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VERSION 1 - REVIEW 

REVIEWER Marina Aloi 
Sapienza University, Rome 
 
I have a paper on the efficacy of gelatin tannate in acute diarrhea 
already submitted to a medical journal 

REVIEW RETURNED 04-Dec-2015 

 

GENERAL COMMENTS Gelatin tannate is commonly used in clinical practice in children with 
acute gastroenteritis, although there are not significant evidences 
supporting its efficacy. Therefore, this RCT could provide interesting 
information. The trial is well conceived, with an adequate sample 
size and a placebo arm. Statistics is adequate. However, this 
Reviewer would like that the Authors clarify some aspects of the 
trial:  
1. Relations with the manufacturer: the Authors stated that the 
manufacturer does not have a role in the design or conduct of the 
study. Is the drug that will be used for this study provided by the 
manufacturer? Is there any other relations (grants, etc.) with the 
manufacturer? This should be clearly stated in the limitations of the 
study.  
2. Concomitant medications: the authors state that the 
administration of any other medication during the study is at the 
discretion of the physician; this means that drugs like antibiotics or 
probiotics could be used during the study? Could the authors clarify 
if any medication is not allowed? This is an important point because 
can impact on the severity and duration of diarrhea in treated 
patients.  
3. Power calculation: the Authors state that "a sample of 126 infants 
is needed in each study group" to detect a difference of diarrhea 
between the 2 groups. Then they write that "they aim to recruit a 
total of 158 children for this study" ??? Please clarify.  

 

REVIEWER Roberto Berni Canani 
Department of Translational Medical Science  
European Laboratory for the Investigation of Food Induced Diseases  
CEINGE Advanced Biotechnologies  
University of Naples “Federico II” 

REVIEW RETURNED 07-Dec-2015 

 

GENERAL COMMENTS The study design is clear and well described.  
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I suggest to include in the exclusion criteria the use of high dose 
Zinc (10 mg/d) or Zinc containing ORS.  
I guess that it could be better to enroll only subjects with AGE lasting 
<24 hours.   

 

REVIEWER Alfredo Guarino 
Department of translational medical sciuences. SEction of 
Pediatrics. University Federico II, Naples Italy. 

REVIEW RETURNED 18-Dec-2015 

 

GENERAL COMMENTS This is an interesting study that is proposed to answer a relevant 
question on active treatment of gastroenteritis for children of Europe 
concerning a drug that is increasingly used without a clear proof of 
efficacy. The study is well designed and I only have two major 
comments.  
12. The primary outcome is a difference of 12 hours in the total 
duration of diarrhea. Alkthough thi may be a reasonable cut off to 
explore whether gelatin tannate has antidiarrheal effects, it may not 
answer the question of whether –at least indirectly- a physician may 
get an idea of using gelatin tannate rather than the other established 
effective drugs. The latter on average, reduce diarrhea by around 24 
hours, which may be a cut off point in duration that the authors may 
consider. This would also reduce the number of needed subjects.  
2. it is not entirely clear how the duration of diarrhea is reported. I 
understand that the caregiver reports it to the physician based o a 
form. The cessation of diarrhea and its timepoint should be 
declared-.  
Minor comments.  
I suggest to delete “excvlusive or predominant (more than 50%) 
breast feeding from the exclusiuon criteria. This is a cumbersome 
and difficult criterium to measure. It applies to a minority of subjects 
and introduces an enrollment bias which is not needed.  
There are two stool scales that probably should be applied to 
different age ranges . This should be said.  
Antiemetics. Antiemetics should not be used in children enrolled in 
the study as they are not recommewnded and they may induce 
worsening of diarrhea. Vomiting is also reported as a secondary 
outcome and the use of antiemetics is a bias. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

 

Reviewer Name  

Marina Aloi  

 

COMMENT: Gelatin tannate is commonly used in clinical practice in children with acute 

gastroenteritis, although there are not significant evidences supporting its efficacy. Therefore, this 

RCT could provide interesting information. The trial is well conceived, with an adequate sample size 

and a placebo arm. Statistics is adequate. However, this Reviewer would like that the Authors clarify 

some aspects of the trial:  

1. Relations with the manufacturer: the Authors stated that the manufacturer does not have a role in 

the design or conduct of the study. Is the drug that will be used for this study provided by the 

manufacturer? Is there any other relations (grants, etc.) with the manufacturer? This should be clearly 

stated in the limitations of the study.  
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RESPONSE. We reconfirm that there is no financial relation with the manufacturer of the drug. The 

study products have been purchased by the university, and then prepared by the hospital pharmacy.  

 

 

COMMENT. 2. Concomitant medications: the authors state that the administration of any other 

medication during the study is at the discretion of the physician; this means that drugs like antibiotics 

or probiotics could be used during the study? Could the authors clarify if any medication is not 

allowed? This is an important point because can impact on the severity and duration of diarrhea in 

treated patients.  

 

RESPONSE. We thank the Reviewer for this valuable comment. Our exclusion criteria include the use 

of antibiotics, gelatin tannate, diosmectite, probiotics, or racecadotril within a week prior to enrollment. 

In the revised manuscript, we clarified that while their use is at the discretion of the child’s treating 

physician, it is recommended that no unnecessary concomitant medication be used.  

 

 

COMMENT. 3. Power calculation: the Authors state that "a sample of 126 infants is needed in each 

study group" to detect a difference of diarrhea between the 2 groups. Then they write that "they aim to 

recruit a total of 158 children for this study" ??? Please clarify.  

 

RESPONSE. We apologize for this unintentional error. A sample size of 126 infants in total was 

needed. However, in the revised manuscript, we have presented a new sample size calculation taking 

into account the comment made by the Reviewer #3.  

 

 

Reviewer: 2  

 

Reviewer Name  

Roberto Berni Canani  

 

COMMENT. The study design is clear and well described. I suggest to include in the exclusion criteria 

the use of high dose Zinc (10 mg/d) or Zinc containing ORS.  

 

RESPONSE. Done as requested by the Reviewer. However, in line with current ESPGHAN guidelines 

in regions where zinc deficiency is rare, no benefit from the use of zinc is expected, and the use of 

zinc is not recommended.  

 

COMMENT. I guess that it could be better to enroll only subjects with AGE lasting <24 hours.  

 

RESPONSE: We appreciate this comment. However, as ESPGHAN defined acute gastroenteritis ‘as 

a decrease in the consistency of stools (loose or liquid) and/or an increase in the frequency of 

evacuations (typically >3 in 24 hours), we believe that it would be more appropriate to follow this 

definition.  

 

 

Reviewer: 3  

 

Reviewer Name  

Alfredo Guarino  
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COMMENT. This is an interesting study that is proposed to answer a relevant question on active 

treatment of gastroenteritis for children of Europe concerning a drug that is increasingly used without 

a clear proof of efficacy. The study is well designed and I only have two major comments.  

1. The primary outcome is a difference of 12 hours in the total duration of diarrhea. Alkthough thi may 

be a reasonable cut off to explore whether gelatin tannate has antidiarrheal effects, it may not answer 

the question of whether –at least indirectly- a physician may get an idea of using gelatin tannate 

rather than the other established effective drugs. The latter on average, reduce diarrhea by around 24 

hours, which may be a cut off point in duration that the authors may consider. This would also reduce 

the number of needed subjects.  

 

RESPONSE. The Reviewer is correct that most of the effective antidiarrheal drugs reduced the 

duration of diarrhea by 24 h. We have reconsidered our sample size taking into account the 

Reviewer’s comment. In this case, a total of 30 children per group could demonstrate a treatment 

effect with 1% significance and an 90% power. A final sample size of 36 subjects per group (72 in 

total) was calculated.  

 

COMMENT.  

2. it is not entirely clear how the duration of diarrhea is reported. I understand that the caregiver 

reports it to the physician based o a form. The cessation of diarrhea and its timepoint should be 

declared-.  

RESPONSE. We agree with the Reviewer. In the revised manuscript, we have made it clear that time 

will be recorded in the diary. [..caregivers will receive a diary of symptoms to record the number of 

stools and their consistency during the intervention (including recording of the timing). BSF and ASF 

scales will be provided.]  

 

COMMENT.  

Minor comments.  

I suggest to delete “excvlusive or predominant (more than 50%) breast feeding from the exclusiuon 

criteria. This is a cumbersome and difficult criterium to measure. It applies to a minority of subjects 

and introduces an enrollment bias which is not needed.  

 

RESPONSE. We agree with the Reviewer that especially ‘predominant breastfeeding’ is difficult to 

define. Inclusion criteria have been modified.  

 

COMMENT. There are two stool scales that probably should be applied to different age ranges . This 

should be said.  

 

RESPONSE. In the revised manuscript, we have clarified that Amsterdam Stool Scale applies to 

infants only.  

 

 

COMMENT. Antiemetics. Antiemetics should not be used in children enrolled in the study as they are 

not recommended and they may induce worsening of diarrhea. Vomiting is also reported as a 

secondary outcome and the use of antiemetics is a bias.  

 

RESPONSE. We thank the Reviewers for this thoughtful comment. Our inclusion/exclusion criteria 

were based on a number of previous studies, including those carried out in our department. The use 

of antiemetics is usually not considered as the exclusion criteria. Moreover, in Poland, ondansetron, 

which may be effective in young children with vomiting related to acute gastroenteritis, is not 

registered for this indication. 
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VERSION 2 – REVIEW 

REVIEWER Marina Aloi 
Sapienza University of Rome 
 
1 paper on the same topic already submitted to a peer-reviewed 
journal 

REVIEW RETURNED 19-Jan-2016 

 

GENERAL COMMENTS In this revision, the authors addressed some of my concerns. 
However, I still have concerns on 1 minor point:  
- Concomitant medications allowed: the authors stated that “the use 
of antibiotics, diosmectite, probiotics, or racecadotril (all included in 
the exclusion criteria), should be avoided”. I think that patients 
treated with those classes of drugs should be considered as 
treatment failure, indeed all these drugs, but antibiotics, are already 
reported to reduce diarrhea duration. If this parameters is not well 
defined, several biases may impact on the results of this interesting 
trial. 

 

REVIEWER Alfredo Guarino 
Department of Translatiponal Medical Science, Section on 
Pediatrics, university of Naples Federico II 

REVIEW RETURNED 11-Jan-2016 

 

GENERAL COMMENTS In the revised protocol the authors addressed all my comments  

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 1  

In this revision, the authors addressed some of my concerns. However, I still have concerns on 1 

minor point:  

- Concomitant medications allowed: the authors stated that “the use of antibiotics, diosmectite, 

probiotics, or racecadotril (all included in the exclusion criteria), should be avoided”. I think that 

patients treated with those classes of drugs should be considered as treatment failure, indeed all 

these drugs, but antibiotics, are already reported to reduce diarrhea duration. If this parameters is not 

well defined, several biases may impact on the results of this interesting trial.  

 

RESPONSE. We thank the Reviewer for this valuable comment. We agree with the Reviewer that this 

is important to consider the use of concomitant medications, and we have added an additional 

secondary outcome. In our opinion, the term ‘use of concomitant medications,’ compared with 

‘treatment failure’, will more precisely reflect what happens with the patient 
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Open Access 

Correction: Efficacy and safety of gelatine tannate for the 
treatment of acute gastroenteritis in children: protocol of a 
randomised controlled trial

Michałek D, Kołodziej M, Konarska Z, et al. Efficacy and safety of gelatine tannate for 
the treatment of acute gastroenteritis in children: protocol of a randomised controlled 
trial. BMJ Open 2016;6:e010530. doi: 10.1136/bmjopen-2015-010530

In the Abstract, the number of children to be recruited should be 72 (as shown under 
Power calculation).
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