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VERSION 1 - REVIEW 

REVIEWER Geltrude Mingrone 
Catholic University, Rome, Italy 

REVIEW RETURNED 06-Jun-2014 

 

GENERAL COMMENTS In this randomized, controlled trial, the Authors have as a primary 
aim that of studying the reduction of antihypertensive medications 
occurring at 1 and 2 years after RYGB in a population of subjects in 
the 1st and 2nd classes of obesity. The study is interesting and of 
great potential interest. However there are some points that need 
clarification.  
1.How was the sample size calculated? Generally the authors need 
to know, on the basis of the current literature, the mean and 
standard deviation of the variable used in the primary aim in one of 
the two populations and the same values or at least the percent 
difference they envisage to occur in the other group of subjects. 
What the Authors report in the sample size paragraph is unclear. In 
fact they state that they want to detect a 40% difference between the 
two groups, with this figures the sample size should be lower. Which 
is the attrition rate they assume for this study?  
2.Please report in the eligibility paragraph type 1 and 2 diabetes 
instead of type I and II no longer used.  
3.Is the study already registered in the clinicaltrials.gov or in an 
equivalent site? In fact, the registration must be done before starting 
a study and in this case it already commenced in March 2013.  
4.This manuscript would benefit from careful editing by a native 
English speaker. 

 

REVIEWER Cristian Ricci 
department of epidemiology and preventive medicine, University of 
Regensburg 

REVIEW RETURNED 18-Jul-2014 

 

GENERAL COMMENTS I have only few minor concerns, or suggestions regarding this study 
proposal  
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1) which statistical analysis could be proposed to evaluate the trend 
over time of the outcome ? (main and secondary). The authors 
declare the intenction to perform evaluations at different times during 
the 2 year observational time  
2) a well detailed list of outcomes (main and secondary) and a 
statistical analysis plan for those outcomes could improve the draft, 
making it useful for other scientist in the field.  
3) the proposed sample size does not take into account a possible 
and unfortunately likely lost to follow during observational time. I 
reccomend to inprove the proposal sample size up to 35. The 30 
subjects by group are sufficient to perform the comparison with that 
parameters (alpha 5%, 1-beta=90%). Nevertheless, I calculated that 
5 subjects lost could reduce the nominal power to about 82%  
 
I used this SAS procedure  
 
proc power;  
twosamplefreq test=fisher  
groupproportions = (.10 .50)  
npergroup = 10 to 100 by 5  
power = .;  
plot x=n;  
run;  
 
4) the study limitations should be also improved putting more 
criticism 
 
The draft is well performed and could be suitable for pubblication 
since this project regards a very interesting topic that deserve further 
evaluations.  
 
Nevertheless, I performed a couple of meta analysis in this field and 
as a statistician i have to notice the usage of very simple 
approaches on almost all papers I reviewed. In general, I would 
really appreciate an improvement of statistical methods in this area 
and this could be a good opportunity for authors.  
 
The authors have to be congratulated to perform a well detailed 
study proposal in a very interesting field properly addressing a 
current topic. 

 

REVIEWER Everton Cazzo, MD, MSc 
Faculty of Medical Sciences, State University of Campinas 
(UNICAMP), Brazil 

REVIEW RETURNED 18-Jul-2014 

 

GENERAL COMMENTS This is a well written and interesting study protocol. I would just 
suggest that the authors include more previous references about this 
theme, as there are some meta-analysis on gastric bypass results 
which one of the outcomes analyzed was hypertension. Moreover, 
there are more studies about hypertension control following gastric 
bypass that should be cited in the introduction, including Brazilian 
data. 
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VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

 

In this randomized, controlled trial, the Authors have as a primary aim that of studying the reduction of 

antihypertensive medications occurring at 1 and 2 years after RYGB in a population of subjects in the 

1st and 2nd classes of obesity. The study is interesting and of great potential interest. However there 

are some points that need clarification.  

1.How was the sample size calculated? Generally the authors need to know, on the basis of the 

current literature, the mean and standard deviation of the variable used in the primary aim in one of 

the two populations and the same values or at least the percent difference they envisage to occur in 

the other group of subjects. What the Authors report in the sample size paragraph is unclear. In fact 

they state that they want to detect a 40% difference between the two groups, with this figures the 

sample size should be lower. Which is the attrition rate they assume for this study?  

- Thank you very much for the comments. We have changed the text of sample size calculation 

session in order to clarify the methods. We also referenced the proportions we used for the sample 

size calculation (page 13, highlighted in yellow in the marked version).  

 

2.Please report in the eligibility paragraph type 1 and 2 diabetes instead of type I and II no longer 

used.  

- We have made the suggested changes.  

 

3.Is the study already registered in the clinicaltrials.gov or in an equivalent site? In fact, the 

registration must be done before starting a study and in this case it already commenced in March 

2013.  

- Yes. As reported in the page two, after the abstract, the study was registered in the clinicaltrials.gov 

website since February, 2013, under the Identifier number NCT01784848.  

 

4.This manuscript would benefit from careful editing by a native English speaker.  

- We have reviewed the text and rephrased distinct parts of it (also highlighted in yellow in the marked 

version) aiming to improve readability. Unfortunately we didn’t have the opportunity to let the text be 

reviewed by a native English speaker before submitting the reviewed manuscript.  

 

Reviewer 2  

The draft is well performed and could be suitable for pubblication since this project regards a very 

interesting topic that deserve further evaluations.  

I have only few minor concerns, or suggestions regarding this study proposal  

 

1) which statistical analysis could be proposed to evaluate the trend over time of the outcome ? (main 

and secondary). The authors declare the intenction to perform evaluations at different times during 

the 2 year observational time  

- We are very grateful to this reviewer for his kind comments. We included in the statistical 

considerations our plan for the over-time analysis as can be read in the reviewed version of the 

manuscript.  

 

2) a well detailed list of outcomes (main and secondary) and a statistical analysis plan for those 

outcomes could improve the draft, making it useful for other scientist in the field.  

- We are submitting a list of outcomes and analysis plan with the reviewed version of this manuscript 

as supplementary material.  

 

3) the proposed sample size does not take into account a possible and unfortunately likely lost to 

follow during observational time. I reccomend to inprove the proposal sample size up to 35. The 30 

subjects by group are sufficient to perform the comparison with that parameters (alpha 5%, 1-
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beta=90%). Nevertheless, I calculated that 5 subjects lost could reduce the nominal power to about 

82%  

 

I used this SAS procedure  

 

proc power;  

twosamplefreq test=fisher  

groupproportions = (.10 .50)  

npergroup = 10 to 100 by 5  

power = .;  

plot x=n;  

run;  

 

- Thank you for your comments. We completely agree with the reviewer’s suggestions, and are totally 

convinced that with seventy patients we would be at the safe side in terms of sample size, considering 

the theoretical dropout rate as calculated. Unfortunately the question of increasing sample size largely 

depends upon the budget that was allocated for this study. At the moment we haven’t enough 

financial resources to add ten more patients to our sample, although we are already doing our best to 

to find additional resources and add more patients.  

 

4) the study limitations should be also improved putting more criticism  

- We have changed the study limitations in accordance to the Editor’s requests, as can be read 

above.  

 

Nevertheless, I performed a couple of meta analysis in this field and as a statistician i have to notice 

the usage of very simple approaches on almost all papers I reviewed. In general, I would really 

appreciate an improvement of statistical methods in this area and this could be a good opportunity for 

authors.  

 

The authors have to be congratulated to perform a well detailed study proposal in a very interesting 

field properly addressing a current topic.  

 

Viele Grüße  

 

Reviewer 3  

 

This is a well written and interesting study protocol. I would just suggest that the authors include more 

previous references about this theme, as there are some meta-analysis on gastric bypass results 

which one of the outcomes analyzed was hypertension. Moreover, there are more studies about 

hypertension control following gastric bypass that should be cited in the introduction, including 

Brazilian data.  

- Thank you very much for your kind comments. We are adding two additional references in our 

reference list, according to the suggestions from this reviewer. 

 

 

 

 

 

 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-2014-005702 on 8 S

eptem
ber 2014. D

ow
nloaded from

 

http://bmjopen.bmj.com/


VERSION 2 – REVIEW 

REVIEWER Cristian Ricci 
Institut für Epidemiologie und Präventivmedizin 
Universitätsklinikum Regensburg 

REVIEW RETURNED 18-Aug-2014 

 

GENERAL COMMENTS I am Ok with the last changes than I endorse the paper for 
pubblication  
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