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INTRODUCTION and AlMs

The etiology of bipolar disorder (BD) is still poorly understood. Many studies have focused on the interplay between genetic
and environmental risk factors, but so far the epidemiological, clinical, and molecular evidence associated with major
psychoses are difficult to explain with traditional gene- and environment-based approaches and a definitive molecular
phenotype is lacking [1]. It has been proposed that altered expression of multiple mRNAs, affecting neurotransmission in
psychotic subjects, may be due to epigenetic mechanisms (e.g., DNA methylation or histone modification) (Fig.1).

Among the candidate genes associated with major psychoses, the present collaborative study specifically investigated the
brain-derived neurotrophic factor (BDNF) gene promoter [2]. The aim was to evaluate the degree of DNA methylation at this
site, in peripheral blood mononuclear cells (PBMCs) isolated from patients with BD vs controls.
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A significant BDNF gene expression down-regulation was observed in BD I
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controls (CONT: 1£0.2%) (fig.3) . Consistently, an hypermethylation of the
BDNF promoter region was evident only in BD Il patients (CONT: 24.0+2.1%;
BDI: 20.4%1.7%; BDII: 33.3%3.5%, p< 0.05). Of note, higher levels of DNA
methylation at BDNF promoter were observed in BD subjects on
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