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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) Can variability in the effect of opioids on refractory breathlessness 

be explained by genetic factors? 

AUTHORS Currow, David; Quinn, Stephen; Ekström, Magnus; Kaasa, Stein; 
Johnson, Miriam; Somogyi, Andrew; Klepstad, Pål 

 

VERSION 1 - REVIEW 

REVIEWER Nan M. Sonne 
Rigshospitalet  
Copenhagen  
Denmark 

REVIEW RETURNED 05-Feb-2015 

 

GENERAL COMMENTS I suggest a new title: "Can variability in the effect of opioids on 
refractory breathlessness be explained by genetic factors?"  
-and "patient(s)" instead of people throughout the text  
The abstract rationale is unclear. I suggest: " Opioids modulate the 
perception of breathlessness with a considerable variation in 
response without association between opioid dose and symptom 
severity."  
inclusion criteria was opioids > 3 days and EORTC is the last 7 
days!  
Results show opioid intake was in months (0-1) where I suggest the 
result of opioid intake is shown i days. 

 

REVIEWER Associate Professor Marie Williams 
School of Population Health, Sansom Institute for Health Research, 
University of South Australia, South Australian Health & Medical 
Research Institute (SAHMRI), North Terrace, Adelaide, Australia 

REVIEW RETURNED 27-Mar-2015 

 

GENERAL COMMENTS Are genetic variations associated with varying experiences of 
dyspnoea when on opioids for pain?  
 
This is a very interesting and intriguing hypothesis. The clinical 
implications and potential mechanism are expressed clearly and 
defended. In essence, dyspnoea, like pain is a perceptual 
experience subject to wide personal variation. Dyspnoea is a 
powerful predictor of diseases trajectory but as a chronic symptom 
has weak associations to the degree of tissue damage, physiological 
impairment or specific diagnosis.  
The authors present the clinical difficulties of predicting dosage 
requirements to relieve refractory breathlessness and the possibility 
that genetic variations might lead to the identification of subgroups of 
people who may be more (or less) “resistant” to opiod modification of 
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breathlessness intensity. The authors clearly indicate that the study 
does not aim to identify SNPs for breathlessness (though that would 
be a very interesting paper) nor responsiveness of breathlessness to 
opioids.  
My comments and suggestions predominately relate to the 
assessment of dyspnoea.  
The author‟s indicate that this is a retrospective, convenient sample 
and the key measure for breathlessness is Question 8 from the 
European Organisation for Research and Treatment of Cancer Core 
Quality of Life questionnaire (EORTC-QLQ-C30 version 3) which 
requires respondents to rate their experience of breathlessness over 
the past week on a four point scale (not at all, a little, quite a bit or 
very much).  
The most recent consensus statement on dyspnoea (Parshall et al. 
Am J Resp Crit Care Med 2012; 185(4):435-452) provides a way of 
identifying and classifying breathlessness assessment measures 
according to the domains included (see Suppl table). While the 
EORTC-QLQ-C30 might be classified within this system as 
assessing Health Status or Health Related Quality of Life, Question 
8 is likely to assess the sensory-perceptual domain of 
breathlessness intensity (global). It would be useful to clarify the 
breathlessness domain assessed using the recommendations and 
information in Parshall et al. 2012.  
If Question 8 measures breathlessness intensity, then the terms 
used throughout the majority of the discussion (intensity of 
breathlessness) are appropriate but there are occasions where the 
“intensity” has been omitted from the term breathlessness (see pg 
14 Limitations section) -I realise this is pedantic.  
 
The authors address the pros and cons of using VAS/Borg/Likert 
scales in large clinical populations and the limitations of measures 
that do not discriminate between global intensity and 
unpleasantness of breathlessness. Unpleasantness is a form of 
affective distress, but there might be greater value in using either of 
the newer instruments available for assessing the sensory-
perceptual experience of breathlessness which include sensory 
qualities, affective distress and emotional response; the Dyspnoe-12 
(Yorke J et al Thorax 2010; 65(1):21-26) or Multidimensional 
Dyspnoea Profile (Banzett et al Eur Respir J. 2015 Mar 18.[Epub 
ahead of print]. Global measures such as VAS for either intensity or 
unpleasantness or unidirectional measures such as PRE may mask 
a change in one or other subdomains (sensory quality, 
unpleasantness or emotional response).  
 
Abstract  
Suggest rewording /revising the Rationale and Objective i.e the 
Rationale might include the idea of the biological mechanism or the 
potential influence of individual variation.  
 
Results:  
Paragraph 2, line 43: “For people these people, four variants…‟ omit 
first “people”  
 
Contributors:  
Writing versus‟ wring‟ 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  - Nan M. Sonne 
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I suggest a new title: "Can variability in the effect of opioids 
on refractory breathlessness be explained by genetic 
factors?" 

This is an excellent suggestion. The title 
has been changed accordingly.  

"patient(s)" instead of people throughout the text The use of „patients‟ or „people‟ is one of 
preference.  

The abstract rationale is unclear. I suggest: " Opioids 
modulate the perception of breathlessness with a 
considerable variation in response without association 
between opioid dose and symptom severity." 

This wording is an improvement on the 
current wording and has been modified.  

inclusion criteria was opioids > 3 days and EORTC is the 
last 7 days!   

This discrepancy is noted. There are data 
to suggest that even if a period such as one 
week is included in the question, it is likely 
that respondents are still likely to reflect on 
the most recent day or two.  

Results show opioid intake was in months (0-1) where I 
suggest the result of opioid intake is shown i days.   

Table 3 is correct – it is the duration of time 
for which people had been on opioids when 
they joined this cross sectional study.  

  

Reviewer #2:  - Marie Williams 
This is a very interesting and intriguing hypothesis. The clinical implications and potential mechanism are 
expressed clearly and defended. In essence, dyspnoea, like pain is a perceptual experience subject to 
wide personal variation.  
 
Dyspnoea is a powerful predictor of diseases trajectory but as a chronic symptom has weak associations 
to the degree of tissue damage, physiological impairment or specific diagnosis. 
 
The authors present the clinical difficulties of predicting dosage requirements to relieve refractory 
breathlessness and the possibility that genetic variations might lead to the identification of subgroups of 
people who may be more  (or less) “resistant”  to opiod modification of breathlessness intensity.  The 
authors clearly indicate that the study does not aim to identify SNPs for breathlessness (though that would 
be a very interesting paper) nor responsiveness of breathlessness to opioids. 
 
My comments and suggestions predominately relate to the assessment of dyspnoea. 

The author‟s indicate that this is a retrospective, convenient 
sample and the key measure for breathlessness is 
Question 8 from the European Organisation for Research 
and Treatment of Cancer Core Quality of Life questionnaire 
(EORTC-QLQ-C30 version 3) which requires respondents 
to rate their experience of breathlessness over the past 
week on a four point scale (not at all, a little, quite a bit or 
very much). 
The most recent consensus statement on dyspnoea 
(Parshall et al. Am J Resp Crit Care Med 2012; 185(4):435-
452) provides a way of identifying and classifying 
breathlessness assessment measures according to the 
domains included (see Suppl table).  While the EORTC-
QLQ-C30 might be classified within this system as 
assessing Health Status or Health Related Quality of Life, 
Question 8 is likely to assess the sensory-perceptual 
domain of breathlessness intensity (global).  It would be 
useful to clarify the breathlessness domain assessed using 
the recommendations and information in Parshall et al. 
2012. 

This concept is outlined in the Methods 
section where the measurement of 
breathlessness is first introduced. The 
reference to the American Thoracic 
Society‟s Statement from 2012 has been 
cited.  

If Question 8 measures breathlessness intensity, then  the 
terms used throughout the majority of the discussion 
(intensity of breathlessness) are appropriate but there are 

It is crucial to have consistency in the 
paper. This has been amended 
appropriately.  
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occasions where the “intensity” has been omitted from the 
term breathlessness (see pg 14 Limitations section)  -I 
realise this is pedantic. 

The authors address the pros and cons of using 
VAS/Borg/Likert scales in large clinical populations and the 
limitations of measures that do not discriminate between 
global intensity and unpleasantness of breathlessness. 
Unpleasantness is a form of affective distress, but there 
might be greater value in using either of the newer 
instruments available for assessing the sensory-perceptual 
experience of breathlessness which include sensory 
qualities, affective distress and emotional response; the 
Dyspnoe-12 (Yorke J et al Thorax 2010; 65(1):21-26) or 
Multidimensional Dyspnoea Profile (Banzett et al  Eur 
Respir J. 2015 Mar 18.[Epub ahead of print].  Global 
measures such as VAS for either intensity or 
unpleasantness or unidirectional measures such as PRE 
may mask a change in one or other subdomains (sensory 
quality, unpleasantness or emotional response). 

The Reviewer is correct. The section on 
„Implications for further research‟ has been 
amended to reflect the need to utilise the 
newer, more comprehensive measures the 
account for the sensory and affective 
components, and the emotional response.  

Abstract 

Suggest rewording /revising the Rationale and Objective i.e 
the Rationale might include the idea of the biological 
mechanism or the potential influence of individual variation 

The rationale has been re-written and now 
includes the concept of seeking to define a 
biological mechanism.  

Results: 
Paragraph 2, line 43: “For people these people, four 
variants…‟ omit first “people” 

Thank you – this has been corrected.  

Contributors: 
Writing versus‟ wring‟ Thank you – this has also been corrected.  
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