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GENERAL COMMENTS On balance, this protocol describes an important and innovative 
project to assess the comparative cardiovascular safety of 
allopurinol and febuxostat, xanthine oxidase inhibitors that are first-
line agents in the urate-lowering management of "symptomatic 
hyperuricemia" (gout) patients with at least one additional CV risk 
factor. The strengths of the proposal are: the use of contemporary 
technology to permit a "real world" practice setting for accomplishing 
this comparison; the likelihood that the aims will be accomplished 
elegantly and at what must be considerably less cost than prior CV 
outcome trials; a feasible study design that encourages comparison 
between doses of the agents that are of comparable urate-lowering 
efficacy; and an appropriately structured set of primary and 
secondary endpoints that should shed light on specific CV events (if 
any) associated with one or both of these drugs.  
As the manuscript notes, a limitation is set by the requirement that 
patient age is limited to 60 years or older, but I think this is a minor 
point that is understandable with regard to design of a large 
outcomes trial in a disease heavily weighted to older persons. 
Below, I raise some points that I think are worth clarification but do 
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not seriously temper my hjgh enthusiasm for publication of the 
protocol.  
1. Introduction, page 4, line 3 mentions recommended allopurinol 
dose reduction in patients with renal impairment. In the Trial 
Treatments section (p 5), however, the plan is to up titrate allopurinol 
dose in 100 mg increments to goal range (<6 mg/dL or <357 
micromole/L), apparently even in patients with eGFR as low as 30 
ml/min. No mention is made to explain this discrepancy, which could 
be discussed briefly with citation to the work of the New Zealand 
investigators and the the American College of Rheumatology 2012 
guidelines for urate-lowering treatment of gout, both of which 
question allopurinol dose reduction in favor of treatment to goal by 
low initial dose (and even smaller than 100 mg/day increments) in 
patients with CKD.  
2. Also under Trial Treatment, (p 5, bottom), gout flare prophylaxis is 
discussed. Given concern over the CV risk associated with NSAID 
use (and some recent reports of a CV benefit of colchicine 
administration), might not more directive recommendations for 
duration of daily use of flare prophylaxis be advisable? For example, 
limitation of prophylaxis to 6 months.  
 
3. Under Follow-up (p 6), follow-up for an average of 3 years from 
randomization is stated. This is not quite the same as is mentioned 
in the Methods and Analysis section of the Abstract, which states 
follow for at least 3 years. 

 

REVIEWER Saima Chohan 
Arizona Arthritis and Rheumatology Associates  
USA 

REVIEW RETURNED 10-May-2014 

 

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

VERSION 1 – AUTHOR RESPONSE 

In response to the reviewer’s comments:  

1. The statement in paragraph 3 of the introduction has been amended to reflect the current guidance 

of using minimum effective doses of allopurinol in renal impairment rather than a specific dose. A 

statement has also been added to the allopurinol lead in phase section highlighting that allopurinol 

dose titration occurs in patients with renal impairment and referencing the American College of 

Rheumatology 2012 guidelines supporting this approach.  

2. We state that gout flare prophylaxis is only offered for 6 months and highlight the flexibility allowed 

with gout flare prophylaxis particularly if there are concerns with long term NSAID use.  

3. The methods and analysis section of the abstract has been amended to state that follow up will be 

for an average of 3 years (as this is the likely time required to collect sufficient endpoint data to power 

the study). 
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