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The manuscript has been improved according to the suggestions of reviewers:
Responses to the reviewer #1: 

1. Please do not use abbreviations here.

We thank the editor for the helpful suggestion. we have changed the title into "Endoscopic papillary balloon intermittent dilatation and endoscopic sphincterotomy for bile duct stones: A prospective randomized controlled trial".

2. Please clarify, under methods, did the 206 patients all had endoscopic lithotomy before enrollment into the trial?

We thank the reviewer for the helpful suggestion. It's a typo, In fact, the patients who had previously undergone EPBD or EST for stone removal were excluded from this study. 

3. Please place p values with all significant results 

We thank the reviewer for the helpful suggestion. We have modified the manuscript according to the comments. 

4. The term method of stone removal was a bit confusing for me. On the first read I thought it meant baskets or balloons and not sphincter management. Consider rewording.

The baskets and balloons were just the tools for stone removal, and EST and EPBID were  method of stone removal.

5. Please place big section headings like Introduction, Methods, etc.

Thanks for the suggestion. Big section headings have been used in the manuscript.

6. Your first sentence does not convey any relevant information. Consider deletion.

Thanks for the suggestion. It has been deleted. 

7. This section is a bit confusing. Please give more detail on the background and the purpose of the trial. If you are comparing the two methods in terms of retrieving smaller stones, why are you increasing the balloon diameter and dilatation time? The difference in pancreatitis rates between the two methods is debatable so why is the use of EPBD controversial? How does concurrent EPBD with EST fit into this? 

Thanks for the helpful comments. We have modified the manuscript according to the comments. 

8. Clarify what is a medical X-ray measurer? Does it have a name and manufacturer? How did you measure non-radio-opaque stones?

The name and manufacturer of the medical X-ray measurer were Philips EasyDiagnost 4.0. This message has been added in the Method. The non-radio-opaque stones could be developmented by changing the position of patients and reduce the concentration of contrast medium. 

9. Were these patients consecutive?

Yes, these patients were consecutive. 

10. Some papers suggests large stone to be greater than 1cm. How did you come up with a cut off of 1.2 cm?

The maximum dilatation diameter of balloon was 12mm, so we come up with a cut off of 1.2 cm.

11. By eliminating duodenal papilla calculus incarceration, does this mean none of these patients had obstructing stones? If they were not obstructing why did they receive an ERCP? Shouldn't these stones pass on their own? Please clarify.

Thanks for the comments. In the course of our clinical practice, if duodenal papilla calculus incarceration was found, pre-endoscopic spincterotomy would be performed, however, the patients who had undergone EST for stone removal were excluded from this study. On the contrary, if duodenal papilla calculus incarceration was not found, the patients would be enrolled into the study.

12. Why did you modify the EST cut size to the measured stone size? An error in cut size judgment can result in the difference that you see compared to EPBD where the balloon size and duration is constant.

Thanks for the comments. In the course of our studies, the patients were treated with middle-large incision according to the size of calculus. It was not suitable to excessively increase the length of incision on the basis of middle-large incision, otherwise, that would lead to perforation. Therefore, the success rate of stone removal was directly affected by the length of incision.
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13. Since EPBD may have a higher incidence of recurrent stones. Did you look at the rate of recurrent stones? 

Both domestic and international research studies show that compared with EPBD, EST has a higher recurrence rate [1-3]. The stone recurrence of EST was 13%. 

14.Please define how much of a decrease in hemoglobin fits the definition of bleeding. Does requiring immediate endoscopic coagulation, epinephrine injection, or clip placement count?。
Hemorrhage was considered clinically significant only if there was clinical (not just endoscopic) evidence of bleeding, such as melena or hematemesis, with an associated decrease of at least 2g/dl, in the HB concentration, or the need for a blood transfusion. 

15.For successful stone removals, did the number of times the duct was swept differ between the two groups?

Given that the number gall-stones in different patients was not completely the same, we haven’t gathered statistics for the number of times the duct was swept. We will try our best to further perfect the design in the future studies. 

16. Interestingly, the success of EPBID over EST was not dependent on stone size. This brings up the issue with different sphincterotomy cut sizes. Was there a judgment error or bias in the EPBID group?
In the course of our studies, the patients were treated with middle-large incision according to the the actual morphology of duodenal papilla. It was not suitable to excessively increase the length of incision on the basis of middle-large incision, otherwise, that would lead to perforation.
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17. You incidence of complications were rather low. Do you have enough power to assess this fully? 

Thanks for the comments. The incidence of complications in our research were similar to those previously reported in some literatures.

18. Did failed EPBID patients get an attempted EPBID+sphincterotomy? Did failed EST patients all get attempted incision extension before crossing over to EPBID?

In the course of our clinical practice, mechanical lithotripsy is the first choice in treating failed EPBID patients and failed EST patients. 

19. In the sentence both domestic and international research studies show…. EST has a higher recurrence rate of what?

Thanks for the correcting. The sentence has been corrected as "…. EST has a higher recurrence rate of Cholelithiasis"

20. Reference sentence "In these cases, mechanical lithotripsy, enlargement of the incision…" In this paragraph you mentioned other methods to help retrieve larger stones, yet your concluding sentence is about procedure time. Doesn't seem to fit here. 

We are sorry for the confusion. There were no causal link between the two sentences, and we have modified the manuscript according to the comments. 

21. I'm not sure I would describe the development of postoperative pancreatitis as compartment syndrome. It sounds like you are trying to say obstructive postoperative edema. 

We thank the reviewer for the helpful suggestion. In fact, the words "obstructive postoperative edema" is exactly that what we want to describe.

22. There are some confusing sentences on why you think a larger balloon decreases pancreatitis rates. This can be explained better. Smaller balloon = less trauma = less edema?

The bile duct could dilate sufficiently when the dilatation diameter was larger and the dilatation time was extended in the process of EPBD. Thus the pancreatitis rates would reduce consequently.

23. The main difference in technique is the change in balloon diameter and dilation time. Shouldn't your comparison group be EPBD with different balloon diameters and dilation time instead of EST? 

We completely agree with the reviewer. We will try our best to further perfect the design in the future studies. 

24. Figure 1: place error bars

The figure have been modified in the manuscript.

25. Table 1: include measurement

We have revised the table accordingly.
Responses to the reviewer #2: 

1. The authors should not use the abbreviations such as EPBID, EST, and CBDS in the title.

 We thank the reviewer for the helpful suggestion. we have changed the title into "Endoscopic papillary balloon intermittent dilatation and endoscopic sphincterotomy for bile duct stones: A prospective randomized controlled trial".

2. The authors described that enrolled patients were previously treated with endoscopic lithotomy in abstract, whereas they described that patients who had previously undergone EPBD or EST for stone removal were excluded from this study in the text. Which is correct?

Thanks for the commets. It's a typo. In fact, the patients who had previously undergone EPBD or EST for stone removal were excluded from this study. 

3. The term of EPBID should be spelled out in full on the first use in the text. In addition, endoscopic papillary intermittent dilatation using larger balloon was referred to as not only EPBID but also EPBD in the text and figures. Because the authors claimed that EPBID is preferable to conventional EPBD, these terms should be unified into EPBID.

We thank the reviewer for the helpful suggestion. We have modified the manuscript according to the comments. 

4. Although the authors described that they used Olympus GF-240/TGF-240 electronic duodenoscope, Olympus dose not offer endoscopies with such names. Endoscopies used in this study should be JF-240/TJF-240.       

We thank the reviewer for the helpful suggestion. It is JF-240/TJF-240. We have modified the manuscript according to the comments.

5. Why was it considered as pancreatography if the guide wire was inserted into the bile duct more than 4 times? It is reasonable that insertion of the guide wire into the pancreatic duct more than 4 times should be considered as pacreatography.

In case of difficult common bile duct cannulation of ERCP, the guide wire was inserted repeatedly into the pancreatic duct more than 4 times, this operation is a major risk factor for post-ERCP pancreatitis. We based mainly on the reference [4] entitled "Clinical application of transpancreatic sphincterotomy for inaccessible common bile duct"( Liu Feng, Li Zhao-shen, Shi Zhao-hong, Zou Duo-wu, Jin Zheng-dong, Zou Xiao-ping, Sun Zheng-xing. Chinese Journal Of Digestive Endoscopy 2007;24(3):177-179)

6. The incidence of pancreatitis in EST group seems higher than those in previous reports. It is possible that endoscopists in this study were inexperienced at EST. Therefore, multi-center study should be performed.

We agree with the reviewer. All the ERCP procedures in our research were performed by two experienced endoscopists who carried out more than 1000 ERCP-associated procedures. 

7. In this study, nasobiliary drainage was performed in all cases after the procedure, which enables bile juice to be discharged smoothly. So, not dilatation with larger balloon but nasobiliary drainage might prevent reflux of bile to the pancreatic duct in this study, and postoperative pancreatitis might be reduced even in conventional EPBD if nasobiliary drainage was performed after endoscopic intervention.

Thanks for the comments. we found that nasobiliary drainage have weaker preventive effect on post-ERCP pancreatitis in clinical practice.

We have revised the manuscript in line with all the reviewers’ comments and we hope that the 

manuscript is now acceptable for publication at World Journal of Gastroenterology. If you have any 

questions, please feel free to contact us. We appreciate your support very much. 

Yours sincerely, 

Ya-Ping Xu
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