Response to Reviewer 2 Comments: 

Dear Sir or Madam, thank You very much for the review of the manuscript entitled: “A comprehensive overview of recent advances in epigenetics in pediatric acute lymphoblastic leukemia”. 
In response to Your comments, we would like to thank You for appreciating our manuscript. 
Manuscript changes are highlighted in yellow.

Comment 1
Figure 1:  How does hypomethylation (outside of a promoter) occur and how does it contribute to leukemogenesis? For ALL overall is this hypermethylation or minimal loss of methylation? In 2.1 (line 85 and 86) how do individual subtypes of ALL have both common hypermethylation signatures AND distinct hypermethylation signatures? This needs better description.

Revision and my comment 
We added an information which explains a mechanism behind global hypomethylation in cancer (lines 75-77). The Figure 1. is also corrected in this regard. How this contributes to leukemogenesis is already included in the article (“widespread hypomethylation of CpGs outside of promoter sequences increases genome instability and thus promotes the emergence of chromosomal abnormalities”; lines 72-74). We already indicated that promoter hypermethylation dominates in ALL over global hypomethylation which is also present, but is minimal (lines 83-87). We also expanded information about the common methylation signature in all ALL cases and distinct methylation signatures across ALL subtypes to better describe this finding (lines 98-103).

Comment 2
Section 2.2 should be evened out by expanding discussion of BCP-ALL and reducing that of T-ALL (or the subheading changed to reflect the actual main content).
Revision and my comment 
The title of the subheading was changed to “Methylation patterns as a tool of assessing prognosis of pediatric T-ALL” (line 109).


Comment 3
Both tables have too much information!  Also if the phase II study is ongoing should this still be part of the review, having no outcome yet?
Revision and my comment 
Our goal here was to summarize all conducted studies in one place in order to provide a comprehensive overview and a comparison of them. At first, we included the ongoing study in order to indicate the progress in this field. However, in accordance with your suggestion, it is now removed from the review.

Comment 4
The introduction to section 3 is very confusing and needs good editing.

Revision and my comment 
The introduction to section 3 was edited (lines 235-244).

Comment 5
Section 4.1 really only discusses miRNA as biomarkers of diagnosis and treatment. Reference should also be made to their potential use in treatment (this is commented on in the conclusion without reference - which therapies?).
Revision and my comment 
In conclusion we changed the sentence from “Moreover, several types of miRNAs present as strong drug candidates for the treatment of ALL.” to  “Moreover, several types of anti-miRNAs present as candidates for the treatment of ALL.” This information is from article no. 78 (lines 437-438).
Comment 6
Conclusion: What sort of epigenetic changes will be discovered by large scale sequencing?

Revision and my comment 
It was supposed to be “high-throughput DNA sequencing”. Now it is corrected (line 441).

We do honestly hope that it will satisfy You and improve the quality of our work. Once again we are very grateful for Your review and remain open if You have any other remarks or suggestions that will make our work merit publication in “Cancers”.
Sincerely,
[bookmark: _GoBack]Joanna Zawitkowska on behalf of the authors

