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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.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Study Protocol: A phase III randomised, double-blind, parallel arm, 
stratified, block randomised, placebo controlled trial investigating the 
clinical effect and cost effectiveness of sertraline for the palliative 
relief of breathlessness in people with chronic breathlessness. 
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McDonald, Christine; Lam, Lawrence; Sajkov, Dimitar; McCaffrey, 
Nikki; Doogue, Matthew; Abernethy, Amy; Currow, David 

 

VERSION 1 - REVIEW 

REVIEWER Steffen Simon 
Center for Palliative Medicine  
University Hospital Cologne  
Germany 
 
I know the two last authors from congresses and research meetings 
on breathlessness. 

REVIEW RETURNED 05-Jul-2016 

 

GENERAL COMMENTS Many thanks for the opportunity to review the manuscript “Study 
Protocol: A phase III randomised, double-blind, parallel arm, 
stratified, block randomised, placebo controlled trial investigating the 
clinical and cost effectiveness of sertraline for the palliative relief of 
breathlessness in people with chronic breathlessness” by Watts et 
al. This study protocol gives information about the study design and 
methods in detail of an ongoing trial which is expected for 
completion in 2017. This trial is of high quality and an excellent 
example that large and full powered RCTs are feasible in palliative 
care. The trial is conducted and coordinated by a well experiences 
study group with an impressive research track. Full powered RCTs 
are strongly needed and essential for evidence based palliative care 
in order to provide best clinical care for people with life limiting 
diseases who are bothered by symptoms such as breathlessness.  
I have not much to add or comment on and I recommend accepting 
this manuscript as it is.  
 
Only two minor comments:  
P6, l43: What is the rationale for choosing “worst breathlessness in 
the last 12 hours” instead of “average intensity” as the primary 
outcome?  
Outcomes: Alongside breathlessness intensity and unpleasantness 
mastery or coping is a third outcome which is relevant in 
breathlessness assessment. What is the rationale to forego this 
outcome? Or is this outcome included in the CRQ?  

 

REVIEWER Cuervo Pinna, Miguel Ángel 
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Palliative Care Suppor team, Badajoz, Spain 

REVIEW RETURNED 28-Jul-2016 

 

GENERAL COMMENTS First I would like to congratulate Dr Currow et al for the interesting 
research project.  
I think before its implementation they should clarify certain aspects:  
1. According to the primary objective of the study "... to compare the 
efficacy of sertraline placebo in relieving With the intensity of 
breathlessness worst in the previous 12 hours as Assessed by a 0-
100 mm visual analogue scale (VAS)" the authors would Have to 
Explain why 12 hours, INSTEAD OF 24-48 h (which it is the method 
used MOST)  
2. To use MELD Score (Model For End-Stage Liver Disease) and 
not only the Child Pugh.  
3. It is unclear addressing episodic dyspnea, regardless of basal 
dyspnea  
4. Make a detailed questionnaire on opioids used, at least 4 t1 / 2 of 
the opioid in question.  
5. Is it contemplated to complete the ESAS with help?  
6. Why is a 15% improvement in breathlessness score from baseline 
considered to be clinically meaningful? Show evidence about it  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

Many thanks for the opportunity to review the manuscript “Study Protocol: A phase III randomised, 

double-blind, parallel arm, stratified, block randomised, placebo controlled trial investigating the 

clinical and cost effectiveness of sertraline for the palliative relief of breathlessness in people with 

chronic breathlessness” by Watts et al. This study protocol gives information about the study design 

and methods in detail of an ongoing trial which is expected for completion in 2017. This trial is of high 

quality and an excellent example that large and full powered RCTs are feasible in palliative care. The 

trial is conducted and coordinated by a well experiences study group with an impressive research 

track. Full powered RCTs are strongly needed and essential for evidence based palliative care in 

order to provide best clinical care for people with life limiting diseases who are bothered by symptoms 

such as breathlessness.  

I have not much to add or comment on and I recommend accepting this manuscript as it is.  

Only two minor comments: The authors thank the reviewer for this positive overview of the study.  

P6, l43: What is the rationale for choosing “worst breathlessness in the last 12 hours” instead of 

“average intensity” as the primary outcome? Evidence is increasingly pointing to the most important 

change in breathlessness being „worst breathlessness‟. A recently published paper by Johnson et al 

demonstrates that worst breathlessness has the broadest spread of scores and the most direct 

correlation with changes in restricted activity [Johnson MJ, Close L, Gillon S et al Use of the modified 

Borg scale and Numerical Rating Scale to measure chronic refractory breathlessness: a pooled data 

analysis. Eur Resp Journal 2016;47(6):1861-4].  

Indeed, if worst breathlessness could be reduced, it may ultimately mean that overall physical function 

can be improved or better maintained. This is especially the case if people avoid exertion in order to 

minimise their worst breathlessness.  

 

In a recently completed phase III study of regular low dose, sustained release morphine for chronic 

breathlessness, „worst breathlessness‟ was the measure that most distinguished the two arms of the 

study. Worst breathlessness has also been the primary outcome measure in a number of other recent 

relevant randomised studies [Johnson MJ, Kanaan M, Richardson G, et al. A randomised controlled 

trial of three or one breathing technique training sessions for breathlessness in people with malignant 

lung disease. BMC Medicine 2015;13:213]  
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[Barton R, English A, Nabb S et al A randomised trial of high vs low intensity training in breathing 

techniques for breathless patients with malignant lung disease: a feasibility study. Lung Cancer 

2010;70(3);313-9]  

 

In terms of health services, all of the evidence points to worst breathlessness being the precipitant for 

health service contact – either primary care or emergency departments.  

 

Outcomes: Alongside breathlessness intensity and unpleasantness, mastery or coping is a third 

outcome which is relevant in breathlessness assessment. What is the rationale to forego this 

outcome? Or is this outcome included in the CRQ? The Reviewer is correct that mastery is one of the 

four main domains of the Chronic Respiratory Questionnaire and will be an important secondary 

outcome. The manuscript has been modified to reflect this.  

Reviewer 2  

I think before its implementation they should clarify certain aspects:  

1. According to the primary objective of the study "... to compare the efficacy of sertraline placebo in 

relieving With the intensity of breathlessness worst in the previous 12 hours as Assessed by a 0-100 

mm visual analogue scale (VAS)" the authors would have to explain why 12 hours, INSTEAD OF 24-

48 h (which is the method used MOST) The authors have used reporting every 12 hours as the 

standard. Asking participants about the previous 48 hours is not something that the authors have 

seen in phase III studies of pharmacological interventions for breathlessness. The authors would be 

concerned about recall when asking about periods of longer than one day given the day-to-day 

fluctuations of breathlessness experienced by the target population.  

2. To use MELD Score (Model For End-Stage Liver Disease) and not only the Child Pugh. There are 

several tools available for assessing hepatic dysfunction, with these largely being a matter of 

preference. This tool has been used in other studies by the collaborative and will allow comparisons 

of populations between studies.  

3. It is unclear addressing episodic dyspnea, regardless of basal dyspnea This study does not 

separately evaluate episodic breathlessness. The constructs for episodic breathlessness are still 

being defined. The outcome measures are related to breathlessness over time in steady state. Future 

studies may well evaluate episodic breathlessness as the science for this matures.  

4. Make a detailed questionnaire on opioids used, at least 4 t1 / 2 of the opioid in question. All 

participants are provided with immediate release oral morphine solution to be used on an as needed 

basis. Any use of this requires people to keep record of its use in the participant completed diary. Use 

of immediate release morphine will also be enquired about during telephone-based follow up calls by 

research staff.  

5. Is it contemplated to complete the ESAS with help? Participants in this study will have functional 

status and cognition that is sufficient to complete the Edmonton Symptom Assessment Scale by 

themselves.  

6. Why is a 15% improvement in breathlessness score from baseline considered to be clinically 

meaningful? Show evidence about it The major paper dealing with evidence of the minimum clinically 

important difference is by Johnson et al. [Johnson MJ, Bland JM, Oxberry SG, Abernethy AP, Currow 

DC. Clinically important differences in the intensity of chronic refractory breathlessness. J Pain 

Symptom Manage 2013;46(6):957-63.] Although an absolute reduction will be used in future studies, 

the relative reduction was chosen in this study to allow direct comparisons with other studies by the 

Palliative Care Clinical Studies Collaborative. Given the population studied and baseline scores 

obtained, the reduction correlates with the patient-anchored scores in this paper.  

 

 

Once again, thank you for the opportunity to respond to these thoughtful questions. Incorporating 

these suggestions has strengthened the quality of the paper.  

If there are any issues that I can clarify, please do not hesitate to contact me. 
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VERSION 2 – REVIEW 

REVIEWER Dr Steffen Simon 
Consultant  
University Hospital Cologne, Germany 
 
I know the two last authors from congresses and research meetings 
on breathlessness. 

REVIEW RETURNED 08-Oct-2016 

 

GENERAL COMMENTS I agree with the responses from the authors on my comments.  
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