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VERSION 1 - REVIEW 

REVIEWER Jürgen Barth 
Senior Researcher, Bern, Switzerland 

REVIEW RETURNED 10-Jul-2012 

 

THE STUDY The strengths and weaknesses of the manuscript are appropriately 
stated by the authors. Some additional comments that require 
consideration:  
 
The design of the study and the selection of patients remain unclear 
to me. The sentence on page 5, that participants were “matched”, is 
confusing. Originally I was misled that this study used a case control 
design. But it turned out, that a cross sectional survey was 
conducted. Can you please specify the Design and Methods part in 
the paper, to make your approach more accessible for readers.  
 
The decision on how to assess QoL and how to analyse the QoL 
data leadto multiple implications and requires careful interpretation:  
1) The scale used was originally developed for cancer patients. It 
remains unclear why this measure was chosen and what limitations 
go along with this selection.  
2) The clinical interpretation of a limited QoL has been used for the 
definition of cut off scores. However, I would doubt that a “clinical” 
interpretation is established. QoL is no symptom or disorder. The 
underlying understanding of QoL requires clarification.  
3) The QoL measure has a large overlap with symptoms of CHD, 
since it is not a generic QoL measure. This problem has neither 
been discussed nor does the interpretation of the findings cover this 
aspect.  
 
In the discussion biological explanations for the results are given. 
These interpretations are mainly based on speculations. The simple 
interpretation that the QoL measure captures the same symptoms 
like CHD is not given. The authors argue that QoL measures can be 
used for a comprehensive view on patients. This would require 
having a comprehensive view also on the strengths. In the overall 
results emotional functioning does not seem to be affected by the 
presence of CHD (which is amazing according to the fact that 
depression is an established risk factor). A deeper elaboration of the 
innovative potentials of the findings would help readers to 
understand the message precisely. The finding that QoL is impaired 
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in patients with CHD is not very innovative without adding some 
specific findings from this study. This might also require to state that 
QoL is partially not as much affected as previously thought.  
 
Minor comments:  
 
The presentation of the results of table 2 in the text is highly 
selective. Non-significant results have not been discussed.  
 
The “random” selection of participants (see discussion) has not been 
described in detail in the method section.  
 
The presentation of an OR of 1 in Table 2 is not necessary.  
 
The references require editing.  
 
Captions of tables should be reduced to important information. 

 

REVIEWER Aliasghar Ahmad Kiadaliri 
PhD Student, Lund University, Sweden. 

REVIEW RETURNED 12-Jul-2012 

 

THE STUDY - Authors said something on the eligible participant without any 
information on eligibility criteria.  
- There are some concerns on representativeness of the sample, 
especially authors did not give any information on the exposure 
distribution in the non-participant. If non-participant was related to 
CVD, then sample may not be representative.  
- One main previous study with same research question was 
missed. It caused that authors claim that their study is the first of its 
type.  
- There are some items which are not reported in the manuscript 
(e.g., sources of potential biases, the reasons for non-participation, 
methods for handling missing values, no information on interaction 
analysis, no discussion on generalisability of the results and etc. 

RESULTS & CONCLUSIONS - As I said, there are some concerns on potential biases which 
threats the credibility of the results (More details are given in the 
attached file).  
- In some cases, there are no significant association between 
exposure and outcome, but less attention was given to these (e.g., 
the possibility of limitation of questionnaire in capturing the HRQoL 
may resulted in non-significant association between one CVD and 
HRQoL). 

REPORTING & ETHICS - As I said above, there are some items which are not presented 
very well at the manuscript.  
- I can not evaluate the publication ethics. 

GENERAL COMMENTS Djärv et al. investigated the impact of cardiovascular diseases on the 
health related quality of life (HRQoL) among a large sample size of 
general population in Sweden. This is an interesting topic, especially 
from a health economics perspective; these types of studies are very 
helpful for developing the economic models as they prevent the 
need for populating the impact of different CVD events from different 
studies which may increase the uncertainty in the models. The 
article is generally well written. However, there are some concerns 
on the validity of the results which should be considered in the 
reporting of the results. I give my comments separately for each 
section.  
Abstract  
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1. Using the HRQoL as abbreviation for Health-related quality of life 
is more common in the literature. So, I suggest using this instead of 
HRQL in the manuscript.  
2. State the name of used questionnaire (EORTC QLQ-C30) in the 
method section.  
3. In the results section the sentence " Aspect of HRQL included in 
the analyses were … , and dyspnea" is not necessary. If authors 
would like to have this in the abstract, then it should be put in the 
method section.  
4. Based on the results in the Table 4, there were no significant 
differences between the number of cardiovascular diseases and 
HRQoL scale in 8 out of 18 cases. Hence, I suggest adjusting the 
statement on this association in the conclusion (e.g., with adding 
"generally associated").  
Introduction  
1. In the introduction and also in discussion sections of the 
manuscript, authors stated that their study is the first study of its 
type. However, as I know, at least there is one previous study which 
examined the impact of cardiovascular diseases on HRQoL in 
general population. I think this article should be used as a reference 
in the current study and the statements such as none previous study 
or first study should be avoided. The reference is: Ara R, Brazier J, 
Young T. Health related quality of life by age, gender and history of 
cardiovascular disease: results from the Health Survey for England 
2003 and 2006. Discussion paper available from: 
http://www.sheffield.ac.uk/scharr/sections/heds/discussion.html 
[Accessed December 1, 2009].  
Methods  
1. In first paragraph of page 6, it was said that a questionnaire was 
sent to eligible individuals. Does this imply that there were some 
eligibility criteria for participation? If so, these criteria should be 
mentioned in this section.  
2. In second paragraph of page 6, authors said that previous stroke 
was considered as co-morbidity and it was excluded from 
cardiovascular diseases (CVD). While, stroke is one of the main 
components of CVD, the reason for excluding it from the definition of 
CVD should be given.  
3. For measuring the HRQoL, a disease-specific tool (QLQ-C30) 
was applied. The reason for using this tool, while many validated 
generic tools are available, should be justified. Maybe, this study is a 
secondary analysis of an original study. If so, then a brief description 
of original study can help the readers.  
4. In the statistical analysis, authors controlled for physical activity 
and smoking status. I guess these two variables were considered as 
potential confounders. However, if CVD affected the people 
behavior, then these variables change to mediators variables 
instead of confounders. With the way of defining smoking status, 
there is less possibility of this problem. However, for physical activity 
this could be case. If so, then control for this variable may raise bias 
in the results (Of course, if authors are interested in total effect of 
CVD on HRQoL). Hence, the main research question should be 
clarified and if total effect is main interest, then authors should 
describe how they deal with this potential bias (excluding physical 
activity from the analysis or assuming and justifying that physical 
activity did not affect by CVD).  
5. It is believed that impact of CVD events on HRQoL is diminishing 
over time. So, the time of event is a significant factor which should 
be considered in these studies. Why it was not included in the 
analysis? If it is due to lack of data, then possible biases should be 
discusses in the discussion (e.g., if people with a long time since 
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event are more common in the sample, then the results are not 
generalizable for the patients with short time since event).  
6. In the statistical analysis sub-section, authors should give 
information on what was done for checking the potential effect 
modifiers (i.e., which interaction terms were checked).  
7. While the data on the distribution of missing values are given in 
Table 1, the nature of missingness (completely at random, at 
random or not at random) and method of handling them were not 
described (drop or impute).  
8. The explanation for the sample size has not been given (based on 
what criteria/parameters, the 7002 people were selected in the first 
step).  
Results  
1. In the first paragraph, it was said that 2001 people did not 
respond the questionnaire and these people were not different than 
participants in terms of socio-demographic characteristics. What 
about the clinical characteristics? Was non-response related to 
CVD? Reasons for non-participation should be given because if non-
response is associated with CVD and possibly HRQoL, then the 
sample selection bias raised. If there is no data, then this potential 
bias should be discussed in the discussion.  
2. It would be helpful if authors add one column to the Table 1 and 
give information on non-responders. Moreover, I suggest adding one 
row to this Table and report the distribution of major and minor 
burden among participants.  
3. In page 10, authors reported an OR 8.78 with 95% CI 1.24-62.01 
for association between poor role function and atrial fibrillation. This 
high value and wide CI can be an indication of data problem, 
especially considering the low number of events relative to 
explanatory variables. This should be checked.  
4. Based on the results in Table 3 and 4, generally there were no 
significant differences between having one CVD and poor HRQoL. Is 
this a true effect or it is because the applied questionnaire was not 
responsive enough to capture the aspects of HRQoL in general 
population (as I mentioned before, the questionnaire is a cancer-
specific tool). This should be discussed in discussion.  
5. In page 10, authors said that an increased number of CVD was 
associated with an increased risk of poor HRQoL on all HRQoL 
aspects. However, later they said that there were no significant 
association between number of CVD and emotional function. So, the 
first sentence should be corrected.  
Discussion  
1. In second paragraph of page 12, authors considered using the 
EORTC QLQ-C30 as strength of the study. With my previous 
comments, I would not consider this as strength.  
2. Authors reported that there was under-reporting of CVD among 
women. This raises the potential misclassification bias. This should 
be discussed in the discussion.  
3. In the limitations of study, all potential biases which I mentioned 
before should be discussed.  
4. In page 13, to explain the poor HRQoL among patients with CVD, 
authors said that it is possible that people with more CVD have more 
co-morbidities. This explanation is not correct, because they 
controlled for co-morbidity in their logistic regression. In the other 
word, results showed that even after control for co-morbidity, the 
people with more CVD had lower HRQoL in some aspects.  
5. The data was self-reported by patients. So, there is possible 
information bias in the data which should be discussed.  
6. Comparison of these results with the results of study in UK (I 
mentioned it before) should be added to the discussion.  
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7. It would be helpful if authors provide some suggestion for future 
research. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer I: Jürgen Barth, Senior Researcher, Bern, Switzerland  

The strengths and weaknesses of the manuscript are appropriately stated by the authors. Some 

additional comments that require consideration:  

The design of the study and the selection of patients remain unclear to me. The sentence on page 5, 

that participants were “matched”, is confusing. Originally I was misled that this study used a case 

control design. But it turned out, that a cross sectional survey was conducted. Can you please specify 

the Design and Methods part in the paper, to make your approach more accessible for readers.  

Response:  Thank you for highlighting the unclear description of the design. We have now 

clarified the study design and selection of participants in the abstract and methods section as 

suggested.  

 

The decision on how to assess QoL and how to analyse the QoL data lead to multiple implications 

and requires careful interpretation:  

1) The scale used was originally developed for cancer patients. It remains unclear why this measure 

was chosen and what limitations go along with this selection.  

Response:  We decided to use the EORTC QLQ-C30 since it is both widely used and well-

validated, including several functions and symptoms reflecting everyday problems such as 

physical function and emotional function resulting from diseases in general. The main aim of 

the data collection was to create reference values for the EORTC QLQ-C30 from the Swedish 

population, and this questionnaire has previously been used within the Swedish general 

population (Michelson H, Bolund C, Nilsson B et al. Health-related quality of life measured by 

the EORTC QLQ-C30 - reference values from a large sample of Swedish population. Acta 

oncologica (Stockholm, Sweden). 2000;39(4):477-484.) However, we do acknowledge 

limitations associated with the use of this questionnaire in the discussion section. For 

example, the sub-scale measuring physical function has not been validated in patients with 

cardiovascular disease, leading to some uncertainty about what poor physical function 

actually means for these patients. For example, one of the questions comprising the scale 

physical function is “Do you have any trouble taking a short walk outside the house”. If a 

patient with cardiovascular disease report problems, we know that the patient has problems 

but not what causes them to reach the threshold for poor instead of good HRQoL. We have 

now acknowledged this limitation in the discussion section.   

2) The clinical interpretation of a limited QoL has been used for the definition of cut off scores. 

However, I would doubt that a “clinical” interpretation is established. QoL is no symptom or disorder. 

The underlying understanding of QoL requires clarification.  

Response:  Thank you for this comment. We agree that the underlying understanding of 

HRQoL requires clarification. Our aim of using binary cut-offs (good vs poor, no or minor 

symptoms vs symptomatic) is to aid the interpretation of the results in clinical practice.  We 

have clarified our argument in the methods section and moderated our use of the words 

„clinical interpretation‟.  

3) The QoL measure has a large overlap with symptoms of CHD, since it is not a generic QoL 

measure. This problem has neither been discussed nor does the interpretation of the findings cover 

this aspect.  
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Response:  We agree with the reviewer that there is an overlap between HRQoL and objective 

measureable symptoms from cardiovascular disease. However, in this study we aimed to 

capture the effect of cardiovascular disease and the subjective burden of these on subjective 

ratings of HRQoL.  

4) In the discussion biological explanations for the results are given. These interpretations are mainly 

based on speculations. The simple interpretation that the QoL measure captures the same symptoms 

like CHD is not given. The authors argue that QoL measures can be used for a comprehensive view 

on patients. This would require having a comprehensive view also on the strengths. In the overall 

results emotional functioning does not seem to be affected by the presence of CHD (which is amazing 

according to the fact that depression is an established risk factor). A deeper elaboration of the 

innovative potentials of the findings would help readers to understand the message precisely. The 

finding that QoL is impaired in patients with CHD is not very innovative without adding some specific 

findings from this study. This might also require to state that QoL is partially not as much affected as 

previously thought.  

Response:  Thank you for these comments. We have now clarified the influence of the overlap 

between cardiovascular disease symptoms and HRQoL on the interpretation of our results. We 

also found it a bit surprising that emotional function was not affected, and we do not know if 

this is due to the questionnaire used, or because participants with depression without 

treatment were equally common in the group „with‟ as in the group „without‟ cardiovascular 

disease. Also it is possible that those with only hypertension were less likely to suffer from 

depression and thereby diluted the result. We have revised the discussion section.   

Minor comments:  

5) The presentation of the results of table 2 in the text is highly selective. Non-significant results have 

not been discussed.  

Response: We agree with the reviewer and have added a mention of the non-significant results 

in the results section.  

6) The “random” selection of participants (see discussion) has not been described in detail in the 

method section.  

Response: We have now provided full details of the random selection of participants in the 

methods section.  

7) The presentation of an OR of 1 in Table 2 is not necessary.  

Response:  The OR of 1 has been removed from Table 2 as suggested.   

8) The references require editing.  

Response: We apologize for this oversight, and have now edited the references.   

9) Captions of tables should be reduced to important information.  

Response: We have chosen to present the tables with detailed captions so as to allow for 

independent interpretation of the tables by the readers. If possible, we prefer to keep these 

detailed captions.  

 

Reviewer II: Aliasghar Ahmad Kiadaliri, PhD Student, Lund University, Sweden.  

1) Authors said something on the eligible participant without any information on eligibility criteria. 
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Response:  Thank you for highlighting this issue. We now provide full details on the eligibility 

criteria in the methods section.  

2) There are some concerns on representativeness of the sample, especially authors did not give any 

information on the exposure distribution in the non-participant. If non-participant was related to CVD, 

then sample may not be representative.  

Response: We agree with the reviewer that there is always a risk of bias due to non-

participation, however the sample was randomly selected for inclusion by Statistics Sweden, 

based upon age and gender, without awareness of the exposure or specific study hypotheses. 

Therefore, we believe the risk bias is small, further supported by no differences in 

sociodemograhics between responders and non-responders. We have acknowledged this 

potential bias in the discussion section.  

3) One main previous study with same research question was missed. It caused that authors claim 

that their study is the first of its type.  

Response: Thank you for highlighting this important issue. We have now incorporated the 

study by Ara R et al Health related quality of life by age, gender and history of cardiovascular 

disease: results from the Health Survey for England 2003 and 2006 into the revised 

manuscript, and edited the sentence stating that our study was the first of its type.   

4) There are some items which are not reported in the manuscript (e.g., sources of potential biases, 

the reasons for non-participation, methods for handling missing values, no information on interaction 

analysis, no discussion on generalisability of the results and etc.  

Response:  In the discussion section of the manuscript we have now highlighted some 

potential bias including the low frequency of cardiovascular disease among the female 

participants. We now provide further details on issues relating to non-participation, however, 

we do not have available data on non-responders‟ characteristics other than age and gender. 

Missing data were rare and details are now provided in the manuscript. We did not perform 

interaction analysis within this study but instead chose to adjust OR for potential 

confounders. Generalisability of the results is discussed under strengths of the study in the 

discussion section, including the population-based design with a random selection of 

participants, the high participation rate and the large sample size.  

 

5) As I said, there are some concerns on potential biases which threats the credibility of the results 

(More details are given below).  

- In some cases, there are no significant association between exposure and outcome, but less 

attention was given to these (e.g., the possibility of limitation of questionnaire in capturing the HRQoL 

may resulted in non-significant association between one CVD and HRQoL).  

Response: Thank you for these comments. We have tried to keep the manuscript 

comprehensive and focus on significant results in the text but still to show non-significant 

results in the tables. Regarding non-significant results we have now mentioned these in the 

results section (see also reviewer 1, comment 5). Moreover, we have added a comment in the 

discussion about the slightly surprising lack of significant results regarding emotional 

function (also see reviewer I, comment 4).  

6) As I said above, there are some items which are not presented very well at the manuscript.  

- I can not evaluate the publication ethics.  
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Response:  The study was approved by the Regional Ethical Review Board in Stockholm, 

Sweden. We have added this information to the manuscript. 

Full review  

Djärv et al. investigated the impact of cardiovascular diseases on the health related quality of life 

(HRQoL) among a large sample size of general population in Sweden. This is an interesting topic, 

especially from a health economics perspective; these types of studies are very helpful for developing 

the economic models as they prevent the need for populating the impact of different CVD events from 

different studies which may increase the uncertainty in the models. The article is generally well 

written. However, there are some concerns on the validity of the results which should be considered 

in the reporting of the results. I give my comments separately for each section.  

Abstract  

1. Using the HRQoL as abbreviation for Health-related quality of life is more common in the literature. 

So, I suggest using this instead of HRQL in the manuscript.  

Response:  We have changed the abbreviation throughout the manuscript as suggested. 

2. State the name of used questionnaire (EORTC QLQ-C30) in the method section. 

Response: We have added information about the name of the questionnaire used as 

suggested. 

3. In the results section the sentence " Aspect of HRQL included in the analyses were … , and 

dyspnea" is not necessary. If authors would like to have this in the abstract, then it should be put in 

the method section.  

Response: We have removed this sentence from the abstract as suggested. 

4. Based on the results in the Table 4, there were no significant differences between the number of 

cardiovascular diseases and HRQoL scale in 8 out of 18 cases. Hence, I suggest adjusting the 

statement on this association in the conclusion (e.g., with adding "generally associated").  

Response: We have amended this sentence as suggested. 

Introduction  

1. In the introduction and also in discussion sections of the manuscript, authors stated that their study 

is the first study of its type. However, as I know, at least there is one previous study which examined 

the impact of cardiovascular diseases on HRQoL in general population. I think this article should be 

used as a reference in the current study and the statements such as none previous study or first study 

should be avoided. The reference is: Ara R, Brazier J, Young T. Health related quality of life by age, 

gender and history of cardiovascular disease: results from the Health Survey for England 2003 and 

2006. Discussion paper available from: 

http://www.sheffield.ac.uk/scharr/sections/heds/discussion.html [Accessed December 1, 2009].  

Response: We apologize for failing to include this study in the review of the literature and have 

made changes accordingly in the revised manuscript. 

Methods  

1. In first paragraph of page 6, it was said that a questionnaire was sent to eligible individuals. Does 

this imply that there were some eligibility criteria for participation? If so, these criteria should be 

mentioned in this section.  

Response: Thank you for highlighting this issue. We now provide full details on the eligibility 

criteria in the methods section of the revised manuscript.  

 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-2012-001554 on 25 O

ctober 2012. D
ow

nloaded from
 

http://bmjopen.bmj.com/


2. In second paragraph of page 6, authors said that previous stroke was considered as co-morbidity 

and it was excluded from cardiovascular diseases (CVD). While, stroke is one of the main 

components of CVD, the reason for excluding it from the definition of CVD should be given.  

Response: We did not exclude participants with previous stroke, but categorized previous 

stroke as a co-morbidity instead of a primary cardiovascular disease. Our main reason for this 

is that there is a risk that participants with a previous stroke may be more likely to report 

HRQoL based on the stroke than on their other cardiovascular diseases.  The reason for 

selecting previous stroke as a co-morbidity has been added to the methods section.  

3. For measuring the HRQoL, a disease-specific tool (QLQ-C30) was applied. The reason for using 

this tool, while many validated generic tools are available, should be justified. Maybe, this study is a 

secondary analysis of an original study. If so, then a brief description of original study can help the 

readers. 

Response: The main reason for sampling the data was to create a reference database for 

HRQoL; this has been stated in the methods section. Further specific reasons for selecting the 

EORTC QLQ-C30 are presented in the responses to reviewer 1, comment 1. 

4. In the statistical analysis, authors controlled for physical activity and smoking status. I guess these 

two variables were considered as potential confounders. However, if CVD affected the people 

behavior, then these variables change to mediators variables instead of confounders. With the way of 

defining smoking status, there is less possibility of this problem. However, for physical activity this 

could be case. If so, then control for this variable may raise bias in the results (Of course, if authors 

are interested in total effect of CVD on HRQoL). Hence, the main research question should be 

clarified and if total effect is main interest, then authors should describe how they deal with this 

potential bias (excluding physical activity from the analysis or assuming and justifying that physical 

activity did not affect by CVD).  

Response: As the reviewer mentioned, we considered both smoking and physical activity as 

potential confounders for good or poor HRQoL. Since it is a cross-sectional study we cannot 

study causation but still control for the actual state. Also, since physical activity was assessed 

as frequency rather than intensity, we assume that cardiovascular diseases might limit the 

activity to a lesser degree.  

5. It is believed that impact of CVD events on HRQoL is diminishing over time. So, the time of event is 

a significant factor which should be considered in these studies. Why it was not included in the 

analysis? If it is due to lack of data, then possible biases should be discusses in the discussion (e.g., 

if people with a long time since event are more common in the sample, then the results are not 

generalizable for the patients with short time since event).  

Response: Unfortunately we lack the important information on time since the event. We have 

now added a discussion of this issue to the revised manuscript.    

6. In the statistical analysis sub-section, authors should give information on what was done for 

checking the potential effect modifiers (i.e., which interaction terms were checked).  

Response: All analyses were specified a priori to avoid fishing, thus no interaction terms were 

studied, only a full multivariable model were used as set out in our study protocol.  

7. While the data on the distribution of missing values are given in Table 1, the nature of missingness 

(completely at random, at random or not at random) and method of handling them were not described 

(drop or impute).  
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Response: We apologize for not including information on missing data. Missing data were 

dropped and no data were imputed. We have updated the manuscript to include this 

information.    

8. The explanation for the sample size has not been given (based on what criteria/parameters, the 

7002 people were selected in the first step). 

Response: The original purpose of the data collection was to create a reference database for 

HRQoL covering a range of different aspects, such as different diseases in the general 

population. The number of participants was based on the expected response rate, power 

calculations for subgroups and previous similar population-based reference value studies. We 

have added further details on the eligibility criteria and sampling method to the methods 

section of the revised manuscript.    

Results  

1. In the first paragraph, it was said that 2001 people did not respond the questionnaire and these 

people were not different than participants in terms of socio-demographic characteristics. What about 

the clinical characteristics? Was non-response related to CVD? Reasons for non-participation should 

be given because if non-response is associated with CVD and possibly HRQoL, then the sample 

selection bias raised. If there is no data, then this potential bias should be discussed in the 

discussion.  

Response: Unfortunately no other data are available for non-responders than socio-

demographic characteristics. We have acknowledged this as a limitation in the discussion 

section of the revised manuscript.     

2. It would be helpful if authors add one column to the Table 1 and give information on non-

responders. Moreover, I suggest adding one row to this Table and report the distribution of major and 

minor burden among participants.  

Response: Thank you for this suggestion. However as we have data only on age and gender 

we feel that this is not suitable to present in Table 1. Further, we believe that presenting 

information on burden for participants without cardiovascular disease is not in line with the 

aims of the study. Information on burden of cardiovascular disease is therefore presented in 

Table 5.   

3. In page 10, authors reported an OR 8.78 with 95% CI 1.24-62.01 for association between poor role 

function and atrial fibrillation. This high value and wide CI can be an indication of data problem, 

especially considering the low number of events relative to explanatory variables. This should be 

checked.  

Response: Thank you for highlighting this issue. We agree with the reviewer that the OR and 

wide CI indicate a potential data problem, however, this is likely due to the small number of 

cases within this group. The numbers presented are correct, but results must be interpreted 

with caution. This is mentioned as a limitation in the discussion section of the revised 

manuscript. 

4. Based on the results in Table 3 and 4, generally there were no significant differences between 

having one CVD and poor HRQoL. Is this a true effect or it is because the applied questionnaire was 

not responsive enough to capture the aspects of HRQoL in general population (as I mentioned before, 

the questionnaire is a cancer-specific tool). This should be discussed in discussion.  

Response:  We agree with the reviewer, it might be either a true effect, since most participants 

suffered from hypertension which might be a more “silent” disease than others, or due to the 

questionnaire. We have added this to the discussion section. 
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5. In page 10, authors said that an increased number of CVD was associated with an increased risk of 

poor HRQoL on all HRQoL aspects. However, later they said that there were no significant 

association between number of CVD and emotional function. So, the first sentence should be 

corrected.  

Response: Thank you for pointing this out. We have corrected the text in the revised 

manuscript. 

Discussion  

1. In second paragraph of page 12, authors considered using the EORTC QLQ-C30 as strength of the 

study. With my previous comments, I would not consider this as strength.  

Response: As discussed above, we believe that there are both strengths and limitations with 

the use of this particular questionnaire. We have now added a discussion of the limitations 

associated with the use of this questionnaire in the discussion section. 

2. Authors reported that there was under-reporting of CVD among women. This raises the potential 

misclassification bias. This should be discussed in the discussion.  

Response: As the reviewer points out, and as we have highlighted in the discussion, there 

might be a risk of bias. However, since it was the individuals themselves who reported 

whether or not they had a disease, it might indicate a possible bigger gender-based issue (i.e. 

women not receiving diagnosis or information to the same extent as men, or not responding to 

questionnaires in the same way as men) within society rather than misclassification. We prefer 

to keep the text as it is.   

 3. In the limitations of study, all potential biases which I mentioned before should be discussed.  

Response: We are thankful for all suggested biases and have updated the discussion section 

to include these.  

4. In page 13, to explain the poor HRQoL among patients with CVD, authors said that it is possible 

that people with more CVD have more co-morbidities. This explanation is not correct, because they 

controlled for co-morbidity in their logistic regression. In the other word, results showed that even after 

control for co-morbidity, the people with more CVD had lower HRQoL in some aspects.  

Response: Thank you for pointing this out. We apologize for being unclear in our argument, 

we were referring to the potential that participants with cardiovascular disease may also have 

other undiagnosed or unmeasured co-morbidities than those controlled for in the statistical 

analyses, and have now clarified this point in the discussion section.  

5. The data was self-reported by patients. So, there is possible information bias in the data which 

should be discussed.  

Response: We agree with the reviewer that there is a risk of information bias, which we have 

now highlighted in the limitations paragraph within the discussion section.  

6. Comparison of these results with the results of study in UK (I mentioned it before) should be added 

to the discussion.  

Response: We are thankful for the suggested reference and have included a discussion of the 

results within the discussion section.  

 

7. It would be helpful if authors provide some suggestion for future research. 
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Response: Thank you for this suggestion. We have now added a sentence about interesting 

future research.  

 

VERSION 2 – REVIEW 

REVIEWER Barth, Jürgen 
University of Bern, Institute of Social and Preventive Medicine 

REVIEW RETURNED 16-Sep-2012 

 

THE STUDY The conclusions from this study should be described more 
elaborated. 

GENERAL COMMENTS The authors responded well to the suggestions to improve clarity 
and implications of their study. However, some results remain rather 
vague and are complicated to understand. Some examples:  
1) There is a considerable overlap between 3 and 4. Since 
hypertension is the most prevalent “disorder” the other disorders do 
not add much information.  
2) The results in table 5 give insight in an association of two self 
report measures, which overlap considerably in their meaning. Since 
this analysis is based only on patient with CVD it does not really 
extend the earlier findings, it is another type of sample, and maybe 
another study or research question.  
The authors should be encouraged to look, if their results match well 
with the overall very general conclusion, which is a kind of a 
summary of the paper so far:  
Increased number of cardiovascular diseases and a greater burden 
of disease are generally associated with poorer HRQoL in people 
with cardiovascular disease from an unselected population.  
 
In addition as a reader I would prefer to get some conclusions or 
recommendations from the new findings itself. Since the result of his 
study is not that innovative per se at first glance, the authors should 
emphasize suggestions hints for clinical or research questions. This 
should be more explicitly stated. 

 

REVIEWER Aliasghar Ahmad Kiadaliri  
PhD Student  
Division of Health Economics, Lund University  
Competing of interests: None 

REVIEW RETURNED 19-Aug-2012 

 

- The reviewer completed the checklist but made no further comments. 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: Jürgen Barth - Bern - Senior Researcher  

The conclusions from this study should be described more elaborated.  

The authors responded well to the suggestions to improve clarity and implications of their study. 

However, some results remain rather vague and are complicated to understand. Some examples:  

1) There is a considerable overlap between 3 and 4. Since hypertension is the most prevalent 

“disorder” the other disorders do not add much information.  

Response: We agree that there is some overlap between tables 3 and 4 since hypertension is most 

prevalent and may contribute most when sub-categorising the cardiovascular diseases (CVD) into 
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number of diseases. However, we believe that the tables are important to show the results between 

different CVDs. Therefore, we would prefer to keep both tables in the manuscript.  

2) The results in table 5 give insight in an association of two self report measures, which overlap 

considerably in their meaning. Since this analysis is based only on patient with CVD it does not really 

extend the earlier findings, it is another type of sample, and maybe another study or research 

question.  

Response: We agree that there is a partial overlap between the participants’ ratings of burden of 

cardiovascular disease and HRQoL. However, we believe that the burden ratings may be of value to 

clinical practice since results suggest a strong association with several aspect of HRQoL, and could 

be used as a indicator for poor HRQoL that requires further investigation. Although the concepts 

overlap, it is also important to note that a greater symptom burden does not necessarily always 

equate poor HRQoL since patients might prioritise other values in life or cope well with the disease. 

However, this must be further evaluated. We acknowledge this overlap and provide a discussion of 

this issue on page 14.  

The authors should be encouraged to look, if their results match well with the overall very general 

conclusion, which is a kind of a summary of the paper so far: Increased number of cardiovascular 

diseases and a greater burden of disease are generally associated with poorer HRQoL in people with 

cardiovascular disease from an unselected population. In addition as a reader I would prefer to get 

some conclusions or recommendations from the new findings itself. Since the result of his study is not 

that innovative per se at first glance, the authors should emphasize suggestions hints for clinical or 

research questions. This should be more explicitly stated.  

Response: Thank you for your suggestion to clarify our conclusions, it is always important to have 

well-formed conclusions that are in-line with the study. The novel aspect of our study is the 

association between burden and poor HRQL. One possible clinical implementation would be to ask 

the patients about their subjective burden from the disease in order to perform a rough scan of the 

problem caused by disease in patients everyday life, and if the burden should be major a more 

detailed review of the patients actual problems might be necessary. We have now incorporated this 

into our discussion on page 14. 
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