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VERSION 1 - REVIEW 

REVIEWER Ted Larson 
Agency for Toxic Substances and Disease Registry 

REVIEW RETURNED 02-Jul-2012 

 

THE STUDY The inclusion/exclusion critera were not explicitly stated.  
 
Study subjects may represent the source population, but no 
description of the source and eligible populations is included that 
would allow the reader to judge.  
 
The methods could be described better, including 
inclusion/exclusion critera, statistical methods used, and how clinical 
data was collected.  
 
A statement about the stastical methods used should be included in 
the methods.  
 
The statement in the abstract conclusion about low-lifetime exposure 
needs to be justified in the body of the manuscript. 

RESULTS & CONCLUSIONS The Limitations section should be strengthened; I'm attaching 
specific comments about how this section could be improved. 

GENERAL COMMENTS Global comments:  

Clarify the units used for spirometry throughout the manuscript (they 

appear to be percent predicted). 

Insure that statistically significant differences are reported as such 

(not just as „significantly different‟). 

Where discussing the results from the SGRQ comparisons (e.g. p. 

21, line 43 „Subjects with normal chest radiographs differed 

significantly…‟), consider providing the direction of the difference 

(e.g. „…had a lower test score).  

Provide justification for classifying study subjects as having low 

lifetime cumulative exposures. The last sentence in the Conclusions 

is too strong without this justification.  

I think the psychosocial impact results as measured by the SGRQ 
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survey are interesting.  

 

 Specific comments 

1. p. 1, sentence beginning line 40:  Sentence is unclear with 

prevalence of both exposure categories and diseases 

presented. The close parens after “60%” may indicate some 

information was inadvertently left out. 

2. Come back to abstract results 

3. P. 2, line 50: For clarity, consider revising the terms/jargon 

„protracted disease trajectory‟ and ‟10-plus year non-

symptomatic phase‟. 

4. P. 3, lines 47-51: Consider adding a citation for the 

presented number of residents that have died from ARD.   

5. p. 3, line 55: Consider combining the Introduction and 

Background sections to improve the flow of the manuscript. 

6. P. 5, line 32-33: The statement that the overall health effects 

have not been adequately described previously may not be 

completely true. A PubMed search for the term „Libby, 

Montana‟ shows other, recent studies of this type, including 

one from 2011 by the authors on psychosocial status of 

Libby asbestos patients seeking treatment.  

7. P. 5, line 43: Describing study subjects as a „national cohort‟ 

may not be accurate. Using the word „national‟ may be 

misleading because although a proportion of subjects 

resided outside of Montana, they all appear to have been 

exposed in Libby. (Where the exposures occurred should be 

clarified in the Participants section.) Also, the methods 

suggest study subjects were a sample of CARD patients, 

not the complete cohort of CARD patients. Consider 

removing „national‟ from the manuscript‟s title. 

8. P. 6, line 42: Consider providing more information about 

how the radiograph readings were done. How many 

radiologists interpreted each radiograph?  Were the same 

radiologists for all subjects, or did the population of 

radiologists vary? Were the radiologists NIOSH-certified B 

readers? Was the ILO classification used? 

9. P. 7, line 42-p. 8, line 8: Consider moving the enrollment 

procedures to the Participants section on p. 6.  

10. P. 8, line 17: In my copy of the manuscript, there is an 

apparently orphaned table at this line. 

11. P. 8: Consider adding text describing the statistical methods 

used. From the Results, it appears 1-way ANOVA alone was 

used.  

12. p. 8, Results/Table 1: Consider adding the characteristics of 

patients who declined to participate and the characteristics 

of the source patient population not considered for this 

study. This information would aid the reader in 

understanding the magnitude of potential bias from the 

enrollment methods; a non-significant p-value from a chi-

square test would provide evidence for little impact from 
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selection bias. 

13. P. 10, line 31-32: Add units to the PFT results. 

14. P. 10, sentence beginning line 42: For clarity, brevity, and 

improved readability, consider omitting the F-test statistics 

from the text (they are already presented in tables). 

15. Tables 2a, 2b, 3a, 3b: For clarity, consider replacing the 

term „Diagnostic Findings‟ with „Radiographic Findings‟. 

16. p. 14, lines 28-38: Similar to the comment above, consider 

removing the F-test statistics to improve readability. 

17. p. 18, lines 4-8: Clarify on what basis this study‟s subjects 

had low lifetime exposure levels. 

18. p. 18, lines 17-18: This sentence should be edited for clarity; 

it seems be suggesting the mean FEV1 and DLCO were low 

but in the normal range. Consider adding a citation for the 

cut-points being used to define normal. 

19. P. 18, line 23-40. This description of obstructive airway 

disease is interesting. Consider clarifying the source of this 

observation (perhaps the study authors) and adding a 

citation for this finding. The sentence beginning, „A 

diagnosis of adult onset asthma…‟ should also have a 

citation or indicate how this information was obtained (e.g., 

review of patient charts).  

20. P. 18, paragraph beginning line 55: The mean FVC for 

subjects with pleural abnormalities was 94.9 and was 

significantly different (statistically) from subjects with a 

normal radiograph. Consider discussing whether the 

reported mean FVC is of biological significance. Some 

readers may be interested in whether this change is of „real-

world‟ importance.  

21. P. 19, lines 21-30. Consider adding to the results a 

comparison of the Libby SGRQ scores with those of general 

population (mentioned in line 28), followed by discussion in 

this paragraph. If possible, it would be interesting to see a 

side-by-side comparison of scores of Libby and the general 

population in terms of sex, age, and smoking status. Also, in 

line 23 a comparison between Libby subjects and those with 

COPD and ILD (presumably from the general population) is 

mentioned; consider adding these comparisons to the 

results section. 

22. P. 19, Limitations section: In my opinion, this section is weak 

and could be strengthened by adding discussion of some 

omitted and important threats to validity.  

 

First, an apparent sample of convenience was used. While 

there is nothing inherently wrong with this, enrolled subjects 

should be compared with non-enrolled subjects to gauge 

this potential bias, as mentioned in a previous comment.  

 

Next, while the authors have done a good job assessing the 

quality of the SGRQ data (p. 7, lines 32-36), there is no 

examination of the the quality of the radiograph readings 

and PFT results. At a minimum, there should be some 
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assessment of radiograph quality, and some assessment of 

inter-reader reliability or a discussion of the caveats of using 

a single reader should be included. Assessment of the 

quality of spirometry maneuvers should be discussed.  

 

Consider adding some assessment of the potential for 

confounding and interaction, along with an appreciation of 

how confounding/interaction could have impacted the 

results. For example, higher body-mass index is associated 

with the both the appearance of radiographic pleural plaque 

and decrements on spirometry and lung volumes, and could 

have confounded the association between pleural 

abnormalities and FVC. Also, the statistical method used 

does not allow simultaneous control for covariates and 

constitutes a limitation.  

23. P. 20, line 16: Further explanation or a citation should be 

given for the term „thin, laminar non-calcified pleural 

thickening‟. 

24. P. 20, line 35-41: I think a stronger case needs to be made 

elsewhere in the manuscript that this study‟s subjects had 

„low lifetime cumulative exposure‟ before this statement can 

be made. 

25. P. 20, 21: Consider merging the Implications and 

Conclusions sections. 

 

 

REVIEWER E. Brigitte Gottschall, MD, MSPH  
Associate Professor  
National Jewish Health  
USA 

REVIEW RETURNED 18-Jul-2012 

 

THE STUDY The clinical question posed in this paper by Winters et al is a very 
interesting one. Given that so many individuals in Libby, MT are 
developing asbestos related lung disease, it is very relevant to learn 
more about the affected individuals respiratory health related quality 
of life. Exploring this question is unique and has not been addressed 
in other papers about Libby asbestos related lung disease to my 
knowledge.  
 
Currently, however, there are numerous issues with this paper which 
require major revisions.  
 
In this section I will address issues related to the methods and 
statistical analysis:  
- Study population:  
It is not clear to this reader how the study population was chosen. 
The period of time during which the study subjects were recruited is 
noted, however, there is no discussion of how the 329 individuals 
were picked from a probably larger pool of patients. Was a 
questionnaire sent out and one could report a response rate? Or, 
were these consecutive patient seen in clinic during the period 
mentioned? In that case, how were the out-of town patients picked? 
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Did any individuals decline participation in the study? If so, how 
many? Did those who declined differ significantly from those who 
participated? Were they healthier or did they have more significant 
disease? Did any potential participants have to be excluded from the 
analysis due to missing data (chest x-ray, pulmonary physiology, 
missing data in SGRQ)?  
- Chest x-rays:  
It is not clear to this reader what type of chest x-ray was done 
(posterior anterior (pa) view only vs. pa and lateral (lat.) view, vs. pa, 
lat, and oblique views to report the 'diagnostic findings'. Are the 
'diagnostic findings' used in this study based on a B-read (how many 
readers?) or on a regular local chest x-ray interpretation done by the 
radiologist on duty?  
- Pulmonary function testing:  
What equipment was used for pulmonary function testing? Were 
ATS criteria assessed and did all lung function testing used in the 
analysis meet ATS criteria?  
- Statistics:  
-The authors should reach out for additional more sophisticated 
biostatistical support.  
-The description of the statistical tests used is embedded in the 
results section. I suggest that the Methods section be expanded to 
include a statistical methods paragraph.  
-The authors proceed with an ANOVA analysis even though they 
report that there has been a violation in assumptions. The authors 
should report the results using all non-parametric tests or do a 
transformation to normalize the data. They can do the normalized 
analysis and then transform the data back to aid in interpretability.  
-The paper reports univariate test data exclusively. Inclusion of 
multivariate analysis is essential to make the results more 
meaningful and better help understand what variables affect the 
respiratory health status and the respiratory health-related quality of 
life in those with asbestos related lung disease in this setting.  
- References:  
There are publications that have examined respiratory function in the 
Libby cohort that should be addressed in the context of the 
discussion in this paper.  
- Abstract:  
-Under the results section in the abstract some of the % given do not 
add up to 100% (exposure groups, chest x-ray findings).  
-The spirometry data given in the abstract should include the 
percentage sign for FVC, FEV1, FEV1/FVC, and DLCO.  
 
 
Since chest x-ray, lung function testing, and SGRQ were not 
obtained at the same time, a description of the lag time between the 
SGRQ and the diagnostic testing should be included. 

RESULTS & CONCLUSIONS - The results do not currently answer the research question 
sufficiently primarily because of the lack of a more sophisticated 
analysis of the available data. Inclusion of multivariate analysis will 
significantly help with this.  
- The tables are lengthy and not too interesting at this point. This can 
be addressed once additional analysis has been performed.  
- There are problems with p values reported as 0.00 in the PDF 
version of the article as downloaded from the BMJ site. 

REPORTING & ETHICS Several items from the checklist are no reported in enough detail 
(#6, 7, 8, 10, 12, 13, 14). Suggestions in regard to this are 
addressed in more detail in my review above. 
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VERSION 1 – AUTHOR RESPONSE 

Reviewer: Ted Larson, Agency for Toxic Substances and Disease Registry  

1. The inclusion/exclusion criteria were not explicitly stated. [This information was added.]  

2. Study subjects may represent the source population, but no description of the source and eligible 

populations is included that would allow the reader to judge. [The eligibility criteria were included. 

They have also been revised in the resubmission to improve clarity.]  

3. The methods could be described better, including inclusion/exclusion criteria, statistical methods 

used, and how clinical data was collected. [Inclusion/exclusion criteria are described as is the 

methods for data collection. ]  

4. A statement about the statistical methods used should be included in the methods. [This 

information is included].  

5. The statement in the abstract conclusion about low-lifetime exposure needs to be justified in the 

body of the manuscript. [The term low-lifetime exposure was defined. ]  

6. The Limitations section should be strengthened. [Information was added.]  

Global comments:  

1. Clarify the units used for spirometry throughout the manuscript (they appear to be percent 

predicted). [This information was included].  

2. Insure that statistically significant differences are reported as such (not just as „significantly 

different‟). [This information was added. ]  

3. Where discussing the results from the SGRQ comparisons (e.g. p. 21, line 43 „Subjects with normal 

chest radiographs differed significantly…‟), consider providing the direction of the difference (e.g. 

„…had a lower test score. [We added this information to the discussion section.]  

4. Provide justification for classifying study subjects as having low lifetime cumulative exposures. The 

last sentence in the Conclusions is too strong without this justification. [his statement was deleted and 

clarifying language for “low lifetime cumulative exposure” was inserted earlier in the conclusion 

section. ]  

5. I think the psychosocial impact results as measured by the SGRQ survey are interesting. [Thank 

you. ]  

 

Specific comments  

1. p. 1, sentence beginning line 40: Sentence is unclear with prevalence of both exposure categories 

and diseases presented. The close parens after “60%” may indicate some information was 

inadvertently left out. [This correction was made.]  

2. Come back to abstract results. [This comment is not clear and therefore no changes were made 

based on it.]  

3. P. 2, line 50: For clarity, consider revising the terms/jargon „protracted disease trajectory‟ and ‟10-

plus year non-symptomatic phase‟. [Revised sentence.]  

4. P. 3, lines 47-51: Consider adding a citation for the presented number of residents that have died 

from ARD. [This information was deleted pending publication of data on this topic.]  

5. p. 3, line 55: Consider combining the Introduction and Background sections to improve the flow of 

the manuscript. [These sections were combined.]  

6. P. 5, line 32-33: The statement that the overall health effects have not been adequately described 

previously may not be completely true. A PubMed search for the term „Libby, Montana‟ shows other, 

recent studies of this type, including one from 2011 by the authors on psychosocial status of Libby 

asbestos patients seeking treatment. [The wording was revised to more accurately reflect the authors‟ 

point of view.]  

7. P. 5, line 43: Describing study subjects as a „national cohort‟ may not be accurate. Using the word 

„national‟ may be misleading because although a proportion of subjects resided outside of Montana, 

they all appear to have been exposed in Libby. (Where the exposures occurred should be clarified in 

the Participants section.) Also, the methods suggest study subjects were a sample of CARD patients, 

not the complete cohort of CARD patients. Consider removing „national‟ from the manuscript‟s title. 

[National was removed from the title and text. ]  
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8. P. 6, line 42: Consider providing more information about how the radiograph readings were done. 

How many radiologists interpreted each radiograph? Were the same radiologists for all subjects, or 

did the population of radiologists vary? Were the radiologists NIOSH-certified B readers? Was the ILO 

classification used? [This information was added.]  

9. P. 7, line 42-p. 8, line 8: Consider moving the enrollment procedures to the Participants section on 

p. 6. [Enrollment procedures were moved to the participants‟ section.]  

10. P. 8, line 17: In my copy of the manuscript, there is an apparently orphaned table at this line. [The 

placement of the table was corrected. It appeared to “move” when converted to the form required for 

submission.]  

11. P. 8: Consider adding text describing the statistical methods used. From the Results, it appears 1-

way ANOVA alone was used. [Information was added.]  

12. p. 8, Results/Table 1: Consider adding the characteristics of patients who declined to participate 

and the characteristics of the source patient population not considered for this study. This information 

would aid the reader in understanding the magnitude of potential bias from the enrollment methods; a 

non-significant p-value from a chi-square test would provide evidence for little impact from selection 

bias. [We did not collect data on patients who declined to participate and therefor have no way of 

knowing if there are differences. We added a statement under participants that indicates we had few 

clients that were approached that declined to participate.]  

13. P. 10, line 31-32: Add units to the PFT results. [Units were added throughout the manuscript.]  

14. P. 10, sentence beginning line 42: For clarity, brevity, and improved readability, consider omitting 

the F-test statistics from the text (they are already presented in tables). [The F-test statistics were 

removed from the text.]  

15. Tables 2a, 2b, 3a, 3b: For clarity, consider replacing the term „Diagnostic Findings‟ with 

„Radiographic Findings‟. [The wording was changed from “diagnostic” to “radiographic.”]  

16. p. 14, lines 28-38: Similar to the comment above, consider removing the F-test statistics to 

improve readability. [Done.]  

17. p. 18, lines 4-8: Clarify on what basis this study‟s subjects had low lifetime exposure levels. [The 

text was revised to indicate the meaning of “low lifetime exposure.”]  

18. p. 18, lines 17-18: This sentence should be edited for clarity; it seems be suggesting the mean 

FEV1 and DLCO were low but in the normal range. Consider adding a citation for the cut-points being 

used to define normal. [Citation was added. ]  

19. P. 18, line 23-40. This description of obstructive airway disease is interesting. Consider clarifying 

the source of this observation (perhaps the study authors) and adding a citation for this finding. The 

sentence beginning, „A diagnosis of adult onset asthma…‟ should also have a citation or indicate how 

this information was obtained (e.g., review of patient charts). [The observation was attributed to the 

study authors. ]  

20. P. 18, paragraph beginning line 55: The mean FVC for subjects with pleural abnormalities was 

94.9 and was significantly different (statistically) from subjects with a normal radiograph. Consider 

discussing whether the reported mean FVC is of biological significance. Some readers may be 

interested in whether this change is of „real-world‟ importance. [We did not address this issue.]  

21. P. 19, lines 21-30. Consider adding to the results a comparison of the Libby SGRQ scores with 

those of general population (mentioned in line 28), followed by discussion in this paragraph. If 

possible, it would be interesting to see a side-by-side comparison of scores of Libby and the general 

population in terms of sex, age, and smoking status. Also, in line 23 a comparison between Libby 

subjects and those with COPD and ILD (presumably from the general population) is mentioned; 

consider adding these comparisons to the results section. [Two tables were added to the Results 

section and a comparison of the Libby cohort to the general population study by Ferrer et al. (2002) 

was made based on gender, age, and smoking status.]  

22. P. 19, Limitations section: In my opinion, this section is weak and could be strengthened by 

adding discussion of some omitted and important threats to validity. [We mentioned threats due to our 

cross-sectional design but did not list text book threats which we assume to be understand by the 

reader.]  
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First, an apparent sample of convenience was used. While there is nothing inherently wrong with this, 

enrolled subjects should be compared with non-enrolled subjects to gauge this potential bias, as 

mentioned in a previous comment. [See above.]  

 

Next, while the authors have done a good job assessing the quality of the SGRQ data (p. 7, lines 32-

36), there is no examination of the quality of the radiograph readings and PFT results. At a minimum, 

there should be some assessment of radiograph quality, and some assessment of inter-reader 

reliability or a discussion of the caveats of using a single reader should be included. Assessment of 

the quality of spirometry maneuvers should be discussed. [Information was added regarding the 

collection of PFT and CXR data.]  

 

Consider adding some assessment of the potential for confounding and interaction, along with an 

appreciation of how confounding/interaction could have impacted the results. For example, higher 

body-mass index is associated with the both the appearance of radiographic pleural plaque and 

decrements on spirometry and lung volumes, and could have confounded the association between 

pleural abnormalities and FVC. Also, the statistical method used does not allow simultaneous control 

for covariates and constitutes a limitation.] Dataset limitations prevent more sophisticated analysis. A 

comment added to limitations.]  

23. P. 20, line 16: Further explanation or a citation should be given for the term „thin, laminar non-

calcified pleural thickening‟. [Wording was changed and citation added.]  

24. P. 20, line 35-41: I think a stronger case needs to be made elsewhere in the manuscript that this 

study‟s subjects had „low lifetime cumulative exposure‟ before this statement can be made. 

[Information was added to explain the meaning of “low lifetime exposure,” e.g. community resident; 

non-vermiculite worker or household member of vermiculite worker.]  

25. P. 20, 21: Consider merging the Implications and Conclusions sections. [Done.]  

 

Reviewer: E. Brigitte Gottschall, MD, MSPH Associate Professor National Jewish Health USA  

 

1. The clinical question posed in this paper by Winters et al is a very interesting one. Given that so 

many individuals in Libby, MT are developing asbestos related lung disease, it is very relevant to 

learn more about the affected individuals respiratory health related quality of life. Exploring this 

question is unique and has not been addressed in other papers about Libby asbestos related lung 

disease to my knowledge.  

2. Currently, however, there are numerous issues with this paper which require major revisions.  

3. In this section I will address issues related to the methods and statistical analysis:  

-Study population:  

It is not clear to this reader how the study population was chosen. The period of time during which the 

study subjects were recruited is noted, however, there is no discussion of how the 329 individuals 

were picked from a probably larger pool of patients. Was a questionnaire sent out and one could 

report a response rate? Or, were these consecutive patient seen in clinic during the period 

mentioned? In that case, how were the out-of town patients picked? Did any individuals decline 

participation in the study? If so, how many? Did those who declined differ significantly from those who 

participated? Were they healthier or did they have more significant disease? Did any potential 

participants have to be excluded from the analysis due to missing data (chest x-ray, pulmonary 

physiology, missing data in SGRQ)? [Information was added.]  

 

-Chest x-rays:  

It is not clear to this reader what type of chest x-ray was done (posterior anterior (pa) view only vs. pa 

and lateral (lat.) view, vs. pa, lat, and oblique views to report the 'diagnostic findings'. Are the 

'diagnostic findings' used in this study based on a B-read (how many readers?) or on a regular local 

chest x-ray interpretation done by the radiologist on duty?[Information was added.]  
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-Pulmonary function testing:  

What equipment was used for pulmonary function testing? Were ATS criteria assessed and did all 

lung function testing used in the analysis meet ATS criteria? [Information on the equipment and 

testing protocol was added.]  

 

-Statistics:  

1. The authors should reach out for additional more sophisticated biostatistical support. [Thank you for 

your suggestion. Because this was a descriptive study, we did not see the need for additional 

statistical support.]  

2. The description of the statistical tests used is embedded in the results section. I suggest that the 

Methods section be expanded to include a statistical methods paragraph. [This information was 

moved to the data management section.]  

3. The authors proceed with an ANOVA analysis even though they report that there has been a 

violation in assumptions. The authors should report the results using all non-parametric tests or do a 

transformation to normalize the data. They can do the normalized analysis and then transform the 

data back to aid in interpretability.  

4. The paper reports univariate test data exclusively. Inclusion of multivariate analysis is essential to 

make the results more meaningful and better help understand what variables affect the respiratory 

health status and the respiratory health-related quality of life in those with asbestos related lung 

disease in this setting. [The study was descriptive and the authors are only reporting an association; 

not a cause and effect.]  

 

-References:  

5. There are publications that have examined respiratory function in the Libby cohort that should be 

addressed in the context of the discussion in this paper. [Reference to papers on the Libby cohort are 

included.]  

 

-Abstract:  

6. Under the results section in the abstract some of the % given do not add up to 100% (exposure 

groups, chest x-ray findings). [This was corrected.]  

7. The spirometry data given in the abstract should include the percentage sign for FVC, FEV1, 

FEV1/FVC, and DLCO. [Done.]  

8. Since chest x-ray, lung function testing, and SGRQ were not obtained at the same time, a 

description of the lag time between the SGRQ and the diagnostic testing should be included. [This 

information was not collected and was noted in the paper.]  

9. The results do not currently answer the research question sufficiently primarily because of the lack 

of a more sophisticated analysis of the available data. Inclusion of multivariate analysis will 

significantly help with this. [Given the purpose of the study and the data collected, we did not do a 

multivariate analysis.]  

10. The tables are lengthy and not too interesting at this point. This can be addressed once additional 

analysis has been performed. [We left the existing tables intact and added 2 new ones to address the 

comparison of this study population to others.]  

11. There are problems with p values reported as 0.00 in the PDF version of the article as 

downloaded from the BMJ site. [The p values are correct in the version submitted to BMJ.] 
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