mice are relevant.

Line 99 page 3. “Mouse models are not helpful for efficacy studies, since
cross-species comparative studies have highlighted differences between
human and mouse CFTR (33). However, they can facilitate PK analysis and
provide much-needed knowledge on the interactions between CFTR
modulators and CF pathogens avoiding variables of human studies.”
Regarding the biological importance of IVA biodistribution in relation to
infection, we reported on line 277 page 10: “Notably, we observed
antimicrobial activity or additive/synergistic effects with CST at IVA
concentrations ranging from 1 to 8 pg/ml, which were comparable to or
moderately higher than those observed in the murine ELF.”

These results suggest the biological relevance of our findings. However, we
point out the challenge ahead to further translate our data to humans in the
conclusions sections.

Q5. Minor suggestion-In the headers for the various Results sections, the first
time you use abbreviations, please write out the whole words and then put the
abbreviations in parentheses. You had this in the tables, but nowhere else.
Even | had to look back to remind myself of what an ELF was (not a hobbit :).

R5. We included these corrections.
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Re: Spectrum04083-22R1 (Mutual effects of single and combined CFTR modulators and bacterial infection in cystic fibrosis)
Hi Alessandrai:
I am happy to give you an early but not unexpected holiday present...your paper has been accepted to Microbiology Spectrum.

| wish you and your friends, family, and colleagues a warm holiday season and a happy healthy productive new year.

Sincerely,
Joanna

| will forward your paper on to the ASM Journals Department for publication. You will be notified when your proofs are ready to
be viewed.

The ASM Journals program strives for constant improvement in our submission and publication process. Please tell us how we
can improve your experience by taking this quick Author Survey.

As an open-access publication, Spectrum receives no financial support from paid subscriptions and depends on authors' prompt
payment of publication fees as soon as their articles are accepted. You will be contacted separately about payment when the
proofs are issued; please follow the instructions in that e-mail. Arrangements for payment must be made before your article is
published. For a complete list of Publication Fees, including supplemental material costs, please visit ourwebsite.

ASM policy requires that data be available to the public upon online posting of the article, so please verify all links to sequence
records, if present, and make sure that each number retrieves the full record of the data. If a new accession number is not linked
or a link is broken, provide production staff with the correct URL for the record. If the accession numbers for new data are not
publicly accessible before the expected online posting of the article, publication of your article may be delayed; please contact
the ASM production staff immediately with the expected release date.

Corresponding authors may join or renew ASM membership to obtain discounts on publication fees. Need to upgrade your
membership level? Please contact Customer Service at Service@asmusa.org.

Thank you for submitting your paper to Spectrum.

Sincerely,

Joanna Goldberg
Editor, Microbiology Spectrum

Journals Department

American Society for Microbiology
1752 N St., NW

Washington, DC 20036

E-mail: spectrum@asmusa.org

Supplemental Material: Accept


https://www.surveymonkey.com/r/ASMJournalAuthors
https://journals.asm.org/publication-fees
https://www.asm.org/membership

	Mutual effects of single and combined CFTR modulators and bacterial infection in cystic fibrosis
	Review Timeline:
	Transaction Report:

	Merged Decision Summary PDF Section 1
	Merged Decision Summary PDF Section 2
	Merged Decision Summary PDF Section 3
	Merged Decision Summary PDF Section 4

