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Dear the Editor,

Thank you for your recommended and consideration for my manuscript publication and e-mail to me on 23 of January 2013.  The publisher requested me and advice the method of the brief article revision via e-mail to me on March 3rd, 2013
According to the reviewer’s comment, I would like to state and reply to the reviewer each question.  At the same time, I revised new manuscript and try to default some minor points referred to the comments of peer reviewers and my supervisors for re-submission.  

I, Dr. Sirikan Yamada, intend to submit manuscript revision number 1701 that title named
“Predominant gastric mucosal tissue IL-8 mRNA expression level in non-cagA gene H.pylori infection, and low pepsinogen I/II ratio are relative risk for Thai gastric cancer”  to the World Journal of Gastroenterology.
I wish I could change the title due to miss spelling to: 
“Predominant gastric mucosal tissue IL-8 mRNA expression level in non-cagA gene H.pylori infection, and low pepsinogen I/II ratio are relative risks for Thai gastric cancer carcinogenesis”
Refer to the reviewer’s comments; I could revise manuscript on some points but debate on some points as the following.
Comment 1:  There was very difference of contents of sex and age between Cancer group and non-cancer group on Table 1.  The author had better to correct statistically. 

Answer 1:  By the incidence of cancer, it is predominant in male and old age.  However, I recruited the volunteer and try to adjust by age and gender.  Unfortunately, I couldn’t delete or select cancer cases due to power of calculation will be declined for the number of IL-8 result.  Therefore, I use the heading table of “characteristic” instead of the word “demographic data”.
Also, I changed the title of the abstract and let the statistic matched to the context of epidemiology terms. Although the age of cancer cases is little bit higher but no significant difference by statistical analysis. For male predominant in data showed in risk of cancer that need to use the multivariate analysis in the part of result report.
Comment 2:  The cagA, East Asian genotype was commonly related to chronic inflammation and Japanese gastric cancer.  But there was no relation in Thai gastric cancer.  I think the patients in this study, age was younger than Japanese study, and the number of undifferentiated type is more number than Japanese study.  How about old age and differentiated type in Thai gastric cancer? 
Answer 2:  I absolutely agree and it is factual result. I also couldn’t identify cagA mutation in Thai old age cancer population even it is well differentiated cell type.  I found that Thai cancer and non-cancer have low grade atrophy as well as in the old age cancer cases.  Therefore, I think it is not age-related this difference for the results data in Northern Thais, but it is the natural difference of carcinogenesis in Thai gastric cancer that may be involved by other pathways, or may not depend upon only H.pylori infection.
Comment 3:  The authors should add the number of differentiated and undifferentiated type in text and/or table, and summarized the relationship between histological type, IL-8 mRNA, and H.pylori. 

Answer 3:  I have already added the table 5 on the manuscript.  

Comment 4:  What did you mean favorable and unfavorable histologic cell type?  The author should explain about that.  
Answer 4:  I explained these wordings in revised manuscript. The favorable type means the intestinal type and unfavorable type means diffuse type by Laurence classification

Comment 5:  The author had better to add the relationship between IL-8 mRNA, COX-2 and gastric cancer stage.  

Answer 5:  In our population, it is the gastric cancer in only locally advance stage III and IV.  I couldn’t get the case since early stage for the experiment in this study.  I have a plan to do more research in the next phase after I report this preliminary result.  Therefore, we could not summary the result in correlation with the stage of Thai gastric cancer by now.  
Although I see the trend of prognosis related to the stage of disease in high IL-8 mRNA expression level, however I could not get same result with COX-2 mRNA expression. 
There is a paragraph that explained the unrelated result of COX-2 in this study with IL-8 mRNA result. However, I have not yet completed research results on prognostic study.  Sorry, that I could not extend to this points yet in this article.
Comment 6:  The author should add the figure about DNA band of IL-8 and GAPDH on RT-PCR.

Answer 6:  I added Figure 3 and 4 those showed comparative band of AGS cell line and samples at the first step of my experiment picture to make a standard samples, and see how tissue expression on IL-8mRNA was. Some cancer samples were showed on RT-PCR but with beta actin, not GAPDH due to difference phase of research and primer supplier with different funding resource at first step.  
I confirmed that I could gain adequate amount and good quality mRNA in both cell line standard sample and testing samples, also I did all good double test and good reliability by Real time relative quantitation RT-PCR results.
Thank you again for your stress review and I wish the positive result and acceptance for publication very soon.
With best,

Sirikan Yamada, MD
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