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Ke et al.” present a prospective observational cohort study suggesting
that febuxostat may reduce the combined risk of all-cause mortality
and rehospitalization for heart failure (HF) in patients with HF with
preserved ejection fraction (HFpEF), but not in those with reduced or
mildly reduced ejection fraction. The major strengths of the study
include its large sample size, extended 5-year follow-up period,
and the application of propensity score matching. The authors’
hypothesis—that uric acid—-mediated oxidative and inflammatory
pathways might play a more prominent role in HFpEF—is biologically
plausible and clinically relevant.

Despite the compelling observational findings, three key
considerations merit attention when interpreting the results and
identifying future research directions.

The observed benefit of febuxostat in HFpEF appears to be most
pronounced among patients in the highest tertiles of B-type
natriuretic peptide (BNP) and serum uric acid (SUA). This pattern
suggests that the therapeutic effect may be confined to a biologically
defined subgroup rather than representing a universal benefit across
the entire HFpEF population. Consequently, prospective studies are
needed to define clinically meaningful BNP and SUA thresholds
for patient selection before broad clinical implementation can be
recommended.’

Although advanced matchingtechniqueswere used, the observational
design cannot fully account for residual confounding. The reported
outcomes may partly reflect unmeasured or insufficiently adjusted
factors, including longitudinal changes in diuretic dosing, adherence
to and titration of background guideline-directed medical therapy
(GDMT), and subtle differences in comorbidity burden. These
limitations reinforce that the current findings should be viewed as
hypothesis-generating rather than establishing causality.™?

The cardiovascular safety profile of febuxostat remains controversial,
with conflicting findings from randomized controlled trials. The
Cardiovascular Safety of Febuxostat and Allopurinol in Patients
with Gout and Cardiovascular Morbidities trial reported higher
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cardiovascular mortality among patients treated with febuxostat
compared with those receiving allopurinol, whereas this signal was
not observed in the Febuxostat versus Allopurinol Streamlined trial.
This unresolved discrepancy necessitates a cautious appraisal of any
potential benefit of febuxostat in patients with HFpEF, a population
that is already at heightened cardiovascular risk.>*

Targeting xanthine oxidase to mitigate oxidative stress represents a
biologicallyrational therapeuticstrategyin HFpEF, a condition wherein
systemic inflammation and endothelial dysfunction are central to
disease progression. Prior observational and mechanistic studies
have demonstrated an association between hyperuricemia and the
incidence of HF and adverse clinical outcomes, thereby providing a
plausible biological rationale for urate-lowering interventions in this
phenotype.>® However, translating these associations into effective
and safe therapies requires randomized evidence specifically focused
on HFpEF patients with elevated BNP and SUA levels.

To advance this promising yet unresolved therapeutic concept, we
propose a structured research agenda. First, multicenter randomized
controlled trials evaluating febuxostat or other xanthine oxidase
inhibitors in HFpEF patients stratified by baseline SUA and BNP levels
are needed to confirm efficacy and rigorously assess safety. Second,
cardiovascular outcomes should be systematically adjudicated, with
standardized documentation of diuretic dosing and background
GDMT. Third, predefined biomarker-driven and mechanistic
substudies should be incorporated to determine whether reductions
in SUA or xanthine oxidase activity correlate with improvements in
endothelial function, myocardial fibrosis, or exercise capacity.

In summary, Ke et al." provide compelling observational evidence
suggesting that febuxostat may improve outcomes in a select
subgroup of HFpEF patients with elevated SUA and BNP levels.
Nevertheless, these findings warrant cautious interpretation and
should serve primarily as a catalyst for randomized, mechanism-
oriented trials before any modification of standard clinical practice
is contemplated.
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