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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 
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VERSION 1 - REVIEW 

REVIEWER Philippe Lehert 
Faculty of Medicine  
The University of Melbourne  
VIC , Australia 

REVIEW RETURNED 15-May-2015 

 

GENERAL COMMENTS I have only one comment on statistics on your sentence : Depending 
on the probability function of the data, the primary efficacy variable 
will be analyzed including terms for treatment arm, site (or country or 
region), and age  
category using either an analysis of variance (ANOVA) model on 
raw data (if data is  
normally distributed) or using an a log-transformed model or Poisson 
regression  
model (if data is not normally distributed).  
1-Your main endpoint being a count, Poisson regression should be 
considered a the appropriate analysis. A generalized Linear model 
should be used for this, and normal distribution be considered as 
supportive. As the target population is POR, the normal 
approximation is probably not adequate, anyhow, Poisson 
regression should be characterized by the same power. Some note 
in your statistical analysis plan on possibility of overdispersion 
should be necessary, and the way to correct it.  
2- If possible your model should be pre-defined in specifying your 
covariates , and ANOVA should always be used irrespective of 
whether or not Poisson or another model is selected. This is 
required by the authorities (EMA or FDA) 

 

REVIEWER Jean-Noël Hugues 
Jean Verdier Hospital  
University Paris XIII. FRANCE 

REVIEW RETURNED 18-May-2015 

 

GENERAL COMMENTS Well designed study.  
Scientifically relevant 
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VERSION 1 – AUTHOR RESPONSE 

REVIEWER #1  

General comment  

Congratulations for this very good protocol  

 

Response  

Many thanks for reviewing the manuscript and for your comments.  

 

Comment 1  

I have only one comment on statistics on your sentence:  

Depending on the probability function of the data, the primary efficacy variable will be analyzed 

including terms for treatment arm, site (or country or region), and age category using either an 

analysis of variance (ANOVA) model on raw data (if data is normally distributed) or using an a log-

transformed model or Poisson regression model (if data is not normally distributed).  

1-Your main endpoint being a count, Poisson regression should be considered a the appropriate 

analysis. A generalized Linear model should be used for this, and normal distribution be considered 

as supportive. As the target population is POR, the normal approximation is probably not adequate, 

anyhow, Poisson regression should be characterized by the same power. Some note in your 

statistical analysis plan on possibility of overdispersion should be necessary, and the way to correct it.  

2- If possible your model should be pre-defined in specifying your covariates, and ANOVA should 

always be used irrespective of whether or not Poisson or another model is selected. This is required 

by the authorities (EMA or FDA)  

 

Response  

Many thanks for highlighting your concerns about the statistical analysis. We have revised the text on 

page 11 to clarify the analysis plan. The text now reads:  

Depending on the distribution of the data, the primary efficacy variable will be analyzed using either 

an analysis of variance (ANOVA) model (if the data is normally distributed) or a Poisson regression 

model (if the data is not normally distributed). Both models will include terms for treatment arm, site 

(or country or region), and age category.  

   

REVIEWER #2  

General comment  

Well designed study.  

Scientifically relevant 

 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-2015-008297 on 3 July 2015. D

ow
nloaded from

 

http://bmjopen.bmj.com/

