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Abstract

Background: There is substantial evidence that Brain Derived Neurotrophic Factor is
involved in the aetiology of mood disorders, however genetic studies assessing the
relationship between BDNF and these disorders have produced conflicting results

Aim of the study: to investigate the association of BDNF Val66Met polymorphism and
serum BDNF with mood disorders per se as well with specific phenotypic aspects in
these disorders in a sample of Egyptian patients

Methods: A case control study including 62 patients with the diagnoses of bipolar and
major depression disorders and 31 controls. The two groups of patients were assessed
clinically and were subjected to Hamilton Depression Rating scale, Young Mania
Rating scale and Child Traumatic Questionnaire, in addition to the neurocognitive and
personality assessment which were administrated to all participants. Serum BDNF
levels were determined by using ELISA and Genotyping of Val66Met polymorphism by
Real Time Polymerase Chain Reaction(PCR) Results: The serum BDNF level in the
control group was found higher than both groups of patients, and this difference was
statistically significant between the bipolar group and the control group as well as
between the bipolar and the major depression groups of patients .No statistical
significant difference between the 3 groups regarding the three genotypes of the Val 66
Polymorphism, but there was a statistical significant difference concerning the relation
between the risky genotypes in both groups of patients and certain clinical aspects and
some of the Wisconsin indices of the WCST.

Conclusion: Lower serum BDNF level may be considered a state dependent
biomarker of mood episodes in patients with Bipolar disorder. This study suggests that
the Val66Met polymorphism is not associated with both bipolar and unipolar disorders
but related to certain clinical features and executive dysfunction in these disorders in a
sample of Egyptian patients. Childhood abuse is a risk factor for more severe clinical
characteristics in patients with bipolar and major depression disorders

Keywords: BDNF-Serum - Polymorphism - Bipolar -Major depression -WCST-
Childhood abuse
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Introduction

INTRODUCTION

Mood disorders, mostly represented by major depressive disorder (MDD)
and bipolar disorder (BPD), are the most prevalent psychiatric conditions. They
are also among the most severe and debilitating (Hashimoto, 2010).

Major depressive disorder (MDD) is a serious disorder that affects
approximately 17% of the population at some point in life, resulting in major
social and economic consequences. There is still very little known about the
neurobiological alterations that underlie the pathophysiology or treatment of
MDD. Several lines of evidence suggest that depression in most people is
caused by interactions between a genetic predisposition and some environmental
factors (Belmaker and Agam, 2008).

Bipolar disorder (BD) is a highly disabling chronic mood disorder
characterized by the presence of manic and depressive symptoms and a lifetime
prevalence of 3.9% (Yatham et al., 2009). Epidemiological studies indicate a
role for both biological and environmental factors in the ethiopathogenesis of
BD. Due to the high heritability and familial relative risk reported in BD, there
is little doubt that molecular genetics play an important role. However, the
genetic basis for this illness remains elusive (Barnett and Smoller, 2009).

The precise neurobiology underlying mood disorders is currently
unknown. One way to combat these disorders would be to discover novel
biomarkers for them, which potentially could revolutionize their recognition and
management (Lakhan et al., 2010).

Identification of biomarkers would aid both in the diagnosis, and in the
development of effective psychiatric medications to treat them. In addition,
biomarkers could provide the basis for early intervention and prevention efforts
targeting at-risk individuals.

There are recent findings on the role of brain-derived neurotrophic factor
(BDNF) in the pathophysiology of mood disorders (Hashimoto, 2010). BDNF is
a member of the neurotrophin superfamily responsible for promoting and
modifying growth, development, and survival of neuronal populations (Duman
and Monteggia et al., 2006).

The BDNF gene, which is located on chromosomell has become a
candidate gene for molecular-genetic studies of mood disorders and
schizophrenia, and also for pharmacogenomics of drugs used in the treatment of
these conditions, such as mood-stabilizers in bipolar mood disorder,
antidepressants in depression, and antipsychotics in schizophrenia. It has been
demonstrated that the functional Val66Met polymorphism of the gene can be
associated with a number of clinical and pharmacological phenomena in these
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