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General Comments: This is a very thorough review with collective information regarding this field.
The presentation of the manuscript is detailed and structured. There is no innovation or novelty,
since this is a review. However, authors could improve the importance of their manuscript if they
could provide more information and more details regarding the insights about the future
applications of these basic science findings. This would also make the manuscript more interesting
for the clinicians, since they constitute the great percentage of readers of this journal. Specific
Comments: Core Tip: The section “Core Tip” should be more focused on the description of the
review nature of the manuscript. The information that is provided in the “Core Tip” is somehow
misleading, as well as, not well understood. Also, the content of this section raises a lot of questions
that are not addressed in the manuscript. Cover Letter: There is a date of 2004 in the cover letter. No
comment for the rest of the cover letter, since it in not going to be published. Editing Certificate:
This certificate corresponds to a manuscript with different title and additional authors.  Section: “2
The progression of cholangiocytic differentiation” The phrase: “Bile ducts are formed only around
the portal vein” should be consider to change to “Bile ducts are formed only around the portal
vein” or to “Bile ducts are formed only around the portal side”. Section: “Conclusions and Future
Directions” It is considered that this section should be extended, providing more information about
the future directions and applications of the previously mentioned in the manuscript knowledge.
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This is a well written review article that elucidates different stages and molecular mechanisms of

cholangiocytic differentiation of liver stem cells. The authors have carried out a thorough literature

review of the field and summarized nicely the information about various signaling pathways,

miRNA regulation of these pathways and their significance in different stages of cholangiocyte

differentiation. The review article should be useful to researchers in this field.




