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COMMENTS TO AUTHORS 
The manuscript “Progress and prospects of engineered-sequence specific DNA modulating 
technologies for the management of liver diseases” by Nicholson et al. describes a very interesting 
and fairly comprehensive review of introducing foreign nucleic acids into cells to correct inborn 
genomic errors that cause disease or to protect against the introduction of foreign DNA, like by 
viruses.  This review article covers a good deal for the state of technology that we presently know 
about the effectiveness of several potential methodologies that could be used in clinical situations to 
specifically target genomic targeting approaches to correct various disease states, although this 
technology is not in routine clinical practice, primarily due to the low productivity of targeted gene 
disruption.  Overall, this is an excellent article; however, this article could be improved if the 
authors would have addressed specific targeting of foreign nucleic acids to specific organs and cell 
types.  In addition, the authors should have discussed the potential influence of the development of 
immune reactions to the various delivery methods.  A final concern is that in many of the cell 
culture studies, the efficiency of gene reduction is not that impressive, about 50% or so, which might 
prove very problematic for this introduction of these procedures in clinical practice.  Would 
multiple treatments be necessary to rid the cells of the harmful nucleic acids?  Overall, this is a very 
good review article.  A few concerns are present that should have been addressed by the author’s a 
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discussion of potential immune reactions to the various gene delivery methods would have been 
useful.  Also, when introducing sequence-specific gene editing segments, would these result in “off 
target” effects? Overall, this is a very good review article.
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COMMENTS TO AUTHORS 
In the present paper, authors aimed to review the role of engineered-sequence specific DNA 
modulating technologies for the management of liver diseases. Many liver diseases ultimately need 
liver transplantation, but is available to only a tiny fraction of patients with end-stage liver diseases. 
In this scenario, DNA modulating technologies could help. Therefore, the review is justified and is 
clinically relevant. The design of the review is optimal and the illustrations are very explicative. 
Taken all together, it is a very good paper, just I think the last section should be shortened and 
focused on conclusions.
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COMMENTS TO AUTHORS 
This is an interesting paper which may improve our knowledge in the fiels. The subject matter is 
suitable for the intended audience and it fits the journal scope. Article is mostly clearly written, but 
Title is suggestive of the article’s content. Article is appropriately organized and the headings are 
indicative of content I suggest to accept this paper in the present form. 


