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COMMENTS TO AUTHORS

This paper shows that p-arrestin 2 protects against LPS-induced hepatocyte injury and
hepatic inflammation via inactivation of TLR4 and NF-xB pathways. Major comments: 1.
Authors have used very high dose of LPS (5mg/kg). Can they justify the use of that high
dose of LPS. 2. Does B-arrestin 2 directly protects hepatocytes from LPS-induced cell
death, like inhibiting hepatocyte apoptosis or favoring hepatocyte proliferation? It is
possible that absence of p-arrestin 2 impairs hepatocyte proliferation and therefore
facilitates injury. 3. Fig 1: Authors have shown hepatocyte apoptosis by histological
scoring. Staining for TUNEL or cleaved caspase 3 will be preferred to demonstrate
hepatocyte apoptosis. 4. It was not clear how [-arrestin 2 protected against TLR4
signaling. Minor comment: 1. Correct the spelling for the word Expression in the legend
of Figure 4. 2. In the methods authors shows that they used 3 strains of mice, f-arrestin
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2-WT, P-arrestin 2-KO and the C57BL6/]. Did they really use the C57BL/6] mice in any
of these studies? Otherwise please correct it.
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COMMENTS TO AUTHORS
In this article the investigators determine the influence of beta-arrestin on LPS-induced
liver injury using knockout mice and in vitro using RAW264.7 cells. Both in vivo and
in vitro results show that absence of beta-arrestin aggravates LPS toxicity and release of
cytokines. The role of beta-arrentin in inflammation and inflammatory responses are

well know. The absence of beta-arrestin is known to reduce the infiltration of immune
cells into site of injury. Also, beta-arrestin null mice developed more severe arthritis.
Therefore, this findings are not surprising. Analysis at a single time-point (4 hrs) was
not justified and seems insufficient, strong mechanistic data documenting the role of
TRL-4 is lacking and furthermore, the practically of inhibiting beta-arrestin as a
therapeutic target must be handle with caution due to the role of this molecule in
controlling the function and activity of many other signaling pathways.

3




	PEER-REVIEW REPORT
	Name of journal: World Journal of Gastroenterology
	PEER-REVIEW REPORT
	Name of journal: World Journal of Gastroenterology



