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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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GENERAL COMMENTS Anxiety is common in patients with chronic obstructive pulmonary 
disease (COPD). Anxiety is often under-recognised and untreated in 
patients with COPD. This study intends to address the efficacy of 
minimal home-based psycho-educative intervention for the treatment 
of anxiety and dyspnoea in patients with severe COPD using a 
randomised controlled trial.  
 
Introduction  
1. It will be helpful to provide further evidence for the rationale 
behind the potential benefits of one session face-to-face contact 
pyshco-educative therapy with a follow-up telephone contact for 
treatment of anxiety and dyspnoea for patients with COPD.  
Method  
2. Further explanation is needed where and how the COPD patients 
will be recruited for this study.  
3. I wonder whether patients with cognitive impairment will be 
included or excluded from the study. If they are going to be 
excluded, what kind of instrument will be used to assess patients for 
cognitive impairment in this study?  
4. The telephone booster session should be more explicit in terms of 
the content and duration of the intervention during each session.  
5. How adherence to treatment is monitored in this study?  
6. It is not entirely clear to me – why the intervention group have to 
attend a pulmonary rehabilitation programme? The purpose of the 
study is to explore the potential benefits of pscyho-educative therapy 
compared to the usual care therapy.  
7. There is some reservation that the mastery of dyspnoea for CRQ 
is unstandardized for this patient group. It will be useful to justify why 
the authors have selected as the secondary outcome measures for 
this study.  
8. It will be helpful to provide some explanation in how the missing 
data is going to be handled in this study.  
9. Is 1.5 point difference in the HAD – anxiety scale can be 
considered clinically significant?  
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10. It will be helpful to rephrase ‘pre-trial two unbiased employee…’ 
to improve the readability of the protocol for international audience.  
11. In terms of the follow-up data collection, I wonder whether it is 
ethically acceptable to contact patients by phone to complete the 
questionnaire.  
12. Will the authors consider intention to treat analysis to analyse 
their data?  
Discussion  
13. The authors discuss about palliative care, which has not been 
mentioned earlier in the introduction section of the study. I suggest 
the authors may wish to consider re-writing this section in relation to 
the overall aims of study.  
14. What are the limitations of this study?  
15. The study protocol will benefit with rigorous editing for some 
grammatical and syntax errors. 

 

VERSION 1 – AUTHOR RESPONSE 

1. The Reviewer is correct in suggesting that it would be helpful to provide additional evidence on the 

rationale behind the potential benefits of the intervention. We have added this information and 

rewritten part of the ‘Background’ section.  

 

2. We agree with the Reviewer’s comment that further explanation about how the patients are 

recruited is necessary and have added the following paragraphs to the subsection ‘Recruitment, 

Screening and Enrolment’. Patients are recruited either by telephone or when they visit the Pulmonary 

Outpatient Clinic as part of their annual or semi-annual control visits with their respiratory physician 

and/or nurse. Patients who have been in the Pulmonary Outpatient Clinic during the past 6 months 

and do not have a scheduled appointment within the next 3 months are contacted by telephone. The 

respiratory nurse briefly informs patients about the trial, either face-to-face or by telephone, and asks 

patients for permission for the PI to contact them by telephone with-in 14 days to provide detailed 

information about the trial and inquire whether they are interested in participating’.  

 

3. We understand the Reviewer´s reflection on whether patients with cognitive dysfunctions are 

excluded, including by how potential cognitive impairment is assessed. However, cognitive 

impairment is not an exclusion criterion per se in this trial. If patients are able to provide written 

informed consent and collaborate in the HADS-screening, we consider them as being cognitively able 

to participate in the trial. Patients with dementia will be excluded on the basis of a psychiatric 

diagnosis. Our considerations reflect a desire to maintain the trial’s external validity.  

 

4. We believe that the Reviewer is correct in noting that the telephone booster session should be 

more explicit, and we have accordingly revised the subsection, ‘Telephone booster session’.  

 

5. We agree that monitoring treatment adherence in the follow-up period would have strengthened our 

trial. However, this was not possible and is now stated as a limitation in the ‘Discussion’ section.  

 

6. The Reviewer states that it is not clear why patients in the intervention group have to attend to 

pulmonary rehabilitation. In the subsection ‘Usual Care’, we describe usual care for both the 

intervention and the control groups, which does not currently include home-based individual psycho-

education. Participation in pulmonary rehabilitation is not an inclusion criteria. However, it is offered to 

patients in both groups. We understand the Reviewer’s concern that pulmonary rehabilitation can be 

viewed as a potential confounder, but it is part of standard patient care for severe COPD in Denmark 

and must be provided. All participation in pulmonary rehabilitation is recorded for future use in 

statistical analyses.  
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7. When we designed this trial, we had no doubt that anxiety should be the primary outcome, but 

because anxiety and the management of dyspnoea in this patient population are so closely related, 

we found it relevant also to measure "mastery of dyspnoea" as a secondary outcome. We choose the 

CRQ because it has a mastery domain and is one of the most widely used measures of HRQL in 

patients with lung disease that has good and well-tested psychometric properties. We use the self-

administered standardized CRQ (CRQ-SAS) instead of the individualized and interviewer 

administered CRQ (CRQ-IA) due to the ease and cost of administration. However, in a randomized 

clinical trial, Schünemann et al. (1) found that the individualized dyspnoea domain (CRQ-IA) had 

greater responsiveness than the standardized (CRQ-SAS), but the difference was small and neither 

responsiveness nor validity were reduced. We added an additional description of the CRQ in the 

‘Secondary Outcomes’ subsection.  

 

8. We agree with the Reviewer that it would be appropriate to explain how missing data will be 

handled. We have added the following sentence to the ‘Statistics analysis’ section: Because of an 

expected high number of drop-outs, the censoring due to death and missing data due to possibly lost 

to follow-up will be handled using maximum likelihood methods.  

 

9. We understand the Reviewer´s concern about whether a 1.5 point difference in HADS is clinically 

significant. However, we chose the 1.5 point difference, based on Puhan et al.’s (2) work and also 

because there appears to be consensus in the literature about using the 1.5 points as the threshold 

for a minimal clinically important difference in patients with COPD (3).  

 

10. The Reviewer is correct that we have to rephrase the sentence, ‘pre-trial two unbias employed…’ 

in the ‘Randomisation’ subsection. It is rephrased to, ‘Two employees, who were not involved in the 

research project or linked to the PI…..’  

 

11. We understand the Reviewer´s concern about the ethical acceptability of being contacted and 

completing the questionnaire by telephone. The phrase, ‘as a last resort, the patient is contacted by 

telephone´, does not mean that the questionnaires should be completed over the telephone. The 

purpose of telephoning patients is, when possible, to encourage them to complete and return the 

questionnaires or identify if they no longer want to participate in the study. This is elaborated in the 

‘Follow-up’ sub-section.  

 

12. We agree with the Reviewer that we should have described how we intend to analyse our data, 

and we have added a phrase in the ‘Statistical Analysis’ section about our plan to conduct both 

‘intention to treat’ and ‘per-protocol’ analyse.  

 

13. We agree with the Reviewer that it is not appropriate to discuss palliative care in the ‘Discussion’ 

section, as we did not mention palliative care earlier. The discussion on palliative care has been 

removed.  

 

14. The Reviewer is correct to ask if this trial has no limitations. We acknowledge that this trial has a 

number of limitations, and have added a description of them under the ‘Discussion’ heading.  

 

15. The protocol has gone through grammatical and syntax editing, as suggested by the Reviewer. 
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VERSION 2 – REVIEW 

REVIEWER Abebaw Yohannes 
Manchester Metropolitan University  
Department of Health Professions  
Bonsall Street  
Manchester 

REVIEW RETURNED 19-Jun-2015 

 

GENERAL COMMENTS The authors have address my comments adequately. I have no 
further comments to make, except to pay attention Figure 2 and 
Figure 3 - better to say 'negative vicious cycle' and 'positive vicious 
cycle', respectively.  
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