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Decision Letter, initial version: 
 

Date: 12th Aug 20 11:40:08 
Last Sent: 12th Aug 20 11:40:08 

Triggered By: Catherine Potenski  
From: Catherine.Potenski@us.nature.com 

To: mrivas@stanford.edu 
Subject: Decision on Nature Genetics submission NG-A55370-T 

Message: 12th Aug 2020 
 
 
Dear Dr Rivas, 
 
Your Article, "Genetics of 35 blood and urine biomarkers in the UK Biobank" has now 
been seen by 3 referees. You will see from their comments below that while they find 
your work of interest, some important points are raised. We are interested in the 
possibility of publishing your study in Nature Genetics, but would like to consider your 
response to these concerns in the form of a revised manuscript before we make a final 
decision on publication. 
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As you will see, Reviewer #1 thinks that the study is comprehensive and likely will be 
well cited. There are a series of questions, requests for clarification and comments that 
should be addressed. Reviewer #2 echoes some of the comments from the previous 
round about exactly what the novel finding are. Additionally, this reviewer has some 
questions about the fine-mapping. Reviewer #3 is satisfied and has one minor point. 
All reviewers are mainly supportive. The points raised are important, but seem 
addressable. 
 
We therefore invite you to revise your manuscript taking into account all reviewer and 
editor comments. Please highlight all changes in the manuscript text file. At this stage 
we will need you to upload a copy of the manuscript in MS Word .docx or similar 
editable format. 
 
We are committed to providing a fair and constructive peer-review process. Do not 
hesitate to contact us if there are specific requests from the reviewers that you believe 
are technically impossible or unlikely to yield a meaningful outcome. 
 
When revising your manuscript: 
 
*1) Include a “Response to referees” document detailing, point-by-point, how you 
addressed each referee comment. If no action was taken to address a point, you must 
provide a compelling argument. This response will be sent back to the referees along 
with the revised manuscript. 
 
*2) If you have not done so already please begin to revise your manuscript so that it 
conforms to our Article format instructions, available 
<a href="http://www.nature.com/ng/authors/article_types/index.html">here</a>. 
Refer also to any guidelines provided in this letter. 
 
*3) Include a revised version of any required Reporting Summary: 
https://www.nature.com/documents/nr-reporting-summary.pdf 
It will be available to referees (and, potentially, statisticians) to aid in their evaluation 
if the manuscript goes back for peer review. 
A revised checklist is essential for re-review of the paper. 
 
Please be aware of our <a href="https://www.nature.com/nature-research/editorial-
policies/image-integrity">guidelines on digital image standards.</a> 
 
Please use the link below to submit your revised manuscript and related files: 
 
[REDACTED]  

 
<strong>Note:</strong> This URL links to your confidential home page and 
associated information about manuscripts you may have submitted, or that you are 
reviewing for us. If you wish to forward this email to co-authors, please delete the link 
to your homepage. 
 
We hope to receive your revised manuscript within four to eight weeks. If you cannot 
send it within this time, please let us know. 
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Please do not hesitate to contact me if you have any questions or would like to discuss 
these revisions further. 
 
Nature Genetics is committed to improving transparency in authorship. As part of our 
efforts in this direction, we are now requesting that all authors identified as 
‘corresponding author’ on published papers create and link their Open Researcher and 
Contributor Identifier (ORCID) with their account on the Manuscript Tracking System 
(MTS), prior to acceptance. ORCID helps the scientific community achieve 
unambiguous attribution of all scholarly contributions. You can create and link your 
ORCID from the home page of the MTS by clicking on ‘Modify my Springer Nature 
account’. For more information please visit please visit <a 
href="http://www.springernature.com/orcid">www.springernature.com/orcid</a>. 
 
We look forward to seeing the revised manuscript and thank you for the opportunity to 
review your work. 
 
Thank you very much. 
 
All the best, 
 
Catherine 
 
-- 
 
Catherine Potenski, PhD 
Chief Editor 
Nature Genetics 
1 NY Plaza, 47th Fl. 
New York, NY 10004 
catherine.potenski@us.nature.com 
https://orcid.org/0000-0002-4843-7071 
 
 
 
 
Reviewers' Comments: 
 
Reviewer #1: 
Remarks to the Author: 
Sinnott-Armstrong and colleagues present and updated manuscript focused on the 
genetic determinants of 35 blood or urine biomarkers in > 300K unrelated participants 
of the UK Biobank. This manuscript reflects a large and important effort, and will be of 
interest to the general genetics community. 
 
My comments reflect some persistent gaps in clarity that I think are important to 
close. 
 
Major: 
 
Authors describe biomarker phenotype distributions to start the paper, but then 
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describe correction for statin medications — is this example relevant to the remaining 
biomarkers or used only for cholesterol? If it was just these, it doesn’t seem like it 
warrants high profile discussion in the main text. Or if it is felt to be important, then 
why were other biomarkers (e.g. A1c, triglycerides) similarly affected by medications 
also adjusted? 
 
Authors describe correction of each biomarker using a residualized model for multiple 
potential confounders. But I don’t have a clear sense of whether this was necessary or 
helpful as compared to just using the raw biomarkers values and correcting for age 
and sex. The only place this is addressed is in the paragraph saying ‘we recover 
previously estimated phenotype correlations’ but here again I don’t know if this was 
meaningfully better than just adjusting for age and sex — if there was significant 
improvement, this seems important since it would influence how many other might 
approach analyzing UKBB biomarkers. 
 
Authors describe fasting glucose as a phenotype - was this actually correct? Most 
UKBB participants were not fasting. 
 
Is it expected that lp(a) SNP heritability is so low only 0.6% given that is known to be 
highly heritable? 
 
ST6 row 54 - is it really true that a frameshift variant in SLC22A2 is associated with 
lp(a) or is this some sort of coding error/typo? 
 
Page 10, line 299 - is isn expected that variants with the same effect on rate would 
have opposite effects on risk of grout? 
 
With respect to polygenic score component, there are two interesting questions at 
hand: (a) does the BASIL algorithm which allows for >1M genotypes as predictors 
enable a better polygenic predictor than a model using just the GWAS summary 
statistics? and (b) does the prediction of disease outcomes using a combination of 
biomarker PRS outperform one based just on the disease? 
 
Here, I remain quite confused. Authors profile renal failure as a illustrative example of 
the PRS. First, I am unable to understand how renal failure was defined, nor is this a 
standard clinical term with obvious meaning. Second, how is it possible that the snpnet 
PRS had OR < 1 and AUC < 0.5 (i.e. worse than chance)? Showing improvement over 
a model that is worse than chance seems like a strange thing to highlight. 
 
Beyond these clarity issues, some of the biomarkers are renal-related biomarkers used 
to define kidney diseases — so a question is whether use of OTHER biomarkers is 
adding something or you are best off just combining those that are related? 
 
What were the biomarker PRSs that were used to improve the heart failure and 
cirrhosis scores? 
 
Among the multi-PRS scores, is it possible to understand/display which PRS contribute 
the most? 
 
 
With respect to whether the multi-PRS improve beyond existing PRS for a given 
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disease, I am also having trouble interpreting. In the GRS46K for CAD, I am not able 
to understand the approach for the four scores summarized. For the gallstones, is it 
the case that the multiPRS actually makes the results worse? 
 
Overall, the fundamental question of whether adding PRS of biomarkers to PRS based 
on disease states meaningfully improves prediction remains unanswered in the 
revision. Many diseases such as T2D have previously validated PRS available, so 
uncertain why only CAD was analyzed. Moreover, HR close to 1.5/SD have been 
reported for many diseases, so the values in Fig 5D gray bars seem very low. 
 
Similarly in ST22, HR of 1.16 for a MI PRS baseline model seems very low. 
 
Does multiPRS approach improve or worsen transportability ocross racial groups? 
 
Can authors give generalizable learnings about when incorporating biomarker PRS 
might be helpful? For example, it seems like when the disease GWAS is very large, it 
may be less useful, but more useful when biomarkers are strongly associated with 
disease, discovery GWAS smaller, etc. 
 
I am not able to individually vet each of the proposed causal inferences, but many of 
them do not seem particularly biologically plausible. e.g. lowering TG would decrease 
risk of anorexia? 
 
The list of phenotypes used in PheWAS seems arbitrary/duplicative/not reflective of 
important conditions. For example, authors describe ‘removed disease outcomes that 
were likely to be duplicated’ but then have separate rows fro ‘DVT diagnosed by 
doctor’ and ‘blood clot or DVT diagnosed by doctor.’ Similarly with ‘bipolar and major 
depression status any’ and ‘bipolar and major depression.’ For the ‘status any’ version, 
what does that mean? 
 
I wonder if merging diagnosis codes into concepts PheCODES as is available using 
codings described by the Vanderbilt group, or just using an all by all and not 
suggesting there was curation would be reasonable alternatives, but best would really 
be to more effectively curate into disease groupings. Is ‘dentures’ really an important 
phenotype? 
 
Minor: 
First sentence: I don’t think it’s true that biomarkers are the ‘primary clinical tools’ fo 
adverse health conditions 
 
Authors describe that 90% of variance in testosterone was explained by covariates, 
but the majority of this is presumably just sex. 
 
Semantics throughout paper are not well-reflective of terms used in clinical practice, 
suggest review by one of the clinician co-authors. Representative examples include 
(‘kidney problems’, ‘renal failure’, ‘quantitative disease symptoms’,’t2d’ in Figure) 
 
Semantics such as ‘McCarthy Lab Tools’ should be removed 
 
LOR/SD difficult to interpret — any reason to not report odds ratio per SD? 
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Lipoprotein A is referred to as lipoprotein(a) within clinical research and clinical trial 
paradigms 
 
Semantics lack precision and warrant proofreading. A representative example is Supp 
Figure 7A, entitle ‘Portability of individual biomarkers,’ but I think this may refer to the 
relative variance explained of polygenic scores for these biomarkers? 
 
 
 
Reviewer #2: 
Remarks to the Author: 
1. What is novel among the many discoveries? I see that some of this information is 
listed in the Supplementary Tables, but it would be helpful for the reader to also 
appreciate novelty in the main text. In particular, known/novel information for the 
different variants and genes listed in the section entitled “Biomarkers associated 
variants prioritize therapeutic targets” would be very informative. This had already 
been raised in the previous review. 
 
2. What is the FINEMAP posterior inclusion probability (PIP) for the potential 
“functional” variants highlighted in section “Biomarkers associated variants prioritize 
therapeutic targets”? 
 
3. For the FINEMAP analyses, how were “loci” defined? Based on physical distance 
around independently associated variants? Did the authors merge overlapping loci? 
More info needed in the Methods section. 
 
4. Figure 3. 
Panel B. Consider adding % variance explained by fine-mapped variants for each of 
the horizontal bar. 
Panel D. I cannot see the palest color. 
 
5. In STables 14 A-B-C, what is the meaning of the color code for the different cells? 
 
 
 
Reviewer #3: 
Remarks to the Author: 
I am comfortable with the changes, with one slight exception. I think the HNF1B 
association with renal failure etc. should be explored relative to diabetes. The response 
to reviewer indicated the association was substantially attenuated (p of 5x10-7 to 
0.035) when T2D cases were removed. I think an additional sentence in the 
manuscript suggesting that the renal failure may be happening primarily in diabetics 
would help researchers trying to follow-up this finding. 
 
Nice work. 

 
 
Author Rebuttal to Initial comments   
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Decision Letter, first revision: 
 
  

Date: 23rd Oct 20 20:27:03 
Last 

Sent: 23rd Oct 20 20:27:03 

Triggere
d By: Catherine Potenski  

From: Catherine.Potenski@us.nature.com 
To: mrivas@stanford.edu 

CC: 

nasa@stanford.edu,ytanigaw@stanford.edu,davidama@stanford.edu,nina.mars@helsinki.fi,c
hristian.benner@helsinki.fi,magu@stanford.edu,guhan@stanford.edu,wainberg@stanford.ed
u,hanna.m.ollila@helsinki.fi,tuomo.kiiskinen@helsinki.fi,aki.havulinna@fimm.fi,jamesp@bro
adinstitute.org,junyangq@stanford.edu,annashch@stanford.edu,finngen-
scientificcommittee@helsinki.fi,frodrigu@stanford.edu,tassimes@stanford.edu,vineeta@stan
ford.edu,tibs@stanford.edu,hastie@stanford.edu,samuli.ripatti@helsinki.fi,pritch@stanford.e
du,mark.daly@helsinki.fi 

Subject: Decision on Nature Genetics submission NG-A55370R 
Message

: 
Our ref: NG-A55370R 
 
23rd Oct 2020 
 
Dear Dr. Rivas, 
 
Thank you for submitting your revised manuscript "Genetics of 35 blood and urine 
biomarkers in the UK Biobank" (NG-A55370R). It has now been seen by original referee #1 
and the comments are below. The reviewer finds that the paper has improved in revision, 
and therefore we will be happy in principle to publish it in Nature Genetics, pending minor 
revisions to comply with our editorial and formatting guidelines. 
 
** Note that we will send you a checklist detailing these editorial and formatting 
requirements in about a week. Please do not finalize your revisions or upload the final 
materials until you receive this additional information.** 
 
In recognition of the time and expertise our reviewers provide to Nature Genetics’s editorial 
process, we would like to formally acknowledge their contribution to the external peer 
review of your manuscript entitled "Genetics of 35 blood and urine biomarkers in the UK 
Biobank". For those reviewers who give their assent, we will be publishing their names 
alongside the published article. 
 
While we prepare these instructions, we encourage the Corresponding Author to begin to 
review and collect the following: 
 
-- Confirmation from all authors that the manuscript correctly states their names, 
institutional affiliations, funding IDs, consortium membership and roles, author or 
collaborator status, and author contributions. 
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-- Declarations of any financial and non-financial competing interests from any author. For 
the sake of transparency and to help readers form their own judgment of potential bias, the 
Nature Research Journals require authors to declare any financial and non-financial 
competing interests in relation to the work described in the submitted manuscript. This 
declaration must be complete, including author initials, in the final manuscript text. 
 
If you have any questions as you begin to prepare your submission please feel free to 
contact our Editorial offices at genetics@us.nature.com. We are happy to assist you. 
 
Thank you again for your interest in Nature Genetics. 
 
Congratulations on the paper! 
 
All the best, 
 
Catherine 
 
--- 
 
Catherine Potenski, PhD 
Chief Editor 
Nature Genetics 
1 NY Plaza, 47th Fl. 
New York, NY 10004 
catherine.potenski@us.nature.com 
https://orcid.org/0000-0002-4843-7071 
 
 
Reviewer #1 (Remarks to the Author): 
 
Manuscript significantly improved! 
 
 
 
 
 
<b>ORCID</b> 
 
Nature Genetics is committed to improving transparency in authorship. As part of our efforts 
in this direction, we are now requesting that all authors identified as ‘corresponding author’ 
create and link their Open Researcher and Contributor Identifier (ORCID) with their account 
on the Manuscript Tracking System (MTS) prior to acceptance. ORCID helps the scientific 
community achieve unambiguous attribution of all scholarly contributions. For more 
information please visit http://www.springernature.com/orcid 
 
For all corresponding authors listed on the manuscript, please follow the instructions in the 
link below to link your ORCID to your account on our MTS before submitting the final 
version of the manuscript. If you do not yet have an ORCID you will be able to create one in 
minutes. 
https://www.springernature.com/gp/researchers/orcid/orcid-for-nature-research 
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IMPORTANT: All authors identified as ‘corresponding author’ on the manuscript must follow 
these instructions. Non-corresponding authors do not have to link their ORCIDs but are 
encouraged to do so. Please note that it will not be possible to add/modify ORCIDs at proof. 
Thus, if they wish to have their ORCID added to the paper they must also follow the above 
procedure prior to acceptance. 
 
To support ORCID's aims, we only allow a single ORCID identifier to be attached to one 
account. If you have any issues attaching an ORCID identifier to your MTS account, please 
contact the <a href="http://platformsupport.nature.com/">Platform Support 
Helpdesk</a>. 

 
Date: 26th Oct 20 13:23:05 

Last Sent: 26th Oct 20 13:23:05 
Triggered By: Catherine Potenski  

From: Catherine.Potenski@us.nature.com 
To: mrivas@stanford.edu 

Subject: Your manuscript, NG-A55370R 
Message: Our ref: NG-A55370R 

 
26th Oct 2020 
 
Dear Dr. Rivas, 
 
Thank you for your patience as we’ve prepared the guidelines for final submission of 
your Nature Genetics manuscript, "Genetics of 35 blood and urine biomarkers in the 
UK Biobank" (NG-A55370R). Please follow the instructions provided here and in the 
attached files. 
 
When you upload your final materials, please: 
 
A) Fill out and upload the attached ***Publishing Policy Worksheet For Authors***, 
which contains information on how to comply with our legal guidelines for publication 
and links to the files that you will need to upload prior to final acceptance. You must 
initial the relevant portions of this checklist, sign it and return it with your final files. 
We will not be able to proceed further without these files: 
a) Reporting Summary (required) 
https://www.nature.com/documents/nr-reporting-summary.pdf 
b) License to Publish (LTP required for Original Research) or Copyright Assignment 
(required if commissioned by Journal) 
c) Color Fee Form (required for Original Research) 
https://www.nature.com/documents/nr-rj-colour-figure-form.pdf 
d) Competing Interests Statement (if applicable) 
e) Author Approval List (if applicable) 
f) Third Party Rights Table (if applicable, either Third Party Rights for Original Research 
or Third Party Rights if Commissioned by Journal) 
g) Institutional Open Access Waiver (if applicable) 
h) Inventory of Supplementary Information 
 
B) Include a tracked-changes Word file of your revised article. 
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C) Include a point-by-point response to the points below: 
 
General formatting: 
 
1. Article: Our standard word limit is 4,000 words for the Introduction, Results and 
Discussion. Your current manuscript is 5,381 words. Please shorten this to 4,000 
words, moving excess text to a Supplementary Note if necessary. 
2. Please ensure that sections are in the following order within the same manuscript 
file: Title, Authors, Affiliations, Abstract, Introduction, Results (with subheadings), 
Discussion, Acknowledgements, Author Contributions, References for main text, Figure 
Legends for main text, Tables, Online Methods, Data Availability Statement, Code 
Availability statement (if applicable), Methods-only references. 
3. Currently, you have 2 sets of equally contributing authors. Nature Research journals 
allow one set of up to six co-authors to be specified as having contributed equally to 
the work or having jointly supervised the work. Other equal contributions are best 
described in author contribution statements. Please ensure that there is only one set of 
“equally contributing” authors. 
4. You need to include a numbered affiliation for the FinnGen consortium. Please see 
instructions below for consortium author formatting. In order for the FinnGen 
consortium to remain in the main author list, there need to be consortium members 
who can be considered as authors, with their names and affiliations listed at the end of 
the article. 
5. Online Methods do not have a strict limit, but we suggest 3,000 words as a target. 
Your methods section is currently 4,992 words. Please retain ~3,000 words in the 
main article file and move the remaining text to a Supplementary Note. Please note 
that we cannot accommodate the bulleted formatting found in some methods sections 
in the online methods section. Please either reformat these sections or ensure that 
they are moved to the Supplementary Note PDF. 
6. Your abstract must be fewer than 150 words and should not include citations. 
7. Results sub-headings should be 59 characters or fewer including spaces. 
8. Please remove the figures from the main article file and present the figure legends 
in the main article file after the references (not embedded within the text). 
9. We ask that you make all summary statistics publicly available. 
10. If it is stated that data are available upon reasonable request, this must be 
explained and justified. Please be more specific about what “other data” are available 
upon request and why this is so. We strongly encourage that all data be made 
available. 
11. There is no defined limit for the number of references allowed in the main text. An 
additional 20 references can be included in the Online Methods. Only papers that have 
been published or accepted by a named publication or recognized preprint server 
should be in the numbered list. Published conference abstracts, numbered patents and 
research data sets that have been assigned a digital object identifier may be included 
in the reference list. 
12. Unpublished meeting abstracts, personal communications and manuscripts under 
consideration (and not formally accepted) may be cited only internally within the text 
and should not be added to the reference list. Please provide the names of the first 
five authors of unpublished data. If you cite personal communications or unpublished 
data of any individuals who are not authors of your manuscript, you must supply 
copies of written (including email) permission from the primary investigator of each 
group cited. 



 
 

 

47 
 

 

 

13. All references must be cited in numerical order. Place Methods-only references 
after the Methods section and continue the numbering of the main reference list (i.e., 
do not start at 1). Ensure the reference list is up to date for the final submission. 
14. Equations and symbols that will be set apart from the text must be in an editable 
format. Do not use embedded images for equations or symbols. 
15. Genes must be clearly distinguished from gene products (e.g., “gene Abc encodes 
a protein kinase,” not “gene Abc is a protein kinase”). For genes, provide database-
approved official symbols (for human genes throughout the paper use 
http://varnomen.hgvs.org/). For the relevant species, use NCBI Gene: 
http://www.ncbi.nlm.nih.gov/gene. Italicize gene symbols and functionally defined 
locus symbols; do not use italics for proteins, noncoding gene products and spelled-out 
gene names. 
16. For descriptions of variants, use HGVS notation according to the guidelines at 
http://varnomen.hgvs.org/. Include the accession code for the corresponding 
reference sequence at first mention of a variant. 
 
Figures and Tables: 
 
17. All figures and tables, including Extended Data, must be cited in the text in 
numerical order. 
Please correct the following: main Figures and Supplementary Tables are cited out of 
order. 
18. Figure legends should be concise and fewer than 250 words. Begin with a brief title 
and then describe what is presented in the figure and detail all relevant statistical 
information (as described and declared in the supplied checklist), avoiding 
inappropriate methodological detail. 
19. Please remove the boxes from around the text in Fig.1. 
20. Please ensure that Fig. 2 fits within the figure template and can accommodate 
minimum font size (4.5pt). 
21. Background gridlines should be removed from the graphs. 
22. Shadings or symbols in graphs must be defined in some fashion. We prefer that 
you use a key within the image; do not include colored symbols in the legend. 
23. All relevant figures must have a definition for any error bars. 
24. Red/green color contrasts can confuse our colorblind readers; please consider 
recoloring relevant figures, if possible. 
25. Graph axes should start at zero and not be altered in scale to exaggerate effects. 
A ‘broken’ graph can be used if absolutely necessary due to sizing constraints, but the 
break must be visually evident and should not impinge on any data points. 
26. All bar graphs should be converted to a dot-plot format or to a box-and-whisker 
format to show data distribution. All box-plot elements (center line, limits, whiskers, 
points) should be defined. 
27. When submitting the revised version of your manuscript, please pay close 
attention to our href="https://www.nature.com/nature-research/editorial-
policies/image-integrity">Digital Image Integrity Guidelines.</a> and to the following 
points below: 
- That unprocessed scans are clearly labelled and match the gels and western blots 
presented in figures. 
- That control panels for gels and western blots are appropriately described as loading 
on sample processing controls 
- All images in the paper are checked for duplication of panels and for splicing of gel 
lanes. 
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Finally, please ensure that you retain unprocessed data and metadata files after 
publication, ideally archiving data in perpetuity, as these may be requested during the 
peer review and production process or after publication if any issues arise. 
 
 
Statistics and Reproducibility: 
 
a. The Methods must include a statistics section where you describe the statistical 
tests used. The supplied checklist provides details of which statistics need to be in the 
Figure legends, and which assumptions and analytical procedures need to be supplied 
in the Methods. For all statistics (including error bars), provide the EXACT numbers 
used to calculate the statistics (reporting individual values rather than a range if n 
varied among experiments) AND define type of replicates (e.g., cell cultures, technical 
replicates). Please avoid use of the ambiguous term “biological replicates”; instead 
state what constituted the replicates (e.g., cell cultures, independent experiments, 
etc.). For all representative results, indicate number of times experiments were 
repeated, number of images collected, etc. Indicate statistical tests used, whether the 
test was one- or two-tailed, exact values (NOT for example: <0.05) for both significant 
and non-significant P values where relevant, F values and degrees of freedom for all 
ANOVAs, and t-values and degrees of freedom for t-tests. 
 
b. <b>Reporting Guidelines</b>– Attached you will find an annotated version of the 
Reporting Summary you submitted, along with a Word document indicating revisions 
that need to be made in compliance with our reproducibility requirements. These 
documents detail any changes that will need to be made to the text, and particularly 
the main and supplementary figure legends, including (but not limited to) details 
regarding sample sizes, replication, scale and error bars, and statistics. Please use 
these documents as a guide when preparing your revision and submit an updated 
Reporting Summary with your revised manuscript. The Reporting Summary will be 
published as supplementary material when your manuscript is published. 
 
**please note that in a few days we will send you detailed comments on your 
reproducibility checklist. You may have to modify some of the reporting in the 
manuscript at that time.** 
 
 
Supplementary Information: 
 
All Supplementary Information must be submitted in accordance with the instructions 
in the attached Inventory of Supporting Information, and should fit into one of three 
categories: 
 
1. EXTENDED DATA: Extended Data are an integral part of the paper and only data 
that directly contribute to the main message should be presented. These figures will be 
integrated into the full-text HTML version of your paper and will be appended to the 
online PDF. There is a limit of 10 Extended Data figures, and each must be referred to 
in the main text. Each Extended Data figure should be of the same quality as the main 
figures, and should be supplied at a size that will allow both the figure and legend to 
be presented on a single legal-sized page. Each figure should be submitted as an 
individual .jpg, .tif or .eps file with a maximum size of 10 MB each. All Extended Data 
figure legends must be provided in the attached Inventory of Accessory Information, 
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not in the figure files themselves. 
 
You have 14 Supplementary Figures. These are currently in the combined Supp. Note 
PDF and some are multi-page. You can select up to 10 single-page figures to present 
as Extended Data Figures. The remainder can stay as Supp. Figures. 
 
2. SUPPLEMENTARY INFORMATION: Supplementary Information is material that is 
essential background to the study but which is not practical to include in the printed 
version of the paper (for example, video files, large data sets and calculations). Each 
item must be referred to in the main manuscript and detailed in the attached 
Inventory of Accessory Information. Tables containing large data sets should be in 
Excel format, with the table number and title included within the body of the table. All 
textual information and any additional Supplementary Figures (which should be 
presented with the legends directly below each figure) should be provided as a single, 
combined PDF. Please note that we cannot accept resupplies of Supplementary 
Information after the paper has been formally accepted unless there has been a critical 
scientific error. 
 
All Extended Data must be called you in your manuscript and cited as Extended Data 
1, Extended Data 2, etc. Additional Supplementary Figures (if permitted) and other 
items are not required to be called out in your manuscript text, but should be 
numerically numbered, starting at one, as Supplementary Figure 1, not SI1, etc. 
 
You have 26 Supplementary Tables in a single excel sheet, with the titles on each 
individual tab. Please remove the Supp. Table legends from the combined Supp. Note 
and include these within the excel tabs themselves. 
 
Supplementary Data 1-4 are provided as figshare links; if these are not files 
associated with the manuscript, then they cannot be labeled “Supplementary Data”. 
The figshare links can appear in the DAS, but the files should be renamed. The legends 
should also be removed or rewritten in the Supp. Note. 
 
The Supp. Note contains the FinnGen consortium members. If you wish to include 
FinnGen in the main author list, some/all of these authors need to be at the end of the 
main article file (please see below for more details). 
 
3. SOURCE DATA: We encourage you to provide source data for your figures whenever 
possible. Full-length, unprocessed gels and blots must be provided as source data for 
any relevant figures, and should be provided as individual PDF files for each figure 
containing all supporting blots and/or gels with the linked figure noted directly in the 
file. Statistics source data should be provided in Excel format, one file for each 
relevant figure, with the linked figure noted directly in the file. For imaging source 
data, we encourage deposition to a relevant repository, such as figshare 
(https://figshare.com/) or the Image Data Resource (https://idr.openmicroscopy.org). 
 
 
TRANSPARENT PEER REVIEW 
 
Nature Genetics offers a transparent peer review option for new original research 
manuscripts submitted from 20 May 2020. We encourage increased transparency in 
peer review by publishing the reviewer comments, author rebuttal letters and editorial 
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decision letters if the authors agree. Such peer review material is made available as a 
supplementary peer review file. <b>Please state in the cover letter ‘I wish to 
participate in transparent peer review’ if you want to opt in, or ‘I do not wish to 
participate in transparent peer review’ if you don’t.</b> Failure to state your 
preference will result in delays in accepting your manuscript for publication. 
 
Please note: we allow redactions to authors’ rebuttal and reviewer comments in the 
interest of confidentiality. If you are concerned about the release of confidential data, 
please let us know specifically what information you would like to have removed. 
Please note that we cannot incorporate redactions for any other reasons. Reviewer 
names will be published in the peer review files if the reviewer signed the comments to 
authors, or if reviewers explicitly agree to release their name. For more information, 
please refer to our <a href="https://www.nature.com/documents/nr-transparent-
peer-review.pdf" target="new">FAQ page</a>. 
 
 
Authorship and Consortia 
 
 
c. CONSORTIA: If a consortium has at least one member who qualifies as an author, 
the name of the consortium has to be listed in the author list. In addition, names and 
affiliations of all members of a consortium who qualify as an author must be listed in 
the paper either in the author list and in the consortium, or only in a consortium list at 
the end of the manuscript. You can find our authorship criteria here: 
https://www.nature.com/authors/policies/authorship.html. Names and affiliations of all 
consortium members (those who quality as authors and those who do not) can be 
included in the Supplementary information (optional). When submitting your revised 
manuscript via the online submission system, the consortium name should be entered 
as an author, together with the contact details of a nominated consortium 
representative. See https://www.nature.com/documents/nr-consortia-formatting.pdf 
for further consortia formatting guidelines, which should be adhered to prior to 
acceptance. 
 
d. PROTOCOL EXCHANGE: Nature Research journals <a 
href="https://www.nature.com/nature-research/editorial-policies/reporting-
standards#protocols" target="new">encourage authors to share their step-by-step 
experimental protocols</a> on a protocol sharing platform of their choice. Nature 
Research's Protocol Exchange is a free-to-use and open resource for protocols; 
protocols deposited in Protocol Exchange are citable and can be linked from the 
published article. More details can found at <a 
href="https://www.nature.com/protocolexchange/about" 
target="new">www.nature.com/protocolexchange/about</a>. 
 
 
 
Open Researcher and Contributor Identifier 
Nature Genetics is committed to improving transparency in authorship. As part of our 
efforts in this direction, we are now requesting that all authors identified as 
‘corresponding author’ on published papers create and link their Open Researcher and 
Contributor Identifier (ORCID) with their account on the Manuscript Tracking System 
(MTS), prior to acceptance. ORCID helps the scientific community achieve 
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unambiguous attribution of all scholarly contributions. For more information please 
visit <a 
href="http://www.springernature.com/orcid">www.springernature.com/orcid</a>. 
 
Before resubmitting the final version of the manuscript, if you are listed as a 
corresponding author on the manuscript, please follow the steps below to link your 
account on our MTS with your ORCID. If you don’t have an ORCID yet, you will be able 
to create one in minutes. If you are not listed as a corresponding author, please 
ensure that the corresponding author(s) comply. 
 
1. From the home page of the <a href="https://mts-ng.nature.com/cgi-
bin/main.plex">MTS</a>) click on ‘<b>Modify my Springer Nature account</b>’ 
under ‘<b>General tasks</b>’. 
2. In the ‘<b>Personal profile</b>’ tab, click on ‘<b>ORCID Create/link an Open 
Researcher Contributor ID(ORCID)</b>’. This will re-direct you to the ORCID website. 
3a. If you already have an ORCID account, enter your ORCID email and password and 
click on ‘<b>Authorize</b>’ to link your ORCID with your account on the MTS. 
3b. If you don’t yet have an ORCID, you can easily create one by providing the 
required information and then click on ‘<b>Authorize</b>’. This will link your newly 
created ORCID with your account on the MTS. 
 
<b>IMPORTANT:</b> All authors identified as ‘corresponding authors’ on the 
manuscript must follow these instructions. Non-corresponding authors do not have to 
link their ORCIDs, but please note that it will not be possible to add/modify ORCIDs at 
proof. Thus, if they wish to have their ORCID added to the paper, they must also 
follow the above procedure prior to acceptance. 
 
To support ORCID's aims, we only allow a single ORCID identifier to be attached to 
one account. If you have any issues attaching an ORCID identifier to your Manuscript 
Tracking System account, please contact the at <a 
href="http://platformsupport.nature.com/">Platform Support Helpdesk</a>. 
 
 
Please use the following link for uploading these materials: 
[REDACTED] 

 
If you have any further questions, please feel free to contact me- I'd be more than 
happy to help. 
 
Thank you very much. 
 
All the best, 
 
Catherine 
 
--- 
 
Catherine Potenski, PhD 
Chief Editor 
Nature Genetics 
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1 NY Plaza, 47th Fl. 
New York, NY 10004 
catherine.potenski@us.nature.com 
https://orcid.org/0000-0002-4843-7071 
 
 
Reviewer #1: 
Remarks to the Author: 
Manuscript significantly improved! 

 
 
Author Rebuttal, first revision: 
 
  
 
Final Decision Letter: 
 

Date: 1st Dec 20 13:30:43 
Last Sent: 1st Dec 20 13:30:43 
Triggered 

By: Catherine Potenski  

From: Catherine.Potenski@us.nature.com 
To: mrivas@stanford.edu 
CC: rjsproduction@springernature.com 

Subject: Decision on NG-A55370R1 Rivas 
Message: In reply please quote: NG-A55370R1 Rivas 

 
1st Dec 2020 
 
Dear Dr. Rivas, 
 
I am delighted to say that your manuscript "Genetics of 35 blood and urine biomarkers in 
the UK Biobank" has been accepted for publication in an upcoming issue of Nature 
Genetics. 
 
Prior to setting your manuscript, we may make minor changes to enhance the lucidity of 
the text and with reference to our house style. We therefore ask that you examine the 
proofs most carefully to ensure that we have not inadvertently altered the sense of your 
text in any way. 
 
Once your manuscript is typeset you will receive a link to your electronic proof via email 
within 20 working days, with a request to make any corrections within 48 hours. If you 
have queries at any point during the production process then please contact the 
production team at rjsproduction@springernature.com. Once your paper has been 
scheduled for online publication, the Nature press office will be in touch to confirm the 
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details. 
 
Your paper will be published online after we receive your corrections and will appear in 
print in the next available issue. You can find out your date of online publication by 
contacting the Nature Press Office (press@nature.com) after sending your e-proof 
corrections. Now is the time to inform your Public Relations or Press Office about your 
paper, as they might be interested in promoting its publication. This will allow them time 
to prepare an accurate and satisfactory press release. Include your manuscript tracking 
number (NG-A55370R1) and the name of the journal, which they will need when they 
contact our Press Office. 
 
Before your paper is published online, we shall be distributing a press release to news 
organizations worldwide, which may very well include details of your work. We are happy 
for your institution or funding agency to prepare its own press release, but it must 
mention the embargo date and Nature Genetics. Our Press Office may contact you closer 
to the time of publication, but if you or your Press Office have any enquiries in the 
meantime, please contact press@nature.com. 
 
Acceptance is conditional on the data in the manuscript not being published elsewhere, 
or announced in the print or electronic media, until the embargo/publication date. These 
restrictions are not intended to deter you from presenting your data at academic 
meetings and conferences, but any enquiries from the media about papers not yet 
scheduled for publication should be referred to us. 
 
The Author's Accepted Manuscript (the accepted version of the manuscript as submitted 
by the author) may only be posted 6 months after the paper is published, consistent with 
our <a href="http://www.nature.com/authors/policies/license.html">self-archiving 
embargo</a>. Please note that the Author’s Accepted Manuscript may not be released 
under a Creative Commons license. For Nature Research Terms of Reuse of archived 
manuscripts please see: <a 
href="http://www.nature.com/authors/policies/license.html#terms">http://www.nature.
com/authors/policies/license.html#terms</a> 
If you have posted a preprint on any preprint server, please ensure that the preprint 
details are updated with a publication reference, including the DOI and a URL to the 
published version of the article on the journal website. 
 
To assist our authors in disseminating their research to the broader community, our 
SharedIt initiative provides you with a unique shareable link that will allow anyone (with 
or without a subscription) to read the published article. Recipients of the link with a 
subscription will also be able to download and print the PDF. 
 
As soon as your article is published, you will receive an automated email with your 
shareable link.” 
 
You can now use a single sign-on for all your accounts, view the status of all your 
manuscript submissions and reviews, access usage statistics for your published articles 
and download a record of your refereeing activity for the Nature journals. 
 
Please note that we encourage the authors to self-archive their manuscript (the accepted 
version before copy editing) in their institutional repository, and in their funders' 
archives, six months after publication. Nature Research recognizes the efforts of funding 
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bodies to increase access to the research they fund, and strongly encourages authors to 
participate in such efforts. For information about our editorial policy, including license 
agreement and author copyright, please visit www.nature.com/ng/ 
about/ed_policies/index.html 
 
An online order form for reprints of your paper is available at <a 
href="https://www.nature.com/reprints/author-
reprints.html">https://www.nature.com/reprints/author-reprints.html</a>. Please let 
your coauthors and your institutions' public affairs office know that they are also 
welcome to order reprints by this method. 
 
If you have not already done so, we invite you to upload the step-by-step protocols used 
in this manuscript to the Protocols Exchange, part of our on-line web resource, 
natureprotocols.com. If you complete the upload by the time you receive your 
manuscript proofs, we can insert links in your article that lead directly to the protocol 
details. Your protocol will be made freely available upon publication of your paper. By 
participating in natureprotocols.com, you are enabling researchers to more readily 
reproduce or adapt the methodology you use. Natureprotocols.com is fully searchable, 
providing your protocols and paper with increased utility and visibility. Please submit 
your protocol to http://www.nature.com/protocolexchange/. After entering your 
nature.com username and password you will need to enter your manuscript number (NG-
A55370R1). Further information can be found at http://www.natureprotocols.com. 
 
 
Congratulations on the paper! 
 
All the best, 
 
Catherine 
 
-- 
 
Catherine Potenski, PhD 
Chief Editor 
Nature Genetics 
1 NY Plaza, 47th Fl. 
New York, NY 10004 
catherine.potenski@us.nature.com 
https://orcid.org/0000-0002-4843-7071 
 
 
Click here if you would like to recommend Nature Genetics to your librarian 
http://www.nature.com/subscriptions/recommend.html#forms 
 
 
** Visit the Springer Nature Editorial and Publishing website at <a href="http://editorial-
jobs.springernature.com?utm_source=ejP_NGen_email&utm_medium=ejP_NGen_email&
utm_campaign=ejp_NGen">www.springernature.com/editorial-and-publishing-jobs</a> 
for more information about our career opportunities. If you have any questions please 
click <a href="mailto:editorial.publishing.jobs@springernature.com">here</a>.** 

 


