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role of inflammation in
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target validation biomarkers,
52–3

target–compound
interaction, 54

vascular depression, 59–60
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distinction from unipolar
depression, 7

DSM-IV-TR criteria, 45
functional disorders,
45–6

bipolar II disorder, 7
blood–brain barrier (BBB), 55
BOLD (blood oxygen level-

dependent) imaging, 49
brain imaging
abnormalities in depression,
35–7
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37–9
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bupropion, 15, 17, 21
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hydrobromide salt
formulation, 4

California Psychological
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candidate gene studies
MDD, 93–4
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catechol-O-methyltransferase

(COMT) gene, 125
cerebrovascular disease
vascular depression, 59–60

chronic mild stress model
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comparison with
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pharmacology, 15
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71
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See also DSM-IV
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cognitive impairment
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copy-number variation (CNV)
MDD risk studies, 95

corticotropin-releasing factor
(CRF), 20

cortisol
glucocorticoid receptor
antagonists, 112–14

COX-2 inhibitors, 23
cytochrome P450 enzymes

(CYPs)
effects of individual genetic
variations, 122–3

depression, 4
clinical effectiveness of
antidepressants, 13

clinical symptoms, 30
comorbidity, 29
etiology, 29
health consequences, 120
hypotheses of, 30
monoamine hypothesis, 2,
13–14, 30

morbidity and mortality, 12
neurotransmitter receptor
sensitivity hypothesis, 2

prevalence, 1, 12, 28, 120
psychiatric comorbidity, 13
staging, 4
subtypes, 12–13
See also bipolar disorder;
major depressive disorder
(MDD); unipolar
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depression endophenotypes.
See anhedonia
endophenotypes
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depressive disorders
as a spectrum, 7
diagnostic challenges, 7–11

desimipramine, 17
desipramine, 102, 123
desvenlafaxine, 5, 15, 103
dexamethasone suppression

test (DST), 57
diagnosis
difficulties with mood
disorders, 7–11

distinction between unipolar
and bipolar depression, 7

mood disorders as a
spectrum, 7

DISC1 (Disrupted in
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disease biomarkers, 50, 56
DNA structural variation
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(bupropion), 18

monoamine hypothesis of
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dopamine D2, D3, D4 receptor
(DRD2, DRD3, DRD4)
genes, 125

dopamine transporter (DAT)
blockade, 2

dopamine transporter (DAT1)
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dorsal raphe nucleus, 14
drug discovery and development.

See translational
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research
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heterogeneity of clinical
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criteria for mood
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dual 5-HT/NE reuptake
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measurement, 72–3, 82–3
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value in psychiatric research,
71–2

See also biomarkers.
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effects of, 57–8
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comparison with
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pharmacology, 15
safety, 16
tolerability, 16
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antidepressant target, 21

gender differences
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genetic association studies
MDD, 93–5

genetic linkage studies
MDD, 93

genetic variations
enzymes which metabolize
ADs, 122–3

therapeutic targets of ADs,
123–5

genetically modified mice
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genomewide association studies
(GWAS), 94–5

glucocorticoid receptor
antagonists, 112–14

glutamate system
antidepressant targets, 21

glutamatergic targets, 108–11
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(Gbeta3) gene, 125
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targets for drug development,
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treatment target, 20
vasopressin receptor
antagonists, 114–15

idazoxane, 19
imipramine, 17, 28, 35, 46, 102
Implicit Association Test
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antidepressant treatment
approaches

individualized medicine. See
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inflammation
role in depression, 58–9
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morbidity and mortality, 12
prevalence, 12
psychiatric comorbidity, 13
staging, 4
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SSRIs combined with
5-HT1A receptor
antagonism, 104–6
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tricyclic antidepressants
(TCAs), 102

triple reuptake inhibitors,
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vasopressin receptor
antagonists, 114–15
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role of serotonin in
depression, 13–14

monoamine oxidase (MAO)
gene, 125

monoamine oxidase (MAO)
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mood disorders
as a spectrum, 7
diagnostic challenges, 7–11
DSM-IV-TR criteria, 45
pharmacogenomics, 53
possible progressive nature,
7–11

prevalence, 45
Morris water maze test, 34
mouse
genetic models of
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transgenic models of mood
disorders, 53–4

MRI (magnetic resonance
imaging), 49

MRS (magnetic resonance
spectroscopy)
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multidrug-resistance gene

(MDR1), 123

National Comorbid Study
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applications, 50
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neuroimaging biomarkers,
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neurotransmitter receptor
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depression, 2

neurotrophic factors, 3
neurotrophins
role in depression, 58

NMDA receptors
antidepressant targets, 21
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approaches, 23
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and reboxetine, 16
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norepinephrine transporter
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norepinephrine transporter
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placebo effect
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long-term efficacy, 17
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SERT. See serotonin
transporter
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Sigma 1 agonists, 23
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comparative efficacy in
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long-term efficacy, 14–15
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versus reboxetine, 17
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