Dear editor and reviewers, 
We appreciate what you have done for our revised manuscript (No. 565) very much, and thank you for your faithful and valuable comments on the manuscript and for your consideration of our manuscript published in World Journal of Gastroenterology. 

We have carefully revised the manuscript point by point and given explanation on the basis of your comments. The detailed revision and explanation are listed below.

With best regards! 

Sincerely yours，
Yuan-Yuan Ji 

Zhi-Dong Wang
Zong-Fang Li
Ke Li

Question from Reviewer #1

Question:
In this study, the authors presented results suggesting that SOCS3 silencing has the ability to promote epithelial-mesenchymal transition in MHCC97H cells. It will help to define the role of SOCS3 as a tumor suppressor in hepatocellular carcinoma. To further confirm SOCS3 silencing has the ability to promote EMT, the authors should assess the expression and localization of E-cadherin, Vimentin, and α-SMA using immunofluorescence staining.
Explanation and revision:
We greatly appreciate the reviewer’s question. According to the reviewer’s suggestion, immunofluorescent expressions of E-cadherin, Vimentin and α-SMA have been investigated in our experiments. And we have added some content to section of materials and methods, results, figure 3 and figure legend 3. Please see the revision highlighted in green on page 2, line 8-9 and 16-18; page 5, line 21-30; page 8, line 1-9; page 15, line 11-14.
Question from Reviewer #2

This paper investigated the role of SOCS3 silencing on EMT involved in MHCC97H cell line. The manuscript is well presented and of interest and it can contribute to increase the knowledge of this topic. However some minor issues need to be resolved.
Question 1: 

Abbreviations which used for the first time should be stated in full.
Revision: We should like to thank the reviewer for your helpful comments. Please see the revision highlighted in green on page 2, line 2.
Question 2: 

Introduction is too long and should be shortened.
Revision: We should like to express our appreciation to the reviewer for suggesting how to improve our manuscript. According to the reviewer’s suggestion, we have carefully checked the introduction and amended some content. Please see the revision on page 3 and page 4.
Question 3: 

Discussion is too long and should be condensed with data referred to the aim of the study.
Revision: We should like to express our appreciation to the reviewer for suggesting how to improve our manuscript. According to the reviewer’s suggestion, we have carefully checked the discussion and amended some content. Please see the revision on page 9, page 10 and page 14.
Question from Reviewer #3

Ji YY et al propose that Epithelial-mesenchymal transition (EMT) may be regulated by SOCS3 in the hepatocellular carcinoma cell line MHCC97H, characterized by high metastatic potential. Whereas the work is potentially interesting, different issues should be addressed to strength author’s conclusion.
Major comments

Question 1: 

Pag 7 lines 1-6 from top: it is not clear from where the fluorescence comes: did the authors used a FITC labeled siRNA? This should be made clear either in this section or in material and methods.

Explanation and revision:
We greatly appreciate the reviewer’s question and suggestion. In the present study, siGLO Green (6-FAM) Transfection Indicator (D-001630-01-05, Dharmacon, Lafayette, CO, USA) was used for determining ideal siRNA reagent transfection conditions and monitoring relative delivery efficiency during silencing experiments. And we have added some content to section of materials and methods and results. Please see the revision highlighted in green on page 4, line 25; page 7, line 15-16.
Question 2: 
Pag 7 lines 7-14: before concluding that SOCS3 silencing results in morphological changes in MHCC97H, it should be demonstrated that SOCS3 is depleted; therefore I recommend to show the data reported in figure 1 after those related to SOCS3 depletion.

Explanation:
In the present study, MHCC97H cells were transiently transfected with NC siRNA or SOCS3 siRNA for 48 h, and then protein expression and mRNA levels of SOCS3 were detected. Knock down efficiency of SOCS3 was 69.2% or 63.5% as determined by western blot or quantitative real-time PCR (P＜0.05) (Figure 4A and B). Therefore, the data related to SOCS3 depletion were not showed in Figure 1.
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Data are presented as the mean±SD from three independent experiments. aP < 0.05 vs NC siRNA.
Question 3: 
The data reported in figure 3 B (up – gel picture) and 3 D (up – gel run picture) are not informative and should be removed.
Explanation:
In the present study, mRNA levels of SOCS3 and EMT-associated molecules were determined by quantitative real-time PCR. To intuitively observe the changes of mRNA levels, the above PCR products were also analyzed by electrophoresis through 2% agarose gels.        
Question 4: 
At least some of the data reported in figure 3 (B and D) should be confirmed using an additional anti SOCS3 siRNA, to exclude possible artifacts due to siRNA off-targeting.
Explanation:
We should like to thank the reviewer for your helpful comments. Thermo Scientific siGENOME SMARTpool siRNA reagents are widely recognized and trusted for highly efficient target gene silencing. siGENOME SMARTpool siRNA is a mixture of 4 siRNA provided as a single reagent, guaranting silence target gene expression and to reduce off-targets. Therefore, siGENOME human SOCS3 siRNA was used in present study and our previous study (Ji YY, et al. Angiotensin II induces angiogenic factors production partly via AT1/JAK2/STAT3 /SOCS3 signaling pathway in MHCC97H cells. Cell Physiol Biochem. 2012;29(5-6):863-874. )
Question 5: 
Pag 8 lines 5-7 from top: to conclude that SOCS3 can regulate TGF-β1 levels, the author should also study the effects of SOCS3 over-expression on TGF-β1 expression.
Explanation:
We greatly appreciate the reviewer’s question. The main objectives of this study are to initially investigate the role of SOCS3 silencing on EMT involved in MHCC97H cells. We are very sorry for not observing the effect of SOCS3 over-expression on TGF-β1 expression in the present study. Of course, the role of SOCS3 on EMT needs to be carefully investigated in the future work by different methods. 
Minor comments
Question 6: 

Pag 2 line 2 from top (ABS): EMT should appear in the extended from.

Explanation and revision:
We greatly appreciate the reviewer’s serious work on the manuscript. EMT has been changed to “epithelial-mesenchymal transition (EMT)”. Please see the revision highlighted in green on page 2, line 3.
Question 7: 

Pag 4 line 10 from top (Introduction): the word “deletion” should be replaced by “depletion”.
Revision:
As suggested by the reviewer, “deletion” has been replaced by “depletion”. Please see the revision highlighted in green on page 4, line 10.
Question 8: 

Pag 7 line 4 from bottom (results): the word “lack” should be replaced by “depletion”.

Revision:
Following the suggestion of the reviewer, “lack” has been replaced by “depletion”. Please see the revision highlighted in green on page 8, line 18.
Question 9: 

Pag 8 line 1 from top (results): the sentence: “Except the above characteristic markers of EMT orchestrate the process of EMT” is not clear and should be rephrased.
Explanation and revision:
We are very sorry for the unclear description. This sentence has been amended. Please see the revision highlighted in green on page 8, line 23-24.
Question 10: 
Pag 8 line 4 from top (results): the word “lack” should be replaced by “depletion”.

Revision:
According to the suggestion of the reviewer, “lack” has been replaced by “depletion”. Please see the revision highlighted in green on page 8, line 26.
Question 11: 
In the discussion section, the sentences on page 9 lines 1-4 from top and lines 14-20 from top are repetition of previously reported concepts and should thus be removed.

Explanation and revision:
We should like to express our appreciation to the reviewer for suggesting how to improve our manuscript. According to the reviewer’s suggestion, we have amended some content. Please see the revision highlighted in green on page 9, line 22-24; page 10, line 1-5.
Question 12: 
Pag 9 line 5 from bottom (discussion): the word “infection” should be replaced by “transfection”.

Revision:
According to the suggestion of the reviewer, “infection” has been replaced by “transfection”. Please see the revision highlighted in green on page 10, line 11.
Question 13: 
Pag 10 line 10 from top (discussion): the word “lack” should be replaced by “depletion”.
Revision:
Following the suggestion of the reviewer, “lack” has been replaced by “depletion”. Please see the revision highlighted in green on page 10, line 25.
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