What Rheumatologists Should Know About Gout and
Cardiovascular Disease

To the Editor:

We read with interest the recent article by Neogi on asymptomatic hyper-
uricemial.

Currently there is a great deal of interest about the link between serum
uric acid (SUA) levels and cardiovascular events. In particular, it is still a
matter of debate whether SUA is a predictor or even a causative factor of
cardiovascular diseases (CVD).

After the first observation and the inconsistent data of a number of sub-
sequent studies, recent evidence points to hyperuricemia as a risk factor for
CVD or even as an independent predictor of mortality at least in individu-
als at high CVD risk, such as those with preexisting cardiovascular disease,
diabetic patients, stroke survivors, or hypertensive patients. Moreover, the
risk of CVD as well as of death from all causes seems particularly high for
male patients with severe gout?.

In recent years, also among rheumatologists, there has been consider-
able interest in the metabolic syndrome, a clustering of vascular risk fac-
tors that promote the development of atherosclerotic CVD; epidemiologic
studies, in fact, indicated that the prevalence of metabolic syndrome sig-
nificantly increases with increasing SUA%, and several clinical and bio-
chemical abnormalities of metabolic syndrome, including insulin resist-
ance, obesity, and hyperlipidemia, are frequently found in gouty patients.
In particular, insulin resistance, which seems to play a major role in meta-
bolic syndrome, is probably also the major cause of high SUA in patients
with metabolic syndrome, with the compensatory hyperinsulinemia the
likely cause of the decreased renal clearance of uric acid. Further, abdom-
inal obesity, one of the metabolic syndrome pathophysiologic abnormali-
ties, has been found to be significantly related to SUA levels, probably
because obesity interferes with urate synthesis and excretion.

The relationship between SUA and metabolic syndrome-related CVD
risk is further complicated, not only because gout or increased SUA levels
are typically seen in middle-aged, overweight patients with hypertension
and hyperlipidemia, but also by the recent observation that elevated SUA
levels represent an increased CVD risk independent from the coexistence
of metabolic syndrome>.

Despite these controversies, among the 10 key recommendations devel-
oped by the European League Against Rheumatism Task Force regarding
gout, particular attention has been paid to associated comorbidities and
metabolic syndrome [“risk factors for gout and associated comorbidity
should be assessed, including features of metabolic syndrome (obesity,
hyperglycemia, hyperlipidemia, hypertension)]”®, and Lin, et al recently
suggested that hyperuricemia should be treated as a major metabolic abnor-
mality and included in the definition of metabolic syndrome’.

However, the precise role played by SUA in CVD and the underlying
mechanism(s) are still undefined, although several mechanisms, including
oxidative stress, inflammation, endothelial dysfunction and platelet adhe-
siveness may be involved.

Further studies are needed first to understand whether SUA is an active
component of metabolic syndrome or an “innocent bystander,” with the
aim to clarify either the usefulness of routine measurement of SUA in
patients at high risk of CVD or the role of therapies that lower SUA.

Although the recommended initial treatment of metabolic syndrome is
based on lifestyle interventions, with particular attention to weight reduc-

tion8, it seems reasonable that reduction of SUA would be beneficial at
least in high risk patients. The present evidence does not recommend
hypouricemic therapy for cardioprotection’, but high risk patients such as
those with coronary heart disease with SUA > 10 mg/dl should probably
receive hypouricemic drugs!?, and an aggressive control of cardiovascular
risk factors must be performed in patients with gout®.

The role of SUA in CVD remains undefined. Since uric acid assays are
clinically available and inexpensive, large interventional studies are now
needed to clarify if there are patients who may benefit from its measure-
ment, and to assess whether lowering serum urate will impact positively on
morbidity and mortality in high-risk patients.
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