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INTRODUCTION 

ric acid is an end product from the purinergic metabolism 

of both adenosine and guanosine. It has been hypothesized 

that uric acid might be a marker of dysfunctions in adenosine 

transmission and antioxidant system, in different mental 

disorders, increased serum levels of uric acid may be a sign of 

an amplified purinergic turnover and a reduced adenosine 

transmission, opposite variation in serum levels of uric acid in 

Major depressive disorder and bipolar disorder. a reduced 

adenosinergic activity, mostly at A1 receptors (with an increase 

in uric acid levels), is associated with the complex network of 

changes on neurotransmitters pathways related to manic 

behavior (Bartoli et al., 2018; Bartoli et al., 2016; Albert et al., 

2015) as the purinergic system was found involved in the 

regulation of mood, motor activity, cognitive function, sleep, 

and behavior, individuals with increased uric acid levels who 

do not have any psychiatric diagnosis were found to have high 

impulsivity and hyperthymic and irritable temperaments (Asit 

et al., 2014). 

Studies found that the purinergic modulator allopurinol, a 

xanthine oxidase inhibitor used for the treatment of gout and 

hyperuricemia, is effective in treating acute mania when used 

adjunctively with mood stabilizers, besides its antimanic effect 

as an add‐on treatment, it has been reported to reduce 

aggressive behavior in patients with dementia and refractory 

U 
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aggression in psychiatric inpatients (Oliveira et al., 2019; 

Bartoli et al., 2018). 

Circulating uric acid levels are dependent mainly on the 

nucleotide catabolism and cell turnover. However, uric acid can 

be oxidized non- enzymatically, and has proven to be a 

selective antioxidant. Membrane pathology, similar to that of 

RBC in response to free radicals was found in brains of 

schizophrenic patients, and so, the membrane dysfunction has 

been linked to free radical-mediated pathology and may 

contribute to specific aspects of schizophrenic symptomatology 

and complications of its treatment (Yao et al., 1998). 

As evidence indicates that dysfunction in the purinergic 

system is involved both in bipolar disorder (BD) and in the 

pathophysiology and treatment of schizophrenia, However, uric 

acid levels were found to be lower in both chronic 

schizophrenia patients and newly diagnosed schizophrenia 

patients than healthy individuals, despite increased uric acid 

levels shown in both chronic BD patients and first episode 

mania patients (Asit et al., 2014). 

Purinergic system dysfunction was incriminated in major 

depressive disorder (MDD) as well. studies conducted with 

these patients reported lower serum uric acid levels than 

healthy controls. Additionally, it was reported that those levels 

returned to normal ranges after 5 weeks of antidepressant 

treatment. In the former study, a strong inverse relation was 


