October 27, 2012

Dear Editor,

First of all, we thank very much to the reviewers. They give us very valuable comments that greatly help us to improve the manuscript. As none English language researchers, we thank very much to the kindness of the reviewers that they give us very easy-to-understand comments.

Also, we thank very much to the editor to efficiently process our manuscript.

Please find enclosed the edited manuscript in Word format (file name: 566-review.doc).

Title:  Quadruple therapy for eradication of Helicobacter pylori 
Author: Haijun Ma  Jinliang Wang 
Name of Journal: World Journal of Gastroenterology
ESPS Manuscript NO: 566
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.The authors should describe how they determined the sample size, how they randomized subjects, and explain why the numbers differ between the two groups. 

Res : All 147 patients underwent the treatments of rabeprazole 20mg, amoxicillin 1.0g, levofloxacin 0.2g, furazolidone 0.1g, twice daily or omeprazole  20 mg, amoxicillin 1.0g clarithromycin 0.5g, twice daily regimen at The First Afﬁliated Hospital of Henan University of science and technoligy from January 2009 to December 2011 were included in our study as sample cases. However, 78 patients who choose the treatments of rabeprazole 20mg, amoxicillin 1.0g, levofloxacin 0.2g, furazolidone 0.1g, twice daily were divided into expeimental  treatment group, 69 patients who choose the treatments of omeprazole  20 mg, amoxicillin 1.0g clarithromycin 0.5g, twice daily regimen were divided into standard triple treatment group.(See page 4   line 8-17)
2.
The authors should add information regarding the sensitivity and specificity of the breath test – both are around 95%.

Res: Thanks for reviewer’s suggestion,we have added the information regarding the sensitivity and specificity of the breath test – both are around 95% in the revised manuscript.(See page 7 line7-9)
3.
Subjects who were lost to follow up should be considered treatment failures.  The numbers will change, but not the overall conclusions.

Res: we are so sorry not to announce that Subjects who were lost to follow up should be considered treatment failures . The data in our study has been performed by PP and ITT bases.(See page 6  line 8-11)
4.
The authors might consider including a reference to how the PK and PD of rabeprazole differs from that of other PPIs.  For example, see Alimentary Pharmacology and Therapeutics 2004; 20: Suppl 6, 11-19.

Res: According to the reviewer’s suggestion ,we search a reference to how the PK and PD of rabeprazole differs from that of other PPIs . (See page 8 line 22-24)
Reviewer 2

Major comments

1) There were poor descriptions on the development of the new regimen. This was a clinical study on humans, so selection of drugs and dosage should be well considered and described. In addition, the differences between the 2 arms were both antibiotics and PPI. Therefore, the difference should be discussed in the 2 aspects comparing the results with the previous studies using .

Res:According to the reviewer’s suggestion, we have increased the description on the development of the new regimen. Moreover, we have diiscussed the the difference between the antibiotics and PPI comparing the results with the previous studies using in the discussion of manuscript.
2) The plan of the clinical study was poorly described. However, minimum information, such as patient recruiting and inclusion criteria, informed consents, endpoints, a method of randomization, referring to the Helsinki Declaration, was lacked. Besides, there was no information whether the patients were virgin cases of the eradication or second-line ones.

Res: In the introduction of manuscript , we descibed the plan of the clinical study more deeply. We also increased the patient recruiting and inclusion criteria, informed consents, endpoints, a method of randomization, referring to the Helsinki Declaration in the Methods and Materials.Besides,we are sorry to lack whether the patients were virgin cases of the eradication or second-line ones. And in our study, all the patients were virgin cases of the eradication.(See page 4  line 17-18)
3) The statistical analyses should be performed by PP and ITT bases. The analysis performed in the study was not mentioned as PP or ITT.

Res:  The data in our study has been performed by PP and ITT bases.(See page 6  line 8-11)
4) There was no description in the manuscript but the main aims of the study were probably evaluation of efficacy and safety of the new regimen. However, severity of the adverse effects and statistical analysis comparing the traditional and new regimens were insufficiently described.

Res: Accoriongg to the suggestion,we have increased the description on evaluation of efficacy and safety of the new regimen and severity of the adverse effects and statistical analysis comparing the traditional and new regimens.(See page 14  Table4)
5) The international consensus, Maastricht III (Maastricht IV was recently published), was not mentioned in the paper. Such guidelines could not be ignored.

Res:First, we agree with the reviewer’s opinion that Maastricht III or IV is an important guidelines for us. We revised the manuscript following the reviewer’suggestion, and we cited some inference from the Maastricht IV in discussion of revised manuscript.

6) Citation of the previous papers was shortened. If the sentences in the paper were based on the previous works, they should be cited.

Res:we have revised the section in the revised paper.

7) English was poor. Correction by the native is strongly recommended.

Res:Thanks for reviewer’s considerable comment, and the manuscript have been corrected by the native.

Minor comments (some of them)

1) 14C-UBT was probably mistaken by 13C-UBT. UBT is shortened from urea breath test.

Res: we are so sorry to make a mistaken that 14C-UBT was probably mistaken by 13C-UBT.we have corrected in the manuscript.

2) Helicobacter pylori should be written in the italic characters in the paper.

Res: we have written Helicobacter pylori in the italic characters in the revised paper according to the reviewer.
3) Mucosa-associated lymphatic malignancy contains MALToma and others and the latter had no relation with H. pylori.
Res: H.pylori is considered the main cause of  peptic ulcer and mucosa-associated lymphoid tissue lymphoma,Furthermore it is an important risk factor for gastric adenocarcinoma.
4) In introduction, “the world stand triple therapy” probably should be “the world standard …”.

Res: Thanks for reviewer’s correction, and we have corrected in the revised manuscript.
5) The control group also received the eradication therapy. So the terms of treatment and control were not proper.

Res: we have made an revision in the revised paper.
6) “statistically difference” was grammatically wrong. “statistically significant different” would be fine.

Res: We have revised the “statistically difference” to “statistically significant different” in revised manuscript.

7) ”trazodone” may be a commercial name of furazolodone. Please use the general name of the drug.

Res: We have made an revision in the revised paper.

8) In results, of the 71, 67 were negative and 6 were positive. Numbers in the sentence did not make sense.

Res: According to the reviewers, we have made sense the numbers in the sentence in results of manuscript.
9) There was no criterion of positive/negative UBT results. It should be described.

Res: We have revised the corresponding section in revised manuscript.

10) In table 2, statistical analysis and severity of the adverse effects should be added.

Res: we have added statistical analysis and severity of the adverse effects in table 2 according to reviewer’s suggestion. (See page 14  Table4)
11) English errors (grammar, spelling, etc) should be corrected.

Res: We have corrected all the English errors in our paper .

Reviewer 3

The authors present a clinical study comparing two treatment regimens (dosed bid for 7 days – need to add duration to abstract), with a primary assessment of relative success in eradicating Helicobacter pylori (assessed at screening by biopsy and 1 month after final dose by breath test). Volunteers were recruited over a 27 month period from a patient population in clinic or in hospital undergoing gastric endoscopy and identified as H. pylori positive. The study was not double-blind (3 medications vs 4 medications, no mention of a placebo to compensate for the difference in number pills or over-encapsulation for blinding), so the authors should expand their description of their method for randomization, as there is potential for bias in assigning treatments. A more detailed statistical comparison at baseline would help address this. (See page4 line8-17 page 14 Table 1)  For example, was there a statistical difference at baseline in the percentage of subjects with gastric ulcers for the treatment group (36%) versus the control group (25%), and would a subgroup analysis show a similar treatment difference? With the use of two completely different multi-drug regimens, it is not possible to determine the relative contribution of each drug, or if all four drugs in the test therapy were needed. For example, rabeprazole is 1.82-times more potent than omeprazole1, but it is not known if omeprazole, usually a less expensive option, would have provided similar results if dosed with the other three actives. ‘Materials and Methods’ states ‘or other drugs’ as an exclusion criterion during the two weeks prior to enrollment – this requires more explanation as it could imply that these subjects were not taking any medications, or that it was in reference to only those drugs that affect gastric physiology. It should be discussed in the manuscript that the objective measure used as the primary variable (breath test) does not share the same sensitivity and specificity as the objective measure used for screening (biopsy), so it is unknown if 100% of the enrolled subjects would have shown positive for H. pylori by breath test at screening. 
Res：13C-urea breath test (UBT) Laimas Virginijus Jonaitis, Gediminas Kiudelis et al revealed that 14C-UBT “Heliprobe”has an excellent diagnostic accuracy comparing it with very widely used HP testing modalities – rapid urea test (RUT) and histological staining. The overall accuracy of the test was 94%, what corresponds with elsewhere-reported accuracies of conventional UBT and with accuracies of other frequently applied invasive and noninvasive HP diagnostic tools.
A valid randomization scheme would help compensate for any difference (yet another reason for more details on randomization). 

The selected statistical analysis is the correct choice, but the statistical section should be expanded to include a description of the primary variable (percentage) and a more complete description of the analyses that were carried out.(See page 14 Table2,3)
The discussion section incorrectly identifies the year that Warren and Marshall made their discovery, Res: We have made an revision in the revised paper.

and does not provide appropriate references to this work.
Res: We have made an revision in the revised paper.
In summary, the study provides clinical data to support that a 4-drug therapy was more effective than a different 3-drug therapy for eradicating H. pylori. The effectiveness or importance of each drug in the regimen has not been established. 

3 References and typesetting were corrected
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