
1180 The Journal of Rheumatology 

The Journal of Rheumatology 2022;49:1180–1
doi:10.3899/jrheum.220179
First Release June 15 2022

Dr. Deng et al reply
To the Editor:

We sincerely appreciate Dr. Kawada’s comments in response to 
our metaanalysis.1 We agree with most of these opinions and 
would like to clarify our views here.
 The CARES trial conducted by White et al indicated that 
febuxostat increased heart-related death as compared with allo-
purinol,2 whereas the FAST trial demonstrated that febuxostat 
was not associated with the increased cardiovascular (CV) 
mortality.3 There are various reasons for the inconsistency of the 
2 large studies and include the following possibilities. First, the 
CARES trial included patients with gout in combination with 
≥  1 CV disease (CVD), and only excluded the patients who 
had myocardial infarction (MI) or stroke within 60 days prior 
to screening. In contrast to the CARES trial, the FAST trial 
included only approximately one-third of patients with CVDs at 
baseline.2,3 At the same time, patients who had severe renal disease 
or who experienced MI or stroke in the previous 6 months were 
excluded.2,3 Differences in baselines may explain the different 
outcomes in the 2 trials. Second, the CARES trial had high 
rates of medication discontinuation (>  50% of participants), 
with large amounts of loss to follow-up (approximately 45% of 
participants did not complete all trial visits).2 Therefore, we are 
concerned that the majority of CV deaths might have occurred 
in the absence of regular medication in the CARES trial, possibly 
resulting in attrition bias as well as reporting bias of these study 
results. Third, most of the participants underwent long-term 
allopurinol treatment before the FAST trial. The serum uric 
acid (SUA) concentrations of patients at baseline in the FAST 
trial were significantly lower than those in the CARES trial. In 
previous studies, SUA has been sufficiently confirmed as an inde-
pendent risk factor for adverse CV events.4 Further, the doses of 
febuxostat intake were higher in the FAST trial. In our meta-
analysis,1 the pooled results indicated that the CV side effects 
of febuxostat were not significantly dose-dependent. Combined 
with a series of early clinical trial studies from Becker et al (ie, the 
CONFIRM trial5 and FACT trial6) as well as our metaanalysis,1 
febuxostat use was not associated with increased CV events and 
heart-related mortality. Accordingly, at least for now, we believe 
that febuxostat is a drug with pharmacotherapy safety in patients 
without CVD or prior CVDs. As for patients with severe CVD, 
whether febuxostat increases CV mortality is uncertain because 
more complete data are still needed.

 The metaanalysis conducted by Gao et al7 demonstrated 
that febuxostat has a higher safety profile in coronary revas-
cularization and nonfatal stroke compared with allopurinol. 
However, the certainty of the evidence is moderate because 
this study included a cohort study in older patients by Zhang 
et al.8 Further, the weights in this cohort were too great in the 
metaanalysis by Gao et al,7 with > 60% in the pooled results of 
nonfatal stroke and 80% in coronary revascularization. More 
clinical trials should verify the pharmacological safety of febux-
ostat in patients with gout with or without a history of CVD.
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