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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Chronic kidney disease as a risk factor for incident gout among men 

and women: retrospective cohort study using data from the 

Framingham Heart Study 

AUTHORS Wang, Weiqi; Bhole, Vidula; Krishnan, Eswar 

 

VERSION 1 - REVIEW 

REVIEWER Ryosuke Ando 
Department of Nephro-urology, Nagoya City University Graduate 
School of Medical Sciences, Nagoya, Japan 

REVIEW RETURNED 23-Nov-2014 

 

GENERAL COMMENTS The authors analyzed large data from Framingham Heart Study 
(FHS) original cohort to determine the causal association between 
chronic kidney disease (CKD) and gout. In this study, the authors 
showed that CKD is a risk factor for incident gout.  
 
Specific comments for revision:  
 
In the present study, CKD was defined as FHS physician‟s diagnosis 
and self-reported history of CKD. Asymptomatic subjects who had 
reduced eGFR may have been overlooked since eGFR was not 
used for the definition of CKD. Therefore, selection and recall bias 
may have influenced the results.  
 
The authors make the point that CKD is an independent risk factor 
for incident gout. However covariates for adjustment were limited. 
They should add other potential risk factors, including diet, 
hyperlipidemia and so on, into the model.  
 
Kaplan-Meier curves generated to compare gout free proportion of 
subjects stratified by CKD at baseline is informative for readers.  
 
In “Results”, the authors described that “All the participants were 
free of CKD at baseline.” It is an evident mistake. 

 

REVIEWER Angelo Gaffo 
University of Alabama at Birmingham and Birmingham VA Medical 
Center  
USA 

REVIEW RETURNED 02-Dec-2014 

 

GENERAL COMMENTS This analysis is nicely done and mainly limited by intrinsic 
shortcomings in the dataset that the authors acknowledge.  
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-One of my main observations are that the study enrollment frame is 
quite long (since 1948) and the authors rely on study definitions 
which are susceptible to temporal trends: for example; gout is in part 
defined by gout medication use and allopurinol has been available 
only since the 1960s, around the same time diagnostic criteria which 
could have aided in the diagnosis of gout became available, 
radiographic changes of gouty arthritis became better understood in 
recent decades, etc. All this mean that for gout itself, there might be 
a bias towards more accurate diagnoses in the later than in the 
earlier part of the study.  
-On the same line, renal function assessments could suffer from lack 
of standardization on creatinine measurements across decades. 
Many cohorts recalibrate creatinine and other laboratory 
measurements to make their values comparable. It is unclear if this 
happened here.  
-It is mention in the abstract and the summary that the association 
between CKD and gout might have been underestimated according 
to the sensitivity analyses, but I do not find a clear explanation 
supporting this conclusion.  
-The bullets in the article summary section could have been better 
worded   

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name Ryosuke Ando  

Institution and Country Department of Nephro-urology, Nagoya City University Graduate School of 

Medical Sciences, Nagoya, Japan  

Please state any competing interests or state „None declared‟: None declared  

 

General comments:  

The authors analyzed large data from Framingham Heart Study (FHS) original cohort to determine the 

causal association between chronic kidney disease (CKD) and gout. In this study, the authors showed 

that CKD is a risk factor for incident gout.  

 

Specific comments for revision:  

 

In the present study, CKD was defined as FHS physician‟s diagnosis and self-reported history of 

CKD. Asymptomatic subjects who had reduced eGFR may have been overlooked since eGFR was 

not used for the definition of CKD. Therefore, selection and recall bias may have influenced the 

results.  

 

The reviewer is absolutely correct. However, please note that, this problem is common to all the 

studies of CKD based on retrospective analysis. It is for this specific reason (misclassification and 

selection bias) that we performed extensive sensitivity analyses. Given the limitations of the data, this 

is the best possible approach.  

 

The authors make the point that CKD is an independent risk factor for incident gout. However 

covariates for adjustment were limited. They should add other potential risk factors, including diet, 

hyperlipidemia and so on, into the model.  

 

We appreciate this concern and we actually tried to incorporate other covariates including diet, 

hyperlipidemia etc., but those covariates have overwhelmingly large amount of missing values and 

dramatically compromise the statistical power if they were included, therefore we had to drop them.  

 

Kaplan-Meier curves generated to compare gout free proportion of subjects stratified by CKD at 
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baseline is informative for readers.  

 

Thank you. We considered presenting such curves but dropped the idea since the number of 

participants with CKD at the baseline were too few compared to those without CKD, i.e. the cohort 

entrants were more or less healthy as whole at baseline.  

 

In “Results”, the authors described “All the participants were free of CKD at baseline.” It is an evident 

mistake.  

Sorry for the confusion, we now updated the statement to be “After the exclusion of CKD patients at 

the baseline, only the participants who were free of CKD at baseline were kept for this analysis.” The 

rational for this exclusion is that we wanted to evaluate the risk of incident gout in incident CKD 

patients. If prevalent CKD patients were included at baseline, the time between CKD to gout would be 

erroneously reduced leading to higher risk estimates, assuming the risk of gout is higher in CKD 

population.  

 

 

Reviewer Name Angelo Gaffo  

Institution and Country University of Alabama at Birmingham and Birmingham VA Medical Center  

USA  

Please state any competing interests or state „None declared‟: None declared  

 

Please leave your comments for the authors below  

This analysis is nicely done and mainly limited by intrinsic shortcomings in the dataset that the 

authors acknowledge.  

 

-One of my main observations are that the study enrollment frame is quite long (since 1948) and the 

authors rely on study definitions which are susceptible to temporal trends: for example; gout is in part 

defined by gout medication use and allopurinol has been available only since the 1960s, around the 

same time diagnostic criteria which could have aided in the diagnosis of gout became available, 

radiographic changes of gouty arthritis became better understood in recent decades, etc. All this 

mean that for gout itself, there might be a bias towards more accurate diagnoses in the later than in 

the earlier part of the study.  

-On the same line, renal function assessments could suffer from lack of standardization on creatinine 

measurements across decades. Many cohorts recalibrate creatinine and other laboratory 

measurements to make their values comparable. It is unclear if this happened here.  

 

We agree with the reviewer‟s comments and appreciate the concern. There might be a bias towards 

more accurate diagnoses of gout in the later than in the earlier part of the study, and the creatinine 

measures were not calibrated. There is no perfect way to avoid such problems (diagnosis of gout or 

standardization of creatinine measurements) in retrospective analysis of a cohort study. The wealth of 

data available comes at a cost of inconsistencies in diagnosis/standardization as aptly pointed by the 

reviewer. Nevertheless, to address this issue, we performed in-depth sensitivity analysis.  

We have accepted these limitations in the discussion section: “First, the study spans five decades, 

and data collection and measurement are unlikely to be uniform.”  

 

 

 

-It is mention in the abstract and the summary that the association between CKD and gout might have 

been underestimated according to the sensitivity analyses, but I do not find a clear explanation 

supporting this conclusion.  

 

Thank you. We tried to clarify this in the second paragraph of the discussion.  
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“Our sensitivity analyses indicated that even after assuming extreme and unlikely degrees of 

misclassification and bias, the relative risk estimate is about 1.8, suggesting that the true relative risk 

might be stronger.” (the second paragraph of Discussion section).  

We also put this into the legend to the figure S1, and hope it is informative in that way too.  

 

 

-The bullets in the article summary section could have been better worded  

 

Thank you. We updated the article summary section. 

VERSION 2 – REVIEW 

REVIEWER Angelo L. Gaffo 
Birmingham VA Medical Center and University of Alabama at 
Birmingham, both in Birmingham, AL, USA 

REVIEW RETURNED 21-Feb-2015 

 

GENERAL COMMENTS I am satisfied with the revisions made to the paper. The authors 
have acknowledged and tried to do their best to correct intrinsic 
limitations in the dataset. Despite those limitations, the science and 
conclusion from the article are valid.  
 
Few minor remaining points:  
 
Abstract, line 43: additional analyses using.... did not change the 
results.  
 
I find this sentence difficult to understand if you do not read the 
whole article. Consider re-wording or separating into two sentences 
to explain better what was done  
 
Summary, line 13: "more remarkable" is not be best choice to 
describe a stronger association  
 
Page 37, line 11: "maybe" should be "may be" 
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