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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (see an example) and are provided with free text boxes to elaborate 

on their assessment. These free text comments are reproduced below.  Some articles will have been 

accepted based in part or entirely on reviews undertaken for other BMJ Group journals. These will be 

reproduced where possible. 

ARTICLE DETAILS 

TITLE (PROVISIONAL) A randomized controlled pilot study of standardized counselling and 
cost-free pharmacotherapy for smoking cessation among stroke and 
TIA patients 

AUTHORS Sophia Papadakis, Debbie Aitken, Sophia Gocan, Dana Riley,  Mary 
Ann Laplante, Abha Bhatnagar-Bost, Donna Cousineau, Danielle 
Simpson, Rojiemiahd Edjoc, Andrew L. Pipe, Mukul Sharma, Robert 
D. Reid 

 

VERSION 1 - REVIEW 

REVIEWER  A/Prof Chris Bullen  
Director, Clinical Trials Research Unit, School of Population Health, 
The University of Auckland, New Zealand.  

REVIEW RETURNED 15/09/2011 

 

THE STUDY Trial registration details should be included 

RESULTS & CONCLUSIONS In the Discussion the authors overstate the results by stating there 
was a 'positive effect' despite then noting the lack of statistical 
significance.  
This is at best a feasibility study and was underpowered for an 
efficacy outcome. Therefore it would be preferable to state that more 
strongly in the first line of the Discussion section.  
While there were positive point estimates for a positive effect of the 
trial intervention, the 95% CIs were very wide and P values greater 
than 0.4 indicating a high probability that chance alone could have 
resulted in the observed effects.  
With such small numbers the randomisation methods used 
unsurprisingly did not achieve complete balance in the 
characteristics between the two study arms.  
Three groups of patients were mixed in this study, and in my view 
should be treated as separate groups in any adequately powered 
trial: those who had an event with permanent effects (stroke), those 
with a transient deficit (TIAs) and those at risk (ie no history of 
Stroke of TIA). It may well be that the motivation to quit would be 
stronger in those with the more severe health issues.  
Also in those who had suffered an event, whether stroke or TIA, the 
time since the event may be important in motivation to quit. (A long 
delay may be associated with less motivation, for instance)  

GENERAL COMMENTS While I see the value in testing a system for cessation in a 
healthcare setting to iron out the issues and problems in 
implementation, I am not so sure a RCT is needed for every 
condition. The authors have not explained sufficiently why stroke/TIA 
patients might be any different in their response to quitting than 
patients with any other serious medical condition?  
Furthermore, in the introduction there is no reference to the 
theoretical grounds on which one might expect the intervention to be 
(or not be) efficacious. This is essential to determine and describe 
before proceeding to a full scale RCT. There is some discussion 
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about the evidence that provision of free medication is effective but 
none on what the actual mechanism might be. It might be that giving 
medication on the spot by a healthcare professional is key, 
compared to the less immediate receipt of medication via a 
prescription; cost per se might not be the factor at work, assuming 
the intervention is effective. if this is posited as part of the putative 
mechanism, affordability is relative to disposable income, so 
measures of income/SES should be included in a full RCT.  
 
Page20 lines 34-36 there is repetition  
Page21 lines 9-10 sentence structure needs to be revised -a linking 
word is missing  

 

REVIEWER Tim Lancaster,  
Co-ordinating editor, Cochrane Tobacco Addiction Review Group,  
University of Oxford,  
UK  

REVIEW RETURNED 22/09/2011 

 

GENERAL COMMENTS This is a report of a small pilot study, assessing the feasibility of a 
smoking cessation intervention in patients with a history of stroke or 
TIA. The intervention was four weeks of cost-free pharmacotherapy 
versus a prescription for pharmacotherapy, with the patient being 
responsible for the costs of the prescription.  
The methods of the study are satisfactory and adequately 
described.  
I do not believe that the results of the study, and the resulting 
interpretation are appropriately reported. Although the authors report 
the raw data for primary and secondary outcomes in tables 2 and 3, 
the text of the report reports percentages and odds ratios. 
Expressed in this way, the results suggest impressive benefits from 
the intervention. Although they acknowledge that the results are not 
statistically significant, the authors go on to interpret these figures as 
indicating an effect of the intervention, stating that they have 
identified „a positive effect‟ in favour of the intervention and that they 
show preliminary evidence that the intervention „may improve 
quitting success‟. In fact the raw data (2 of 13 participants quit in the 
control group and 4/15 in the intervention group) show that no 
conclusion whatsoever is possible about whether this intervention is 
or is not effective. In my view it is inappropriate to report odds ratios 
with this number of events, but if they are reported, they should be 
correctly interpreted: the confidence intervals around these 
estimates show that there is no way of at all of saying whether these 
results indicate an effect of intervention or arise by chance.  
The authors have done a good job of reporting their study and of 
assessing the feasibility of their intervention. However, any 
suggestion that they have shown an effect of the intervention on 
primary or secondary outcomes is misleading and should be 
removed from the manuscript.   

 

VERSION 1 – AUTHOR RESPONSE 

Thank you for the opportunity to address the comments of each of the reviewers. We have addressed 

each item below. The updated manuscript in final copy as well as a track changes version has been 

attached.  

Sincerely,  
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Sophia Papadakis  

 

Response to Reviewers Comments  

1. We ask that all pilot studies full explain what was being piloted. The article should explain the 

impact that the pilot study had on decisions regarding future research.  

 

We have added to page 6 and 19 an explanation regarding the impact of the pilot study on future 

research as follows:  

Page 6: “As such the purpose of this pilot study was to test the feasibility and obtain effect estimates 

to inform the design of a larger definitative study on the effectiveness of providing cost-free quit 

smoking pharmacotherapy and counselling to smokers identified in a speciality stroke prevention 

clinic compared to the provision of a conventional prescription for pharmacotherapy.[21]”  

Page 19 “. This pilot study found the study methods to be feasible and has provided previously 

unavailable data which will be used to inform sample size estimates for the design of a larger 

definitive trial.”  

 

2. Also, the sample size should still be explained.  

 

We have added an explanation of the study sample size assumptions to page 7 (below “Setting and 

Patient Population”). This study documented a much lower eligibility and participation rate than was 

hypothesized which is useful data which will inform the design of future trials.  

 

3. Please see CONSORT for abstracts to ensure your abstract is as complete as possible: 

http://www.consort-statement.org/extensions/data/abstracts/  

 

We have revised the study abstract based on the consort statement guidelines.  

 

4. The funding statement should include information on what role the funders had in the study.  

Please note that no external funding was received for the completion of this pilot study. The two 

collaborating health care/research institutions used in-kind resources to support the completion of the 

trial. We have revised the funding statement to ensure this is more clearly communicated.  

 

5. Under competing interests, I recommend that the corresponding author collate ICMJE conflict of 

interest forms from all authors (these do not need to be sent to the journal) and that you structure the 

competing interests as recommended by ICMJE: http://www.icmje.org/ethical_4conflicts.html  

 

All authors have completed an ICMJE conflict of interest form. We have revised the competing 

interests section based on the recommendations of the ICMJE.  

 

6. You asked us to create a record for you with the Dryad repository. When you have deposited your 

data you will receive a DOI for that data. Please include in the data sharing statement information 

regarding what data you deposited and the DOI reference.  

 

Thank you we have uploaded the data to Dryad and added the statement as requested to page 24.  

 

 

Reviewer: Christopher Bullen, The University of Auckland, Clinical Trials Unit  

 

I have no competing interests.  

 

7. Trial registration details should be included  

The trial registration number has been added below the study abstract.  
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8. While I see the value in testing a system for cessation in a healthcare setting to iron out the issues 

and problems in implementation, I am not so sure a RCT is needed for every condition. The authors 

have not explained sufficiently why stroke/TIA patients might be any different in their response to 

quitting than patients with any other serious medical condition?  

 

Thank you for this feedback. We have supplemented the introduction to provide rationale for 

specifically examining the intervention among Stroke and TIA patients in addition to available data on 

the efficacy of cost-free pharmacotherapy in the general population. Specifically the supplemental text 

is found on Page 6 and is included below.  

“The low quit rates documented among patients who experience TIA or stroke, supports the need to 

understand the efficacy of interventions which may enhance cessation in this high risk group of 

smokers.[8-10] Moreover, the high risk of a re-occurrent event among stroke patients who continue to 

smoke suggests the cost-benefit of providing cost free pharmacotherapy may be realized in a 

relatively short time frame which may justify providing coverage to this group of high risk smokers.[6]”  

 

9. Furthermore, in the introduction there is no reference to the theoretical grounds on which one might 

expect the intervention to be (or not be) efficacious. This is essential to determine and describe before 

proceeding to a full scale RCT. There is some discussion about the evidence that provision of free 

medication is effective but none on what the actual mechanism might be. It might be that giving 

medication on the spot by a healthcare professional is key, compared to the less immediate receipt of 

medication via a prescription; cost per se might not be the factor at work, assuming the intervention is 

effective. if this is posited as part of the putative mechanism, affordability is relative to disposable 

income, so measures of income/SES should be included in a full RCT.  

 

We have revised the manuscript introduction (see page 6) to better reflect the theoretical grounds on 

which one might expect the intervention to be efficacious. The supplemental text is included below for 

quick reference:  

“Given that high incidence of stroke has been reported among lower socioeconomic groups, it is 

hypothesized that making cost-free medications available to patients who receive standardized 

smoking cessation intervention will enhance patient quit attempts, remove barriers related to cost of 

pharmacotherapies, and enhance compliance with the full course of pharmacotherapy among patients 

and lead to increased success with quitting.[24, 25]”  

 

10. Page20 lines 34-36 there is repetition  

 

This sentence has been removed.  

 

11. Page21 lines 9-10 sentence structure needs to be revised -a linking word is missing  

This sentence has been revised.  

 

Reviewer: Tim Lancaster,  

Co-ordinating editor, Cochrane Tobacco Addiction Review Group,  

University of Oxford,  

UK  

 

No competing interests  

 

This is a report of a small pilot study, assessing the feasibility of a smoking cessation intervention in 

patients with a history of stroke or TIA. The intervention was four weeks of cost-free pharmacotherapy 

versus a prescription for pharmacotherapy, with the patient being responsible for the costs of the 

prescription.  
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The methods of the study are satisfactory and adequately described.  

 

12. I do not believe that the results of the study, and the resulting interpretation are appropriately 

reported. Although the authors report the raw data for primary and secondary outcomes in tables 2 

and 3, the text of the report reports percentages and odds ratios. Expressed in this way, the results 

suggest impressive benefits from the intervention. Although they acknowledge that the results are not 

statistically significant, the authors go on to interpret these figures as indicating an effect of the 

intervention, stating that they have identified „a positive effect‟ in favour of the intervention and that 

they show preliminary evidence that the intervention „may improve quitting success‟. In fact the raw 

data (2 of 13 participants quit in the control group and 4/15 in the intervention group) show that no 

conclusion whatsoever is possible about whether this intervention is or is not effective. In my view it is 

inappropriate to report odds ratios with this number of events, but if they are reported, they should be 

correctly interpreted: the confidence intervals around these estimates show that there is no way of at 

all of saying whether these results indicate an effect of intervention or arise by chance.  

 

Revisions have been made to the abstract, results and discussion to correct for the potential mis-

interpretation of the study findings.  

 

13. The authors have done a good job of reporting their study and of assessing the feasibility of their 

intervention. However, any suggestion that they have shown an effect of the intervention on primary 

or secondary outcomes is misleading and should be removed from the manuscript.  

 

We have revised the document to remove statements that indicate an effect has been shown.  

 

 

 

14. Would you be willing to share your data? Cast your vote in our Online Poll  

We have uploaded our data to the Dryad repository.  

 

VERSION 2 - REVIEW 

REVIEWER A/Prof Chris Bullen  
Director, Clinical Trials Research Unit, School of Population Health, 
The University of Auckland, New Zealand.  

REVIEW RETURNED 24/10/2011 

 

GENERAL COMMENTS Very minor - on p17 line 8 a superfluous fullstop should be deleted.  
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