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23rd Sep 20211st Editorial Decision

23rd Sep 2021 

Dear Dr. Lantero Rodríguez, 

Thank you again for submitting your work to EMBO Molecular Medicine. We have now heard back from the three referees who
evaluated your manuscript. As you will see from the reports below, the referees think that the study is interesting and
acknowledge the quality and potential clinical relevance of the presented data. However, they raise a series of -primarily minor-
concerns, which should be carefully addressed in a revision of the manuscript. 

The referees' recommendations are rather clear, and there is no need to reiterate their comments. Importantly, referees raised
issues regarding data accessibility. In line with the journal's data sharing policy, if practically possible and compatible with the
individual consent agreement, we would ask you to deposit the data to a public database. 

We would welcome the submission of a revised version within three months for further consideration. Please note that EMBO
Molecular Medicine strongly supports a single round of revision. As acceptance or rejection of the manuscript will depend on
another round of review, your responses should be as complete as possible. 

EMBO Molecular Medicine has a "scooping protection" policy, whereby similar findings that are published by others during
review or revision are not a criterion for rejection. Should you decide to submit a revised version, I do ask that you get in touch
after three months if you have not completed it to update us on the status. 

We are aware that many laboratories cannot function at full efficiency during the current COVID-19/SARS-CoV-2 pandemic and
have therefore extended our "scooping protection policy" to cover the period required for a full revision to address the
experimental issues. Please let me know should you need additional time, and also if you see a paper with related content
published elsewhere. 

Please read below for important editorial formatting and consult our author's guidelines for proper formatting of your revised
article for EMBO Molecular Medicine. 

I look forward to receiving your revised manuscript. 

Use this link to login to the manuscript system and submit your revision: https://embomolmed.msubmit.net/cgi-bin/main.plex 

Kind regards, 
Jingyi 

Jingyi Hou 
Editor 
EMBO Molecular Medicine 

***** 

When submitting your revised manuscript, please carefully review the instructions that follow below.  We perform an initial quality
control of all revised manuscripts before re-review; failure to include requested items will delay the evaluation of your revision. 

We require: 

1) A .docx formatted version of the manuscript text (including legends for main figures, EV figures and tables). Please make sure
that the changes are highlighted to be clearly visible. 

2) Individual production quality figure files as .eps, .tif, .jpg (one file per figure). For guidance, download the 'Figure Guide PDF':
(https://www.embopress.org/page/journal/17574684/authorguide#figureformat). 

3) A .docx formatted letter INCLUDING the reviewers' reports and your detailed point-by-point responses to their comments. As
part of the EMBO Press transparent editorial process, the point-by-point response is part of the Review Process File (RPF),
which will be published alongside your paper. 

4) A complete author checklist, which you can download from our author guidelines



(https://www.embopress.org/page/journal/17574684/authorguide#submissionofrevisions). Please insert information in the
checklist that is also reflected in the manuscript. The completed author checklist will also be part of the RPF. 

5) Please note that all corresponding authors are required to supply an ORCID ID for their name upon submission of a revised
manuscript. 

6) It is mandatory to include a 'Data Availability' section after the Materials and Methods. Before submitting your revision, primary
datasets produced in this study need to be deposited in an appropriate public database, and the accession numbers and
database listed under 'Data Availability'. Please remember to provide a reviewer password if the datasets are not yet public (see
https://www.embopress.org/page/journal/17574684/authorguide#dataavailability). 

In case you have no data that requires deposition in a public database, please state so in this section. Note that the Data
Availability Section is restricted to new primary data that are part of this study.   

7) For data quantification: please specify the name of the statistical test used to generate error bars and P values, the number
(n) of independent experiments (specify technical or biological replicates) underlying each data point and the test used to
calculate p-values in each figure legend. The figure legends should contain a basic description of n, P and the test applied.
Graphs must include a description of the bars and the error bars (s.d., s.e.m.). See also 'Figure Legend' guidelines:
https://www.embopress.org/page/journal/17574684/authorguide#figureformat 

8) We would also encourage you to include the source data for figure panels that show essential data. Numerical data should be
provided as individual .xls or .csv files (including a tab describing the data). For blots or microscopy, uncropped images should
be submitted (using a zip archive if multiple images need to be supplied for one panel). Additional information on source data
and instruction on how to label the files are available at 

. 

9) Our journal encourages inclusion of *data citations in the reference list* to directly cite datasets that were re-used and
obtained from public databases. Data citations in the article text are distinct from normal bibliographical citations and should
directly link to the database records from which the data can be accessed. In the main text, data citations are formatted as
follows:  "Data ref: Smith et al, 2001" or "Data ref: NCBI Sequence Read Archive PRJNA342805, 2017". In the Reference list,
data citations must be labeled with "[DATASET]". A data reference must provide the database name, accession
number/identifiers and a resolvable link to the landing page from which the data can be accessed at the end of the reference.
Further instructions are available at . 

10) We replaced Supplementary Information with Expanded View (EV) Figures and Tables that are collapsible/expandable
online. A maximum of 5 EV Figures can be typeset. EV Figures should be cited as 'Figure EV1, Figure EV2" etc... in the text and
their respective legends should be included in the main text after the legends of regular figures. 

- For the figures that you do NOT wish to display as Expanded View figures, they should be bundled together with their legends
in a single PDF file called *Appendix*, which should start with a short Table of Content. Appendix figures should be referred to in
the main text as: "Appendix Figure S1, Appendix Figure S2" etc. 

- Additional Tables/Datasets should be labeled and referred to as Table EV1, Dataset EV1, etc. Legends have to be provided in
a separate tab in case of .xls files. Alternatively, the legend can be supplied as a separate text file (README) and zipped
together with the Table/Dataset file. 

See detailed instructions here: 

. 

11) The paper explained: EMBO Molecular Medicine articles are accompanied by a summary of the articles to emphasize the
major findings in the paper and their medical implications for the non-specialist reader. Please provide a draft summary of your
article highlighting 

- the medical issue you are addressing, 

- the results obtained and 

- their clinical impact. 

This may be edited to ensure that readers understand the significance and context of the research. Please refer to any of our
published articles for an example. 



12) For more information: There is space at the end of each article to list relevant web links for further consultation by our
readers. Could you identify some relevant ones and provide such information as well? Some examples are patient associations,
relevant databases, OMIM/proteins/genes links, author's websites, etc...  

13) Author contributions: the contribution of every author must be detailed in a separate section (before the acknowledgments). 

14) A Conflict of Interest statement should be provided in the main text. 

15) Every published paper now includes a 'Synopsis' to further enhance discoverability. Synopses are displayed on the journal
webpage and are freely accessible to all readers. They include a short stand first (maximum of 300 characters, including space)
as well as 2-5 one-sentences bullet points that summarizes the paper. Please write the bullet points to summarize the key NEW
findings. They should be designed to be complementary to the abstract - i.e. not repeat the same text. We encourage inclusion
of key acronyms and quantitative information (maximum of 30 words / bullet point). Please use the passive voice. Please attach
these in a separate file or send them by email, we will incorporate them accordingly.  

Please also suggest a striking image or visual abstract to illustrate your article as a PNG file 550 px wide x 300-600 px high.  

EMBO Molecular Medicine has a "scooping protection" policy, whereby similar findings that are published by others during
review or revision are not a criterion for rejection. Should you decide to submit a revised version, I do ask that you get in touch
after three months if you have not completed it, to update us on the status. 

***** Reviewer's comments ***** 

Referee #1 (Comments on Novelty/Model System for Author): 

This study presents data indicating that p-tau 235 represents a late-preclinical (or relatively early in disease course) biomarker of
AD pathology that could be useful for staging of disease. 

Referee #1 (Remarks for Author): 

This study by Lantero-Rodrigeuz, Snellman and coworkers describes a phosphorylation site in tau (aa 235) that temporally
arises in the later stages of pre-clinical AD (i.e. A+T-) and is preceded by p-tau217 and 231. The authors identify p-tau235 in
soluble brain homogenate from AD patients using IP-MS/MS. They subsequently measure p-tau235 in CSF in a discovery
cohort of AD patients and controls and in two other cohorts (TRIAD and ALFA) to assess CSF levels at different stages of
disease development. This a convincing and solid study and I have no comments for improvement in regard to the experiments. 

Referee #2 (Comments on Novelty/Model System for Author): 

The authors report a sequential development and characterization of a novel biomarker for staging preclinical Alzheimer's
disease (P-tau235), starting exploratory work in brain tissue, characterizing positivity in sequential stages of the AD continuum
in different clinical cohorts, and finally validate these findings against AD brains in different disease stages. a very well
conducted study providing valuable insights into the pathophysiology of AD with possible clinical applicability. 

Referee #2 (Remarks for Author): 

Why do the authors not report blood measurements? 

Minor: 
Abbreviations in the text should be defined at first use. This is not the case now and highly impairs the flow of the text. 

page 8, line 3: A+T needs to be: A+T-. 

the clinical cohorts should be described briefly in the text, when they are referred to at first occurrence in the text. The cohorts
are not known to all readers. 



Referee #3 (Comments on Novelty/Model System for Author): 

This reviewer has no concerns regarding the content of this manuscript 

Referee #3 (Remarks for Author): 

Under data availability the authors state that the data will not be deposited in an external repository. I would like to see a plan
put in place that would allow for sharing of at least the measured concentrations from the two cohorts. 

The above concern ties in with my only other comment on the paper - figure 6 is a log/log plot - while the authors do not try to
make conclusions about the linearity of the data - without access to the raw data - it is hard to imagine what the plot would look
like if the data was not log transformed before plotting. 

Also, regarding the cut points used to define positivity for 231 and 235 levels: The text mentions that this is the mean of the
normals + 2 standard deviations. Would it be possible to show these cutoffs on Figure 3/4a or maybe even generate a new
figure to show the performance of this cutoff? I know they are shown in 6b - but those are log transformed data.



 

 

We want to thank the reviewers for their support and interesting suggestions. They shared some concerns, and 
a point-by-point response follows. The reviewer comments are quoted in bold, and our responses are in plain 
text. Additionally, all changes in the manuscript and appendix documents are now highlighted in yellow, 
making them easy to be located. 

Referee #1  

Referee #1 didn’t refer any concerns.  

We would like to thank referee #1 for the positive comments. 

Referee #2 

1. “Why do the authors not report blood measurements?”

We thank the referee for raising this important question. Our in-house SIMOA p-tau235 assay is at the moment 

only validated for measurements in CSF. P-tau levels in blood are approximately 10-100 fold lower than those 

in CSF, and at the time of the study, our assay lack the sensitivity necessary to successfully measure p-tau235 in 

all plasma samples. Our goal now is to further optimize our SIMOA p-tau235 so that we can overcome this 

sensitivity issue and reliably measure p-tau235 in all plasma samples. 

2. “Abbreviations in the text should be defined at first use. This is not the case now and highly impairs
the flow of the text.”

We want to apologize for this clumsy mistake. This has now been properly corrected. 

3. “Page 8, line 3: A+T needs to be: A+T-.”

We want to thank the referee for spotting this errata. This has been now properly corrected. 

Manuscript, Results, page 8: “We found that CSF p-tau235 was mildly but significantly increased in the A+T- 
when compared with A-T- group (Cohen’s d (d)235 = 0.49, P <0.0001) (Fig. 4A), further supporting that this CSF 
biomarker increases in the preclinical stage of AD, when CSF Aβ1-42/40 ratio is decreased but CSF p-tau181 is still 
not changed.” 

4. “The clinical cohorts should be described briefly in the text, when they are referred to at first
occurrence in the text. The cohorts are not known to all readers.”

We understand referee’s point and we concur. In the revised manuscript, a brief description of the clinical 
cohorts has been included in the results section, as this section precedes the methods section.  

Manuscript, Results, page 6: “The cohort comprised AD patients with typical AD CSF profile and neurological 
controls with minor neurological or psychiatric symptoms.” 

Institute of Neuroscience and Physiology 
Department of Psychiatry and Neurochemistry 
The Sahlgrenska Academy  
University of Gothenburg 

6th Oct 20211st Authors' Response to Reviewers



Manuscript, Results, page 7: “The TRIAD cohort is a cross-sectional study with participants ranging across the 
AD continuum, with detailed clinical and cognitive assessment, and a wide range of biomarker data (both fluid 
and imaging).” 

Manuscript, Results, page 8: “ALFA+ study is a cohort exclusively comprised by CU participants, and has the 
specific goal of investigating the preclinical stage of AD. Participants in ALFA+ are classified based on the 
presence (+/-) of Aβ (A) and tau pathology (T) in CSF into three groups: A-T-, A+T- and A+T+.” 

Referee #3 

1. Under data availability the authors state that the data will not be deposited in an external
repository. I would like to see a plan put in place that would allow for sharing of at least the
measured concentrations from the two cohorts.

We understand the referee’s point. We would like to express that all requests for raw and analysed data and 
materials will be promptly reviewed by the senior authors to verify whether the request is subject to any 
intellectual property or confidentiality obligations. Bulk anonymized data can be shared by request from any 
qualified investigator for the sole purpose of replicating procedures and results presented in the article, 
providing data transfer is in agreement with European Union legislation and decisions by the institutional 
review board of each participating center. 

2. The above concern ties in with my only other comment on the paper - figure 6 is a log/log plot -
while the authors do not try to make conclusions about the linearity of the data - without access to
the raw data - it is hard to imagine what the plot would look like if the data was not log transformed
before plotting.

Following the referee’s suggestion, we have now changed Figure 6B and Appendix Figure 6B so that the 
correlation between CSF p-tau231 and p-tau235 now appears without log transformation. Figure text has been 
also modified to adapt the figure changes. 

Figure 6B 

Manuscript, Figure legends, page 30: “Correlation between CSF p-tau235 and p-tau231 in the whole ALFA+ 
cohort (Spearman’s rank correlation: rS = 0.80, P˂0.0001).”  



Appendix Figure 6B 

Appendix, Appendix Figure 6, page 11: “Correlation between CSF p-tau235 and p-tau231 in the whole ALFA+ 
cohort (Spearman’s rank correlation: rS = 0.80, P˂0.0001).” 

3. Also, regarding the cut points used to define positivity for 231 and 235 levels: The text mentions
that this is the mean of the normals + 2 standard deviations. Would it be possible to show these
cutoffs on Figure 3/4a or maybe even generate a new figure to show the performance of this cutoff?
I know they are shown in 6b - but those are log transformed data.

Following the referee’s suggestion, we have now changed Figure 3A and Figure 4A so that the cut-off value for 
CSF p-tau235 positivity is now visible for the reader. Figure text has been also modified to adapt the figure 
changes. 

Figure 3A 

Manuscript, Figure legends, page 28:  “Cut-off value for CSF p-tau235 positivity is displayed with black dashed 
line (19.92 pg/mL)” and “CSF p-tau235 cut-off was determined as the mean + 2 SD of the A-T- group in ALFA+ 
cohort (19.92 pg/mL).” 



Figure 4A 

Manuscript, Figure legends, page 29: “Cut-off value for CSF p-tau235 positivity is displayed with black dashed 
line (19.92 pg/mL)” and “CSF p-tau235 cut-off was determined as the mean + 2 SD of the A-T- group in ALFA+ 
cohort (19.92 pg/mL).” 

In connection with the previous point, we have now included the cut-offs values for CSF p-tau231 and p-tau235 
positivity in Figure 6B and Appendix Figure 6B without log transformation, adapting the figure legends 
accordingly. Note that cut-offs in Figure 6A and Appendix Figure 6A are now clearly highlighted in red. 

Manuscript, Figure legends, page 30: “Assay cut-offs were determined as the mean + 2 SD of the A-T- group 
(defining p-tau231 and p-tau235 positivity or negativity in each participant). Cut-off values are indicated in red 
(19.92 and 9.59 pg/mL for CSF p-tau235 and p-tau231 respectively) and displayed with black dashed lines, 
resulting in four quadrants, each of them representing the four different positive or negatively status for each 
biomarker.” 

Appendix, Appendix Figure 6, page 11: “Assay cut-offs were determined as the 95th percentile of the A-T- group 
(defining p-tau231 and p-tau235 positivity or negativity in each participant). Cut-off values are indicated in red 
(19.21 and 9.13 pg/mL for CSF p-tau235 and p-tau231 respectively) and displayed with black dashed lines, 
resulting in four quadrants, each of them representing the four different positive or negatively status for each 
biomarker.” 

Taken together, we have carried out the corrections as suggested and hope that you find our paper now 
acceptable for publication in EMBO Molecular Medicine. Many thanks for taking the time to review our 
manuscript and for kindly share with us your suggestions and remarks on how to improve our paper. 

Sincerely, 

Juan Lantero-Rodriguez and Kaj Blennow on behalf of all authors. 



13th Oct 20211st Revision - Editorial Decision

13th Oct 2021 

Dear Dr. Lantero Rodríguez, 

Thank you for the submission of your revised manuscript to EMBO Molecular Medicine. We have now received the enclosed
report from the two referees who were asked to re-assess it. As you will see the referees are now overall supportive and I am
pleased to inform you that we will be able to accept your manuscript pending the following amendments: 

1. In the main manuscript file, please do the following:
- Remove the yellow color font.
- Multiple authors are missing from the Author contribution section. Please add all names.
- In Material and Methods, include a statement that the experiments conformed to the principles set out in the Human Services
Belmont Report.

2. Appendix
- Appendix Table S5,6, & 7 are not called out. Please fix this.
- Please update all nomenclature (Add an S) to Appendix Table Sx / Figure Sx.

3. Data availability:
I noticed that in the cover letter you wrote "All requests for raw and analyzed data and materials will be promptly reviewed by the
senior authors to verify whether the request is subject to any intellectual property or confidentiality obligations. Bulk anonymized
data can be shared by request from any qualified investigator for the sole purpose of replicating procedures and results
presented in the article, providing data transfer is in agreement with European Union legislation and decisions by the institutional
review board of each participating center." I also understand that Referee #3 is not opposed to your answer regarding data
sharing while he/she "would have liked to have anonymized data deposited externally".

Maybe I did not make it clear enough in my previous letter, but I wanted to point you to our author
guidelines(https://www.embopress.org/page/journal/17574684/authorguide#datadeposition). According to the journal's data
policy, if practically possible and compatible with the individual consent agreement, the authors should deposit the human
clinical datasets to public databases at the time of publication. Usually, we recommend EGA (https://www.ebi.ac.uk/ega/home)
for this purpose. Maybe you are not aware of this yet, but EGA does offer data-access control (https://ega-
archive.org/access/data-access) through a data access committee which can be named by the authors. 
Can you please let us know if you agree to deposit the anonymized data to a public database? Or is there any legal reason for
not doing that? 

4. Synopsis image: The text becomes somewhat blurry when the synopsis image is adjusted to the required resolution (550 px
width, see attached). This can be solved by increasing the text size. Please provide a new image (PNG format, 550 px width x
400-600 px height) with better readability.

5. Synopsis text: I have slightly modified and shortened the synopsis text (see attached). Please let me know if it is fine as is or if
you would like to introduce further modifications.

6. Our data editors have seen the manuscript, and they have made some comments and suggestions that need to be addressed
(see attached). Please send back a revised version (in track change mode), as we will need to go through the changes.

7. The paper explained: I have made only minor modifications (see the same data-edited doc file).

8. We would also encourage you to include the source data for figure panels that show essential data. Numerical data should be
provided as individual .xls or .csv files (including a tab describing the data). Additional information on source data and instruction
on how to label the files are available at
.

9. As part of the EMBO Publications transparent editorial process initiative (see our Editorial at
http://embomolmed.embopress.org/content/2/9/329), EMBO Molecular Medicine will publish online a Review Process File (RPF)
to accompany accepted manuscripts.

In the event of acceptance, this file will be published in conjunction with your paper and will include the anonymous referee
reports, your point-by-point response and all pertinent correspondence relating to the manuscript. Let us know whether you DO
NOT agree with this and if you want to remove or keep any figures from it prior to publication. 

Please note that the Authors checklist will be published at the end of the RPF. 



I look forward to reading a new revised version of your manuscript as soon as possible. 

Kind regards, 
Jingyi 

Jingyi Hou 
Editor 
EMBO Molecular Medicine 

*** Instructions to submit your revised manuscript *** 

*** PLEASE NOTE *** As part of the EMBO Publications transparent editorial process initiative (see our Editorial at
https://www.embopress.org/doi/pdf/10.1002/emmm.201000094), EMBO Molecular Medicine will publish online a Review
Process File to accompany accepted manuscripts. 

In the event of acceptance, this file will be published in conjunction with your paper and will include the anonymous referee
reports, your point-by-point response and all pertinent correspondence relating to the manuscript. If you do NOT want this file to
be published, please inform the editorial office at contact@embomolmed.org. 

To submit your manuscript, please follow this link: 

https://embomolmed.msubmit.net/cgi-bin/main.plex 

When submitting your revised manuscript, please include: 

1) a .docx formatted version of the manuscript text (including Figure legends and tables)

2) Separate figure files*

3) supplemental information as Expanded View and/or Appendix. Please carefully check the authors guidelines for formatting
Expanded view and Appendix figures and tables at
https://www.embopress.org/page/journal/17574684/authorguide#expandedview

4) a letter INCLUDING the reviewer's reports and your detailed responses to their comments (as Word
file).

5) The paper explained: EMBO Molecular Medicine articles are accompanied by a summary of the articles to emphasize the
major findings in the paper and their medical implications for the non-specialist reader. Please provide a draft summary of your
article highlighting
- the medical issue you are addressing,
- the results obtained and
- their clinical impact.
This may be edited to ensure that readers understand the significance and context of the research.
Please refer to any of our published articles for an example.

6) For more information: There is space at the end of each article to list relevant web links for further consultation by our readers.
Could you identify some relevant ones and provide such information as well? Some examples are patient associations, relevant
databases, OMIM/proteins/genes links, author's websites, etc...

7) Author contributions: the contribution of every author must be detailed in a separate section.

8) EMBO Molecular Medicine now requires a complete author checklist
(https://www.embopress.org/page/journal/17574684/authorguide) to be submitted with all revised manuscripts. Please use the
checklist as guideline for the sort of information we need WITHIN the manuscript. The checklist should only be filled with page
numbers were the information can be found. This is particularly important for animal reporting, antibody dilutions (missing) and
exact values and n that should be indicted instead of a range.



9) Every published paper now includes a 'Synopsis' to further enhance discoverability. Synopses are displayed on the journal
webpage and are freely accessible to all readers. They include a short stand first (maximum of 300 characters, including space)
as well as 2-5 one sentence bullet points that summarise the paper. Please write the bullet points to summarise the key NEW
findings. They should be designed to be complementary to the abstract - i.e. not repeat the same text. We encourage inclusion
of key acronyms and quantitative information (maximum of 30 words / bullet point). Please use the passive voice. Please attach
these in a separate file or send them by email, we will incorporate them accordingly.

You are also welcome to suggest a striking image or visual abstract to illustrate your article. If you do please provide a jpeg file
550 px-wide x 400-px high. 

10) A Conflict of Interest statement should be provided in the main text

11) Please note that we now mandate that all corresponding authors list an ORCID digital identifier. This takes <90 seconds to
complete. We encourage all authors to supply an ORCID identifier, which will be linked to their name for unambiguous name
identification.

Currently, our records indicate that the ORCID for your account is 0000-0002-7426-678X.

Please click the link below to modify this ORCID:
Link Not Available 

12) The system will prompt you to fill in your funding and payment information. This will allow Wiley to send you a quote for the
article processing charge (APC) in case of acceptance. This quote takes into account any reduction or fee waivers that you may
be eligible for. Authors do not need to pay any fees before their manuscript is accepted and transferred to our publisher.

*Additional important information regarding Figures

Each figure should be given in a separate file and should have the following resolution: 
Graphs 800-1,200 DPI 
Photos 400-800 DPI 
Colour (only CMYK) 300-400 DPI" 

Figures are not edited by the production team. All lettering should be the same size and style; figure panels should be indicated
by capital letters (A, B, C etc). Gridlines are not allowed except for log plots. Figures should be numbered in the order of their
appearance in the text with Arabic numerals. Each Figure must have a separate legend and a caption is needed for each panel. 

*Additional important information regarding figures and illustrations can be found at
https://bit.ly/EMBOPressFigurePreparationGuideline. See also figure legend preparation guidelines:
https://www.embopress.org/page/journal/17574684/authorguide#figureformat

The system will prompt you to fill in your funding and payment information. This will allow Wiley to send you a quote for the
article processing charge (APC) in case of acceptance. This quote takes into account any reduction or fee waivers that you may
be eligible for. Authors do not need to pay any fees before their manuscript is accepted and transferred to our publisher. 

***** Reviewer's comments ***** 

Referee #2 (Comments on Novelty/Model System for Author): 

the manuscript is well suited for publication 

Referee #2 (Remarks for Author): 

all issues have been resolved 

Referee #3 (Comments on Novelty/Model System for Author): 

I appreciate the updates to the manuscript and while I would have liked to have anonymized data deposited externally, I
appreciate the legal issues with sharing patient data. 

Referee #3 (Remarks for Author): 

Thanks to the authors for the updates to the manuscript.



14th Oct 20212nd Authors' Response to Reviewers

The authors have made all requested editorial  changes. 



18th Oct 20212nd Revision - Editorial Decision

18th Oct 2021 

Dear Juan, 

We are pleased to inform you that your manuscript is accepted for publication and is now being sent to our publisher to be
included in the next available issue of EMBO Molecular Medicine. 

We would like to remind you that as part of the EMBO Publications transparent editorial process initiative, EMBO Molecular
Medicine will publish a Review Process File online to accompany accepted manuscripts. If you do NOT want the file to be
published or would like to exclude figures, please immediately inform the editorial office via e-mail. 

Please read below for additional IMPORTANT information regarding your article, its publication and the production process. 

Thank you again for submitting this interesting work to EMBO Mol Med. 

Jingyi 

Jingyi Hou 
Editor 
EMBO Molecular Medicine 

Follow us on Twitter @EmboMolMed 
Sign up for eTOCs at embopress.org/alertsfeeds 

*** *** *** IMPORTANT INFORMATION *** *** *** 

SPEED OF PUBLICATION� 
The journal aims for rapid publication of papers, using using the advance online publication "Early View" to expedite the
process: A properly copy-edited and formatted version will be published as "Early View" after the proofs have been corrected.
Please help the Editors and publisher avoid delays by providing e-mail address(es), telephone and fax numbers at which
author(s) can be contacted. 

Should you be planning a Press Release on your article, please get in contact with embomolmed@wiley.com as early as
possible, in order to coordinate publication and release dates. 

LICENSE AND PAYMENT: 

All articles published in EMBO Molecular Medicine are fully open access: immediately and freely available to read, download
and share. 

EMBO Molecular Medicine charges an article processing charge (APC) to cover the publication costs. You, as the corresponding
author for this manuscript, should have already received a quote with the article processing fee separately. Please let us know in
case this quote has not been received. 

Once your article is at Wiley for editorial production you will receive an email from Wiley's Author Services system, which will ask
you to log in and will present you with the publication license form for completion. Within the same system the publication fee
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