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Abstract 

Background: Depressive episodes and cognitive impairment are major causes of 
morbidity and dysfunction in individuals suffering from bipolar disorder (BD). Novel 
treatment approaches that target clinical and cognitive aspects of bipolar depression 
are needed, and research on pathophysiology suggests that mitochondrial modulators 
such as the nutraceutical creatine monohydrate might have a therapeutic role for this 
condition.  

Methods: Eighteen (N=18) patients with bipolar depression according to DSM-IV 
criteria who were enrollled in a 6-week, randomized, double-blind, placebo-controlled 
trial of creatine monohydrate 6 grams daily as adjunctive therapy were submitted to 
neuropsychological assessments (Wisconsin Card Sorting Test, Digit Span subtest of 
the Wechsler Adult Intelligence Scale–Third Edition, Stroop Color-Word Test, Rey–
Osterrieth complex figure test, FAS Verbal Fluency Test) at baseline and week 6.  

Results: There was a statistically significant difference between the treatment groups 
of the change on the total scores after 6 weeks in the verbal fluency test, with 
improvement in the group receiving adjunctive treatment with creatine. We did not 
find significant differences between the groups of the changes on other 
neuropsychological tests. 

Limitations: Small sample and lack of a control group of healthy subjects. 

Conclusions: Our trial, which was the first to investigate the cognitive effects of 
creatine monohydrate on bipolar depression,  indicates that supplementation with this 
nutraceutical  for 6 weeks is associated with improvement in verbal fluency tests in 
patients with this condition. 
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