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Metabolomics analysis of CSF from bipolar disorder patients
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Although evidence for mitochondrial dysfunction in the pathogenesis of
bipolar disorder (BD) has been reported, the precise biological basis remains unknown, hampering the
search for novel biomarkers. In this study, we performed metabolomics of cerebrospinal fluid (CSF)
from male BD patients and age-matched male healthy controls. After multivariate logistic regression,

isocitric acid (isocitrate) was significantly higher in the CSF from BD patients than healthy
controls. Furthermore, gene and protein expression of IDH3A in the postmortem brainfrom BD patients
was higher than that of controls. These findings su?gest that abnormality in the metabolism of
isocitrate by IDH3A and IDH3B in the mitochondria plays a key role in the pathogenesis of BD,
supporting the mitochondrial dysfunction hypothesis of BD. Therefore, IDH3 in the citric acid cycle
may potentially be a novel therapeutic target for BD.
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