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Janssen, Daisy; Achterberg, Wilco 

 

VERSION 1 - REVIEW 

REVIEWER Steffen Simon 
Center of Palliative Medicine and Clinical Trials Unit  
University Hospital Cologne 
  
I know the sixth author of this paper by two contacts via email and I 
have been invited to a conference in her department to give a talk at 
the end of this year and in 2015. 

REVIEW RETURNED 24-Jun-2014 

 

GENERAL COMMENTS Many thanks for the opportunity to review the manuscript “PAIN IN 
PATIENTS WITH COPD; A SYSTEMATIC REVIEW AND META-
ANALYSIS” by van Dam van Isselt et al. This paper is a systematic 
review following the PRISMA guidelines. It covers an interesting and 
important topic which is relevant for all physicians who care for 
patients with COPD – in general practice and as a specialist. It is a 
well written manuscript and seems to be appropriate for BMJ open.  
 
General comments  
The main benefit and strength of this review is to call our attention to 
a neglected area in clinical care and research. The systematic 
review indicates a relevant number of patients with COPD who 
suffers pain. It is likely that pain prevalence and intensity is 
underestimated as pain assessment in this group is missing. No 
RCT on pain management in COPD was found which indicates a 
dramatic lack of pain treatment in this group – lack in research and 
also in clinical care. This systematic review is needed to underline 
this lack and encourage enforcing research and clinical care in this 
area.  
 
Specific comments  
• Page 6, line 33: please include the reference in brackets into the 
reference list at the end of the manuscript (same as REF 10?) – the 
same for page 7, line 22 (same as REF 12?)  
• Methods/quality assessment: please provide more details about 
the MMAT, e.g. what the four criteria are – for a better 
understanding of page 8/9  
• Page 8, line 27-29: I do not understand the meaning of this 
sentence. > double publication? The same data twice? (see also 
page 11, line 26/27)  
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• Page 8, line 35/36: would be helpful to add % for n=17 – easier to 
compare with 71%.  
• Page 10, line 3: what is the meaning of “cq”?  
• Including more often the number of patients, e.g. locations of pain 
(page 10, line 35)  
• Page 11: why is table 3 included in the text but other tables not?  
• Page 12, last paragraph: strong correlation although “no relation” in 
table 3?  
• Page 13, second paragraph: it sounds a bit odd to proclaim the use 
of PRISMA as strength. Every systematic review should follow this 
guideline – it‟s more basic than strength. In addition, the selection 
strategy is still subjective (but more valid in comparison to only one 
subject only) because subjects decide which study will be selected.  
• Page 14, second paragraph: I am not sure if the reference strategy 
used in this paragraph (and others) follows the BMJ open 
recommendations (using the name and publication year without a 
reference number at the end of the sentence) - please check.  
• Page 15, line 36: what is the difference between “moderate-to-
sever” and “advanced”?  
• Page 15, line 25ff: I would be very cautious to analyse correlation 
across studies with high heterogeneity. I would prefer sub-analyses 
only, e.g. by methodological quality (figure 3). Confounding is very 
likely and therefore, correlation analysis not appropriate and likely to 
be misleading. In other parts of the manuscript the “result” of the 
correlation between lung function and pain prevalence is mentioned 
without the limitation discussion and likeliness of confounding (e.g. 
abstract, conclusion).  
• Conclusions: call for clinical trials on pain treatment in COPD 
patients is missing although the missing studies is mentioned.  
• Would be helpful for the reader to include the reference numbers in 
table1+2  
• Figure 3 is really great and helpful 

 

REVIEWER Shamil Haroon 
University of Birmingham, UK 

REVIEW RETURNED 30-Jun-2014 

 

GENERAL COMMENTS This report contains a lot of information that needs to be more 
logically and succinctly summarised, including more headings and 
shorter paragraphs. Particular attention should be paid to the risk of 
bias assessment and data synthesis, both of which require 
additional work. The authors should also clarify whether they are 
interested in chronic or acute pain. Apologies for the large number of 
comments but I do feel these ought to be addressed to improve the 
overall quality of your review.  
 
Specific comments  
1. Abstract- Results: I didn't get a sense of whether the included 
studies assessed whether pain was more common in patients with 
COPD than individuals of similar age/sex or with other clinical 
conditions.  
 
2. Abstract- Results: Include confidence intervals for prevalence of 
pain.  
 
3. Abstract- Conclusions: Meta-analysis is mentioned here for the 
first time in the abstract. This should also have been reported in the 
methods section. Also the findings from the meta-analysis do not 
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align with the text in the results section in which you state that pain 
was reported more frequently in patients with moderate airflow 
limitation than in those with more severe airflow obstruction.  
 
4. Article summary- Article focus: "describe pain"-I'm unclear what 
this means- pathophysiology, aetiology, prevalence, presentation, 
etc.? Please be more specific.  
 
5. Key messages- "Pain is related to several other symptoms"- such 
as?  
 
6. Key messages- The meta-analysis showed an inverse 
relationship (or negative association)between lung function and 
prevalence of pain. However this finding could be down to selection 
bias- patients with severe COPD and conditions causing pain (e.g. 
bony metastases) are more likely to have died.  
 
7. Introduction- paragraph 1, line 10: note that prevalence is not a 
rate.  
 
8. Introduction- paragraph 1: Provide some description of the types 
of pain patients with COPD experienced in these studies, provide 
some rationale for why patients with COPD might experience pain 
more than individuals of similar age/sex or patients with other 
chronic conditions, and explain why this may pose unique 
challenges for patients with COPD and their clinicians.  
 
9. Methods- Electronic searches: Would have been worth searching 
the Cochrane Library.  
 
10. Methods- Electronic searches: The full search strategy could be 
included in an appendix. You probably don't need to include search 
terms used for every bibliographic database. Describe it for one (e.g. 
Medline) and state similar terms were used for the other databases.  
 
11. Methods- Electronic searches: Were language or other 
restrictions applied to the search strategy?  
 
12. Methods- Selection of studies: Need more specific detail on the 
inclusion/exclusion criteria in terms of population, setting, 
intervention, comparator, and outcomes.  
 
13. Methods- Selection of studies: "We included all types of study 
designs"- you should probably change the wording in parentheses 
on the second line to "cross-sectional, case control, and cohort 
studies and randomised controlled trials."  
 
14. Methods- Data extraction and quality assessment: Mixed Method 
Appraisal Tool- I have never come across this tool before and I think 
it has significant limitations that haven't been appropriately 
acknowledged in this review. Also I don't think it's appropriate to try 
to numerically quantify the quality of studies and this is actually 
explicitly recommended against by the Cochrane Collaboration. I 
also think the MMAT is too basic to properly assess risk of bias in 
the included study designs and I'd suggest using alternative more 
detailed tools such as the Newcastle-Ottawa Quality Assessment 
Scale.  
 
15. Methods- Data synthesis and meta-analysis- line 6: "How much 
bodily pain..." and "During the past..."- Aren't these really two 
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outcomes and should they have been meta-analysed separately?  
 
16. Methods- Data synthesis and meta-analysis: Meta-analyses in 
published studies are usually performed using formal statistical 
packages such as Stata, SAS or SPSS. First time I've come across 
this being done in Microsoft Excel and I think this may increase the 
chance of it being done incorrectly.  
 
17. Methods- Data synthesis and meta-analysis: "...were conducted 
by step-by-step..."- I don't understand what this sentence means. 
Please clarify.  
 
18. Methods- Data synthesis and meta-analysis: "To  
determine the strength of the linear correlations between lung 
function (FEV1% predicted) and pain  
prevalence." It may have made more sense to have used lung 
function or disease severity as a covariate in your meta-analysis, 
and performed meta-regression if there were sufficient number of 
studies. Alternatively as a secondary analysis you could stratify your 
meta-analysis by GOLD severity grade if there is sufficient data.  
 
19. Results- please provide summary tables of the study 
characteristics/main findings in the main text.  
 
20. Results- study selection and characteristics- paragraph 2: What 
about studies published between 1995 to 2000? What did they focus 
on then?  
 
21. Results- study selection and characteristics- paragraph 2: "Of 
the 14 articles on pain and..."- This hasn't been phrased well. It may 
be worth mentioning the authors and the dates of these studies  
 
22. Results- study selection and characteristics- paragraph 2: "Ten 
studies were conducted at..."- Describe the settings where the other 
studies were based.  
 
23. Results- study selection and characteristics- paragraph 2: "The 
majority of the included studies on pain"- Report how many of these 
prospective studies were observational and how many were 
interventional.  
 
24. Results- quality assessment: The quality assessment needs a lot 
more work. The results of the quality assessment should be 
tabulated and grouped perhaps by study aim and by study design.  
There should be a more detailed assessment of risk of bias such as 
selection bias, attrition bias, adjustment for confounders, etc.  
 
25. Results- quality assessment: "MMAT scores ranged from..."- I 
don't think this statement is particularly helpful in understanding the 
relative quality of included studies.  
 
26. Results- quality assessment: "Shortcomings in quality included"- 
How many studies did each of these shortcomings affect?  
 
27. Results- Pain measurement: How is pain severity scored on 
these tools and what thresholds were used to measure the 
prevalence of pain?  
 
28. Results- Prevalence of pain: Note that the studies included 
patients with relatively severe COPD and this is important in the 
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generalizability of the findings.  
 
29. Results- Prevalence of pain: What factors may have influenced 
the prevalence of pain in each of these studies- were any covariates 
explored? (e.g. co-morbidities, setting, disease severity, etc.)  
 
30. Results- Prevalence of pain: "...the SF-36_BP was measured in 
two separate groups of COPD patients"- Who made up the controls?  
 
31. Results- Prevalence of pain: "A meta-analysis on the SF-
36/20/8_BP data..."- please clarify that this is a random effects 
meta-analysis.  
 
32. Results- Prevalence of pain: "...showed a mean score on the SF-
36_BP of 66.7..."- please indicate the clinical relevance of this value- 
is it high or low?  
 
33. Results- Prevalence of pain: "The three studies that used the 
EQ-5D showed that 45% 40, 46% 4 and 56%..."- These results 
could potentially be combined using a proportion meta-analysis.  
 
34. Results- Characteristics of pain: "...mean interference scores 
ranged from 3.6-5.8..."- What is the clinical relevance of these 
values? Are there clinically significant thresholds for these scales?  
 
35. Table 3: Factors related to pain- What was the direction and size 
of these associations? These could be reported in this table.  
 
36. Results- Factors related to pain: "Bentsen et al. (2012) reported 
that comorbidity was..."- What specific comorbidities?  
 
37. Results- Pain management interventions: "Bentsen et al. (2011) 
reported that 49%..."- Did they report what type of analgesia and the 
level of analgesia required?  
 
38. Results- Overall relationship between pain prevalence and 
disease severity: "...mean GOLD grade...": How was this achieved? 
Weighted mean? Was this combined with the results from studies 
that reported the FEV1 % predicted?  
 
39. Discussion- This whole section could do with more subheadings- 
main findings, relationship to other literature, strengths and 
limitations, implications for clinicians, patients, policy makers and 
research, etc.  
 
40. Discussion- I'd argue that the main finding is that pain appears to 
be commonly experienced by patients with moderate-severe COPD.  
 
41. Discussion- paragraph 3: "These differences in study design 
might have influenced the reported pain prevalence..."- This could 
have been explored more in the analysis.  
 
42. Discussion- paragraph 4: "...Elkington et al. (2005) pain 
prevalence was based on reports of informants of the deceased 
subjects..."- Could therefore be significantly different from what the 
patient experienced.  
 
43. Discussion- paragraph 4: "Two large population-based studies 
on chronic pain..."- What are these studies and what populations 
were they performed in? Needs references.  
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44. Discussion- paragraph 4 (latter half): I'm really unclear what the 
message is here. One sentence doesn't seem to flow logically with 
the next.  
 
45. Discussion- paragraph 4: "This conclusion is in line with results 
from our meta-analysis on the SF-36_BP data"- This doesn't follow. 
This meta-analysis looked at the mean SF-36_BP data and not the 
prevalence of pain.  
 
46. Discussion- paragraph 5: "...a strong correlation was found 
between lung function and pain prevalence, indicating that pain is 
more prevalent in patients..."- Actually I think the interpretation of 
this needs to be more conservative. A correlation between mean 
pain score levels and overall lung function across studies does not 
mean that this necessarily applies at the individual level although it 
might suggest it.  
 
47. Discussion- paragraph 5: "...with advanced airflow limitation..."- 
define "advanced."  
 
48. Discussion- paragraph 5: "...the hypothesis that the causes of 
pain in patients with COPD are probably very complex..."- this is 
very vague. Please be more specific.  
 
49. Discussion- paragraph 5: "...the number and severity of 
comorbidities might act as a confounder..."- which comorbidities do 
you think this might apply to?  
 
50. Discussion- paragraph 5: refer to GOLD strategy rather than 
"GOLD guidelines."  
 
51. Discussion- paragraph 6: Why might interventions for pain 
management in patients with COPD be any different from that in 
other patients?  
 
52. Conclusions and implications: "...studies that investigated pain in 
patients with moderate airflow limitation reported a higher pain 
prevalence compared with studies in patients with advanced airflow 
limitation..."- This is confusing- just before it states that lung function 
is positively correlated with prevalence of pain. It then states 
essentially the opposite. The authors should acknowledge the 
contradictory nature of these findings.  
 
53. Conclusions and implications: There is extensive heterogeneity 
in the outcome assessment tools. More standardization of definitions 
of pain are needed. This should be included.  
 
54. Figure 1. Records excluded: not concerning COPD (n=910)- 
Was this stage performed by one reviewer or two?  
 
55. Figure 1. Records excluded (n=581)- doubles (12): duplicates 
should really be removed before the abstract/title screening stage  
 
56. Figure 1. Full-text articles excluded- no disease stratification 
(11): I don't recall seeing this as an exclusion criteria in the methods. 
Please clarify.  
 
57. Figure 2: I don't think this needs to be a main figure. Could either 
be supplementary or not included at all.  

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2014-005898 on 26 S

eptem
ber 2014. D

ow
nloaded from

 

http://bmjopen.bmj.com/


 
58. Figure 3: This would be better presented on a forest plot and 
stratified by setting and possibly by study design.  
 
59. Figure 3: Some of this data could potentially be combined using 
a proportion meta-analysis.  
 
60. Figure 3: What is a retrospective post-bereavement study?  
 
61. Figure 4: I would list the studies either in alphabetical order or in 
order of the mean score.  
 
62. Figure 4: Is any of this heterogeneity explained by setting, 
population, or study design?  
 
63. Figure 4: There is clearly substantial heterogeneity- I don't 
believe the I-squared is 0%. Please check this has been performed 
correctly.  
 
64. Figure 5: Could report the regression coefficient and confidence 
intervals.  
 
65. Figure 6: Clarify that each data point represents a separate 
study. Also state whether increasing units on the y-axis represent 
increasing or decreasing pain levels.  
 
66. Table 1: Does this include the mean age?  
 
67. Table 1: Consider including the outcomes for these studies- i.e. 
mean pain scores or prevalence of pain.  
 
68. Table 1: Have a separate table or figure for risk of bias 
assessment. Consider producing a more visual representation of the 
risk of bias assessment, including the individual dimensions (similar 
to something Cochrane reviews produce).  
 
69. Table 1: Include some explanation of what these MMAT scores 
mean.  
 
70. Table 1: A number of acronyms in the table are not listed in the 
footnote- e.g. NSCLC, MMAT. Also list these in alphabetical order.  
 
71. Table 2: Comments for table 1 also apply to table 2.  
 
72. PRISMA checklist: State on which page each item recorded. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  
Reviewer Name Steffen Simon  
 
General comments  
Many thanks for the opportunity to review the manuscript “PAIN IN PATIENTS WITH COPD; A 
SYSTEMATIC REVIEW AND META-ANALYSIS” by van Dam van Isselt et al. This paper is a 
systematic review following the PRISMA guidelines. It covers an interesting and important topic which 
is relevant for all physicians who care for patients with COPD – in general practice and as a specialist. 
It is a well written manuscript and seems to be appropriate for BMJ open.  
Reply: Thank you very much for this comment and the recommendation for publication in BMJ Open 
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The main benefit and strength of this review is to call our attention to a neglected area in clinical care 
and research. The systematic review indicates a relevant number of patients with COPD who suffers 
pain. It is likely that pain prevalence and intensity is underestimated as pain assessment in this group 
is missing. No RCT on pain management in COPD was found which indicates a dramatic lack of pain 
treatment in this group – lack in research and also in clinical care. This systematic review is needed to 
underline this lack and encourage enforcing research and clinical care in this area.  

Reply: Thank you for this positive comment  
 
Comment 1: Page 6, line 33: please include the reference in brackets into the reference list at the 
end of the manuscript (same as REF 10?) – the same for page 7, line 22 (same as REF 12?)  
Reply: comment is correct 
Changes in manuscript: references adjusted throughout the manuscript 
 
 
Comment 2: Methods/quality assessment: please provide more details about the MMAT, e.g. what 
the four criteria are – for a better understanding of page 8/9  
Reply: We agree with the reviewer. The MMAT has only recently been developed  and more details 
about the MMAT are indeed needed for a better understanding, as readers might not be familiar with 
this quality assessment tool. (Also see comment 14 and 24 of reviewer 2). We added table 1 with the 
criteria of the MMAT  
Changes in manuscript: Table 1 was added 
 
Comment 3: Page 8, line 27-29: I do not understand the meaning of this sentence. > double 
publication? The same data twice? (see also page 11, line 26/27)  
Reply: Indeed, this sentence is not completely clear. Bentsen et al. published three articles based on 
the same original research study, each article however presents different results. The same goes for 
Borge et al. 
Changes in manuscript: We adjusted the manuscript: page 8, lines 21-23 
 
Comment 4: Page 8, line 35/36: would be helpful to add % for n=17 – easier to compare with 71%.  
Rely: We agree with this comment 
Changes in manuscript: We adjusted the manuscript; % was added: page 9, line 2 
 
Comment 5: Page 10, line 3: what is the meaning of “cq”?  
Reply: c.q. stands for: casu quo, but is probably not used very much in the English language. 
Changes in manuscript: We adjusted the manuscript: page 10, line 24 
 
 
Comment 6: Including more often the number of patients, e.g. locations of pain (page 10, line 35)  
Reply: We agree with this comment and added the number of patients per study that used the body 
outline diagram of the BPI  
Changes in manuscript: We adjusted the manuscript: page 11, lines 10-11  
 
Comment 7: Page 11: why is table 3 included in the text but other tables not?  
Reply: We interpreted the author guidelines that tables should be inserted in the text of the main 
document. All other tables were submitted as supplementary files/tables. We have now submitted all 
tables as supplementary files and deleted table 3 from the text.  
Changes in manuscript: All tables are submitted as supplementary files in order of appearance in 
the manuscript 
 
Comment 8: Page 12, last paragraph: strong correlation although “no relation” in table 3?  
Reply: Yes, this is correct, as table 3 (table 4 in the revised version) presents results from the 
individual included studies. The strong correlation between lung function and pain prevalence was 
found in our meta-analysis over-all included studies. 
Changes in manuscript: not applicable 
 
Comment 9: Page 13, second paragraph: it sounds a bit odd to proclaim the use of PRISMA as 
strength. Every systematic review should follow this guideline – it’s more basic than strength. In 
addition, the selection strategy is still subjective (but more valid in comparison to only one subject 
only) because subjects decide which study will be selected.  
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Reply: We agree with the reviewer and deleted this point as a strength 
Changes in manuscript: Manuscript adjusted: page 6, lines 9-12; page 14, lines 1-6;  
 
Comment 10: Page 14, second paragraph: I am not sure if the reference strategy used in this 
paragraph (and others) follows the BMJ open recommendations (using the name and publication year 
without a reference number at the end of the sentence) - please check.  
Reply: Comment is correct 
Changes in manuscript: References adjusted 
 
 
Comment 11: Page 15, line 36: what is the difference between “moderate-to-sever” and “advanced”?  
Reply: We agree with the reviewer that definitions are not fully clear and redefined disease severity 
throughout the manuscript in „mild-moderate-severe and very severe COPD, according to the GOLD 
guidelines/stages. 
Changes in manuscript: Adjustments made throughout the manuscript 
 
 
Comment 12: Page 15, line 25ff: I would be very cautious to analyse correlation across studies with 
high heterogeneity. I would prefer sub-analyses only, e.g. by methodological quality (figure 3). 
Confounding is very likely and therefore, correlation analysis not appropriate and likely to be 
misleading. In other parts of the manuscript the “result” of the correlation between lung function and 
pain prevalence is mentioned without the limitation discussion and likeliness of confounding (e.g. 
abstract, conclusion).  
Reply: We agree with the reviewer that we should be cautious with interpreting the results of the 
correlation analysis because the included studies showed substantial heterogeneity and that this 
likeliness of confounding should be mentioned in the abstract, conclusions and limitation discussion.  
Changes in manuscript: manuscript adjusted: page 2, line 20-21; page 3, line 10 and line 18-19; 
page 16, lines 16-19 
 
Comment 13: Conclusions: call for clinical trials on pain treatment in COPD patients is missing 
although the missing studies is mentioned.  
Reply: Thank you for this suggestion, we agree with the reviewer that this is missing 
Changes in manuscript: manuscript adjusted, the importance of developing clinical trials on pain 
treatment in patients with COPD is now mentioned: page 2, lines 23-24; page 18, lines 19-20 
 
Comment 14: Would be helpful for the reader to include the reference numbers in table1+2  
Reply: We agree with the reviewer 
Changes in manuscript: Reference numbers are now included in Table1&2 (which are now 
numbered as table 2&3 because table 1 was added) 
 
Comment 15: Figure 3 is really great and helpful 
Reply: Thank you for this comment. Also see comment 58 reviewer 2 
Changes in manuscript: not applicable 
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Reviewer: 2  
Reviewer Name Shamil Haroon  
  
  
General comments  
This report contains a lot of information that needs to be more logically and succinctly summarised, 
including more headings and shorter paragraphs. Particular attention should be paid to the risk of bias 
assessment and data synthesis, both of which require additional work. The authors should also clarify 
whether they are interested in chronic or acute pain. Apologies for the large number of comments but 
I do feel these ought to be addressed to improve the overall quality of your review.  
 
Reply: Thank you very much for your constructive and thorough comments and for your accuracy. It 
is obvious that you have put a lot of effort into reviewing our manuscript, for which we are grateful, as 
we feel that it has indeed improved the quality of our review.  Concerning your question about 
whether this review refers to chronic or acute pain: this is a good point, thank you, for we agree that 
we should indeed clarify this point. We are interested in chronic and/or recurrent pain in patients with 
COPD. However, as we wanted a broad search method, we did not use „chronic pain‟ as a major key 
word in our search strategy, as many studies do not clearly define pain as being „chronic‟ or „acute‟. 
We did however exclude studies that concerned „pain during acute bronchitis‟ (Figure 1). We have 
now added this issue to the discussion section (page 14, lines 22-25 and page 15, lines 1,2). 
Concerning your comments about the risk of bias assessment and data synthesis: we have made 
several adjustments, which are separately addressed in the specific comments below. 
 
 
Specific comments  
 
Comment 1: Abstract- Results: I didn't get a sense of whether the included studies assessed whether 
pain was more common in patients with COPD than individuals of similar age/sex or with other clinical 
conditions.  
Reply: Thank you for this comment. Indeed, we have not mentioned this in the abstract and neither in 
the results section. However, we agree that it is an important issue and have now added one line to 
the abstract and a short paragraph to the results section. 
Changes in manuscript: Manuscript adjusted; page 2, lines 12-14; page 10, lines 11-20 
  
Comment 2: Abstract- Results: Include confidence intervals for prevalence of pain.  
Reply: Yes, ideally we should have included a confidence interval, but as we did not conduct a meta-
analysis on this particular part of the results, we cannot report a CI. Therefore, we report only the 
prevalence range of the reported prevalences of the included studies, but have now rounded the 
numbers 
Changes in manuscript: Manuscript adjusted; page 2, line 12. 
 
Comment 3: Abstract- Conclusions: Meta-analysis is mentioned here for the first time in the abstract. 
This should also have been reported in the methods section. Also the findings from the meta-analysis 
do not align with the text in the results section in which you state that pain was reported more 
frequently in patients with moderate airflow limitation than in those with more severe airflow 
obstruction.  
Reply: Concerning the positive correlation between lung function and pain prevalence: apparently, 
this causes confusion (higher lung function correlates with higher pain prevalence, but higher lung 
function refers to less severe COPD). We struggled with it too. Perhaps it is better not to mention the 
term correlation here. Meta-analysis was mentioned in the design section.  
Changes in manuscript: Manuscript adjusted: page 2, lines 20-21 
 
Comment 4: Article summary- Article focus: "describe pain"-I'm unclear what this means- 
pathophysiology, aetiology, prevalence, presentation, etc.? Please be more specific.  
Reply: We agree with the reviewer 
Changes in manuscript: Manuscript adjusted: page 2, lines 2,3; page 3, lines 3,4 
  
Comment 5: Key messages- "Pain is related to several other symptoms"- such as?  
Reply: Such as dyspnoea, insomnia, fatigue, anxiety and depression 
Changes in manuscript: manuscript adjusted; symptoms are now mentioned: page 3, lines 8,9 
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Comment 6: Key messages- The meta-analysis showed an inverse relationship (or negative 
association)between lung function and prevalence of pain. However this finding could be down to 
selection bias- patients with severe COPD and conditions causing pain (e.g. bony metastases) are 
more likely to have died.  
Reply: Yes, we agree with the reviewer, it is a good suggestion to mention selection bias, also see 
comment 49 
Changes in manuscript: Manuscript adjusted: page 3, line 19; page 16, line 20-26 
  
Comment 7: Introduction- paragraph 1, line 10: note that prevalence is not a rate.  
Reply: We agree with the reviewer, thank you for your accuracy 
Changes in manuscript: Manuscript adjusted: page 4, line 11 
 
Comment 8: Introduction- paragraph 1: Provide some description of the types of pain patients with 
COPD experienced in these studies, provide some rationale for why patients with COPD might 
experience pain more than individuals of similar age/sex or patients with other chronic conditions, and 
explain why this may pose unique challenges for patients with COPD and their clinicians.  
Reply: We agree with the reviewer that these issues are important and can be mentioned more 
specifically in the introduction section 
Changes in manuscript: Manuscript adjusted: page 4, lines 19-25; page 5, lines 1,2 
  
Comment 9: Methods- Electronic searches: Would have been worth searching the Cochrane Library.  
Reply: As we searched PubMed, publications from the Cochrane Database of Systematic Reviews 
are also included. 
Changes in manuscript: Not applicable 
 
Comment 10: Methods- Electronic searches: The full search strategy could be included in an 
appendix. You probably don't need to include search terms used for every bibliographic database. 
Describe it for one (e.g. Medline) and state similar terms were used for the other databases.  
Reply: Yes, we agree, this is a good suggestion, thank you. However, as there are substantial 
differences in keywords that we used to search the different databases, we feel that, if publishing the 
electronic search strategy is preferred, the full search strategy should be published.  
Changes in manuscript: The full electronic search strategy is now added as a supplementary file. 
  
Comment 11: Methods- Electronic searches: Were language or other restrictions applied to the 
search strategy?  
Reply: No language or other restrictions were applied. We added this to the method section. 
Changes in manuscript: manuscript adjusted: page 5, line 23 
  
Comment 12: Methods- Selection of studies: Need more specific detail on the inclusion/exclusion 
criteria in terms of population, setting, intervention, comparator, and outcomes.  
Reply: All studies that reported original data on pain in patients with COPD, or assessed pain as a 
domain of QoL in patients with COPD, were considered eligible. We applied no other in- or exclusion 
criteria in terms of population, setting, intervention or comparator. Reasons for exclusion are listed in 
figure 1. 
Changes in manuscript: no adjustments made 
  
Comment 13: Methods- Selection of studies: "We included all types of study designs"- you should 
probably change the wording in parentheses on the second line to "cross-sectional, case control, and 
cohort studies and randomised controlled trials."  
Reply: Yes indeed, this is a possibility, but we would prefer not to change the current wording since 
we also wanted to include qualitative and mixed-method studies. 
Changes in manuscript: no adjustments made  
 
Comment 14: Methods- Data extraction and quality assessment: Mixed Method Appraisal Tool- I 
have never come across this tool before and I think it has significant limitations that haven't been 
appropriately acknowledged in this review. Also I don't think it's appropriate to try to numerically 
quantify the quality of studies and this is actually explicitly recommended against by the Cochrane 
Collaboration. I also think the MMAT is too basic to properly assess risk of bias in the included study 
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designs and I'd suggest using alternative more detailed tools such as the Newcastle-Ottawa Quality 
Assessment Scale.  
Reply: Yes, we understand you point of view and also realize that the MMAT, due to the fact that is 
has been recently developed, might not be commonly known. Reviewer 1 also mentioned this point 
(also see comment 2 reviewer 1). We chose the MMAT because we wanted to include all types of 
study designs; quantitative, qualitative and mixed method. Furthermore, literature shows that it is 
indeed a reliable, effective and practical tool for the quality assessment of a mixed methods review. 
We have now added Table 1. This table provides more details about the MMAT and the criteria used. 
We hope that this leads to a better understanding and interpretation of the outcomes of the quality 
assessment of this review.  
Changes in manuscript: Table 1 was added 
 
Comment 15: Methods- Data synthesis and meta-analysis- line 6: "How much bodily pain..." and 
"During the past..."- Aren't these really two outcomes and should they have been meta-analysed 
separately?  
Reply: The two pain items of the SF-36 are both used to score the bodily pain scale and result into a 
single outcome score with a range from 0-100. 
Changes in manuscript: not applicable 
  
Comment 16: Methods- Data synthesis and meta-analysis: Meta-analyses in published studies are 
usually performed using formal statistical packages such as Stata, SAS or SPSS. First time I've come 
across this being done in Microsoft Excel and I think this may increase the chance of it being done 
incorrectly.  
Reply: To our knowledge formal statistical packages, like SPSS, offer no built-in tools for doing meta-
analysis, and do not provide a graphical display of results in a forest plot. Specific packages available 
to us, like Review Manager, cannot be used for means. Therefore we were happy to find this method 
using Microsoft Excel. In their publication, Neyelof et al (BMC Research notes 2012) show that this 
method provides statistically sound analyses. 
Changes in manuscript: see comment 17 
  
Comment 17: Methods- Data synthesis and meta-analysis: "...were conducted by step-by-step..."- I 
don't understand what this sentence means. Please clarify.  
Reply: We used the wording of the authors of the publication. We have rephrased the sentence to be 
more informative. 
Changes in manuscript: manuscript adjusted: page 7, lines 18,19 
  
Comment 18: Methods- Data synthesis and meta-analysis: "To determine the strength of the linear 
correlations between lung function (FEV1% predicted) and pain  
prevalence." It may have made more sense to have used lung function or disease severity as a 
covariate in your meta-analysis, and performed meta-regression if there were sufficient number of 
studies. Alternatively as a secondary analysis you could stratify your meta-analysis by GOLD severity 
grade if there is sufficient data.  
Reply: Indeed, meta-regression is also a good option to study this. In contrast to our analysis, in a 
meta-regression analysis, the study size (n) would have been a variable, giving more weight to data 
from studies with a large n, compared to small studies. One could argue if this is beneficial, as 
prevalence of pain is derived from observational data and determining the most precise pain 
prevalence depends mainly on the reliability of the instrument used, not on the study size. However, 
we agree that the currently conducted analysis has limitations too, and conclusions from these 
analysis should be taken with great caution. We agree that likeliness of confounding should be 
mentioned in the abstract, conclusions and limitations section of the discussion. Also see comment 
12, reviewer 1. Still, we feel that the current analysis is appropriate and beneficial for this review.  
Changes in manuscript: manuscript adjusted: page 2, line 20-21; page 3, line 10 and line 18-19; 
page 16, lines 16-19 
  
Comment 19: Results- please provide summary tables of the study characteristics/main findings in 
the main text.  
Reply: We chose to provide these data in table 1&2 (which are table 2&3 in the revised version). 
However, we have now added the main outcomes of all included studies to the tables. 
Changes in manuscript: Adjustments made to table 1&2 (in revised version: table 2&3) 
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Comment 20: Results- study selection and characteristics- paragraph 2: What about studies 
published between 1995 to 2000? What did they focus on then?  
Reply: They focussed on quality of life in COPD 
Changes in manuscript: not applicable 
  
Comment 21: Results- study selection and characteristics- paragraph 2: "Of the 14 articles on pain 
and..."- This hasn't been phrased well. It may be worth mentioning the authors and the dates of these 
studies  
Reply: Yes, we agree with the reviewer. This sentence is not phrased well. Bentsen et al. published 
three articles based on the same original research study, each article however presents different 
results. The same goes for Borge et al. 
Changes in manuscript: We adjusted the manuscript: page 8, lines 21-23 
  
Comment 22: Results- study selection and characteristics- paragraph 2: "Ten studies were 
conducted at..."- Describe the settings where the other studies were based.  
Reply: 3 population based, 1 primary care 
Changes in manuscript: manuscript adjusted: page 8, line 24 
  
Comment 23: Results- study selection and characteristics- paragraph 2: "The majority of the included 
studies on pain"- Report how many of these prospective studies were observational and how many 
were interventional.  
Reply: We agree and now mentioned this in the text: observational: 3; intervention: 4, see also Table 
3 
Changes in manuscript: Manuscript adjusted: page 9, line 3 
  
Comment 24: Results- quality assessment: The quality assessment needs a lot more work. The 
results of the quality assessment should be tabulated and grouped perhaps by study aim and by 
study design.  
There should be a more detailed assessment of risk of bias such as selection bias, attrition bias, 
adjustment for confounders, etc.  
Reply: See comment 2, reviewer 1 and your own comment 14 
Changes in manuscript: Table 1 was added  
 
Comment 25: Results- quality assessment: "MMAT scores ranged from..."- I don't think this 
statement is particularly helpful in understanding the relative quality of included studies.  
Reply: We agree with the reviewer 
Changes in manuscript: Manuscript adjusted: line deleted 
  
Comment 26: Results- quality assessment: "Shortcomings in quality included"- How many studies did 
each of these shortcomings affect?  
Reply: All applicable references are now mentioned 
Changes in manuscript: manuscript adjusted: page 9, lines 10, 11 
 
Comment 27: Results- Pain measurement: How is pain severity scored on these tools and what 
thresholds were used to measure the prevalence of pain?  
Reply: We added information about the BPI (range score and thresholds) and the SF-36.  
Changes in manuscript: manuscript adjusted: page 9, lines 17-21; page 7, lines 14-17 
  
Comment 28: Results- Prevalence of pain: Note that the studies included patients with relatively 
severe COPD and this is important in the generalizability of the findings.  
Reply: Yes, we agree that generalizability is indeed and important issue. We have mentioned the 
substantial heterogeneity, also in patients characteristics, in de discussion section (limitations), but 
agree that explicit mentioning that the studies included patients with relatively severe COPD is useful. 
Changes in manuscript: manuscript adjusted (discussion section/limitations): page 14, lines 10-12 
  
Comment 29: Results- Prevalence of pain: What factors may have influenced the prevalence of pain 
in each of these studies- were any covariates explored? (e.g. co-morbidities, setting, disease severity, 
etc.)  
Reply: We chose to discuss factors that might have influenced the prevalence of pain in the 
discussion section 
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Changes in manuscript: No adjustment made 
  
Comment 30: Results- Prevalence of pain: "...the SF-36_BP was measured in two separate groups of 
COPD patients"- Who made up the controls?  
Reply: In four studies, the SF-36_BP was measured in two separate groups of COPD patients (cases 
and controls). Who made up the cases and the controls is reported in Table 2 (table 3 in the revised 
version). However, considering this comment, we realized that this could be done more precise and 
systematic. Thank you for this comment and your accuracy 
Changes in manuscript: adjustments were made to Table 2 (table 3 in the revised version) 
   
Comment 31: Results- Prevalence of pain: "A meta-analysis on the SF-36/20/8_BP data..."- please 
clarify that this is a random effects meta-analysis.  
Reply: We agree with the reviewer 
Changes in manuscript: Manuscript adjusted; The requested clarification has been added: page 10, 
line 23 
  
Comment 32: Results- Prevalence of pain: "...showed a mean score on the SF-36_BP of 66.7..."- 
please indicate the clinical relevance of this value- is it high or low?  
Reply: We chose to discuss the interpretation of this score in the discussion section, but have 
rephrased the sentence. Also see comment 44 
Changes in manuscript: Manuscript adjusted: page 16, lines 1-6 
  
Comment 33: Results- Prevalence of pain: "The three studies that used the EQ-5D showed that 45% 
40, 46% 4 and 56%..."- These results could potentially be combined using a proportion meta-analysis.  
Reply: Considering the limited number of studies (n=3) that used the EQ-5D we chose not to report 
these results in a proportion meta-analysis. Results are as follows: prevalence: 53.8% (CI 50.4%; 
57.3%), I

2
 random effects model 8.8% (I

2
 fixed effects 27%) 

Changes in manuscript: No adjustments made 
  
Comment 34: Results- Characteristics of pain: "...mean interference scores ranged from 3.6-5.8..."- 
What is the clinical relevance of these values? Are there clinically significant thresholds for these 
scales?  
Reply: This refers to mild to moderate pain; We added this to the text and also added information 
about the BPI and known thresholds, also see comment 27 
Changes in manuscript: Manuscript adjusted: page 11, lines 6,7 (also see comment 27) 
  
Comment 35: Table 3: Factors related to pain- What was the direction and size of these 
associations? These could be reported in this table.  
Reply: It would indeed be very logical to report the direction of the relationship between pain and the 
variables in table 3 (table 4 in the revised version). But in an attempt to do so, it led to confusion, and 
we chose not to report the direction of the relationship as a „positive‟ or „negative‟ relation. We chose 
not to report the size of the relationship, as the different studies used different kind of analyses 
(correlation coefficients, OR, comparison of means). For review purpose, we added table 4.1 that 
describes the outcomes of reported analyses of the different studies. We would however prefer to 
publish table 3 (table 4 in the revised version) in the current version. 
Changes in manuscript: No adjustments made to table 3 (table 4 in revised version). Table 4.1 is 
added below for the reviewer only. 
 
Table 4.1: Factors associated with pain 

Variables Correlation Result 

Demographic 
characteristics 
(age, sex) 

Pain presence 
 
Pain  severity 

NS
20-22

 
 
NS

18 

Lung function Pain presence 
 
Pain severity 

N 
20-23

 
 
NS

8,18
 

Comorbidity Pain presence 
 
 

Number of comorbidities: 2.6(±1.9) vs 1.0(±0.87), p<0.001
21

  
Cancer: 10.0 vs 5.0% (p<0.05); arthritis: 37.5 vs 15.4% 
(p=0.004); depression: 16.7 vs 5.8% (p=0.01); psychosis: 14.6 
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Comment 36: Results- Factors related to pain: "Bentsen et al. (2012) reported that comorbidity 
was..."- What specific comorbidities?  
Reply: Bentsen et al measured comorbidity using a yes/no format and they measured the number of 
comorbidities. Patients with COPD and pain were more likely to report the presence of a comorbidity 
and had a significantly higher number of comorbidities.  
Changes in manuscript: Manuscript adjusted, we rephrased the sentence: page 11, lines 23,24 
  
Comment 37: Results- Pain management interventions: "Bentsen et al. (2011) reported that 49%..."- 
Did they report what type of analgesia and the level of analgesia required?  
Reply: No, participants were asked if they received any treatment for their pain using a yes/no format. 
Changes in manuscript: not applicable   
 
Comment 38: Results- Overall relationship between pain prevalence and disease severity: "...mean 
GOLD grade...": How was this achieved? Weighted mean? Was this combined with the results from 
studies that reported the FEV1 % predicted?  
Reply: yes, a weighted mean was calculated and combined with the results from studies that reported 
the mean FEV1% predicted. Thank you again for your accuracy 
Changes in manuscript: we added the word „weighted‟; manuscript adjusted: page 13, lines 1, 5 
 
Comment 39: Discussion- This whole section could do with more subheadings- main findings, 
relationship to other literature, strengths and limitations, implications for clinicians, patients, policy 
makers and research, etc.  
Reply: We agree with the reviewer, more subheadings are useful 
Changes in manuscript: we added subheadings, the manuscript was adjusted throughout 
  
Comment 40: Discussion- I'd argue that the main finding is that pain appears to be commonly 
experienced by patients with moderate-severe COPD.  
Reply: Thank you for this comment, this is indeed a good suggestion. We now mention this finding as 
the first main finding in the „main findings‟ paragraph of the discussion section. 
Changes in manuscript: manuscript adjusted, page 13, lines 10-22 
 

 
Pain severity 

vs 4.8% (p=0.02)
23

  
NS

20,22
 

Number of comorbidities: r = 0.61 (p<0.001)
8  

NS
18 

Nutritional 
status 

Pain presence BMI: 26.7(±5.8) kg/m
2
  vs 24.2(±3.8) kg/m

2
 (p=0.002)

20
  

 

Smoking status Pain presence 
 
Pain severity 

NS
20,21 

 
NS

18
  

HRQoL Pain severity 
 
Pain interference 

r=0.31, p=0.01
20 

 
r=0.60, p=0.001

20 

Breathlessness Pain presence 
 
 
 
 
Pain severity 

SGRQ_breathlessness-mean score: 58.9(±25.4) vs 
42.4(±27.7) (p=0.003)

21  

SGRQ_breathlessness: risk factor for pain; OR=1.03, 
p=0.003

21 

r=0.26 (p=0.001)
18

  
Pain and breathlessness were described as reinforcing each 
other

17 

Insomnia Pain presence 
 
Pain severity 

OR 3.9 (p=0.022)
22

  
 
r=0.51 (p=0.001)

18
  

Other 
symptoms 

Pain severity Fatigue: r = 0.48 (p=0.001)
18

  
Anxiety: r = 0.41 (p= 0.001)

18
  

Depression: r = 0.32 (p=0.001)
18
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Comment 41: Discussion- paragraph 3: "These differences in study design might have influenced the 
reported pain prevalence..."- This could have been explored more in the analysis.  
Reply: Yes, we agree that we could have explored the influence of the differences in study design on 
the pain prevalence more in the analysis. However, we feel that this would have altered the scope of 
our review, as investigating this issue can be a study aim itself.  
Changes in manuscript: no adjustments made 
  
Comment 42: Discussion- paragraph 4: "...Elkington et al. (2005) pain prevalence was based on 
reports of informants of the deceased subjects..."- Could therefore be significantly different from what 
the patient experienced.  
Reply: Yes, we agree, and mentioned this in the following line: „Agreement between the patient‟s and 
the proxy perception of pain is only moderate. This by-proxy reporting of symptoms and the fact that 
the study included only patients in the terminal phase of their disease, could explain the relatively high 
level of reported prevalence‟. 
Changes in manuscript: not applicable 
  
Comment 43: Discussion- paragraph 4: "Two large population-based studies on chronic pain..."- 
What are these studies and what populations were they performed in? Needs references.  
Reply: Yes, we agree with the reviewer, thank you for your accuracy 
Changes in manuscript: manuscript adjusted, reference added: page 15, line 25 
  
Comment 44: Discussion- paragraph 4 (latter half): I'm really unclear what the message is here. One 
sentence doesn't seem to flow logically with the next.  
Reply: Yes, we agree and rephrased the sentence as follows: „Results from our meta-analysis on the 
SF-36_BP data also show that patients with COPD experience more pain compared to the general 
population: mean score of the SF-36_BP domain in the general U.S. adult population is 75.2 (SD 
23.7) 

11
, which is higher than the mean score we found in our random-effects meta-analysis of the SF-

36_BP data in patients with COPD. A higher score on the SF-36_BP domain refers to less pain and 
better QoL‟. 
Changes in manuscript: manuscript adjusted: page 16, lines 1-6 (also see comment 32) 
  
Comment 45. Discussion- paragraph 4: "This conclusion is in line with results from our meta-analysis 
on the SF-36_BP data"- This doesn't follow. This meta-analysis looked at the mean SF-36_BP data 
and not the prevalence of pain.  
Reply: see comment 44 
Changes in manuscript: see comment 44 
  
Comment 46: Discussion- paragraph 5: "...a strong correlation was found between lung function and 
pain prevalence, indicating that pain is more prevalent in patients..."- Actually I think the interpretation 
of this needs to be more conservative. A correlation between mean pain score levels and overall lung 
function across studies does not mean that this necessarily applies at the individual level although it 
might suggest it.  
Reply: Yes, we agree with the reviewer and rephrased the sentence  
Changes in manuscript: Manuscript adjusted: page 16, lines 16-19. Page 3, line 10 
 
Comment 47: Discussion- paragraph 5: "...with advanced airflow limitation..."- define "advanced."  
Reply: We agree with the reviewer that definitions are unclear. See also comment 11, reviewer 1 
Changes in manuscript: we adjusted the manuscript throughout and defined disease severity as: 
„mild‟, „moderate‟, „severe‟ and „very severe‟. 
 
Comment 48: Discussion- paragraph 5: "...the hypothesis that the causes of pain in patients with 
COPD are probably very complex..."- this is very vague. Please be more specific.  
Reply: We agree and rephrased the sentence 
Changes in manuscript: manuscript adjusted: page 16, lines 20-26, page 17, lines 1-3 
  
Comment 49: Discussion- paragraph 5: "...the number and severity of comorbidities might act as a 
confounder..."- which comorbidities do you think this might apply to?  
Reply: Thank you for this comment. Trying to answer your question, we realized that the this part of 
the discussion was not correctly stated. Possible selection bias and confounding in the included 
studies might be an explanation for the observed positive relation between lung function and pain 
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prevalence in the present study. For example, the number and severity of comorbidities may have 
caused selection bias: patients with very severe COPD and many comorbidities (cardiovascular, 
musculoskeletal such as osteoporosis) might have already died, or were not able to participate in the 
studies due to a severely limited functional capacity. Also see comment 6 
Changes in manuscript: Manuscript adjusted: page 16, lines 20-26, page 17, lines 1-3 
   
Comment 50: Discussion- paragraph 5: refer to GOLD strategy rather than "GOLD guidelines."  
Reply: we agree with the reviewer 
Changes in manuscript: manuscript adjusted: page 17, line 6 
 
Comment 51: Discussion- paragraph 6: Why might interventions for pain management in patients 
with COPD be any different from that in other patients?  
Reply: Of course, we do not precisely know this, but one could argue that, due to the complexity of 
the disease, with multi-systemic effects, a specific approach might be necessary. Furthermore, pain 
management/treatment should probably not only be aimed at the pain itself, but should probably also 
be focussed on restoring functional capacity and training capacity.  
Changes in manuscript: No adjustments made 
  
Comment 52: Conclusions and implications: "...studies that investigated pain in patients with 
moderate airflow limitation reported a higher pain prevalence compared with studies in patients with 
advanced airflow limitation..."- This is confusing- just before it states that lung function is positively 
correlated with prevalence of pain. It then states essentially the opposite. The authors should 
acknowledge the contradictory nature of these findings.  
Reply: Yes, this is indeed confusing, also see comment 3.  
Changes in manuscript: manuscript adjusted: page 18, lines 11-15 
  
Comment 53: Conclusions and implications: There is extensive heterogeneity in the outcome 
assessment tools. More standardization of definitions of pain are needed. This should be included.  
Reply: Yes, we agree, thank you for this good suggestion 
Changes in manuscript: manuscript adjusted: page 18, lines 15-17 
  
Comment 54: Figure 1. Records excluded: not concerning COPD (n=910)- Was this stage performed 
by one reviewer or two?  
Reply: This stage was performed by two reviewers 
Changes in manuscript: not applicable 
  
Comment 55. Figure 1. Records excluded (n=581)- doubles (12): duplicates should really be 
removed before the abstract/title screening stage  
Reply: Yes, ideally this is true and most duplicates were indeed removed before the abstract/title 
screening started. However, as it turned out, there were still a few duplicates left (due to small 
differences in titles, languages) and we chose to present the results of the selection procedure exactly 
the way it took place.  
Changes in manuscript: no adjustments made 
 
Comment 56: Figure 1. Full-text articles excluded- no disease stratification (11): I don't recall seeing 
this as an exclusion criteria in the methods. Please clarify.  
Reply: We included studies that concerned patients with COPD. Some studies also included patients 
with other chronic pulmonary diseases, such as asthma. We excluded studies that did not present 
their results separately for the patients with COPD.  
Changes in manuscript: not applicable 
 
Comment 57: Figure 2: I don't think this needs to be a main figure. Could either be supplementary or 
not included at all.  
Reply: Yes, we can understand your point of view. However, we would prefer it to be a main figure, 
as we think that our finding that the subject of  „pain in patients with COPD‟ has only recently been 
investigated, is an important result. 
Changes in manuscript: not applicable 
  
Comment 58: Figure 3: This would be better presented on a forest plot and stratified by setting and 
possibly by study design.  
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Reply: Yes, we agree that this is a possibility. We chose to present the type of study and quality 
assessment score together with the prevalence in one figure. Adding the setting would lead to an 
extra figure, which we do not prefer. If preferred by the editor and reviewers, we would be happy to 
present these results on a forest plot, stratified by study design. However, we would prefer not to 
change Figure 3, also considering comment 15 of reviewer 1. 
Changes in manuscript: No adjustments made to the manuscript. We added the results of Figure 3 
as a forest plot for the reviewer and editor only, below: 
 

 
 
  
Comment 59: Figure 3: Some of this data could potentially be combined using a proportion meta-
analysis.  
Reply: See our reply on comment 58. We have performed the proportion meta-analysis, and would 
like to leave it to the editor and reviewers, whether or not to implement this in our manuscript. 
Changes in manuscript: Alternative for figure 3 above.  
  
Comment 60: Figure 3: What is a retrospective post-bereavement study?  
Reply: a retrospective study based on reports of informants of the deceased subjects  
Changes in manuscript: not applicable 
 
Comment 61: Figure 4: I would list the studies either in alphabetical order or in order of the mean 
score.  
Reply: Thank you for this comment. We agree with the reviewer and think this is an excellent 
suggestion. We and listed the studies in order of the mean score 

Study prevalence of pain

Cross sectional studies

 Janssen, 2011

 Rashiq, 2009

 White, 2011

 Bentsen, 2011

 Hajghanbari, 2012

 Borge, 2011

Prospective cohort studies

 Claessens, 2000

 Blinderman, 2009

 Roberts, 2013

Mixed method

 Lohne, 2010

Retrosp. post-bereavement study

 Elkington, 2005
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Changes in manuscript: Figure 4 is adjusted 
 
Comment 62: Figure 4: Is any of this heterogeneity explained by setting, population, or study design?  
Reply: It is very likely, that parts of the heterogeneity is explained by research setting, population, 
study design, measurement instruments, cultural diversity and other, unknown variables. 
Changes in manuscript: Manuscript adjusted; We added this in the discussion: page 16, lines 8-11  
  
Comment 63: Figure 4: There is clearly substantial heterogeneity- I don't believe the I-squared is 0%. 
Please check this has been performed correctly.  
Reply: We found an I-squared of 96% for the fixed effects model. So indeed there is substantial 
heterogeneity. Therefore we performed a random effects model, which allows heterogeneity without 
explaining it. In this final model I-squared was negative, and we reported this as 0% as suggested by 
Higgins et al. (BMJ 2003;327:557-560)  
Changes in manuscript: We checked that the analyses have been performed correctly. No 
adjustments were made 
  
Comment 64: Figure 5: Could report the regression coefficient and confidence intervals.  
Reply: Yes, we agree with the reviewer 
Changes in manuscript: Figure 5 adjusted 
 
Comment 65. Figure 6: Clarify that each data point represents a separate study. Also state whether 
increasing units on the y-axis represent increasing or decreasing pain levels.  
Reply: We agree with the suggestion of the reviewer 
Changes in manuscript: Figure 6 adjusted  
 
Comment 66: Table 1: Does this include the mean age?  
Reply: Yes, the table does include the mean age, thank you for your accuracy 
Changes in manuscript: Adjustment made to table 1 (table 2 in revised version) 
  
Comment 67: Table 1: Consider including the outcomes for these studies- i.e. mean pain scores or 
prevalence of pain.  
Reply: Yes, this is a good suggestion, as we also doubted about this issue. We have now added the 
main outcome of all included studies to table 1&2 (table 2&3 in the revised version) 
Changes in manuscript: Adjustments made to table 1&2 (table 2&3 in revised version) 
  
Comment 68: Table 1: Have a separate table or figure for risk of bias assessment. Consider 
producing a more visual representation of the risk of bias assessment, including the individual 
dimensions (similar to something Cochrane reviews produce).  
Reply: We have now added table 1. If preferred, we could add an extra table for risk of bias 
assessment. At this point , we would like to leave this issue open for debate, as we first would like to 
receive comments on the current adjustments made, including table 1. 
Changes in manuscript: no adjustments made 
  
Comment 69: Table 1: Include some explanation of what these MMAT scores mean.  
Reply: See comment 2, reviewer 1 and comment 14 
Changes in manuscript: We added table 1 
  
Comment 70: Table 1: A number of acronyms in the table are not listed in the footnote- e.g. NSCLC, 
MMAT. Also list these in alphabetical order.  
Reply: Yes, we agree, thank you again for your accuracy 
Changes in manuscript: Table 1 (table 2 in the revised version) adjusted 
  
Comment 71. Table 2: Comments for table 1 also apply to table 2.  
Reply: see comments 66-70  
Changes in manuscript: Table 2 (table 3 in the revised version) adjusted 
  
Comment 72: PRISMA checklist: State on which page each item recorded.  
Reply: The PRISMA checklist does not mention that we should state on which page each item is 
scored. Of course, we would be happy to add this information is this is preferred by the reviewer and 
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the editor of BMJ. However, since there is little space to add this extra information in the checklist, we 
would like to leave this issue open for this moment.  
Changes in manuscript: no adjustments made 
  

 

 

VERSION 2 – REVIEW 

REVIEWER Steffen Simon 
Center of Palliative Medicine and Clinical Trials Unit  
University Hospital Cologne 
  
I know the sixth author of this paper by two contacts via email and I 
have been invited to a conference in her department to give a talk at 
the end of this year and in 2015. 

REVIEW RETURNED 01-Sep-2014 

 

GENERAL COMMENTS I fully agree to your reply and changes.  
Good luck with the publication. 
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