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November 20, 20201st Editorial Decision

November 20, 2020 

Re: Life Science Alliance manuscript  #LSA-2020-00934-T 

Dr. Ezra Burstein 
UT Southwestern 
Departments of Internal Medicine, Molecular Biology 
5323 Harry Hines Blvd 
Room J5.126 
Dallas, TX 75390 

Dear Dr. Burstein, 

Thank you for submit t ing your manuscript  ent it led "Paneth cell-derived growth factors support
tumorigenesis in the small intest ine" to Life Science Alliance. The manuscript  was assessed by
expert  reviewers, whose comments are appended to this let ter. 

As you will note from the reviewers' comments below, the reviewers were quite enthusiast ic about
these findings, but point  out some minor concerns that should be addressed prior to further
considerat ion. We encourage you to submit  a revised manuscript  to LSA addressing all the
concerns raised by the reviewers. 

To upload the revised version of your manuscript , please log in to your account:
ht tps://lsa.msubmit .net/cgi-bin/main.plex 
You will be guided to complete the submission of your revised manuscript  and to fill in all necessary
informat ion. Please get in touch in case you do not know or remember your login name. 

We would be happy to discuss the individual revision points further with you should this be helpful. 

While you are revising your manuscript , please also at tend to the below editorial points to help
expedite the publicat ion of your manuscript . Please direct  any editorial quest ions to the journal
office. 

The typical t imeframe for revisions is three months. Please note that papers are generally
considered through only one revision cycle, so strong support  from the referees on the revised
version is needed for acceptance. 

When submit t ing the revision, please include a let ter addressing the reviewers' comments point  by
point . 

We hope that the comments below will prove construct ive as your work progresses. 

Thank you for this interest ing contribut ion to Life Science Alliance. We are looking forward to
receiving your revised manuscript . 

Sincerely, 



Shachi Bhatt , Ph.D. 
Execut ive Editor 
Life Science Alliance 
ht tps://www.lsajournal.org/ 
Tweet @SciBhatt  @LSAjournal 

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

A. THESE ITEMS ARE REQUIRED FOR REVISIONS 

-- A let ter addressing the reviewers' comments point  by point . 

-- An editable version of the final text  (.DOC or .DOCX) is needed for copyedit ing (no PDFs). 

-- High-resolut ion figure, supplementary figure and video files uploaded as individual files: See our
detailed guidelines for preparing your product ion-ready images, ht tps://www.life-science-
alliance.org/authors 

-- Summary blurb (enter in submission system): A short  text  summarizing in a single sentence the
study (max. 200 characters including spaces). This text  is used in conjunct ion with the t it les of
papers, hence should be informat ive and complementary to the t it le and running t it le. It  should
describe the context  and significance of the findings for a general readership; it  should be writ ten in
the present tense and refer to the work in the third person. Author names should not be ment ioned.

B. MANUSCRIPT ORGANIZATION AND FORMATTING: 

Full guidelines are available on our Instruct ions for Authors page, ht tps://www.life-science-
alliance.org/authors 

We encourage our authors to provide original source data, part icularly uncropped/-processed
electrophoret ic blots and spreadsheets for the main figures of the manuscript . If you would like to
add source data, we would welcome one PDF/Excel-file per figure for this informat ion. These files
will be linked online as supplementary "Source Data" files. 

***IMPORTANT: It  is Life Science Alliance policy that if requested, original data images must be
made available. Failure to provide original images upon request will result  in unavoidable delays in
publicat ion. Please ensure that you have access to all original microscopy and blot  data images
before submit t ing your revision.*** 

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

Reviewer #1 (Comments to the Authors (Required)): 

In this work, Chen et  al describe a novel mechanism by which small intest inal Paneth cells (PCs)
support  tumor format ion via product ion of Wnt3. The authors began by ident ifying that PCs are
present in adenomas from mice (the APC model) and humans. To address the role of PCs in
adenoma format ion, the authors genet ically deleted PCs in the APC mice and revealed that
absence of PCs reduced adenoma burden and size. Transcriptomic analysis revealed that loss of
PCs in these mice resulted in reduced Wnt3 and Wnt4 levels, which are proto-oncogenic proteins
involved in tumor format ion. To confirm the role of PC-derived Wnt3 in tumor format ion the authors



generated mice with a PC-specific delet ion of Wnt3. When crossed with the APC mice this PC-
specific delet ion of Wnt3 resulted in reduced tumor load and in reduced size of adenoma-derived
organoids. 

In my view this work is a significant advancement to the field. First , this work mechanist ically
determines the role of PCs and Wnt signaling in adenoma format ion. Second, while not emphasized
by the authors, this work shows that PCs are not needed for support  of the small intest inal stem
cell niche in unchallenged mice. Third, and most surprising to me, they show that loss of PCs does
not affect  the fecal or mucosal microbiomes. The authors have done a great job to generate
several mouse models to support  their claims in vivo, which makes the work more robust and
rigorous. 

I have a few minor comments that hope the authors will address: 

1. In figure 1C, please show a chart  describing PC frequency in human adenomas.

2. Figure S5 should be divided into mult iple charts, as displaying mRNA levels of all these different
Wnt genes together implies that their levels in APCmin mice are equal.

3. In page 7, line 15-16, the authors claim there is a major difference in expression levels of Wnt3
and Wnt4 but do not show the data support ing this claim. Perhaps it  was accidentally left  out .

4. I would be happy to read the authors' thoughts in the discussion sect ion on the differences in
phenotype between their in vivo data and organoid data. Specifically, they show that PC-specific
Wnt3 delet ion in mice resulted in lower adenoma burden but no change in adenoma size, yet  in
organoids derived from these adenomas the size changes but not their amount. I do not expect to
see further experiments done, as this is beyond the scope of this work, just  a discussion.

Reviewer #2 (Comments to the Authors (Required)): 

This is an interest ing manuscript  report ing data that, although most ly confirmatory, demonstrate
that while Paneth cells are not crucial for the maintenance of intest inal stem cell homeostasis in
vivo, their ability to secrete most likely ligands of the WNT pathway contribute to adenoma
mult iplicity in the small intest ine. The study is rigorous from the technical point  of view and has
some interest  for invest igators in intest inal cancer. Although Paneth cells are not present in the
colon, the authors (in agreement with previous observat ions) show that they can be present in
colon adenomas. It  will be interest ing to know if Paneth cell ablat ion affects tumorigenesis in more
aggressive models of intest inal carcinogenesis, like the AOM+DSS. 



1st Authors' Response to Reviewers            December 8, 2020

RESPONSE to the Reviewers’ comments 

We are grateful for the positive reception of our work and for the helpful comments made to 

the initial version.  In this revision, we have incorporated all the requested revisions, which 

have been addressed in full as noted below.  Changes in the manuscript are highlighted for ease 

of review. 

Reviewer #1 

In this work, Chen et al describe a novel mechanism by which small intestinal Paneth cells (PCs) 

support tumor formation via production of Wnt3. The authors began by identifying that PCs are 

present in adenomas from mice (the APC model) and humans. To address the role of PCs in 

adenoma formation, the authors genetically deleted PCs in the APC mice and revealed that 

absence of PCs reduced adenoma burden and size. Transcriptomic analysis revealed that loss of 

PCs in these mice resulted in reduced Wnt3 and Wnt4 levels, which are proto-oncogenic 

proteins involved in tumor formation. To confirm the role of PC-derived Wnt3 in tumor 

formation the authors generated mice with a PC-specific deletion of Wnt3. When crossed with 

the APC mice this PC-specific deletion of Wnt3 resulted in reduced tumor load and in reduced 

size of adenoma-derived organoids.  

In my view this work is a significant advancement to the field. First, this work mechanistically 

determines the role of PCs and Wnt signaling in adenoma formation. Second, while not 

emphasized by the authors, this work shows that PCs are not needed for support of the small 

intestinal stem cell niche in unchallenged mice. Third, and most surprising to me, they show 

that loss of PCs does not affect the fecal or mucosal microbiomes. The authors have done a 

great job to generate several mouse models to support their claims in vivo, which makes the 

work more robust and rigorous.  

I have a few minor comments that hope the authors will address: 

1. In figure 1C, please show a chart describing PC frequency in human adenomas.

RESPONSE: We have performed the quantification as requested, comparing lysozyme staining 

in human adenomas against staining in normal small intestinal mucosa.  This data is now 

included as Fig 1. 

2. Figure S5 should be divided into multiple charts, as displaying mRNA levels of all these

different Wnt genes together implies that their levels in APCmin mice are equal.

RESPONSE: Fig S5 has been separated into two sections.  First, to demonstrate the relative 

expression of each Wnt gene, the overall graph has been redrawn using Wnt5a as the standard 

against which each Wnt is compared to (numerical data presented below the graph as a table), 



demonstrating that Wnt4 is expressed at 10 times lower levels than Wnt3.  We also present a 

second composite panel with each Wnt gene drawn individually as requested. 

3. In page 7, line 15-16, the authors claim there is a major difference in expression levels of

Wnt3 and Wnt4 but do not show the data supporting this claim. Perhaps it was accidentally left

out.

RESPONSE: We now include the data as described in 3. 

4. I would be happy to read the authors' thoughts in the discussion section on the differences in

phenotype between their in vivo data and organoid data. Specifically, they show that PC-

specific Wnt3 deletion in mice resulted in lower adenoma burden but no change in adenoma

size, yet in organoids derived from these adenomas the size changes but not their amount. I do

not expect to see further experiments done, as this is beyond the scope of this work, just a

discussion.

RESPONSE: We have now included additional comments in the Discussion.  The number of 

organoids obtained per cells plated indicates that the frequency of tumor stem cells in each 

adenoma, which are the organoid-initiating cells, is not affected by Wnt3 deficiency. We 

speculate that the slow growing organoids reflect slow initial growth of intestinal adenomas, 

and that many of these adenomas involute at higher rates in mutant mice, resulting in fewer 

visible lesions in vivo.  Those that continue to grow probably do so relying on stromal sources of 

Wnt3.   

Reviewer #2 

This is an interesting manuscript reporting data that, although mostly confirmatory, 

demonstrate that while Paneth cells are not crucial for the maintenance of intestinal stem cell 

homeostasis in vivo, their ability to secrete most likely ligands of the WNT pathway contribute 

to adenoma multiplicity in the small intestine. The study is rigorous from the technical point of 

view and has some interest for investigators in intestinal cancer. Although Paneth cells are not 

present in the colon, the authors (in agreement with previous observations) show that they can 

be present in colon adenomas. It will be interesting to know if Paneth cell ablation affects 

tumorigenesis in more aggressive models of intestinal carcinogenesis, like the AOM+DSS.  

RESPONSE: We appreciate the positive reception and enthusiasm from the reviewer.  To the 

question of other models of cancer, we did not observe any differences in colonic adenoma 

formation in our mouse model, likely indicating that PC-lineage cells have a more limited 

contribution to adenoma formation in this organ.  This correlates with fewer PC-lineage cells in 

colonic adenomas.  For these reasons, we feel that the AOM/DSS model, which is a colon-only 



adenoma model, is unlikely to result in a phenotype in the mutant mice.  Whether PC-lineage 

cells in the human colon contribute to carcinogenesis will not be settled either way by studies 

in mice, which have differences in intestinal tumorigenesis compared to humans.  Because of 

the pandemic and closures of the lab facilities, our colony of PC-mutant mice needed to be 

drastically reduced and it would take months to generate enough animals for this experiment.  

We respectfully submit to the reviewer that either result will not substantially change the 

conclusion of the paper.    



December 8, 20201st Revision - Editorial Decision

December 8, 2020 

RE: Life Science Alliance Manuscript  #LSA-2020-00934-TR 

Dr. Ezra Burstein 
UT Southwestern 
Departments of Internal Medicine, Molecular Biology 
5323 Harry Hines Blvd 
Room J5.126 
Dallas, TX 75390 

Dear Dr. Burstein, 

Thank you for submit t ing your revised manuscript  ent it led "Paneth cell-derived growth factors
support  tumorigenesis in the small intest ine". We would be happy to publish your paper in Life
Science Alliance pending final revisions necessary to meet our formatt ing guidelines. 

Along with the points listed below, please also at tend to the following, 
-please add ORCID ID for secondary corresponding author-they should have received instruct ions
on how to do so
-please add your Abstract , a Running Tit le & Category in our system
-please add your main and supplementary figure legends to the main manuscript  text , direct ly under
the references
-please add a callout  for Figure S5B to the main manuscript  text

If you are planning a press release on your work, please inform us immediately to allow informing our
product ion team and scheduling a release date. 

To upload the final version of your manuscript , please log in to your account:
ht tps://lsa.msubmit .net/cgi-bin/main.plex 
You will be guided to complete the submission of your revised manuscript  and to fill in all necessary
informat ion. Please get in touch in case you do not know or remember your login name. 

To avoid unnecessary delays in the acceptance and publicat ion of your paper, please read the
following informat ion carefully. 

A. FINAL FILES:

These items are required for acceptance. 

-- An editable version of the final text  (.DOC or .DOCX) is needed for copyedit ing (no PDFs). 

-- High-resolut ion figure, supplementary figure and video files uploaded as individual files: See our
detailed guidelines for preparing your product ion-ready images, ht tps://www.life-science-
alliance.org/authors 

-- Summary blurb (enter in submission system): A short  text  summarizing in a single sentence the



study (max. 200 characters including spaces). This text  is used in conjunct ion with the t it les of
papers, hence should be informat ive and complementary to the t it le. It  should describe the context
and significance of the findings for a general readership; it  should be writ ten in the present tense
and refer to the work in the third person. Author names should not be ment ioned. 

B. MANUSCRIPT ORGANIZATION AND FORMATTING:

Full guidelines are available on our Instruct ions for Authors page, ht tps://www.life-science-
alliance.org/authors 

We encourage our authors to provide original source data, part icularly uncropped/-processed
electrophoret ic blots and spreadsheets for the main figures of the manuscript . If you would like to
add source data, we would welcome one PDF/Excel-file per figure for this informat ion. These files
will be linked online as supplementary "Source Data" files. 

**Submission of a paper that does not conform to Life Science Alliance guidelines will delay the
acceptance of your manuscript .** 

**It  is Life Science Alliance policy that if requested, original data images must be made available to
the editors. Failure to provide original images upon request will result  in unavoidable delays in
publicat ion. Please ensure that you have access to all original data images prior to final
submission.** 

**The license to publish form must be signed before your manuscript  can be sent to product ion. A
link to the electronic license to publish form will be sent to the corresponding author only. Please
take a moment to check your funder requirements.** 

**Reviews, decision let ters, and point-by-point  responses associated with peer-review at  Life
Science Alliance will be published online, alongside the manuscript . If you do want to opt out of
having the reviewer reports and your point-by-point  responses displayed, please let  us know
immediately.** 

Thank you for your at tent ion to these final processing requirements. Please revise and format the
manuscript  and upload materials within 7 days. 

Thank you for this interest ing contribut ion, we look forward to publishing your paper in Life Science
Alliance. 

Sincerely, 

Shachi Bhatt , Ph.D. 
Execut ive Editor 
Life Science Alliance 
ht tps://www.lsajournal.org/ 
Tweet @SciBhatt  @LSAjournal 

------------------------------------------------------------------------------ 
Reviewer #1 (Comments to the Authors (Required)): 



The authors have addressed all my comments. I recommend the manuscript  be published without
the need for any further revision. 



December 11, 20202nd Revision - Editorial Decision

December 11, 2020 

RE: Life Science Alliance Manuscript  #LSA-2020-00934-TRR 

Dr. Ezra Burstein 
UT Southwestern 
Departments of Internal Medicine, Molecular Biology 
5323 Harry Hines Blvd 
Room J5.126 
Dallas, TX 75390 

Dear Dr. Burstein, 

Thank you for submit t ing your Research Art icle ent it led "Paneth cell-derived growth factors support
tumorigenesis in the small intest ine". It  is a pleasure to let  you know that your manuscript  is now
accepted for publicat ion in Life Science Alliance. Congratulat ions on this interest ing work. 

The final published version of your manuscript  will be deposited by us to PubMed Central upon
online publicat ion. 

Your manuscript  will now progress through copyedit ing and proofing. It  is journal policy that authors
provide original data upon request. 

Reviews, decision let ters, and point-by-point  responses associated with peer-review at  Life Science
Alliance will be published online, alongside the manuscript . If you do want to opt out of having the
reviewer reports and your point-by-point  responses displayed, please let  us know immediately. 

***IMPORTANT: If you will be unreachable at  any t ime, please provide us with the email address of
an alternate author. Failure to respond to rout ine queries may lead to unavoidable delays in
publicat ion.*** 

Scheduling details will be available from our product ion department. You will receive proofs short ly
before the publicat ion date. Only essent ial correct ions can be made at  the proof stage so if there
are any minor final changes you wish to make to the manuscript , please let  the journal office know
now. 

DISTRIBUTION OF MATERIALS: 
Authors are required to distribute freely any materials used in experiments published in Life Science
Alliance. Authors are encouraged to deposit  materials used in their studies to the appropriate
repositories for distribut ion to researchers. 

You can contact  the journal office with any quest ions, contact@life-science-alliance.org 

Again, congratulat ions on a very nice paper. I hope you found the review process to be construct ive
and are pleased with how the manuscript  was handled editorially. We look forward to future excit ing
submissions from your lab. 



Sincerely, 

Shachi Bhatt , Ph.D. 
Execut ive Editor 
Life Science Alliance 
ht tps://www.lsajournal.org/ 
Tweet @SciBhatt  @LSAjournal 
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