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September 13, 20211st Editorial Decision

September 13, 2021 

Re: Life Science Alliance manuscript  #LSA-2021-01208-T 

Dr. Jayakrishnan Nandakumar 
University of Michigan-Ann Arbor 
MCDB 
1105 N. University avenue 
Ann Arbor, MI 48109 

Dear Dr. Nandakumar, 

Thank you for submit t ing your manuscript  ent it led "Different ial impact of a dyskeratosis congenita
mutat ion in TPP1 on mouse hematopoiesis and germline" to Life Science Alliance. The manuscript
was assessed by expert  reviewers, whose comments are appended to this let ter. We invite you to
submit  a revised manuscript  addressing the Reviewer comments. 

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. 

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, 

Eric Sawey, PhD 
Execut ive Editor 
Life Science Alliance 
ht tp://www.lsajournal.org 

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



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.

-- By submit t ing a revision, you at test  that  you are aware of our payment policies found here:
ht tps://www.life-science-alliance.org/copyright-license-fee 

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 manuscript , Graniel and colleagues report  on the impact of a dyskeratosis congenita
mutat ion in TPP1 (K170∆) using a novel mouse model. The authors generated a mutant mouse line
harboring the equivalent mutat ion in TPP1 (K82∆). Mice carrying the TPP1 K82∆ 
mutat ion show progressive telomere short ing confirming the impact of this mutat ion on telomere
length regulat ion. Strikingly, the progressive telomere shortening observed in these mice does not
result  in hematopoiet ic defects, a hallmark of DC in humans, and a feature of telomerase deficient
mice. However, late generat ion TPP1 K82∆ mice show mouse infert ility, caused by severe defects in
the test is, affect ing spermatogenesis. Based on a comprehensive and rigorous analysis of this
novel mouse model the authors propose that telomere length maintenance is crucial in the mouse
germline to ensure mult iple offspring. In contrast , in long-lived animals like humans, telomere length
is essent ial to maintain vital t issues such as the bone marrow to ensure progression to reproduct ive



age. 
Overall, this is a well-performed study that helps explain some of the differences in phenotypes
induced by loss of telomere homeostasis between humans and mice. The generat ion of a novel
mouse model for a DC-linked mutat ion will be of interest  to the field. The experiments are well
presented, and the data are convincing and well-controlled. 

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

In "Different ial impact of a dyskeratosis congenita mutat ion in TPP1 on mouse hematopoiesis and
germline" Graniel et  al describe their studies on the hematopoiet ic and germline t issues of a mouse
harboring a clinically relevant mutat ion in TPP1. The authors show no hematopoiet ic deficit , but
severe germline impairment with telomere shortening. While most of the phenotypes described here
have been described before in different mouse models of telomere deficit , the experiments are well
performed and the mouse described extremely interest ing. I have very few comments. 

The authors t ry to just ify (in their Introduct ion) the relevance of their study with what they call
"controversial non-telomeric funct ions" of the telomerase holoenzyme. This is irrelevant and
unnecessary. The phenotypes in DC have been linked many t imes to telomere dysfunct ion. Rescue
experiments have been performed many t imes. This paper does not need to invoke controversies
with non-canonical roles of telomerase to just ify its relevance. These sentences should be
removed. 

The authors claim, both in their Abstract  and in their Introduct ion, that  their "studies support  a
model wherein the mouse germline and the human BM are especially vulnerable towards defects in
telomerase-dependent telomere length maintenance". However, the authors didn't  work with
human BM samples at  all, so clearly, their studies don't  support  this model. I agree that extensive
literature agrees with this model, so these sentences should be rephrased. 

The results obtained in the hematopoiet ic system (basically no signs of hematopoiet ic impairment),
combined with the lack of skin aberrat ions (data not shown) is in line with what has been observed
in previous studies with mTR-/- mice. It  represents a complete lack of DC-related phenotypes,
indicat ing that lab mice are not a suitable model for the study of telomere-diseases, and therefore
not an opt imal model to develop novel alternat ives to t reatment of these pat ients. This should be
ment ioned in the text . 

The results obtained in germline are very interest ing and complete. As the authors ment ion, a lot  of
these phenotypes, or at  least  the main message, have been described before (Pech et  al, 2015, and
mTR-/- mice papers). 

The mouse model created and the experiments described here were rigorously performed. I do not
have any comments on that. It  is unfortunate that most of the data presented mimics what has
been shown before in other telomere-maintenance deficient  mice, but st ill due to the novelty of the
mutat ion studied, I believe this paper warrants publicat ion. However, I believe the manuscript  has to
be shortened, specifically the Discussion sect ion. Unnecessarily long, reads more as a PhD thesis
than as a manuscript . The ent ire sect ion on the Evolut ionary Model for Different ial Vulnerabilit ies,
while interest ing, is more suited for a review than for a Discussion sect ion of a paper (as no data
was presented to actually support  these interest ing ideas) 



1st Author' Response to Reviewers                                                                 September 26, 2021

We thank the Reviewers for their critiques. No requests were made for additional 
experiments. We have addressed all requested changes to the manuscript text in the 
revised manuscript. Please find below our point-by-point responses (starting with >>>) 
to each of the Reviewers’ comments (italicized and in green). 

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

In this manuscript, Graniel and colleagues report on the impact of a dyskeratosis 
congenita mutation in TPP1 (K170∆) using a novel mouse model. The authors 
generated a mutant mouse line harboring the equivalent mutation in TPP1 (K82∆). Mice 
carrying the TPP1 K82∆ 
mutation show progressive telomere shorting confirming the impact of this mutation on 
telomere length regulation. Strikingly, the progressive telomere shortening observed in 
these mice does not result in hematopoietic defects, a hallmark of DC in humans, and a 
feature of telomerase deficient mice. However, late generation TPP1 K82∆ mice show 
mouse infertility, caused by severe defects in the testis, affecting spermatogenesis. 
Based on a comprehensive and rigorous analysis of this novel mouse model the 
authors propose that telomere length maintenance is crucial in the mouse germline to 
ensure multiple offspring. In contrast, in long-lived animals like humans, telomere length 
is essential to maintain vital tissues such as the bone marrow to ensure progression to 
reproductive age. 
Overall, this is a well-performed study that helps explain some of the differences in 
phenotypes induced by loss of telomere homeostasis between humans and mice. The 
generation of a novel mouse model for a DC-linked mutation will be of interest to the 
field. The experiments are well presented, and the data are convincing and well-
controlled. 

>>>We thank the Reviewer for their comments. This Reviewer did not request any 
changes to the manuscript. 

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

In "Differential impact of a dyskeratosis congenita mutation in TPP1 on mouse 
hematopoiesis and germline" Graniel et al describe their studies on the hematopoietic 
and germline tissues of a mouse harboring a clinically relevant mutation in TPP1. The 
authors show no hematopoietic deficit, but severe germline impairment with telomere 
shortening. While most of the phenotypes described here have been described before 
in different mouse models of telomere deficit, the experiments are well performed and 
the mouse described extremely interesting. I have very few comments. 

The authors try to justify (in their Introduction) the relevance of their study with what 
they call "controversial non-telomeric functions" of the telomerase holoenzyme. This is 
irrelevant and unnecessary. The phenotypes in DC have been linked many times to 
telomere dysfunction. Rescue experiments have been performed many times. This 
paper does not need to invoke controversies with non-canonical roles of telomerase to 
justify its relevance. These sentences should be removed. 



>>>We agree with the Reviewer and have removed the mention of non-canonical roles 
of telomerase from the Introduction. 

The authors claim, both in their Abstract and in their Introduction, that their "studies 
support a model wherein the mouse germline and the human BM are especially 
vulnerable towards defects in telomerase-dependent telomere length maintenance". 
However, the authors didn't work with human BM samples at all, so clearly, their studies 
don't support this model. I agree that extensive literature agrees with this model, so 
these sentences should be rephrased. 

>>>We have rephrased sentences in the Abstract and Introduction to clarify that our 
results are only with the mouse model and that statements regarding human BM are 
inferred from past studies on DC. 

The results obtained in the hematopoietic system (basically no signs of hematopoietic 
impairment), combined with the lack of skin aberrations (data not shown) is in line with 
what has been observed in previous studies with mTR-/- mice. It represents a complete 
lack of DC-related phenotypes, indicating that lab mice are not a suitable model for the 
study of telomere-diseases, and therefore not an optimal model to develop novel 
alternatives to treatment of these patients. This should be mentioned in the text. 

>>>We have included a section at the end of our Discussion describing how mice are 
not a suitable model for the study of telomere-shortening associated disease models. 

The results obtained in germline are very interesting and complete. As the authors 
mention, a lot of these phenotypes, or at least the main message, have been described 
before (Pech et al, 2015, and mTR-/- mice papers). 

The mouse model created and the experiments described here were rigorously 
performed. I do not have any comments on that. It is unfortunate that most of the data 
presented mimics what has been shown before in other telomere-maintenance deficient 
mice, but still due to the novelty of the mutation studied, I believe this paper warrants 
publication. However, I believe the manuscript has to be shortened, specifically the 
Discussion section. Unnecessarily long, reads more as a PhD thesis than as a 
manuscript. The entire section on the Evolutionary Model for Differential Vulnerabilities, 
while interesting, is more suited for a review than for a Discussion section of a paper (as 
no data was presented to actually support these interesting ideas) 

>>>We thank the Reviewer for their supportive comments on the germline work in this 
manuscript and the ideas surrounding the evolutionary basis for mouse versus human 
vulnerabilities towards telomere shortening. In accordance with the Reviewer’s request, 
we have shortened all sections of the manuscript, especially the Discussion section, to 
keep our focus on the findings and immediate implications of the current study. 



September 28, 20211st Revision - Editorial Decision

September 28, 2021 

RE: Life Science Alliance Manuscript  #LSA-2021-01208-TR 

Dr. Jayakrishnan Nandakumar 
University of Michigan-Ann Arbor 
MCDB 
1105 N. University Avenue 
Ann Arbor, MI 48109 

Dear Dr. Nandakumar, 

Thank you for submit t ing your revised manuscript  ent it led "Different ial impact of a dyskeratosis
congenita mutat ion in TPP1 on mouse hematopoiesis and germline". We would be happy to publish
your paper in Life Science Alliance pending final revisions necessary to meet our formatt ing
guidelines. 

Along with points ment ioned below, please tend to the following: 
-please add ORCID ID for secondary corresponding author-they should have received instruct ions
on how to do so
-please use the [10 author names, et  al.] format in your references (i.e. limit  the author names to the
first  10)
-please add callouts for Figures S1A-I; S3A-O; S4A-G; S5A0-G; S6A-E to your main manuscript  text
-please add a scale bar to Figure S6E, and indicate its size in the legend

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. 

LSA now encourages authors to provide a 30-60 second video where the study is briefly explained.
We will use these videos on social media to promote the published paper and the present ing author
(for examples, see ht tps://twit ter.com/LSAjournal/t imelines/1437405065917124608). Corresponding
or first-authors are welcome to submit  the video. Please submit  only one video per manuscript . The
video can be emailed to contact@life-science-alliance.org 

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, 

Eric Sawey, PhD 
Execut ive Editor 
Life Science Alliance 
ht tp://www.lsajournal.org 



October 1, 20212nd Revision - Editorial Decision

October 1, 2021 

RE: Life Science Alliance Manuscript  #LSA-2021-01208-TRR 

Dr. Jayakrishnan Nandakumar 
University of Michigan-Ann Arbor 
MCDB 
1105 N. University avenue 
Ann Arbor, MI 48109 

Dear Dr. Nandakumar, 

Thank you for submit t ing your Research Art icle ent it led "Different ial impact of a dyskeratosis
congenita mutat ion in TPP1 on mouse hematopoiesis and germline". 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, 

Eric Sawey, PhD 
Execut ive Editor 
Life Science Alliance 
ht tp://www.lsajournal.org 
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