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17th Oct 20251st Editorial Decision

Dear Christian,

Thank you for the submission of your revised review to EMBO reports. I apologize for this unusual delay in handling your
manuscript but we have now received the full set of referee reports that is copied below. 

As you will see, both referees consider the topic timely and interesting, but they also have a number of suggestions that I kindly
ask you to take on board. You might want to expand the discussion on multicellular organisms and environmental effects that
referee #1 comments on. 

I think this is a very interesting review and while I appreciate that incorporating the referees' suggestions will still require a bit of
work, I am convinced that the article is worth it and will benefit from it. 

When submitting your revised manuscript, we will require a Microsoft Word file (.doc) of the revised manuscript text including
detailed figure legends and the table, but without the figures. Please provide the figures as individual production quality files.

Please submit along with your review a detailed point-by-point response to the referee suggestions to facilitate the evaulation of
your review.

I look forward to seeing a revised version of your manuscript when it is ready. Please let me know if you have questions or
comments regarding the revision. 

With best wishes,

Martina

Martina Rembold, PhD
Senior Editor
EMBO reports

====================

Referee #1:

This manuscript reviews current literature on genetic epistasis between coding and non-coding variation. The topic is interesting
and the review is timely. 
I was however disappointed in several respects. Many of them would be helped if the definition of aim and focus of the review
was better framed at the very beginning and in the title, in part by narrowing down to specific adaptive evolutionary scenarios in
specific organisms. Below are some remarks and suggestions. 

- The review does not solely focus on unicellular organisms; however, the conceptual thinking is that of unicellular organisms.
For example, it is never mentioned how important cis-regulatory variation may be regarding tissue specificity and pleiotropy in
multicellular organisms. This is in my opinion a major issue.

- Environmental effects may be major when considering gene expression and are insufficiently taken in consideration. On a
discussion on gene expression, I was expecting this in the first paragraph, at least on line 46. And examples thereafter.

- The whole angle of the manuscript is restricted to thinking about adaptive new mutations, not evolution in a polymorphic
population with "alleles" rather than "mutations".

- All mapping is from genotype to fitness and it would be relevant to consider biological intermediates when explaining epistasis.

- Throughout, I see an ambiguity as to whether you refer to epistasis between coding and non-coding variation occurring within a
gene (mostly or only?) or between two different genes.

- Figure 1A is a difficult explanation of epistasis (I got lost in the green lines). The scale of fitness is missing (log scale?). Orient
graphs A and B similarly.
Panel C shows several molecular events leading to gene expression level, however the RNA level is fully missing (splicing,
localization, stability, UTRs, etc.). The same remark applies for the text, for example on top of p. 7.

- Figure 2: the cost is not necessarily one in terms of energy or quality control machinery. Upregulation of, for example, a
signaling molecule may be detrimental for other reasons. Again, the phenotypic consequences of gene expression levels are



missing. 

- Figure 3 legend: the explanation of "distribution of fitness effects" is unclear. Overall, to conclude that "regulatory mutations can
modulate both the expression and penetrance of disease-causing coding variants" is pretty obvious from the start. It is not
epistasis as this sentence would also apply for additive effects.

- Whether the overall aim is to measure all possible epistatic interactions or to describe cases of actual evolution is ambiguous.
The section on page 9 is particularly disappointing as most examples are from laboratory overexpression. 

Writing:

- line 62: what is a "complete or comprehensive understanding of epistasis "?
- The structure at the end of the first paragraph and beginning of the second paragraph is weak. Idem lines 102-104.
- line 150 is unclear: what are the several orders of magnitude: different proteins or the same protein in different conditions,
genotypes or cells?
- line 160: lysosomal pathways can be quite specific, for example through protein ubiquitinylation.
- lines 161-165; repeat. Why a focus on enhanced production?
- line 173: degradation may also dependent on the protein sequence. By focusing on some very specific examples of genetic
variation, the richness of biological regulation is removed.
- lines 203-6: sentence structure
- line 454-5: rewrite 

Referee #2:

>> Summary

Despite recognition that evolution arises from mutations in both regulatory elements and coding sequences, most prior studies
have examined these sources of variation separately. By surveying work on metabolic systems, directed enzyme evolution,
microbial evolution experiments, and genome-wide association studies of human traits, the authors demonstrate the functional
dependence between coding and non-coding mutations, which can yield regulatory-coding epistasis of variable magnitude and
even opposite sign. Such context dependence highlights a general evolutionary principle: mutations do not act in isolation but
within molecular and regulatory environments that reshape their consequences.
The authors further discuss the implications of regulatory-coding epistasis and environment-dependent plasticity for altering the
distribution of fitness effects, complicating efforts to predict adaptive trajectories. As a result, fitness landscapes are better
conceived not as static topographies but as dynamic, probabilistic surfaces that shift with genetic and environmental context. To
advance the field, the authors emphasize the need for new conceptual and experimental frameworks. They propose integrating
genomics, synthetic biology, and biophysical modeling to capture the joint contributions of protein activity and abundance, with
the ultimate goal of building predictive models for evolution, disease, and phenotypic diversity.

>> General comments

The review is well-written, constructive, and overall easy to follow. However, I cannot see a clear causal connection between
"highly expressed genes evolve slowly" and "regulatory-coding epistasis" emphasized by the authors. Slow coding sequence
evolution of highly expressed genes could be attributed to both strong purifying selection (gene essentiality) and the prevention
of translational errors. The authors should either refine their argument or consider leaving this part out.
Also, some paragraphs are too short and better be merged together.

>> Detailed comments

L43-44. Cite relevant doi:
10.1038/s41580-018-0028-8,
10.1101/2025.01.23.634641,
and 210.1042/BST20120312

L44. "though" sounds awkward in this sentence.

L58-62. Cite the following examples in which epistasis occurs within (PMID: 32424071) and between non-coding regions (PMID:
21636771).



L94-96. Does this part mainly concern the effect of adaptive mutations occurring along the adaptive trajectories of microbial
populations and does not concern deleterious mutations? This should be stated clearly. If this is about diminishing returns
epistasis, the authors can cite PMID: 21636772, 21636771, 28812657.

L152-154. Shorten the phrase "...which may arise naturally in response to mutations, environmental perturbations, or be
artificially engineered using synthetic biology tools,"

L169-170. Cite empirical evidence supporting this claim.

L191-197. The functional association between CNV of the ribosomal operon and ecological strategies of bacteria should be
mentioned as well
doi: 10.1128/AEM.66.4.1328-1333.2000

L236-240. Cite doi: 10.1093/molbev/msm204

L358-361. "much higher" overclaims the impact of a single gene from a systems and control-theory perspective.

L454-455. grammar error "is reflects"

L459-464. Provide a brief physiological explanation for the contrasting fitness effect of dfrB1 mutations.

L469-487. I was a bit lost when reading this paragraph. To avoid that, the author should make the point "fitness effects of coding
mutations depend not only on their biochemical properties but also on the level of gene expression" clear at the beginning of this
paragraph. Also, the fact that highly expressed genes evolve more slowly likely attribute to both gene essentiality and avoiding
translational/folding errors. Personally, I wouldn't use "challenge" here. I am also not sure if "highly expressed genes evolve
more slowly" is a relevant example for the regulatory-coding epistasis, unlike the promoter-glutamate dehydrogenase
dependence.

L553. "core" promoter region or promoter proximal element?

L562-565. Briefly explain the basis (statistical/functional) of this study's interpretation.

L565-568. Similar to my question about "highly expressed genes evolve more slowly", is the observation here due to gene
essentiality or regulatory-coding epistasis?

L622-624. The modes of action of these non-coding mutations are described in PMID: 22832162. Cite this reference for a
mechanistic explanation.

L701-704. Cite two relevant DMS examples for expression-altering mutations doi: 
10.1101/gr.260182.119
10.7554/eLife.64543

Fig. 1A. The stacked histogram can be plotted in a more intuitive manner. Particularly, I found using diagonal -line boxes to
indicate ranges perplexing. I had to read the legend twice to get the meaning of fn and fs.

Fig 1C should include the post-transcriptional regulation step as it is particularly important for eukaryotic gene expression.

Fig. 2C. The magnitude of the fitness burden is too large.



Response to reviewer comments: 

We thank both reviewers for their feedback and specific comments. The manuscript has been 

edited based on the comments, and the edited text is highlighted in green. The specific 

responses to each of the comments can be found below. We have also pasted the edited 

text/figures from the manuscript for the convenience of the reviewers and the editor. 

Referee #1: 

This manuscript reviews current literature on genetic epistasis between coding and non-

coding variation. The topic is interesting and the review is timely. 

I was however disappointed in several respects. Many of them would be helped if the 

definition of aim and focus of the review was better framed at the very beginning and in the 

title, in part by narrowing down to specific adaptive evolutionary scenarios in specific 

organisms. Below are some remarks and suggestions. 

- The review does not solely focus on unicellular organisms; however, the conceptual thinking

is that of unicellular organisms. For example, it is never mentioned how important cis-

regulatory variation may be regarding tissue specificity and pleiotropy in multicellular

organisms. This is in my opinion a major issue.

Response: This has been considered, and we did this on purpose to narrow down on the best

known examples. We now make this choice clear with several edits to indicate that we are

drawing lessons from studies on unicellular organisms and extending them to predict what

would happen in more complex organisms.

19th Dec 20251st Authors' Response to Reviewers



- Environmental effects may be major when considering gene expression and are insufficiently

taken in consideration. On a discussion on gene expression, I was expecting this in the first

paragraph, at least on line 46. And examples thereafter.

Response: We have expanded our discussion on the role of the environment:



- The whole angle of the manuscript is restricted to thinking about adaptive new mutations, 

not evolution in a polymorphic population with "alleles" rather than "mutations". 

Response: Thanks for the useful comment. The manuscript has been edited to add this 

perspective to our review.  

 

 
 

- All mapping is from genotype to fitness and it would be relevant to consider biological 

intermediates when explaining epistasis. 

Response: While this is true, in most experimental studies, fitness is the measure of mutational 

effects and is thought to be most relevant for adaptation. The manuscript has been edited to 

add this clarity. Wherever possible, we have included information about biological 

intermediates. 

 
 

- Throughout, I see an ambiguity as to whether you refer to epistasis between coding and 

non-coding variation occurring within a gene (mostly or only?) or between two different 

genes. 

Response: Thanks, we have revised the text to clarify that our primary focus is on regulatory–

coding epistasis, where cis-regulatory variants affect the gene’s expression and coding variants 

affect protein function or cost, and where the most detailed empirical examples currently exist. 

We also note that regulatory–coding epistasis can occur between different genes, particularly in 

complex organisms, and we now make this distinction explicit where relevant. 

 

- Figure 1A is a difficult explanation of epistasis (I got lost in the green lines). The scale of 

fitness is missing (log scale?). Orient graphs A and B similarly. 



Panel C shows several molecular events leading to gene expression level, however the RNA 

level is fully missing (splicing, localization, stability, UTRs, etc.). The same remark applies for 

the text, for example on top of p. 7. 

Response: Fig. 1A has been altered to explain epistasis more simply. The caption has been 

edited to explain that Fig. 1C is not all-encompassing, but only a representation of the 

complexity of molecular processes. 



- Figure 2: the cost is not necessarily one in terms of energy or quality control machinery. 

Upregulation of, for example, a signaling molecule may be detrimental for other reasons. 

Again, the phenotypic consequences of gene expression levels are missing. 

Response: Thanks for the comment. The cost of overexpression can stem from a variety of 

reasons, including the upregulation of a signaling molecule. The fitness effects of such costs 

have been empirically measured previously, and the new figure incorporates these findings. At 

the molecular level, overexpression of any molecule eventually overwhelms the quality 

control/stress response machinery.  

 

 
 

- Figure 3 legend: the explanation of "distribution of fitness effects" is unclear. Overall, to 

conclude that "regulatory mutations can modulate both the expression and penetrance of 

disease-causing coding variants" is pretty obvious from the start. It is not epistasis as this 

sentence would also apply for additive effects. 

Response: Thanks. The caption has been edited to make the definition of DFE clear, and to 

explain how regulatory-coding epistasis may affect penetrance.  



- Whether the overall aim is to measure all possible epistatic interactions or to describe cases

of actual evolution is ambiguous.

Response: It was unclear to us which section was unclear but we hope that it has been

corrected with the many changes we have made.

The section on page 9 is particularly disappointing as most examples are from laboratory 

overexpression. 

Response: Thanks for the comment. While the section starts with a description of 

overexpression screens, there are several examples of overexpression reported from evolution 

experiments in plants and mice. In the section on human genetics, we have more examples that 

are seen in humans and that are not from lab studies.   



Writing: 

- line 62: what is a "complete or comprehensive understanding of epistasis "?

Response: The line has been edited.

- The structure at the end of the first paragraph and beginning of the second paragraph is

weak. Idem lines 102-104.

Response: The section has been edited.

- line 150 is unclear: what are the several orders of magnitude: different proteins or the same

protein in different conditions, genotypes or cells?

Response: The line has been edited.



- line 160: lysosomal pathways can be quite specific, for example through protein 

ubiquitinylation. 

Response: The section has been edited. 

 
- lines 161-165; repeat. Why a focus on enhanced production? 

Response: The section has been removed. 

 

- line 173: degradation may also dependent on the protein sequence. By focusing on some 

very specific examples of genetic variation, the richness of biological regulation is removed. 

Response: The reviewer is right that protein degradation rates can depend on the protein 

sequence. In the revision, we now explicitly discuss genetic and environmental variation in 

degradation pathways and cite recent work demonstrating that degradation rates are 

themselves environment and genetic background-dependent. While our primary focus remains 

on regulatory–coding interactions affecting protein production, these same principles extend to 

degradation, which can also mediate epistasis between coding changes and regulatory context 

when degradation rates are modified by mutations. 



- lines 203-6: sentence structure

Response: The line has been edited.

- line 454-5: rewrite

Response: The line has been edited.



Referee #2: 

>> Summary

Despite recognition that evolution arises from mutations in both regulatory elements and

coding sequences, most prior studies have examined these sources of variation separately. By

surveying work on metabolic systems, directed enzyme evolution, microbial evolution

experiments, and genome-wide association studies of human traits, the authors demonstrate

the functional dependence between coding and non-coding mutations, which can yield

regulatory-coding epistasis of variable magnitude and even opposite sign. Such context

dependence highlights a general evolutionary principle: mutations do not act in isolation but

within molecular and regulatory environments that reshape their consequences.

The authors further discuss the implications of regulatory-coding epistasis and environment-

dependent plasticity for altering the distribution of fitness effects, complicating efforts to

predict adaptive trajectories. As a result, fitness landscapes are better conceived not as static

topographies but as dynamic, probabilistic surfaces that shift with genetic and environmental

context. To advance the field, the authors emphasize the need for new conceptual and

experimental frameworks. They propose integrating genomics, synthetic biology, and

biophysical modeling to capture the joint contributions of protein activity and abundance,

with the ultimate goal of building predictive models for evolution, disease, and phenotypic

diversity.

>> General comments

The review is well-written, constructive, and overall easy to follow. However, I cannot see a

clear causal connection between "highly expressed genes evolve slowly" and "regulatory-

coding epistasis" emphasized by the authors. Slow coding sequence evolution of highly

expressed genes could be attributed to both strong purifying selection (gene essentiality) and

the prevention of translational errors. The authors should either refine their argument or

consider leaving this part out.

Response: Thanks for this comment. The reviewer is right in pointing out slow coding sequence

evolution of highly expressed genes may be due to purifying selection or prevention of

translational errors. However, regulatory-coding epistasis is a fitness-level phenomenon that

results from several molecular causes, including the ones that drive the slow evolution of

overexpressed genes.

Also, some paragraphs are too short and better be merged together. 

Response: Short paragraphs have been merged throughout the manuscript. 

>> Detailed comments

L43-44. Cite relevant doi:

10.1038/s41580-018-0028-8,

10.1101/2025.01.23.634641,

and 210.1042/BST20120312

Response: Thanks, these references have been added.



L44. "though" sounds awkward in this sentence. 

Response: The line has been edited. 

L58-62. Cite the following examples in which epistasis occurs within (PMID: 32424071) and 

between non-coding regions (PMID: 21636771). 

Response: Thanks, these references have been added. 

L94-96. Does this part mainly concern the effect of adaptive mutations occurring along the 

adaptive trajectories of microbial populations and does not concern deleterious mutations? 

This should be stated clearly. If this is about diminishing returns epistasis, the authors can cite 

PMID: 21636772, 21636771, 28812657. 

Response: Thanks, these references have been added. 



L152-154. Shorten the phrase "...which may arise naturally in response to mutations, 

environmental perturbations, or be artificially engineered using synthetic biology tools," 

Response: The lines have been modified accordingly. 

L169-170. Cite empirical evidence supporting this claim. 

Response: The whole section has been altered. 

L191-197. The functional association between CNV of the ribosomal operon and ecological 

strategies of bacteria should be mentioned as well 

doi: 10.1128/AEM.66.4.1328-1333.2000 

Response: Thanks, these references have been added. 



L236-240. Cite doi: 10.1093/molbev/msm204 

Response: Thanks, this reference has been added. 

L358-361. "much higher" overclaims the impact of a single gene from a systems and control-

theory perspective. 

Response: The line has been edited. 

L454-455. grammar error "is reflects" 

Response: The line has been edited. 

L459-464. Provide a brief physiological explanation for the contrasting fitness effect of dfrB1 

mutations. 

R: The section has been edited to add a physiological explanation. 

L469-487. I was a bit lost when reading this paragraph. To avoid that, the author should make 

the point "fitness effects of coding mutations depend not only on their biochemical 

properties but also on the level of gene expression" clear at the beginning of this paragraph. 



Also, the fact that highly expressed genes evolve more slowly likely attribute to both gene 

essentiality and avoiding translational/folding errors. Personally, I wouldn't use "challenge" 

here. I am also not sure if "highly expressed genes evolve more slowly" is a relevant example 

for the regulatory-coding epistasis, unlike the promoter-glutamate dehydrogenase 

dependence. 

Response: The section has been edited. The reviewer is right in pointing out slow coding 

sequence evolution of highly expressed genes may be due to purifying selection or prevention 

of translational errors. However, regulatory-coding epistasis is a fitness-level phenomenon that 

results from several molecular causes, including the ones that drive the slow evolution of 

overexpressed genes.  

L553. "core" promoter region or promoter proximal element? 

Response: The line has been edited. 

L562-565. Briefly explain the basis (statistical/functional) of this study's interpretation. 

Response: An explanation for this study has been added. 



L565-568. Similar to my question about "highly expressed genes evolve more slowly", is the 

observation here due to gene essentiality or regulatory-coding epistasis? 

Response: The reviewer is correct in pointing out that the slow coding sequence evolution of 

highly expressed genes may be due to gene essentiality. However, in highly expressed genes, 

coding mutations have higher functional and energetic costs. As a result, the fitness effects of 

coding variants depend on the regulatory context, leading to stronger purifying selection 

against coding mutations specifically in highly expressed genes. 

L622-624. The modes of action of these non-coding mutations are described in PMID: 

22832162. Cite this reference for a mechanistic explanation. 

Response: Thanks, this reference has been added. 

L701-704. Cite two relevant DMS examples for expression-altering mutations doi: 

10.1101/gr.260182.119 

10.7554/eLife.64543 

Response: Thanks, these references have been added. 

Fig. 1A. The stacked histogram can be plotted in a more intuitive manner. Particularly, I found 

using diagonal -line boxes to indicate ranges perplexing. I had to read the legend twice to get 

the meaning of fn and fs. 

Response: Figure 1 has been changed.  



Fig 1C should include the post-transcriptional regulation step as it is particularly important for 

eukaryotic gene expression. 

Response: Thanks for this comment. While at the molecular level, processes like transcription 

and translation are highly complex with several processes like post-transcriptional 

modifications, post-translational modifications, chromatin remodeling, etc., the purpose of this 

figure is to give a bird’s eye view of the effects of changes in the genome and environment. We 

have edited the caption to specify that this figure is not all-encompassing. 



Fig. 2C. The magnitude of the fitness burden is too large. 

R: Thanks. Figure 2C has been edited.  



2nd Apr 20261st Revision - Editorial Decision

Dear Dr. Venkataraman,

Thank you for the submission of your revised review article to EMBO Reports. I sincerely apologize for the delay in handling it,
but we have received the two enclosed reports on it and as you will see, both referees support publication after some minor
revisions.

From the editorial side, there are a few points that we kindly ask you to address:

- Please add a 'Disclosure and competing interests statement'.

- Information on funding needs to be part of the Acknowledgments section. The 'Funding' section heading is not necessary.

- Please provide a short paragraph called "Box 1: In need of answers", that allows you to describe open questions in the field in
the form of a bullet points list.

Once the final version of your Review article is in, I will forward your figures to the team of graphics designers that we work with.
As soon as the figures have been approved, we can proceed with publication.

Kind regards,

Martina

Martina Rembold, PhD
Senior Editor
EMBO reports

==================

Referee #1:

The manuscript has been improved.

Referee #2:

The content, particularly graphic presentation in the updated Figure 1, has improved significantly, which addresses my main
concern raised previously. Here, I only have minor comments, as well as suggestions that aim to improve sentence structure
and clarity. I encourage the authors to polish and tighten sentences through the manuscript.

> Minor comments:
L67-69: If empirical data of every mutational effect are gathered across multiple environments, then what is left is just
quantitative interpretation rather than prediction.

> Suggestion for sentence clarity:
L50-52: Therefore, their effects are difficult to generalize, raising the key question: how do regulatory mutation-induced changes
in protein abundance translate into fitness changes?

L58-61: Simplify these sentences, which the main idea is "Mutational effects are context-dependent."

L96: Rephrase, "not all proteins with destabilizing mutations increase disease risks."

L109-110: This sentence is really confusing, with lots of "and." What are the two levels here?

L110-113: Simplify. How do phenomena mentioned here relate to the two levels described just before?

L114-116: Understanding protein evolution therefore requires an integrated approach accounting for regulatory architecture
governing gene expression, the structural and functional effects of coding mutations, and the genomic and environmental
context shaping their interplay.



L120-121: delete "adaptive" and "by constraining or facilitating adaptation."

Figure legends: All of them are quite long.



Point-by-point responses to reviewer comments: 

We are grateful for the feedback and suggestions received from the reviewers, and have 

incorporated the necessary changes as detailed below. 

Referee #1: 

The manuscript has been improved. 

Referee #2: 

The content, particularly the graphic presentation in the updated Figure 1, has improved 

significantly, which addresses my main concern raised previously. Here, I only have minor 

comments, as well as suggestions that aim to improve sentence structure and clarity. I 

encourage the authors to polish and tighten sentences through the manuscript. 

> Minor comments:

L67-69: If empirical data of every mutational effect are gathered across multiple

environments, then what is left is just quantitative interpretation rather than

prediction.

Response: We have altered the sentence to clarify this point.

> Suggestion for sentence clarity:

L50-52: Therefore, their effects are difficult to generalize, raising the key question: how

do regulatory mutation-induced changes in protein abundance translate into fitness

changes?

Response: We have altered this sentence according to the suggestion.

8th Apr 20262nd Authors' Response to Reviewers



L58-61: Simplify these sentences, which the main idea is "Mutational effects are 

context-dependent." 

Response: We have altered the sentence to simplify it. 

L96: Rephrase, "not all proteins with destabilizing mutations increase disease risks." 

Response: We have altered the sentence according to the suggestion. 

L109-110: This sentence is really confusing, with lots of "and." What are the two levels 

here? 

Response: We have altered the sentence to clarify the idea. 

L110-113: Simplify. How do phenomena mentioned here relate to the two levels 

described just before? 

Response: We have altered the sentence to a simpler one. 



L114-116: Understanding protein evolution therefore requires an integrated approach 

accounting for regulatory architecture governing gene expression, the structural and 

functional effects of coding mutations, and the genomic and environmental context 

shaping their interplay. 

Response: We have altered the sentence according to the suggestion. 

L120-121: delete "adaptive" and "by constraining or facilitating adaptation." 

Response: The edits have been made. 



Figure legends: All of them are quite long. 

Response: We have shortened three legends as much as possible while not diminishing 

their importance.  





29th Apr 20262nd Revision - Editorial Decision

Dr. Pavithra Venkataraman
Université Laval
Biochemistry, Microbiology and Bioinformatics
Canada

Dear Dr. Venkataraman,

I am pleased to inform you that your review article has been accepted for publication in EMBO reports. 
Your figures are being redrawn by a team of graphics designers we work with. Within approx. 10 working days you will be
contacted with a draft of the figures for your approval.

Your manuscript will then be processed for publication by EMBO Press. It will be copy edited and you will receive page proofs
prior to publication. Please note that you will be contacted by Springer Nature Author Services to complete licensing information.

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

If you have any questions, please do not hesitate to contact the Editorial Office. Thank you for your contribution to EMBO
Reports. 

Kind regards,

Martina

Martina Rembold, PhD
Senior Editor
EMBO reports

------------------------------------------------ 

>>> Please note that it is EMBO Reports policy for the transcript of the editorial process (containing referee reports and your
response letter) to be published as an online supplement to each paper. If you do NOT want this, you will need to inform the
Editorial Office via email immediately. More information is available here: https://link.springer.com/partners/embo-press/editorial-
policies#Peer%20review
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