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SPECIFIC COMMENTS TO AUTHORS 
1) Authors can include more figure and charts. For example, include a Pai chart showing 

the relative abundance of various bile acids in bile. This will help the readers to grasp 

the facts quickly. 2) I have found few spelling mistakes. I have highlighted some. 

Examples: In the abstract, last line (god instead of good). 3)  Why secondary bile acids 

are more damaging? Direct toxicity due to its detergent/cell membrane destabilizing 

effect or other mechanisms? Mechanisms of transport of LCA.  4)  Differences between 

small intestinal and colonic absorption of bile acids may be discussed.  5) Readers are 

from different backgrounds from clinicians to molecular biologists. Therefore, explain 

briefly the significance of mouse models, proteins etc. Examples: Mdr2−/− mice, SR 

gene  6) The anti-inflammatory and inflammatory role of bile acids deserves more 

explanation.  7) Figure-1: this figure can be improved. Example:  Label type of cell 

shown. 
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SPECIFIC COMMENTS TO AUTHORS 
This review focused on the effects of secondary bile acids in the physiopathology of the 

biliary tree. I recommend revision of some aspects of the manuscript prior to 

publication: 1. A larger part of the abstract is rather general and descriptive. This part 

should be shortened. Instead, the authors should discuss in more detail their purpose, 

methods, the clinical and toxicological implications of their findings. 2. More secondary 

bile acids and the secondary bile acids in different species can be discussed and 

compared. Add more information on Table 2, e.g., effects on the inflammatory 

responses, potential targets, intervention strategy, etc. 3. The section of secondary bile 

acids can be divided with some subheadings, such as: therapeutic effect/toxic response 

of secondary bile acids, mechanism of effect/toxicity, involved signaling pathways, etc.  

4. Several cited references need to be updated to the latest literatures.  5. There are some 

typos and grammar errors. I recommend proofreading by a native speaker. 
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SPECIFIC COMMENTS TO AUTHORS 
I have already given my comments in the first round of review, some of which are 

incorporated by the authors. The manuscript can be improved. There is still room for 

improvement.  Example: Under 'UDCA beneficial effects on biliary epithelia (general)' 

The paragraph starts abruptly: "Further studies clarified the specific beneficial effects of 

this BA in diseases targeting biliary cells and causing an impaired biliary secretion (i.e. 

cholestasis) , such as PBC."  Afterall, the authors need to do more justification to the 

title, which is very specific: Secondary bile acids and the biliary epithelia: the good and 

the bad.   'Secondary' bile acids specifically on 'epithelia' of bile ducts. Not quite 

insightful.


