
PEER REVIEW HISTORY 

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.   
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VERSION 1 - REVIEW 

REVIEWER Marta Guasch-Ferre 
Department of Nutrition. Harvard TH Chan School of Publich Health. 
United States of America. 

REVIEW RETURNED 29-Jul-2016 

 

GENERAL COMMENTS The reviewed manuscript is a systematic review and meta-analysis 
evaluating the association between fructose consumption and the 
incidence of gout. Investigators conducted a systematic search in 
MEDLINE, EMBASE databases and the Cochrane library for 
relevant studies. The authors concluded that fructose consumption 
was associated with an increased risk of gout; however, this 
conclusion is based only in two studies. Results are interesting but 
an important limitation is that few studies were included and no 
sensitivity analyses were conducted owing to this the fact, however, 
authors acknowledge that in the methods and discussion. The 
systematic review and meta-analysis conducted is quite thorough. 
The authors reviewed a large body of literature; database record 
review and study quality assessments were each conducted 
independently by two investigators, detailed search strategy was 
provided. The paper is well written, structured and the statistical 
analyses are appropriate. However, some points deserve comment:  
Abstract  
1. The follow-up of the studies included in the systematic review 
should be stated in the abstract.  
Introduction  
2. Novelty is not clear; more emphasis on the originality of the article 
could be included in the introduction.  
Methods  
3. Line 171- Health Professionals Follow-up Study  
4. The definitions of hyperuricemia and gout that were used to select 
eligible studies should be made clear in the methods section. What 
diagnostic criteria were used to identify individuals with 
hypeuricemia and gout?  
Results  
5. Is it possible to pool other results from the studies included (i.e. 
soft drinks, other high fructose beverages or stratified analyses)? 
This may add some importance to the article. This could even be 
included just as a secondary analysis.  
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Discussion  
6. Adding some brief information on the association between other 
food groups or dietary patterns and hyperuricemia/gout would add 
some value to the discussion 

 

REVIEWER Tony Merriman, Professor 
University of Otago, New Zealand 

REVIEW RETURNED 03-Aug-2016 

 

GENERAL COMMENTS This study was well defined, well written and well carried out. 
Conclusions were appropriate. There was accurate use of the 
literature throughout.  
 
My only major comment is more general in that, given only two 
studies were identified and meta-analysed, this study does not add 
greatly to the knowledge-base. This is not to detract from the study, 
which was well justified. The lack of incident hyperuricemia studies 
is notable, but suitable publicly available datasets do exist that could 
address this (ARIC/FHS/CARDIA/CHS).  
 
Other comments:  
1. In Discussion it would be useful to touch on the possibility that 
fructose contributes to gout outside of any effect on urate levels.  
2. Introduction, first line. Use 'monosodium urate crystal'.  
3. Line 199, something odd here around references.  
4. Lines 206-207. This sentence is unclear.  

 

VERSION 1 – AUTHOR RESPONSE 

Response to Reviewer #1  

Comment 1: The follow-up of the studies included in the systematic review should be stated in the 

abstract.  

Authors’ Response: We appreciate the Reviewer’s comment and have added the average follow-up 

duration of the studies included to the Results section of the Abstract (lines 42-43).  

Comment 2: Novelty is not clear; more emphasis on the originality of the article could be included in 

the introduction.  

Authors’ Response: Thank you for your comment. We have added lines 93-95 to the Introduction to 

place more emphasis on the novelty of the study.  

Comment 3: Line 171- Health Professionals Follow-up Study  

Authors’ Response: Thank you for bringing this typo to our attention. We have capitalized the first 

letter of every word in ‘Health Professional Follow-up Study’.  

Comment 4: The definitions of hyperuricemia and gout that were used to select eligible studies should 

be made clear in the methods section. What diagnostic criteria were used to identify individuals with 

hypeuricemia and gout?  

Authors’ Response: We appreciate the importance of clear diagnostic criteria regarding our outcome 

measures of gout and hyperuricemia. When selecting studies to include in our analysis, we accepted 

any study which defined gout cases based on self-report or a physician diagnosis. Regarding 

hyperuricemia, we would have accepted any study which defined hyperuricemic individuals as those 

with serum uric acid concentrations over a predefined threshold. We have added lines 112-114 to the 

Methods section to include these criteria. We have also added lines 179-180 to the Results to indicate 

that cases of gout met the American College of Rheumatology gout survey criteria for both studies 

ultimately included in our analysis.  

Comment 5: Is it possible to pool other results from the studies included (i.e. soft drinks, other high 
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fructose beverages or stratified analyses)? This may add some importance to the article. This could 

even be included just as a secondary analysis.  

Authors’ Response: We agree with the Reviewer that an analysis of sources of fructose would be 

useful. However, given that our protocol and search terms were designed for total fructose and not 

any single dietary component that contributes to fructose (eg. sugar-sweetened beverages), we 

cannot be certain that the two articles included represent the totality of evidence from prospective 

cohort studies that investigate any individual food item and its effect on gout/hyperuricemia. We do, 

however, appreciate the importance of this question and plan to address it in future meta-analyses on 

important food sources of sugars in relation to the risk of gout and hyperuricemia. We have already 

put together a protocol to assess the relation of important food sources of sugars (SSBs, pure fruit 

juice, yogurt, cereals, sweets, etc) with incident cardiometabolic diseases, including gout 

(ClinicalTrials.gov Identifier, NCT02702375). We have added lines 269-271 to the Discussion section 

to highlight the findings regarding sugar-sweetened beverages and diet soft drinks in the two studies 

included. We have also revised our conclusions (line 337) to address the need for future research into 

food sources such as SSBs.  

Comment 6: Adding some brief information on the association between other food groups or dietary 

patterns and hyperuricemia/gout would add some value to the discussion.  

Authors’ Response: We agree that more details regarding other foods that have been associated with 

hyperuricemia and gout would be useful. Lines 267-269 have been added to the Discussion to 

highlight that alcohol, meat and seafood consumption were also identified as dietary risk factors for 

gout in a systematic review (reference #43), while dairy, folate and coffee consumption may be 

protective.  

 

Response to Reviewer # 2  

Comment 1: In Discussion it would be useful to touch on the possibility that fructose contributes to 

gout outside of any effect on urate levels.  

Authors’ Response: We acknowledge the possibility that fructose intake contributes to an increased 

risk of gout through other, unknown mechanisms independent of serum uric acid concentrations 

(although this is unlikely given the link between both fructose metabolism/gout and serum urate). We 

have added lines 308-311 of the Discussion section to explicitly mention this possibility.  

Comment 2: Introduction, first line. Use 'monosodium urate crystal'.  

Authors’ Response: Thank you for this suggestion. We have added the word ‘monosodium’ to the first 

line of the Introduction.  

Comment 3: Line 199, something odd here around references.  

Authors’ Response: Thank you for bringing this typo to our attention. We have corrected the in-text 

referencing format in line 202 (formerly line 199).  

Comment 4: Lines 206-207. This sentence is unclear.  

Authors’ Response: Thank you for your comment. We have modified the sentence in lines 209-210 

(formerly lines 206-207) to clarify our intended message that models adjusted for energy from total 

carbohydrates simply allow for the effects of fructose compared with isocaloric exchange for other 

carbohydrates to be estimated. 

VERSION 2 – REVIEW 

REVIEWER Marta Guasch-Ferre 
Department of Nutrition. Harvard TH Chan School of Public Health. 
Boston. USA 

REVIEW RETURNED 31-Aug-2016 

 

GENERAL COMMENTS The authors have successfully responded to all the Reviewers 
comments and the manuscript has improved substantially.   
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