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In the current study, Liu et al. [1] assessed the relationship
between serum uric acid (SUA) levels and incident hyperten-
sion at different blood pressure (BP) cut-off levels (140/90 and
130/80 mmHg) according to recent studies and guidelines. The
study involved 26 973 participants from the Taiwan Biobank
(TWB), who were followed for a median of 4 years. The asso-
ciation of hyperuricemia and sex with incident hypertension
was significant for both traditional (140/90 mmHg) and new
(130/80 mmHg) definitions. They also reported a significant
interaction between hyperuricemia and sex. Although confound-
ing factors in the prediction of incident hypertension (both for
traditional and new definitions) were adjusted in the analyses,
patients with incident hypertension revealed a higher rate of
SUA-associated several comorbidities.

Hypertension is known as one of themajor cardiovascular disease
risk factors. It has both modifiable and non-modifiable patho-
physiologicalmechanisms. Therefore, preventing and controlling
hypertension by modifying underlying mechanisms is essential
for public health [2]. Hyperuricemia is a well-known media-
tor for the development of cardiovascular diseases, including
hypertension, by driving inflammation and oxidative stress [3–
5]. Both genetic and environmental factors influence the complex
pathogenesis of hyperuricemia and its link to hypertension [6].
The SUA level of>7.0mg/dL inmales and>6.0mg/dL in females
is defined as hyperuricemia [7]. Uric acid deposition-mediated
endothelial dysfunction and vascular injury typically occur at
SUA levels that exceed 6.5 mg/dL. However, this threshold is
significantly higher than those reported in studies linking it

to hypertension and cardiovascular disease [6]. Moreover, uric
acid is a metabolic end product that fluctuates due to modifi-
able (diet, medications, etc.) and non-modifiable (genetics, age,
etc.) factors. Therefore, it is unreasonable to establish a causal
relationship between SUA levels and cardiovascular diseases,
including hypertension, based on a single SUA measurement.
Although most studies used baseline single SUA levels, it is
essential to consider the temporal trends of this fluctuating
variable. Kuwabara et al. [8] demonstrated that hyperuricemia
in asymptomatic male and female subjects without cardiac
and metabolic comorbidities is an independent risk factor for
hypertension within 5 years. In another study, Salim et al. [9]
also reported a significant association between hyperuricemia
and sex with incident hypertension using different BP cut-offs
(≥140/90 and≥130/80mmHg). Although the confounding factors
or comorbidities have been adjusted before linking the SUA levels
or hyperuricemia with incident hypertension in all those studies,
they do not prove a direct causal relationship. Thus, there is a
debate about hyperuricemia as either a causative risk factor or
a bystander (risk marker) for hypertension and cardiovascular
events. The statistics indicate that the association is insufficient for
causation. In line with the limitations above, the effect of urate-
lowering therapy on hypertension and cardiovascular outcomes
has been heterogeneous in previous studies [10–13]. In the study
by Liu et al. [1], no data were present about dietary factors and
medications impacting SUA levels at baseline and follow-up. The
study also lacks temporal trends in SUA levels and confounding
risk factors that could be related to incident hypertension. As
the study results confirmed the relation of male and female sex

This is an open access article under the terms of the Creative Commons Attribution-NonCommercial-NoDerivs License, which permits use and distribution in any medium, provided the original work
is properly cited, the use is non-commercial and no modifications or adaptations are made.
© 2025 The Author(s). The Journal of Clinical Hypertension published by Wiley Periodicals LLC.

The Journal of Clinical Hypertension, 2025; 27:e70063
https://doi.org/10.1111/jch.70063

1 of 2

https://doi.org/10.1111/jch.70063
https://orcid.org/0000-0002-4250-1706
mailto:dru_canpolat@yahoo.com
http://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1111/jch.70063


with hyperuricemia and incident hypertension, the data also lack
the menopausal (natural or premature) status of the females in
the study population. The predictive value of SUA quartiles with
lower thresholds than the hyperuricemia definition on incident
hypertension should also be considered when interpreting the
study results. Based on the study by Liu et al. [1] and previous
studies, future studies should use SUA level as a continuous vari-
able rather than a standard hyperuricemia definition to predict
incident hypertension or cardiovascular outcomes. Because of the
direct relationship of SUA level to numerous comorbid conditions
associatedwith hypertension, SUA levelmay be a riskmarker, but
not a risk factor, for incident hypertension.
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