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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 

reproduced below.   
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VERSION 1 - REVIEW 

REVIEWER Julien Gelly 
MD, PhD  
Senior registar in General Practice  
Department of General Practice  
Paris Diderot University, France 

REVIEW RETURNED 23-Feb-2016 

 

GENERAL COMMENTS This paper describes the e-TAC study protocol addressing the 
relationship between the consumption of psychoactive products or 
some socioeconomic factors and the evolution over one year of the 
electronic cigarette use in primary health care. The document is very 
well written and the results seem to be promising for primary care 
workers. Some minor comments are above-mentioned.  
 
ABSTRACT  
- Page 3, line 54: It may be useful to precise this is a study protocol.  
- Page 3, line 63: I propose to use ‘multivariate’ rather than 
‘multivariable’.  
 
STRENGTHS AND LIMITATIONS OF THIS STUDY  
- Page 4, lines 91-93: I’m not sure this point appears clearly in the 
following text.  
 
INTRODUCTION  
- Page 5, lines 104-106: It is important to consider also – the risk of 
– the use of electronic cigarettes before smoking, also called 
‘primary addiction’. The originality of this study protocol could give 
some answers to this issue. It should be added to this section.  
 
METHOS AND ANALYSIS  
- Page 6, lines142-161: The involvement of trainees is one of the 
originalities of in this study. Are there any others studies conducted 
with students to recruit patients? Is there some specific bias or ethic 
regards?  
- Page 7, line 159: Is it possible to compare characteristics of these 
8 training supervisors to the others?  
- Page 7, lines 172-173: It seem to be redundant with inclusion 
criteria (lines 169-170).  
- Page 8, line 189: Please specify which online software was used 
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for emails and questionnaires.  
- Page 11, line 255: The choice of performing logistic regression with 
fixed effects or Cox regression is unclear. Please explain which 
variables to explore with one or the other.  
- Page 11, lines 272-274: Was it the same students before and after 
October 2015? 

 

REVIEWER Christophe Berkhout 
University of Lille, UDSL, France 

REVIEW RETURNED 29-Feb-2016 

 

GENERAL COMMENTS Lines 41-43 page 5 (118-119): As this data appears to be crucial for 
the calculation of the sample size, a short description of how the 
Health Barometer is conducted (cross sectional survey by telephone 
interviews in general population with declarative data) is needed.  
Lines 23-25, page 7 (160-161) : There is no description of any 
education of the trainees and/or the investigators (protocol, good 
clinical practices,etc.). Some insufficient information appears later 
(Lines 5-7, page 8 [177-178] and should appear at this point. Quality 
assessment of the collected data can not be conducted without the 
discription of how accuracy of data collection has been teached.  
Lines 36-41, page 9 (216-218): To be defined as a DSM IV concept, 
as the DSM V concept of Alcohol use disorder does not meet this 
definition.  
Lines 18-19, page 10 (233):50 years = childbearing age? I would 
rather use the term of premenopausal. 

 

VERSION 1 – AUTHOR RESPONSE 

Answers to the first reviewer:  

-We have changed the abstract on your request in lines 54 and 63 (page 3).  

-Strengths and limitations (page 4, lines 91-93): we removed the explanation on the imputation 

procedure from this part but we put it in "Methods and analysis" part.  

-Introduction (page 5, lines 104-106): The use of electronic cigarette before smoking is indeed a 

public health problem. Today, the literature suggests that only a minority of vapers is concerned. This 

would be more frequent in adolescents than in adults. The sample size and our study duration 

probably will not have been sufficient to analyze the factors associated with tobacco initiation among 

non-smokers vapers. That's why we initially had not planned to study this issue. The main objective of 

e-TAC study is to look at changes of electronic cigarette use in one year. Like many others, we 

believe that exploration of smoking initiation among vapers should be the goal of dedicated studies, 

as these two following examples:  

- Primack BA, Soneji S, Stoolmiller M, Fine MJ, Sargent JD. Progression to traditional cigarette 

smoking after electronic cigarette use among US adolescents and young adults. JAMA Pediatr. 

2015;169(11):1018–23.  

- Leventhal AM, Strong DR, Kirkpatrick MG, et al. Association of electronic cigarette use with initiation 

of combustible tobacco product smoking in early adolescence. JAMA. 2015;314(7):700–7.  

For all these reasons, it did not seem important to us to mention the electronic cigarette use among 

non-smokers in our introduction.  

 

-Methods and analysis:  

**Page 6, lines 142-161: We found no previous studies describing the involvement of students in the 

recruitment of patients in general practices. A cross-national study was conducted in 2011 in France 

with the help of trainees. It was the ECOGEN study. However, in this study, students observed their 
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training supervisors. They were not directly responsible for recruitment. The originality of our study is 

to have a strong bet on the trainees' enthusiasm to participate in a study and the need for them to 

have a research project to validate their postgraduate. In addition, we thought that involving students 

would increase the adherence of their training supervisors. Previous studies indeed suggest that the 

research in general medicine is considered by GPs as an extra work for them, for example: 

Rosemann T, Szecsenyi J. General practitioners' attitudes towards research in primary care: 

qualitative results of a cross sectional study. BMC Family Practice. 2004;5(1):31. We obtained the 

consent of trainees and their supervisors to participate to the study. We think there is no addictional 

specific bias producted by the involvement of trainees.  

**Page 7, line 159: It will be possible to compare our 8 training supervisors to all others of Aquitaine 

area. We asked to the Chair of Department of General Practice an access to the training supervisors 

list in 2015.  

**Page 7, lines 172-173: We have changed some non-inclusion criteria to avoid to be redundant.  

**Page 8, line 189: We have specified which software we shall use for mailing the questionnaire in 

follow-up step.  

**Page 11, line 255: we have added some details about the modeling by regression  

**Page 11, lines 272-274: the same students will collect data from the inclusion step to the follow-up 

step.  

 

Answers to the second reviewer:  

**Page 5, lines 118-119: We have added some explanations about the Health Barometer study in the 

introduction.  

**Page 7, lines 160-161: We have added some explanations about the education of trainees in 

"recruitment" part and "data collection" part.  

**Page 9, lines 216-218: The objective of our study is not to diagnose some addictions to tobacco, 

alcohol or cannabis. The diagnosis of addiction currently is achieved with specific criteria described in 

the DSM V. However, there are reliable and short tests, useful for screening in primary care. The 

CDS-5, the AUDIT-C and the CAST are part of these tests. Beyond a threshold, there is a strong 

likelihood for each test to have a harmful use for patients. Therefore, the use of these tests is not 

intended to diagnose dependence but to identify patients with a high probability of having problems in 

relation with consuming each substance.  

**Page 10, line 233: We have modified it. 

 

VERSION 2 – REVIEW 

REVIEWER Julien Gelly 
Department of General Practice  
Paris Diderot University, France 

REVIEW RETURNED 09-Apr-2016 

 

GENERAL COMMENTS Thanks for all the reponses to my answers. 

 

REVIEWER Christophe BERKHOUT 
Department of General Practice and Family Medicine  
Medical School  
University of Lille - UDSL  
France 

REVIEW RETURNED 17-Apr-2016 

 

GENERAL COMMENTS About § recruitment (p.6, line 32 (138) to p.7, line 46 (169)  
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Legally, an investigator in clinical research should be an 
experienced Medical Doctor appropriately registred by the French 
GMC. Thus the investigators should be the 8 GP-trainers 
(supervisors), which matches the 8 investigation centers (Public 
Health Code, Art. L.1121-1).  
As we designed a protocol with the same type of collaboration 
between incumbent GPs and GP-registrars (interns), we called the 
registrars "research ambassadors", whilst the GPs were the 
investigators (signed investigation contract with the study sponsor, 
compensation and responsibility for good clinical practices and data 
archive). Data collection is mainly carried out by the interns but 
under the responsibility of the investigator.  

 

VERSION 2 – AUTHOR RESPONSE 

We thank your reviewers about their advices. We agree with this second reviewer: the clinical 

research investigators must be graduated as physicians in France. In e-TAC study, our 8 GP 

supervisors are all graduated in general practice and registered with the French Medical Board. 

Furthermore, we have reported their names in the study protocol that we submitted to the local 

committee for the protection of persons of Bordeaux University and the National Commission for Data 

Processing and Freedoms. The first author of this manuscript is the principal investigator of the study. 

In accordance with the articles L1121-1 and L1121-3 of the French Code of Public Health, she is a 

graduated physician and she can demonstrate her appropriate experience in clinical research. It was 

necessary to clarify this point in our manuscript. So, we modified the last revised manuscript as 

recommended by the second reviewer. The four trainees responsible for patients' recruitment are now 

called "research ambassadors", under the responsibility and the agreement of their supervisors, who 

remain the investigators in our study. 
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