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June 26, 20201st Editorial Decision

June 26, 2020 

Re: Life Science Alliance manuscript  #LSA-2020-00794-T 

Gerda Egger 
Medical University of Vienna 
Department of Pathology 
Waehringer Guertel 18-20 
Vienna 1090 
Austria 

Dear Dr. Egger, 

Thank you for submit t ing your manuscript  ent it led "Requirement of DNMT1 to orchestrate
epigenomic reprogramming during NPM-ALK driven lymphomagenesis" to Life Science Alliance. The
manuscript  was assessed by expert  reviewers, whose comments are appended to this let ter. 

As you will see, all referees express an interest  in the study and appreciate the comprehensive
genome-wide analyses you have performed. Nonetheless, they raise some concerns, which should
be addressed in a revised version of the manuscript . Specifically, it  will be important to further
discuss DNMT1 heterogeneity, its effect  on CpG methylat ion, and how this affects the analyses
and conclusions (ref #2- point  1, ref #3- point  3). 

In addit ion, referee #2 notes that the conclusion on the effects of methylat ion patterns on
transcript ion factor binding is not fully supported by the current data. The referee proposes an
addit ional analysis based on the acquired data. This analysis should either be included, or the text
revised to make clear which aspects of the conclusions will require further future experimental
test ing. 

Please also discuss the quest ions raised by referee #3 regarding ALK and STAT3 phosphorylat ion
(points 1, 2), MYC (ref #1- point  1, ref#3- point  4) and respond to referee #1's point  4, providing
addit ional experimental data where available. In addit ion, referee #1's quest ion regarding Cyclin D1
expression (point  3) can likely be addressed on the mRNA level using the available RNAseq data
and should be responded to. Please also carefully consider all other points raised by the referees
and revise the manuscript  and add to the discussion accordingly. 

Once these issues are resolved we will be happy to consider the study further for publicat ion in Life
Science Alliance. Therefore we now invite you to prepare and submit  a revised version of your
manuscript . 

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. We are aware that many laboratories cannot funct ion at  full
efficiency during the current COVID-19/SARS-CoV-2 pandemic and have therefore extended our
'scooping protect ion policy' to cover the period required for a full revision to address the
experimental issues highlighted in the editorial decision let ter. Please contact  the scient ific editor
handling your manuscript  to discuss a revision plan should you need addit ional t ime, and also if you
see a paper with related content published elsewhere. 

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, 

Reilly Lorenz 
Editorial Office Life Science Alliance 
Meyerhofstr. 1 
69117 Heidelberg, Germany 
t  +49 6221 8891 414 
e contact@life-science-alliance.org 
www.life-science-alliance.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 tp://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 tp://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)): 

The manuscript  by E. Redl et  al. ent it led: "Requirement of DNMT1 to orchestrate epigenomic
reprogramming during NPM-ALK driven lymphomagenesis" describes genome-scale changes in
mouse thymic T cells induced by NPM-ALK expression driven by CD4 promoter and Cre-induced
DNMT1 loss in a t ransgenic mouse model. NPM-ALK induces change in the thymocytes
immunophenotype which occurs only after a period of latency, accompanied by induct ion of the
MYC and NOTCH1 expression and deregulat ion of key enzymes from the epigenet ic machinery.
There are aberrant DNA methylat ion patterns, overlapping with regulatory regions, plus a high
degree of epigenet ic heterogeneity between individual ALK+ T-cell tumors. In addit ion, ALK+
tumors show a loss of collaborat ive methylat ion patterns of neighboring CpG sites. Strikingly,
delet ion of DNMT1 completely abrogates lymphomagenesis in this model, despite oncogenic
signaling through NPM-ALK, suggest ing essent ial role for this enzyme in NPM-ALK-promoted
malignant cell t ransformat ion. 

This is a very interest ing study but some data interpretat ions require clarificat ion. 

Major comments. 
1. While the authors propose emergence of NOTCH1-MYC axis, the evidence is so far merely
correlat ive. MYC expression and act ivat ion is promoted by various pathways; NPM-ALK could be
one of them, in part icular when high expression of the kinase is achieved in the thymic cells. Can
nuclear MYC protein expression be evaluated in the pre-tumor and tumor stage in ALK+
thymocytes?
2. RNA-Seq data of the ALK+ thymocytes pre-tumor stage would have been informat ive
3. Because CDK4 and CDK6 mRNA are upregulated, one wonders if the same is t rue for Cyclin D1-
on both mRNA and protein levels, ident ified as aberrant ly expressed in human ALK+ tumors.
4. While the authors postulate ALK-mediated "dedifferent iat ion" to DN stage, thymocyte-stage
independent inhibit ion by NPM-ALK per se of expression of DP phenotype in the CD4-expressiing
thymocytes should be considered as an important alternat ive, given the phenotype of human ALK+
lymphomas.
5. Fig. 5: having results to compare on pre-tumor ALK+ thymocytes would have been helpful.

Minor comments. 



1. Perhaps revised t it le such as: "Requirement for DNMT1 to orchestrate epigenomic
reprogramming in the NPM-ALK driven lymphomagenesis" would convey better the key message of
the manuscript .
2. While the term collaborat ive methylat ion coined by others is used, the term associated
methylat ion may be more appropriate, given the uncertain molecular underpinning of the
phenomenon.
3. The phrase on page 7 regarding ALK induced transformat ion mechanisms affect ing cell
tumorigenic pathways seems misplaced and fit t ing better the previous sect ion on tumorigenic
pathways.
4. The phrase on page 8 regarding mTOR-regulated sounds a bit  awkward. Perhaps, stat ing that
these are mTORC1-regulated genes would be better.

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

In this manuscript  Redl et  al used a T cell-specific lymphoma model to interrogate the
transcript ional and epigenet ic changes that lead to t ransformat ion. First  they perform DGE using
RNA seq samples from ALK tumor cells and thymocytes from wt mice and ident ify the MYC
pathway as one of the top unregulated pathways in ALK. They further ident ify DNMT1 to be
upregulated in the ALK tumors. They convincingly show that loss of DNMT1 abrogates
lymphomagenesis by using condit ional delet ion of DNMT1, suggest ing that DNMT1 is essent ial for
tumorigenesis. They furthermore report  aberrant DNA methylat ion and increased heterogeneity of
methylat ion at  regulatory regions. 

The results obtained from the condit ional DNMT1 delet ion are very convincing, support ing a role for
this enzyme in tumorigenesis. 

However, I have one major concern related to the genomic analysis related to DNA methylat ion: 
Figure 3D shows staining for DNMT1 in controls and KOs and tumors, etc... The staining for DNMT1
in the control sample is heterogenous, suggest ing that some cells have very high DNMT1 levels and
others lack DNMT1. I am not sure how to interpret  this, but  this reflects the cell heterogeneity and
changes in cell composit ion in ALK - as also observed using surface markers in Fig2. I wonder how
much this heterogeneity and the changes in composit ion influence the results obtained from the
genomics experiments that use the bulk populat ion to calculate differences in DNA Methylat ion?
Could the authors comment on this or perform experiments that address how cell heterogeneity,
more specifically differences in cell composit ion between the analysed samples , could influence the
results? 

The authors summarise in their discussion that "we conclude that ALK dependent oncogenic
pathways result  in deregulat ion of genome-wide DNA methylat ion patterns during tumorigenesis,
that affect  important regulatory regions including lineage specific t ranscript ion factor binding sites ...
". That suggests that indeed DNA methylat ion would block such transcript ion factors. I am
wondering, if based on the analysis they have already performed on the methylat ion data, they
could actually look at  such TF binding sites and test  if methylat ion is indeed changed, or include
motifs enrichments at  the called DMRs to support  such statements? 

Reviewer #3 (Comments to the Authors (Required)): 



In this manuscript , Redl, etal present very interest ing data from a genet ically modified mouse model
of NPM-ALK driven T-cell Lymphoma demonstrat ing latency of the oncogenic effect  of NPM-ALK
during T-cell maturat ion and significant aberrat ions in DNA methylat ion accompanying tumor
format ion. 
The authors also show striking data in which knockout of DNMT-1 abrogates the tumorigenic
effect  of the NPM-ALK fusion. Not unexpectedly the NOTCH1-MYC pathway is implicated in the
effects of NPM-ALK on oncogenesis. Further analysis of the DNA methylat ion patterns showed
heterogeneity among tumors and no effect  of DNMT1 delet ion on close by CpG methylat ion
patterns. 
Overall the experiments are well designed and the data are of high quality. 
There are some aspects of the results and discussion which if addressed would add to the overall
impact of the paper. 

1. On p.9 the authors state that with tumor progression the levels of ALK and P-ALK increase, while
the western blot  in Fig 2B shows considerable overlap in detected ALK levels in small versus end
stage tumors.

2. In Figure 3D the pSTAT level appears to go down in the DNMT1 knockout cells(although not so
clearly in the western blot  in Fig 3E). If this effect  is real, could it  be a somewhat independent effect
of DNMT1 on STAT3 phosphorylat ion?

3.. Given the mixed results of the effects of DNMT1 on CpG methylat ion patterns and the overall
heterogeneity it  is possible that DNMT3 may have effects other than through its enzymatic
methylat ion funct ion (eg as in comment 2, or as a co-repressor, as has been suggested by others).
This point  deserves some ment ion in the discussion. 

4. While perhaps outside the scope of this manuscript , it  would be interest ing to see data showing
that reduct ion of MYC expression by knockdown would slow or prevent T-cell lymphoma
tumorigenesis induced by NPM-ALK
Likewise, given the dramat ic effect  of DNMT1 knockout on NPM-ALK induced lymphoma format ion,
it  would be interest ing to see if decit ibine treatment in this animal model would at  least  at tenuate
tumor format ion.
If so, it  would have important clinical implicat ions.



1st Authors' Response to Reviewers           November 8, 2020

We are very thankful for the constructive comments of the reviewers and wish to 

address their suggestions in the following point-by-point reply. We have highlighted 

specific remarks in bold that were also emphasized by the editor. The revised 

manuscript includes additional experimental and bioinformatics analyses as 

suggested by the reviewers. We think that the critical suggestions have greatly 

improved our manuscript and we hope that the reviewers now find it acceptable for 

publication in Life Science Alliance. 

Reviewer #1: 

The manuscript by E. Redl et al. entitled: "Requirement of DNMT1 to orchestrate 

epigenomic reprogramming during NPM-ALK driven lymphomagenesis" describes 

genome-scale changes in mouse thymic T cells induced by NPM-ALK expression 

driven by CD4 promoter and Cre-induced DNMT1 loss in a transgenic mouse model. 

NPM-ALK induces change in the thymocytes immunophenotype which occurs only 

after a period of latency, accompanied by induction of the MYC and NOTCH1 

expression and deregulation of key enzymes from the epigenetic machinery. There 

are aberrant DNA methylation patterns, overlapping with regulatory regions, plus a 

high degree of epigenetic heterogeneity between individual ALK+ T-cell tumors. In 

addition, ALK+ tumors show a loss of collaborative methylation patterns of 

neighboring CpG sites. Strikingly, deletion of DNMT1 completely abrogates 

lymphomagenesis in this model, despite oncogenic signaling through NPM-ALK, 

suggesting essential role for this enzyme in NPM-ALK-promoted malignant cell 

transformation.  

This is a very interesting study but some data interpretations require clarification. 

Major comments. 

1. While the authors propose emergence of NOTCH1-MYC axis, the evidence is

so far merely correlative. MYC expression and activation is promoted by 

various pathways; NPM-ALK could be one of them, in particular when high 

expression of the kinase is achieved in the thymic cells. Can nuclear MYC 

protein expression be evaluated in the pre-tumor and tumor stage in ALK+ 

thymocytes?  

Several studies have implicated Myc as a downstream target of NPM-ALK in ALCL 

(PMID: 29609590; PMID: 28659618; PMID: 12213716) or the related MYCN gene in 

ALK dependent neuroblastoma (PMID: 22439933). As requested by the reviewer, we 

have performed a Western blot on nuclear extracts of Ctrl, NPM-ALK tumor free as 

well as early stage tumors and end stage tumors, demonstrating a massive 

upregulation of MYC expression in early stage tumors. These data have been added 

to the revised manuscript in Fig. 2H 

2. RNA-Seq data of the ALK+ thymocytes pre-tumor stage would have been

informative  

We agree with the reviewer that RNA seq analyses might have added important 

insights. Unfortunately, we have currently not the possibility to perform these 

additional experiments. 

3. Because CDK4 and CDK6 mRNA are upregulated, one wonders if the same is



true for Cyclin D1- on both mRNA and protein levels, identified as aberrantly 

expressed in human ALK+ tumors.  

We analyzed Cyclin D1 expression on protein and RNA level using western blots and 

RNA-seq data. Both protein and RNA levels appear generally elevated in ALK positive 

cells, although some heterogeneity in expression levels were obvious at different 

stages of ALK tumorigenesis. The western blot for Cyclin D1 was added in Fig.2I, the 

RNA-seq expression in Suppl.Fig.6D. 

4. While the authors postulate ALK-mediated "dedifferentiation" to DN stage,

thymocyte-stage independent inhibition by NPM-ALK per se of expression of DP 

phenotype in the CD4-expressiing thymocytes should be considered as an 

important alternative, given the phenotype of human ALK+ lymphomas.  

We added the following sentence referencing the study by Ambrogio et al PMID: 

19887607 and a recent study by Congras et al PMID: 33141118 (page 8):  

“Together, these data suggest that ALK tumors are developing from a subpopulation 

of immature T cells or through reprogramming of DP T cells towards the DN stage 

based on the direct repression of the T cell phenotype by NPM-ALK as previously 

suggested (46,47).” 

5. Fig. 5: having results to compare on pre-tumor ALK+ thymocytes would have

been helpful.  

As mentioned above, we agree but regret that we have no possibility to add those 

data. 

Minor comments. 

1. Perhaps revised title such as: "Requirement for DNMT1 to orchestrate epigenomic

reprogramming in the NPM-ALK driven lymphomagenesis" would convey better the 

key message of the manuscript.  

We changed the title to: “Requirement of DNMT1 to orchestrate epigenomic 

reprogramming for NPM-ALK driven lymphomagenesis”. 

2. While the term collaborative methylation coined by others is used, the term

associated methylation may be more appropriate, given the uncertain molecular 

underpinning of the phenomenon. 

We changed the term “collaborative” to “associated”.  

3. The phrase on page 7 regarding ALK induced transformation mechanisms

affecting cell tumorigenic pathways seems misplaced and fitting better the previous 

section on tumorigenic pathways.  

We shifted the sentence to the previous section as suggested. 

4. The phrase on page 8 regarding mTOR-regulated sounds a bit awkward. Perhaps,

stating that these are mTORC1-regulated genes would be better. 

We rephrased the sentence to “mTORC1-regulated genes”.  



Reviewer #2 

In this manuscript Redl et al used a T cell-specific lymphoma model to interrogate 

the transcriptional and epigenetic changes that lead to transformation. First they 

perform DGE using RNA seq samples from ALK tumor cells and thymocytes from wt 

mice and identify the MYC pathway as one of the top unregulated pathways in ALK. 

They further identify DNMT1 to be upregulated in the ALK tumors. They 

convincingly show that loss of DNMT1 abrogates lymphomagenesis by using 

conditional deletion of DNMT1, suggesting that DNMT1 is essential for 

tumorigenesis. They furthermore report aberrant DNA methylation and increased 

heterogeneity of methylation at regulatory regions.  

The results obtained from the conditional DNMT1 deletion are very convincing, 

supporting a role for this enzyme in tumorigenesis.  

However, I have one major concern related to the genomic analysis related to DNA 

methylation:  

Figure 3D shows staining for DNMT1 in controls and KOs and tumors, etc... The 

staining for DNMT1 in the control sample is heterogenous, suggesting that 

some cells have very high DNMT1 levels and others lack DNMT1. I am not sure 

how to interpret this, but this reflects the cell heterogeneity and changes in 

cell composition in ALK - as also observed using surface markers in Fig2. I 

wonder how much this heterogeneity and the changes in composition influence 

the results obtained from the genomics experiments that use the bulk 

population to calculate differences in DNA Methylation? Could the authors 

comment on this or perform experiments that address how cell heterogeneity, 

more specifically differences in cell composition between the analysed 

samples, could influence the results?  

The heterogeneity of DNMT1 expression is a consequence of different proliferation 

states of thymocytes in the control thymus. DNMT1 is a cell cycle regulated gene 

and thus highly expressed in transformed cells and proliferating thymocytes, yet 

silenced in non-proliferating thymocyte subsets.  Rodriguez et al showed that 

thymocyte differentiation in human involves demethylation of individual lineage 

specific transcription factors (mainly in CpG poor regions) but does not involve 

large scale epigenomic reprogramming (PMID: 25539926).   

 In order to address the potential cellular heterogeneity, we used a deconvolution 

strategy to dissect the differences in cell composition in the different genotypes 

based on recently published single cell RNA-seq data (PMID: 32079746). These 

analyses demonstrate that Ctrl, KO and ALKKO samples show similar cell 

compositions, whereas ALK tumor samples show enriched DN cell populations and 

resemble more embryonic stage thymi, which is in line with our FACS data. The 

deconvolution analysis was added as Fig. 6 in the revised manuscript. Therefore, we 

assume that the analysis of bulk samples in our study can be used to provide 

insights into tumor specific transcriptional and epigenomic pathways. 

The authors summarise in their discussion that "we conclude that ALK 

dependent oncogenic pathways result in deregulation of genome-wide DNA 

methylation patterns during tumorigenesis, that affect important regulatory 

regions including lineage specific transcription factor binding sites ... ". That 

suggests that indeed DNA methylation would block such transcription factors. I am 

wondering, if based on the analysis they have already performed on the methylation 

data, they could actually look at such TF binding sites and test if methylation is 



indeed changed, or include motifs enrichments at the called DMRs to support such 

statements?  

In order to address this question, we re-ran the LOLA analysis, focusing on 200 bp 

tiling windows in promoter associated hyper- and hypomethylated DMRs. This 

analysis again shows high association of hypermethylated regions with Polycomb 

repressive complexes. Hypomethylated regions overlap significantly with 

transcription factor enriched regions including JUN, STAT3, BATF and other T cell 

specific TFs. We used the same 200bp tiling regions and performed motif 

enrichment analysis with the MEME Suite tool AME (analysis of motif enrichment) 

using the TF motifs associated with the TFs identified by LOLA. We find significant 

enrichment of STAT3 and some T cell specific factors both in the hypo and 

hypermethylated regions, suggesting that those regions are prone to changes in 

DNA methylation, most likely due to altered regulation of gene expression in tumor 

cells. The new LOLA and AME analyses can be found in Fig. 7H and Suppl.table 5. 



Reviewer #3 

In this manuscript, Redl, etal present very interesting data from a genetically 

modified mouse model of NPM-ALK driven T-cell Lymphoma demonstrating latency 

of the oncogenic effect of NPM-ALK during T-cell maturation and significant 

aberrations in DNA methylation accompanying tumor formation.  

The authors also show striking data in which knockout of DNMT-1 abrogates the 

tumorigenic effect of the NPM-ALK fusion. Not unexpectedly the NOTCH1-MYC 

pathway is implicated in the effects of NPM-ALK on oncogenesis. Further analysis of 

the DNA methylation patterns showed heterogeneity among tumors and no effect of 

DNMT1 deletion on close by CpG methylation patterns.  

Overall the experiments are well designed and the data are of high quality.  

There are some aspects of the results and discussion which if addressed would add 

to the overall impact of the paper.  

1. On p.9 the authors state that with tumor progression the levels of ALK and

P-ALK increase, while the western blot in Fig 2B shows considerable overlap in

detected ALK levels in small versus end stage tumors.  

We apologize for the confusion. We meant to say “tumor development”. Indeed, early 

stage tumors show already highly elevated pALK levels. We corrected this 

accordingly in the manuscript. 

2. In Figure 3D the pSTAT level appears to go down in the DNMT1 knockout

cells(although not so clearly in the western blot in Fig 3E). If this effect is real, 

could it be a somewhat independent effect of DNMT1 on STAT3 

phosphorylation?  

We re-analyzed the immunohistology stainings to assess this question. However, it 

appears that there are higher pSTAT3 levels in the medullary areas of the ALKKO 

thymi as compared to the cortex. Those areas are shown also in the figure and 

correspond well with ALK tumor levels. Thus, we think that overall pSTAT3 levels, as 

also seen in the western blot analyses, are comparable. 

3. Given the mixed results of the effects of DNMT1 on CpG methylation

patterns and the overall heterogeneity it is possible that DNMT3 may have 

effects other than through its enzymatic methylation function (eg as in 

comment 2, or as a co-repressor, as has been suggested by others). This point 

deserves some mention in the discussion.  

We added the following sentence to the discussion section referencing PMID: 

15616584, PMID: 11350943, PMID: 19786833:  

“Importantly, DNMT3 proteins might be involved in lymphomagenesis through their 

co-repressor function through interaction with MYC or other transcription factors, 

even independently of their enzymatic function (101-103).”  

4. While perhaps outside the scope of this manuscript, it would be interesting

to see data showing that reduction of MYC expression by knockdown would 

slow or prevent T-cell lymphoma tumorigenesis induced by NPM-ALK  

Likewise, given the dramatic effect of DNMT1 knockout on NPM-ALK induced 

lymphoma formation, it would be interesting to see if decitibine treatment in 

this animal model would at least attenuate tumor formation.  

If so, it would have important clinical implications.  

Regarding MYC, we are currently constructing CRISPR/Cas9 vectors, to follow up on 

MYCs effects in more detail in a subsequent study. Regarding DNMT1 inhibitor 

treatment, we added Suppl. Figure 5, showing that decitabine treatment can indeed 



attenuate tumor formation. 



November 24, 20201st Revision - Editorial Decision

November 24, 2020 

RE: Life Science Alliance Manuscript  #LSA-2020-00794-TR 

Prof. Gerda Egger 
Medical University of Vienna 
Department of Pathology 
Waehringer Guertel 18-20 
Vienna 1090 
Austria 

Dear Dr. Egger, 

Thank you for submit t ing your revised manuscript  ent it led "Requirement of DNMT1 to orchestrate
epigenomic reprogramming for NPM-ALK driven lymphomagenesis". 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 use the [10 author names, et  al.] format in your references (i.e. limit  the author names to the
first  10)
-please add scale bars to Figure 2B, 4B

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)): 

No addit ional comments. 



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

The authors have addressed all my concerns. 



December 1, 20202nd Revision - Editorial Decision

December 1, 2020 

RE: Life Science Alliance Manuscript  #LSA-2020-00794-TRR 

Prof. Gerda Egger 
Medical University of Vienna 
Department of Pathology 
Waehringer Guertel 18-20 
Vienna 1090 
Austria 

Dear Dr. Egger, 

Thank you for submit t ing your Research Art icle ent it led "Requirement of DNMT1 to orchestrate
epigenomic reprogramming for NPM-ALK driven lymphomagenesis". 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
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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
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now. 

DISTRIBUTION OF MATERIALS: 
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