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SPECIFIC COMMENTS TO AUTHORS

Dear authors, first of all, congratulations for the manuscript. Although the text is well
written,the discussion of each model of hepatic encephalopaty is very short and you
should think to improve it before publication and also to explain better the pros and

cons of each model. Also in the text it is stated that "Ideally, models of HE associated to
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portosystemic shunting (type B) and due to chronic liver disease (type C) must exhibit

liver cirrhosis...".

This paragraph may lead to misunderstandings since type B
encephalopathy does not occur only in cirrhotic patients, in fact most of the case have no
chronic liver disease, so may you explain whythe models for type B should exhibit liver

cirrhosis?
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SPECIFIC COMMENTS TO AUTHORS

Dr Lima et al present a review article on Hepatic Encephalopathy (HE) animal models.
This article give a rapid overview on the available models in the study of HE
pathophysiology. Some shortcomings are however present: - it would be important for

the reader to state for each model whether it is associated with hyperammonemia and
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systemic inflammation (cf the pathophysiology section). This should be added in the text
and he tables - in Introduction, the references 2 and 9 are very general and do not clearly
state for what they are appealed - in session 3.1, it would be interesting to talk to the
reader about the possible local production of ammonia in enterocytes - in section 3.1,
just before section 3.2, mention of some work about lowering ammonia agents could be
tied (Rockey et al, Hepato 2014, Weiss et al Fund Clin Pharmaco 2017, STOP-HE study
by Ocera pharmaceuticals) - section 3.2, CXCLI is probably CXCL-1 - the carbon
tetrachloride (CCL4) model should be discussed since its has been used by some authors.
- what about the model of just giving hyperammonemia diet to Wistar rats ? some teams
use this model - Tables should be reformated : clinical signs should be separated from

biological findings - a figure would be helpful
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Nice review about preclinical studies in hepatic encephalopathy.

INITIAL REVIEW OF THE MANUSCRIPT

Google Search:

PEER-REVIEWER STATEMENTS




Baishideng
'Publishing
JRaishideng® Group

[ ] The same title
[ ] Duplicate publication
[ ]Plagiarism

[Y]No

BPG Search:

[ ] The same title

[ ] Duplicate publication
[ ]Plagiarism

[ Y] No

7901 Stoneridge Drive, Suite 501,
Pleasanton, CA 94588, USA
Telephone: +1-925-223-8242
Fax: +1-925-223-8243

E-mail: bpgoffice@wjgnet.com
https:/ /www.wjgnet.com



