
PEER REVIEW HISTORY 

BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) A multicenter, randomized, placebo-controlled trial of extract of 
Japanese herbal medicine Daikenchuto to prevent bowel 
dysfunction after adult liver transplantation (DKB 14 Study) 

AUTHORS Kaido, Toshimi; Shimamura, Tsuyoshi; Sugawara, Yasuhiko; 
Sadamori, Hiroshi; Shirabe, Ken; Yamamoto, Michio; Uemoto, Shinji 

 

VERSION 1 - REVIEW 

REVIEWER Katsuno, H 
Fujita Health University 

REVIEW RETURNED 22-May-2015 

 

GENERAL COMMENTS Minor comments  
1) In the section of exclusion criteria, I recommend that authors add 
the patients who take other Kampo medicines to clarify the efficacy 
of TJ-100 itself.  
2) In the section of treatment methods, I recommend that authors 
mention about the manufacturing process of TJ-100 and placebo. 
i.e.) TJ-100 and a matching placebo were manufactured by Tsumura 
& Co. (Tokyo, Japan).  

 

REVIEWER Yamaue, Hiroki 
Wakayama Medical University, School of Medicine, Second 
Department of Surgery 

REVIEW RETURNED 29-May-2015 

 

GENERAL COMMENTS Kaido et al wrote a study protocol about “a multicenter, randomized, 
placebo-controlled trial of extract of Japanese herbal medicine 
Daikenchuto to prevent bowel dysfunction after adult liver 
transplantation (DKB 14 study)” in this article.  
Based on the SPIRIT (standard protocol items for randomized trials) 
statement, the reviewer checked this article and had some 
comments as follows:  
 
1. In the introduction chapter, authors described about the relation 
between intestinal edema and bowel dysfunction and about 
subsequently leading to malnutrition. Is there any reports mentioning 
about it? According to previous reports, Daikenchuto (TJ-100) 
seems to normalize bowel paralysis faster. In these reports, was 
there any suggestion about reducing intestinal edema by medicating 
TJ-100? About this point, please add several references.  
 
2. In methods and analysis chapter, authors set abdominal pain as 
primary endpoints. However, it seems to be slightly out of their main 
objective. Is this logically acceptable? Could we ignore the influence 
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of analgesic agents? Please explain about this point.  
 
3. When the allocation will be made? before LT? or just after LT? 
Please clarify about it.  
 
4. Is there any prohibited drug during the trial? Please describe in 
detail about permitted or prohibited drug during the protocol 
treatment.  
 
5. In analyzing data, treatment completion rate will be needed. Is 
there any procedure for monitoring adherence in this study?  
 
6. TJ-100 may have some flavor. It seems to be questionable 
regarding double blindness. How do authors try to mask 
interventions between TJ-100 and placebo? Please mention about it.  
 
7. Please clarify how to recognize the first postoperative bowel 
movement.  
 
8. Is there any plan of auditing during this trial period? 

 

VERSION 1 – AUTHOR RESPONSE 

Responses to Reviewer 1  

 

Comment 1  

In the section of exclusion criteria, I recommend that authors add the patients who take other Kampo 

medicines to clarify the efficacy of TJ-100 itself.  

 

Response  

According to the comment, we added “Patients who take other Kampo medicines” to exclusion criteria 

(Page 9 line 14).  

 

Comment 2  

In the section of treatment methods, I recommend that authors mention about the manufacturing 

process of TJ-100 and placebo. i.e.) TJ-100 and a matching placebo were manufactured by Tsumura 

& Co. (Tokyo, Japan).  

 

Response  

According to the comment, we added the sentence that “TJ-100 and a matching placebo were 

manufactured by Tsumura & Co. (Tokyo, Japan)” to the section of treatment methods (Page 11 line 4-

5).  

 

 

We appreciate the comments of Reviewer 2, which we have taken into account in the revised 

manuscript. Below are our responses to the concerns of this reviewer.  

 

Responses to Reviewer 2  

 

Comment 1  

In the introduction chapter, authors described about the relation between intestinal edema and bowel 

dysfunction and about subsequently leading to malnutrition. Is there any reports mentioning about it? 

According to previous reports, Daikenchuto (TJ-100) seems to normalize bowel paralysis faster. In 

these reports, was there any suggestion about reducing intestinal edema by medicating TJ-100? 
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About this point, please add several references.  

 

Response  

There have been no reports concerning the relation between intestinal edema and bowel dysfunction. 

We only supposed that intestinal edema could be a cause of bowel dysfunction. Therefore, we 

revised the sentence as follows (Page 5 line 7-10):  

“Such patients are usually accompanied by bowel dysfunction after LT due to long surgical durations 

and wide abdominal incisions, which prevents early postoperative food intake either orally or via an 

enteral tube and subsequently leads to worsening malnutrition.”  

 

Comment 2  

In methods and analysis chapter, authors set abdominal pain as primary endpoints. However, it 

seems to be slightly out of their main objective. Is this logically acceptable? Could we ignore the 

influence of analgesic agents? Please explain about this point.  

 

Response  

We set abdominal pain due to abdominal distension or constipation as one of primary endpoints not 

by wound pain. We evaluate abdominal distension and pain using numeric rating scales (NRS). 

Indeed, it is difficult to ignore the influence of analgestic agents. Then, we will mainly evaluate 

abdominal distension rather than abdominal pain. In addition, to avoid the influence of analgestic 

agents, we plan to evaluate abdominal pain among the patients who do not use prohibited drugs and 

opioids just before the evaluation.  

 

Comment 3  

When the allocation will be made? before LT? or just after LT? Please clarify about it.  

 

Response  

The allocation is made before LT. According to the comment, we clarified the timing of allocation in 

registration chapter (Page 10 line 5).  

 

Comment 4  

Is there any prohibited drug during the trial? Please describe in detail about permitted or prohibited 

drug during the protocol treatment.  

 

Response  

There are some prohibited drugs and permitted drugs during the trial. We added new chapter 

“Prohibited or permitted drugs” and described in detail about those drugs (Page 11 line 9-19).  

 

Comment 5  

In analyzing data, treatment completion rate will be needed. Is there any procedure for monitoring 

adherence in this study?  

 

Response  

We monitor adherence by hearing each patient and checking the number of trial drugs (TJ-100 or 

placebo) that are not administered. The sentence is added in the Treatment Methods section (Page 

11, line6-7).  

 

Comment 6  

TJ-100 may have some flavor. It seems to be questionable regarding double blindness. How do 

authors try to mask interventions between TJ-100 and placebo? Please mention about it.  

 

Response  
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Indeed, the flavor of TJ-100 is somewhat different from that of placebo. To secure double blindness 

as much as possible, we do not tell patients the difference of flavor between each drug before and 

during the trial. We also do not smell TJ-100 and placebo at the bedside.  

 

Comment 7  

Please clarify how to recognize the first postoperative bowel movement.  

 

Response  

At first, the first bowel movement means the first defection after extubation. We judge the first 

defecation by checking medical chart.  

We changed the first bowel movement to the first defecation (Page 8 line 1).  

 

Comment 8  

Is there any plan of auditing during this trial period?  

 

Response  

Yes, auditing to the sponsor and the participating institutions is planned during the trial period. 

 

VERSION 2 – REVIEW 

REVIEWER Katsuno, H 
Fujita Health University 

REVIEW RETURNED 04-Aug-2015 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 

 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2015-008356 on 29 S

eptem
ber 2015. D

ow
nloaded from

 

http://bmjopen.bmj.com/

