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Dear Editor,

Stroke is the second most common cause of death, as well as the
fourth leading cause of lost productivity and a major cause of dis-
ability worldwide [1]. Hence, stroke-related morbidity and mortal-
ity are one of the main public health concerns as the treatment
options for patients with acute stroke are limited. Although intra-
venous alteplase (recombinant tissue plasminogen activator) ad-
ministered within 4.5 h after the onset of symptoms is the preferred
treatment for ischemic stroke in Europe [2], the condition of many
patients does not improve significantly after receiving this therapy
[3]. Therefore, the identification of new therapeutic approaches
and treatments to ameliorate the long-term outcomes of stroke
patients is required.

Serum uric acid (SUA) is a final enzymatic product of purine
metabolism [4]. There is a well-recognized epidemiological link
between elevated SUA levels and the increased risk of stroke mor-
bidity and mortality [5]. On the other hand, animal models of acute
ischemic stroke have shown that SUA may be neuroprotective [6],
but the evidence for this is limited. In the past several decades, a
number of clinical studies have assessed the association between
SUA and stroke outcome [7, 8]. However, the role of SUA in short-
and long-term outcomes is still controversial. A possible explana-
tion for the varying effects of SUA in the acute phase of ischemic
stroke could be that different outcome measures, study size and
population are used in the different studies, thereby hampering the
comparison of the findings.

Recently, Chamorro et al. [9] reported that the addition of
SUA to thrombolytic therapy did not increase the proportion of
patients who achieved an excellent outcome (according to the
modified Rankin scale score at 90 days) after stroke compared to
patients receiving placebo. This recent controversial report chal-
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lenges whether or not SUA is indeed effective for stroke. A con-
sensus recommendation has been made that the preclinical neu-
roprotectant should show efficacy in at least 2 species and in 2
laboratories using different models [10]. It is therefore imperative
to explore the attendant concerns. First of all, experimental stud-
ies that assess SUA in animal models of ischemic stroke should
preferably have a longer time window. Furthermore, the assess-
ment of infarct volume and neurological scores should be masked.
It is necessary to examine higher-quality prospective evidence on
the relationship between SUA and the short- and long-term out-
comes of stroke.

In summary, certain recommendations should be considered
for the efficacy of SUA in the treatment of acute ischemic stroke.
Large prospective studies conducted with the use of standardized
outcome measures as well as the timing of SUA sampling are nec-
essary to assess the association of SUA and stroke outcome.

References

Donnan GA, Fisher M, Macleod M, et al: Stroke. Lancet 2008;371:1612—
1623.

2 Hacke W, Kaste M, Bluhmki E, et al: Thrombolysis with alteplase 3 to 4.5
hours after acute ischemic stroke. N Engl ] Med 2008;359:1317-1329.

3 Wardlaw JM, Murray V, Berge E, et al: Recombinant tissue plasminogen
activator for acute ischaemic stroke: an updated systematic review and
meta-analysis. Lancet 2012;379:2364-2372.

4 Becker BF: Towards the physiological function of uric acid. Free Radic
Biol Med 1993;14:615-631.

5 Li M, Hou W, Zhang X, et al: Hyperuricemia and risk of stroke: a sys-
tematic review and meta-analysis of prospective studies. Atherosclerosis
2014;232:265-270.

6 Yu ZF, Bruce-Keller AJ, Goodman Y, et al: Uric acid protects neurons
against excitotoxic and metabolic insults in cell culture, and against focal
ischemic brain injury in vivo. ] Neurosci Res 1998;53:613-625.

7 Weir CJ, Muir SW, Walters MR, et al: Serum urate as an independent
predictor of poor outcome and future vascular events after acute stroke.
Stroke 2003;34:1951-1956.

8 Amaro S, Urra X, Gomez-Choco M, et al: Uric acid levels are relevant in
patients with stroke treated with thrombolysis. Stroke 2011;42:528-S32.

9 Chamorro A, Amaro S, Castellanos M, et al: Safety and efficacy of uric
acid in patients with acute stroke (URICO-ICTUS): a randomised, dou-
ble-blind phase 2b/3 trial. Lancet Neurol 2014;13:453-460.

10 Campbell BC, Davis SM, Donnan GA: Uric acid for stroke: glimmer of
hope or false dawn. Lancet Neurol 2014;13:440-441.

—

© 2015 S. Karger AG, Basel
1011-7571/15/0242-0199$39.50/0

KARGER 125

E-Mail karger@karger.com
www.karger.com/mpp

Karger
Openguccess
Thisisan Open Access article licensed under the terms of the
Creative Commons Attribution-NonCommercial 3.0 Un-
ported license (CC BY-NC) (www.karger.com/OA-license),
applicable to the online version of the article only. Distribu-
tion permitted for non-commercial purposes only.

Zhenyu Tang

Department of Neurology, The Second Affiliated Hospital of Nanchang University
1 Minde Road

Nanchang, Jiangxi 330006 (China)

E-Mail zytang07016 @sina.com



