Dear Editor,

Thank you for your review of our manuscript (ESPS Manuscript NO: 1003). We appreciate the concerns and suggestions provided by the reviewers, and have revised our manuscript accordingly. Our point-by-point responses are provided below, and text that has been added or modified from the original text is shown in the revised manuscript in red font. We know that your journal has high publication standards, so we have already had the language of this paper corrected by a professional language editing service that specializes in scientific manuscripts.

Upon review of our revised manuscript, we hope that you will find it acceptable for publication in World Journal of Gastroenterology and we look forward to your response. 

Sincerely,
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PhD，MD，

Department of Gastroenterology, 
The First Affiliated Hospital of Nanjing Medical University, 
300 Guangzhou Road, Nanjing 210029, China
REVIEWER 00003227
(1) “Abstract: The abstract should indicate the preliminary nature of this study and the small sample size. Also, add to the Conclusion that these data may indicate a need for periodic surveilance colonoscopies (the main important message of this study).”
Answer: We have rewritten the abstract according to the suggestions and the format for a Brief Article. Due to the word limits of the abstract for a Brief Article, we could not give the full details there; we have mentioned the preliminary nature of this study and the small sample size in the Results section of the manuscript.
(2) “Introduction: add more information on the mortality and morbidity of FBDs in other countries”
Answer: We have added a recent study from the USA, which reported that functional dyspepsia was not associated with increased mortality in the community, though the data for any effect of IBS on survival were less clear (reference 14).
(3) “Methods: Add the date of follow-up (June 2012) to the paragraph at the top of page 5 where the dates of initial enrollment are provided. Please describe the screening process; how were patients chosen to be in this study? Were they sequential or were they chosen based on presenting complaints? Was a questionnaire used? What were the criteria for inclusion; anything besides "reported mainly bowel symptoms"? The manuscript says that pregnant patients were not included, yet there is no mention of pregnancy as a reason for exclusion in figure 1. Were only colon cancer and colonic polyps looked for, or were there other organic bowel diseases searched for as well? If limited to colon cancer and polyps, change "organic bowel disease" to just "colon cancer and colonic polyps". And, why polyps? Were any polyps recorded, or just premalignant adenomatous polyps? The statistical methodology is questionable. For such a small sample size and so few outcomes, a Fishers exact test would be more appropriate than the chi square test. Also, relative risks with 95% CIs would be informative.”
Answer: In accordance with the reviewer’s suggestions, we have added the date of follow-up to the first paragraph of the Methods section and have given more details regarding the “mainly bowel symptoms” and the enrollment of the patients. Because the symptoms of pregnancy may have interfered with the results of the study, pregnant patients were excluded. All of the pregnant patients had refused endoscopy of the GI tract, so they were excluded at the beginning of the study and thus there is no mention of pregnancy as a reason for exclusion in Figure 1. Most organic bowel diseases can be detected by endoscopy and routine blood, urine and stool hemoccult tests, but we only found cases of colon cancer and colonic polyps here, so our discussion focuses on this. Thank you for the directions on statistical methodology; we used Fisher’s exact test to compare survival and the incidence of colonic cancer and polyps between FBDs.

(4) “Results: There are interesting baseline data that differ from the generally understood demographics of FBDs and that should be pointed out. FBDs are generally thought to be female-predominant syndromes, yet, with the exception of functional constipation, this study found more males with FBDs than females. Is this interesting finding explainable? Is this particular GI practice skewed toward males? Under "survival", a statement is made that "no differences of mortality in the various FBDs was found (P>0.05), yet table 2 shows a P value of 0.044 for functional constipation. Also, although not statistically significant, the finding of 5 IBS patients with polyps compared to only 1 functional diarrhea patient and no others should be pointed out.”
Answer: Female FBD patients are always more common than males (the female:male ratio is about 1.3–2:10), but the predominance of females was not obvious in this study. Patients retrospectively diagnosed with FBD according to the Rome III criteria underwent routine blood, urine and stool hemoccult tests, stool form examination and endoscopy of the GI tract, and those who agreed to follow-up were included in the study. However, many female patients with FBD symptoms refused to undergo endoscopy or other examinations or follow-up, and were thus excluded from the study. For these reasons, more males than females with FBDs were included in this study. We used Fisher’s exact test to compare survival between FBDs and found no differences in mortality among the FBDs (P > 0.05). This is described in detail in Table 2.
(5) “My main concern with the Results (and Discussion) is the emphasis on statistical significance when the number of patients who had outcomes of interest were so small. For example, even though there is a significant P value for the incidence of colon cancer between the various FBDs, 2 patients with functional constipation and 1 with functional diarrhea is hardly clinically meaningful. On the other hand, 5 IBS patients with polyps, even though not statistically significant, is of clinical interest. Again, relative risk rates would be more relevant.”
Answer: We totally agree with the reviewer; our results are based on the follow-up investigation of a small sample of FBD patients. A larger sample needs to be observed, control data should be collected from the general population over the same period, and a rigorous prospective study must be designed to verify our results. That is what we are going to do next. 
(6) “Conclusions: Please comment on the small sample size and preliminary nature of these data at the beginning of the conclusions. Add the limitation of statistics with such small event rates to the discussion (for example, if there had been 1 less case of colon cancer, the incidence would have been 0.76% instead of 1.14%). The last full paragraph on page 8 is contradictory to the introduction; the latter cites references indicating that there is a relation of FBDs to organic bowel diseases, yet the conclusion cites references indicating that there is no relationship. Finally, I think that the preliminary findings of this study, namely that repeated surveillance colonoscopies in FBD patients may be warranted, is very important.”
Answer: Thanks for the suggestion. This study was based on a small sample of FBD patients and small event rates were observed. These are the study’s limitations. A larger sample needs to be observed, control data should be collected from the general population over the same period, and a rigorous prospective study must be designed to verify our results. We have pointed out the limitations in the last paragraph, in accordance with the conventional manuscript format.

(7) “Figures: Please add the statistics to figures 2 and 3.”
Answer: Thanks for the suggestion. We have added the statistics to the figure legends.

REVIEWER 02445103
(1) “Reasonable sample size and low dropout rate across multiple cancer registries.  Can the authors report on their power to detect differences in survival?  And power to detect differences between FBD groups (functional constipation v. functional diarrhea, etc.”
Answer: Data obtained from 56 cancer registries in 19 provinces of China from 2008 show the incidence of colorectal cancer to be 31.39/100,000 (approximately 0.03%) in the Chinese population. In this study, three cases (1.14%) of colonic cancer were detected, equivalent to an average annual mortality of approximately 0.23%. The incidence of colonic cancer in patients with FBDs was thus significantly increased (P = 0.0001, Fisher’s exact test). Because no differences in survival were found among the FBD groups (P = 0.131, Fisher’s exact test), we did not need to determine the survival difference between functional constipation and functional diarrhea, etc.
(2) "Organic disease" was detected.... was this IBD?  something else?  be more specific as certain organic bowel diseases are temporary.”
Answer: Most organic bowel diseases can be detected by endoscopy and routine blood, urine and stool hemoccult tests, but we only found several cases of colon cancer and colonic polyps here, so our discussion focuses on this.
(3) “Similarly, was comorbid non_GI disease considered in the mortality calculations (for example obesity, hypertension, etc)?

Answer: We removed patients with diseases that may affect FBD diagnosis or cause symptoms similar to FBD, but did not exclude obese or hypertensive patients. We compared the FBD patients with the general population, and could not exclude obesity or hypertension from the latter.
(4) “I am not sure why polyps were included as an organic disease-- lots of people have benign polyps and are not at increased risk. to what extent were the polyps that were detected benign, and if they mostly were, i am reluctant to include that as a measure of mortality.  this paper would probably a little more compelling if you just considered cancer and fbd.”
Answer: We intended to find as many organic bowel diseases as possible, including inflammatory bowel disease, colon cancer and colonic polyps etc., but we only found several cases of colon cancer and colonic polyps here, so our discussion focuses on this. Colonic polyps may be nothing to do with the mortality rate, but is an organic disease.
(5) “There are age differences that should be reported as means in the text.”
Answer: To the abstract, we have added: “The age of patients who died with colonic cancer or polyps during follow-up was greater than that of those who survived without colonic cancer or polyps at baseline (66.60 ± 6.84 yr vs. 45.14 ± 10.34 yr; 60.33 ± 1.53 yr vs. 45.38 ± 10.62 yr; 54.50 ± 6.47 yr vs. 45.34 ± 10.68 yr, all P < 0.05).” We have given further details in the Results and Discussion.
(6) “To what extent was the risk of colon cancer increased in FBDs accounted for functional constipation alone?”
Answer: We have not yet found any other risk factors besides age in functional constipation. We are going to observe larger samples and design a rigorous prospective study to further explore the potential risk factors.

