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Format for ANSWERING REVIEWERS

February 7, 2013
Dear Editor,

Please find enclosed the edited manuscript in Word format (file name: ESPS Manuscript 1765-review.docx).

Title: Differences of HER2 Protein Over-expression between Proximal and Distal Gastric Cancers in the Chinese Population
Author: Xiang-Shan Fan; Jie-Yu Chen; Chang-Feng Li; Yi-Fen Zhang; Fan-Qing Meng; Hong-Yan Wu; An-Ning Feng; Qin Huang
Name of Journal: World Journal of Gastroenterology
ESPS Manuscript NO: 1765
The manuscript has been improved according to the suggestions of reviewers:

1 Format has been updated.
2 Revision has been made according to the suggestions of the reviewer
Reviewer 1:
(1)  Trivial changes to the English eg in the title I would add “the” before “Chinese Population” .

We have added “the” before “Chinese Population” in the title.
(2)  The significance values would be more accurately described as <0.001 rather than 0.000. 
We have replaced the P value of “0.000” by “<0.001”. 
(3)  Although referred to very appropriately in the manuscript (References 2 and 6), it would be helpful to give a little description as to how the 0,1,2,3 scores are defined in the Materials and Methods. 
We have gave a concise description about the score criteria of HER2 immunostaining in the section of Immunohistochemistry: In brief, no membranous reactivity in less than 10% of tumor cell was scored as 0; faint/barely perceptible complete or basolateral membranous reactivity in 10% or more of tumor cells was scored as 1+; weak to moderate complete or basolateral membranous reactivity in 10% or more of tumor cells was scored as 2+; strong complete or basolateral membranous reactivity in 10% or more of tumor cells was scored as 3+.
(4)  HER2 rather than Her2 in the heading in Table 1.
We have changed “Her2” to “HER2”.

Reviewer 2:
(5)  It is unexpected to see the association of HER2 overexpression with low-grade tumor, as HER2 expression is in general associated with poorer survival in both breast cancer and gastric cancer. It is also inconsistent with the association of HER2 expression with late stage cancers observed in this study. The authors should provide some explanation to their observations. 
In our study, GCs were classified as low grade (grade 1 and grade 2) and high grade (grade 3 and grade 4) adenocarcinomas. As is well known that most intestinal type GCs are low grade and all diffuse GCs are high grade, and that HER2 positive phenotype is far more common in intestinal type than it in diffuse type GCs, which has been confirmed in this study as well as many other previous studies. Thus, it is reasonable that HER2 over-expression is more common in low grade GCs than it in high grade cancers. 
Despite the fact that it is more than 20 years ago since the first studies demonstrating an association between a positive HER2 status and poor prognosis were published the issue is still controversial. In 2012, two systematic analyses of data* from the literatures were published, the results showed that most but not all studies suggested that HER2 overexpression and/or amplification was associated with poor survival and/or clinicopathological characteristics. In our study, although the correlation between HER2 and pTNM stage was not statistically significant (p>0.05), there was a significant difference in HER2 expression between advanced and early GC, especially in stage pIV (pI: 2.7%; pII: 10.86%; pⅢ: 9.12%; pⅣ: 38.1%; p<0.05). Also, our data with IHC method showed HER2 overexpression was significantly correlated with distant metastasis in distal GCs.
* J Cancer. 2012;3:137-44. doi: 10.7150/jca.4090.  Int J Cancer. 2012 Jun 15;130(12):2845-56. doi: 10.1002/ijc.26292

(6)  Some of the statistical scores are really high (e.g. p=0.000). It is better to present the data as p < 0.001. 
We have replaced the P value of “0.000” by “<0.001”. 

(7)  The manuscript needs to be checked for some typos. For examples, Table 1, the age column (<70 and >70) appears to be shifted. Also the “conformation” in the second last paragraph should be “confirmatory”.
We have corrected the age column (≤70 and >70) in table 1, and replaced “conformation” by “confirmatory”. The manuscript has been checked for several times carefully.
3 References and typesetting were corrected.
Thank you again for publishing our manuscript in the World Journal of Gastroenterology.
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