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VERSION 1 - REVIEW 

REVIEWER Jeffrey Sparks 
Brigham and Women's Hospital  
Harvard Medical School  
USA 

REVIEW RETURNED 25-Nov-2015 

 

GENERAL COMMENTS Stack and colleagues describe RA risk perceptions among 
unaffected first-degree relatives using semi-structured interviewing 
and qualitative methods. This is an interesting and timely study since 
many RA prevention and natural history studies among first-degree 
relatives are underway.  
 
Major comments  
 
1. I think a succinct table or figure highlighting major implications of 
this research and providing standard suggestions for researchers 
studying unaffected RA first-degree relatives in 
interventional/observational studies would be quite helpful. For 
example: assess and mitigate anxiety related to RA risk, assess RA 
symptoms and have a system for referral, how best to convey 
imprecise estimates of risk, how to present possible interventions to 
prevent RA or treat early RA, etc.  
 
2. Can the authors clarify that all interviews were performed one-on-
one? If so, can they speculate as to advantages or disadvantages of 
performing one-on-one interviewing as compared to focus groups?  
 
Minor comments  
 
1. The authors list smoking and dietary factors as being associated 
with risk of RA. Suggest also listing reproductive factors 
(menopause, parity, and breastfeeding), being overweight/obese, 
and periodontitis as being significant environmental risk factors in 
addition to socioeconomic and demographic factors.  
 
2. ACPA is never defined in the introduction for the casual 
reader/non-rheumatologist.  
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3. Were any of the participating first-degree relatives in the same 
family? If so, how might this affect thematic analysis?  
 
4. Suggest including the following citations which also explore 
contributions of genetics and environment to RA risk in first-degree 
relatives: Jiang X et al, To what extent is the familial risk of 
rheumatoid arthritis explained by established rheumatoid arthritis 
risk factors? Arthriris Rheumatol 2015; Sparks et al, Improved 
performance of epidemiologic and genetic risk models for 
rheumatoid arthritis serologic phenotypes using family history. Ann 
Rheum Dis 2015; Sparks et al, Contributions of familial rheumatoid 
arthritis or lupus and environmental factors to risk of rheumatoid 
arthritis in women: a prospective cohort study. Arthritis Care Res 
2014.  
 
5. What was the mean age? Suggest adding some more descriptive 
statistics to the text.  
 
6. Were symptomatic patients assessed for inflammatory arthritis? If 
so, how was this done?  
 
7. Over what period of time were patients recruited? Approximately 
how many RA patients were approached to obtain this sample size?  
 
8. Can the authors speculate as to how RA disease severity in the 
affected patient might affect risk perception in their unaffected 
relative? Would those with severe RA be more or less likely to 
participate in RA prevention strategies?  
 
9. I appreciate that the inclusion of several countries to this study 
adds to the generalizability. Limitations were appropriately 
addressed. 

 

REVIEWER Thomas Frisell 
Clinical Epidemiology Unit  
Department of Medicine (Solna)  
Karolinska Institutet  
Stockholm  
Sweden 

REVIEW RETURNED 15-Jan-2016 

 

GENERAL COMMENTS In this study, 34 first degree relatives of patients with RA were 
interviewed about their risk awareness/perception, and reflections on 
whether they would consider taking tests to assess their individual 
risk of developing RA. According to the authors, the participants 
answered that they were aware of being at increased risk, although 
unsure about the extent of risk, and that their willingness to 
undertake a test for their future risk of RA would depend on the 
quality and predictive power of such a test. This seems likely to be 
true for many first degree relatives of RA patients, but the sample 
was very small, with a selection likely to make it unrepresentative, 
and no statistics are presented (not even proportions), making it 
difficult to get a feeling for the material, draw any conclusions, or 
generalize to other settings.  
The study is presented as qualitative, which as an epidemiologist is 
not something I read very often. As a researcher working with 
quantitative studies of familial aggregation of rheumatic diseases, I 
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found this report rather entertaining, although I feel that the 
questions were too open to be very useful. This was particularly true 
for the questions on willingness to take a test with unspecified 
sensitivity/specificity and invasiveness. It seems obvious that the 
only sensible response would be “it depends”, which was also what 
many seems to have reported. Questions could have been made 
into multiple choice questions, and then handed to many more 
respondents, which to me would have seemed more appropriate to 
answer the research question. It for instance have been interesting 
to see what respondents would rate their future risk of RA to, as first 
degree relatives of RA patients, and compare it with the actual 
numbers (my guess is that they would overestimate their risk 
dramatically). I would also prefer that answers had been presented 
using some descriptive statistics, although that may for some reason 
be discouraged by the qualitative framework the investigators chose 
to work in.  
In all, this is a nice report on several individuals’ considerations and 
perception of their future risk of RA, but the small and selected 
sample, and the choice of using such a loosely structured interview, 
limits its contribution to the field.  
Minor comments:  
1. ”For seropositive RA at least two-thirds of the risk of RA is 
conferred by genetic risk factors”. The reference mentions 50-65% 
for RA overall, which does not support saying “at least two-thirds” for 
RF/ACPA-positive. Although there is a range of estimates in the 
literature, “two-thirds” are among the highest estimates, and you 
may wish to tone down this sentence slightly. I’d accept “At least 
half” without flinching.  
2. As I understand thematic analyses (and I acknowledge that this is 
not something I work with), we should expect to see the identified 
themes better defined, possibly contrasted to each other. I would 
also like to hear more on the supposed thematic saturation that 
seems potentially difficult in this small sample with multiple 
interviewers in multiple countries. That gender isn’t a theme strikes 
me as unexpected, and perhaps worth a comment? 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1. Comment 1. I think a succinct table or figure highlighting major implications of this 

research and providing standard suggestions for researchers studying unaffected RA first-degree 

relatives in interventional/observational studies would be quite helpful. For example: assess and 

mitigate anxiety related to RA risk, assess RA symptoms and have a system for referral, how best to 

convey imprecise estimates of risk, how to present possible interventions to prevent RA or treat early 

RA, etc.  

Authors’ response: Thank you for this useful suggestion. We have now added a table which 

highlighted the major implications.  

 

Reviewer 1. Comment 2. Can the authors clarify that all interviews were performed one-on-one? If so, 

can they speculate as to advantages or disadvantages of performing one-on-one interviewing as 

compared to focus groups?  

Authors’ response: We have clarified that interviews were one-to-one, and that one-to-one interviews 

allowed for personal perceptions to be elucidated .  

 

Reviewer 1. Comment 1. The authors list smoking and dietary factors as being associated with risk of 

RA. Suggest also listing reproductive factors (menopause, parity, and breastfeeding), being 

overweight/obese, and periodontitis as being significant environmental risk factors in addition to 
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socioeconomic and demographic factors.  

Authors’ response: we have now considered and reference a broader range of risk factors associated 

with the development of rheumatoid arthritis including reproductive factors, periodontitis body mass 

index, and environmental pollutants.  

 

Reviewer 1. Comment 2. ACPA is never defined in the introduction for the casual reader/non-

rheumatologist.  

Authors’ comment: Thank you for highlighting this – we have now written anti–citrullinated 

protein/peptide antibodies in full.  

 

Reviewer 1. Comment 3. Were any of the participating first-degree relatives in the same family? If so, 

how might this affect thematic analysis?  

Authors’ response: No, none of the first degree relatives we interviewed were not drawn from the 

same family. We do however believe that interviewing entire family units may produce interesting 

results, allow one to study the social construction of familial risk often observed in counselling settings 

where risk information is traditional delivered. This would be an interesting area for future study  

 

Reviewer 1. Comment 4. Suggest including the following citations which also explore contributions of 

genetics and environment to RA risk in first-degree relatives: Jiang X et al, To what extent is the 

familial risk of rheumatoid arthritis explained by established rheumatoid arthritis risk factors? Arthriris 

Rheumatol 2015; Sparks et al, Improved performance of epidemiologic and genetic risk models for 

rheumatoid arthritis serologic phenotypes using family history. Ann Rheum Dis 2015; Sparks et al, 

Contributions of familial rheumatoid arthritis or lupus and environmental factors to risk of rheumatoid 

arthritis in women: a prospective cohort study. Arthritis Care Res 2014.  

Authors’ response: We have added these references, and a range of other references which discuss 

genetic and environmental risk factors associated with the development of RA that may be of 

relevance to first-degree relatives.  

 

Reviewer 1. Comment 5. What was the mean age? Suggest adding some more descriptive statistics 

to the text.  

Authors’ response: We have added the mean age to the beginning of the results section.  

 

Reviewer 1. Comment 6. Were symptomatic patients assessed for inflammatory arthritis? If so, how 

was this done?  

Authors’ response: Participants were asked to speak with their general practitioner, this was 

highlighted in the discussion.  

 

Reviewer 1. Comment 7. Over what period of time were patients recruited? Approximately how many 

RA patients were approached to obtain this sample size?  

Authors’ response: Details of the period over which participant were recruited has been included. 

Unfortunately, we did not systematically collect the number of patients approached across all 

participating sites, and we also do not have details of the number of relatives approached, as we did 

not determine the number of relatives spoken to by people with RA.  

 

Reviewer 1. Comment 8. Can the authors speculate as to how RA disease severity in the affected 

patient might affect risk perception in their unaffected relative? Would those with severe RA be more 

or less likely to participate in RA prevention strategies?  

Authors’ response: This is an interesting question, in response to which we have added the following 

paragraph to the discussion: While personal susceptibility may not have been considered, perceptions 

of RA severity may predict personal willingness to engage in predictive testing. It is possible that first 

degree relatives of people with more severe forms of RA or poorly controlled disease maybe more 

motivated to engage in predictive testing.. This would be in line with the predictions of the health belief 
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model. A quantitative investigation to assess the effect of factors such as disease severity in people 

with RA, on their family members’ perceptions of risk and orientation towards predictive testing is 

needed to test this hypothesis.  

 

Reviewer 1. Comment 9. I appreciate that the inclusion of several countries to this study adds to the 

generalizability. Limitations were appropriately addressed.  

Authors’ response: Thank you for your comments.  

 

Reviewer 2. Comment 1. ”For seropositive RA at least two-thirds of the risk of RA is conferred by 

genetic risk factors”. The reference mentions 50-65% for RA overall, which does not support saying 

“at least two-thirds” for RF/ACPA-positive. Although there is a range of estimates in the literature, 

“two-thirds” are among the highest estimates, and you may wish to tone down this sentence slightly. 

I’d accept “At least half” without flinching.  

Authors’ response: Thank you for this advice – we have now modified this sentence to read “at least 

half”.  

 

Reviewer 2. Comment 2. As I understand thematic analyses (and I acknowledge that this is not 

something I work with), we should expect to see the identified themes better defined, possibly 

contrasted to each other. I would also like to hear more on the supposed thematic saturation that 

seems potentially difficult in this small sample with multiple interviewers in multiple countries. That 

gender isn’t a theme strikes me as unexpected, and perhaps worth a comment?  

Authors’ response: We have now amended our description to explain that we achieved saturation 

around the major themes presented in this manuscript. We have acknowledged in the discussion that 

men were not well represented in our sample. However, we have now gone further and 

acknowledged that saturation around themes related to gender may not have been achieved. 

VERSION 2 – REVIEW 

REVIEWER Jeffrey Sparks 
Brigham and Women's Hospital  
Harvard Medical School  
USA 

REVIEW RETURNED 22-Mar-2016 

 

GENERAL COMMENTS This is an interesting and insightful qualitative on risk perceptions of 
first-degree relatives without rheumatoid arthritis. All comments have 
been adequately addressed.  

 

REVIEWER Thomas Frisell 
Coordinator  
Clinical Epidemiology Unit, Dept. MedS  
Karolinska Institutet, Stockholm  
Sweden 

REVIEW RETURNED 15-Mar-2016 

 

GENERAL COMMENTS The authors have addressed my minor concerns on the previous 
version, and I have no further suggestions for revisions. Although I 
feel that weaknesses in the study design reduces the contribution 
from this paper, the text does accurately acknowledge these 
limitations.   
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