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THE STUDY The research question is poorly conceived and I am not convinced 
that the proposed study would address the question as posed.  
 
Those participating in the study, particularly the traditional SBI 
approach, are likely to be different from those seen in usual practice 
due to the introduction of a computerised screening step.  
 
The methods are confused and it is not clear whether this is a 
protocol for a pilot phase or full trial.  
 
The statistical methods are described but are not sufficient to gain 
an understanding of what is actually proposed statistically.  
 
There are some spelling mistakes and poor use of English that 
would benefit from proof reading by a native speaker.  
 
Details of training and intervention development would be better 
placed in the manuscript rather than appendices. 

GENERAL COMMENTS Thank you for the opportunity to review this interesting trial protocol. 
The protocol is described as a randomized controlled non-inferiority 
trial and is addresses the issue of excessive alcohol consumption. In 
reviewing the protocol I found a number of issues the authors may 
wish to consider, some minor and some more critical. I have 
identified these as they arise in the paper.  
 
There are a number of grammatical and spelling errors in the 
manuscript and it would benefit from proof reading by a native 
English speaker, the target language of the journal.  
 
It would be useful in the background to have a definition of 
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hazardous and harmful alcohol consumption in grammes of ethanol 
to enable international comparison. On page 4 we are informed that 
little information exists relating to the rate of SBI implementation in 
Italy yet the following paragraph suggests facilitated access to a 
website may significantly increase brief intervention rates. This 
strikes me as a contradiction and may be due to poor phrasing but I 
think the background would benefit from more contextual information 
regarding the status of SBI in Italian Primary Care.  
 
On page 4 paragraph 2 the term ‘potentially significant’ is used, this 
is not an appropriate term, something is either significant or not 
within the parameters set. The end of the paragraph actually 
suggests a lack of evidence of effectiveness, is this compared to no-
treatment or an alternative active treatment as proposed in this 
study?  
 
Page 4 paragraph 3 the concept of equivalence is raised but the 
proposed study is not a test of equivalence but one of sufficiency, 
care should be taken in how the study is described throughout the 
manuscript. Again later in the same paragraph the study is 
described as testing the hypothesis that facilitated access will 
reduce hazardous drinking as much or more than brief intervention 
and this deviates from a non-inferiority hypothesis where you are 
aiming to establish within margins that an intervention is sufficient to 
achieve the same outcomes as an alternative.  
 
In the methods section the study is designed to compare computer 
based screening and later (7 – 10 days) attendance at a face to face 
intervention versus computer based screening and immediate 
access to a facilitated intervention. My concern would be the extent 
to which the study is evaluating two novel intervention approaches 
rather than a conventional SBI approach versus a facilitated access 
approach. The issue arises that using a non-inferiority design adds 
little information about whether either is more effective than a no-
treatment control and that non-inferiority may be established but 
provide no indication of overall effectiveness.  
 
The primary outcome is AUDIT status at 3 months but there is some 
lack of clarity about what the purpose of the pilot stage of the study 
achieves and why outcomes are being measured at 12 months post 
randomization. It would be useful to separate the pilot stage and 
provide some understanding of what the aims of the pilot study 
actually are.  
I had some difficulty in understanding the sample size calculation. Is 
a one sided test appropriate for a non-inferiority trial? How has the 
margin of 10% been derived and does it account for assay 
sensitivity, particularly considering the established sensitivity and 
specificity of AUDIT incorporates similar levels of measurement 
error. The use of a null hypothesis is also not useful in a non-
inferiority study. In addition I would question the attrition rate of 10% 
considering similar studies, particularly the one this study is modeled 
on had far greater attrition.  
 
Little detail is provided on the proposed analysis and the economic 
analysis is poorly prescribed and the proposal to include, if possible 
only alcohol related health resource use is likely to provide a very 
narrow health economic perspective.  
 
My overarching concerns are twofold. First the protocol has a major 
lack of clarity regarding the methods and it is difficult to see why this 
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is considered a non-inferiority study. I would expect to see more 
evidence that the controlled comparator is more established and has 
evidence of effectiveness and more details regarding how the results 
will be analysed particularly how assay sensitivity would be handled 
and how non-compliance would be managed statistically. The 
economic analysis appears superfluous in conception and I found it 
difficult to understand the role of the pilot phase and what would be 
modified as a result of the pilot. The second major concern is 
whether you are actually comparing traditional approaches to SBI 
with facilitated access or actually denigrating traditional SBI by 
introducing an additional step of computerized screening and waiting 
for an appointment.  
 
I think the manuscript would be improved by addressing the issues 
identified. 

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: Professor Simon Coulton  

Centre for Health Service Studies  

University of Kent  

UK  

 

 

The research question is poorly conceived and I am not convinced that the proposed study would 

address the question as posed.  

 

We accept that the original version of the paper may have given this impression, but have amended 

the paper to clarify the research question. In reality it has been carefully considered and is the result 

of a substantial programme of work in the fields of screening and brief interventions for risky drinking 

and internet interventions. We believe the question to be both valid and highly relevant given the 

growing relevance of internet applications for behavioural change.  

 

Those participating in the study, particularly the traditional SBI approach, are likely to be different from 

those seen in usual practice due to the introduction of a computerised screening step.  

 

We do not believe this to be the case as all the participants in the study will be recruited, consented, 

assessed and randomised online. Those receiving face to face intervention will be drawn from the 

same population as those who receive the online intervention  

 

The methods are confused and it is not clear whether this is a protocol for a pilot phase or full trial.  

 

We accept that this was confusing in the original version and have amended the paper accordingly.  

 

The statistical methods are described but are not sufficient to gain an understanding of what is 

actually proposed statistically.  

 

The statistical methods have been formulated by Prof Nick Freemantle who is a statistician of 

international renown with extensive experience of clinical trials, and we believe that they clearly 

explain the basis for the statistical analysis.  

There are some spelling mistakes and poor use of English that would benefit from proof reading by a 

native speaker.  
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We have now carefully proof-read the manuscript and believe that we have corrected these errors  

 

Details of training and intervention development would be better placed in the manuscript rather than 

appendices.  

 

We have followed the reviewer’s advice and placed these in the manuscript  

 

Thank you for the opportunity to review this interesting trial protocol. The protocol is described as a 

randomized controlled non-inferiority trial and is addresses the issue of excessive alcohol 

consumption. In reviewing the protocol I found a number of issues the authors may wish to consider, 

some minor and some more critical. I have identified these as they arise in the paper.  

 

There are a number of grammatical and spelling errors in the manuscript and it would benefit from 

proof reading by a native English speaker, the target language of the journal.  

 

We have now carefully proof-read the manuscript and believe that we have corrected these errors  

 

It would be useful in the background to have a definition of hazardous and harmful alcohol 

consumption in grammes of ethanol to enable international comparison. On page 4 we are informed 

that little information exists relating to the rate of SBI implementation in Italy yet the following 

paragraph suggests facilitated access to a website may significantly increase brief intervention rates. 

This strikes me as a contradiction and may be due to poor phrasing but I think the background would 

benefit from more contextual information regarding the status of SBI in Italian Primary Care.  

 

We do not believe that this issue is pertinent to the trial which focuses specifically on the relative 

effectiveness of two interventions for risky drinkers as defined by their responses to the AUDIT-C 

questionnaire and is not dependent either on definitions of hazardous /harmful drinking or on 

intervention rates.  

 

On page 4 paragraph 2 the term ‘potentially significant’ is used, this is not an appropriate term, 

something is either significant or not within the parameters set. The end of the paragraph actually 

suggests a lack of evidence of effectiveness, is this compared to no-treatment or an alternative active 

treatment as proposed in this study?  

 

We accept this criticism and have amended the paper to take account of it.  

 

Page 4 paragraph 3 the concept of equivalence is raised but the proposed study is not a test of 

equivalence but one of sufficiency, care should be taken in how the study is described throughout the 

manuscript. Again later in the same paragraph the study is described as testing the hypothesis that 

facilitated access will reduce hazardous drinking as much or more than brief intervention and this 

deviates from a non-inferiority hypothesis where you are aiming to establish within margins that an 

intervention sufficient to achieve the same outcomes as an alternative.  

 

This is a non-inferiority trial and we have used methods which are appropriate to test whether the 

experimental (online) intervention is sufficient to achieve the same outcomes as the reference (face to 

face) intervention. The margin of non-inferiority which we have specified is 10%.  

 

In the methods section the study is designed to compare computer based screening and later (7 – 10 

days) attendance at a face to face intervention versus computer based screening and immediate 

access to a facilitated intervention. My concern would be the extent to which the study is evaluating 

two novel intervention approaches rather than a conventional SBI approach versus a facilitated 
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access approach. The issue arises that using a non-inferiority design adds little information about 

whether either is more effective than a no-treatment control and that non-inferiority may be 

established but provide no indication of overall effectiveness.  

 

There is a very substantial literature on the effectiveness of face to face intervention for risky drinkers 

in primary care settings (the reference intervention) which can therefore not be seen as a novel 

intervention approach ( Kaner E, Beyer F, Dickinson H, Pienaar E, Campbell F, Schlesinger C, 

Heather N, Saunders J, Bernand B. Brief interventions for excessive drinkers in primary health care 

settings. Cochrane Database of Systematic Reviews 2007, Issue 2. Art No.: CD004148 DOI: 

10.1002/14651858.CD004148.pub3.)  

 

The primary outcome is AUDIT status at 3 months but there is some lack of clarity about what the 

purpose of the pilot stage of the study achieves and why outcomes are being measured at 12 months 

post randomization. It would be useful to separate the pilot stage and provide some understanding of 

what the aims of the pilot study actually are.  

 

We accept this criticism and have re-structured the paper to take account of these comments and 

have therefore omitted reference to the pilot study.  

 

I had some difficulty in understanding the sample size calculation. Is a one sided test appropriate for a 

non-inferiority trial? How has the margin of 10% been derived and does it account for assay 

sensitivity, particularly considering the established sensitivity and specificity of AUDIT incorporates 

similar levels of measurement error. The use of a null hypothesis is also not useful in a non-inferiority 

study. In addition I would question the attrition rate of 10% considering similar studies, particularly the 

one this study is modeled on had far greater attrition.  

 

The sample size calculation has been carefully modelled on the properties of the AUDIT and our best 

estimates of the likely effect sizes which need to be able to detect. We believe that a one sided test 

(alpha 2.5%) is appropriate as our overriding concern is to exclude inferiority and in any case is 

equivalent to a two sided 5% alpha.  

 

We believe that the estimated attrition rate of 10% is appropriate for a study conducted in the context 

of a highly stable population registered with small general practices in a largely rural area of northern 

Italy. This is a very different proposition form the population recruited online in the trial to which the 

reviewer refers.  

 

 

Little detail is provided on the proposed analysis and the economic analysis is poorly prescribed and 

the proposal to include, if possible only alcohol related health resource use is likely to provide a very 

narrow health economic perspective.  

 

We have provided a further detail for the statistical analysis.  

 

We accept that the description of the health economic analysis was insufficient and given that this is 

beyond the strict scope of the funded research project, we have omitted this from the paper.  

 

My overarching concerns are twofold. First the protocol has a major lack of clarity regarding the 

methods and it is difficult to see why this is considered a non-inferiority study. I would expect to see 

more evidence that the controlled comparator is more established and has evidence of effectiveness 

and more details regarding how the results will be analysed particularly how assay sensitivity would 

be handled and how non-compliance would be managed statistically. The economic analysis appears 

superfluous in conception and I found it difficult to understand the role of the pilot phase and what 
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would be modified as a result of the pilot. The second major concern is whether you are actually 

comparing traditional approaches to SBI with facilitated access or actually denigrating traditional SBI 

by introducing an additional step of computerized screening and waiting for an appointment.  

 

I think the manuscript would be improved by addressing the issues identified.  

 

We have made substantial revisions to the paper to take account of the reviewer’s comments. We 

believe that the revised version takes full account of these, and in particular addresses his concerns 

about the clarity of the methods, the issues relating to the statistical and economic analysis, and the 

choice of the reference intervention. 
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