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Depression is related to the normal emotions of sadness and
bereavement, but it does not remit when the external cause of these emo-
tions dissipates, and it is disproportionate to their cause. Classic severe states

of depression often have no external precipitating cause. It is difficult, however, to
draw clear distinctions between depressions with and those without psychosocial
precipitating events.1 The diagnosis of major depressive disorder requires a distinct
change of mood, characterized by sadness or irritability and accompanied by at least
several psychophysiological changes, such as disturbances in sleep, appetite, or sex-
ual desire; constipation; loss of the ability to experience pleasure in work or with
friends; crying; suicidal thoughts; and slowing of speech and action. These chang-
es must last a minimum of 2 weeks and interfere considerably with work and fam-
ily relations. On the basis of this broad definition, the lifetime incidence of depres-
sion in the United States is more than 12% in men and 20% in women.2 Some have
advocated a much narrower definition of severe depression, which they call melan-
cholia or vital depression.3

A small percentage of patients with major depression have had or will have manic
episodes consisting of hyperactivity, euphoria, and an increase in pleasure seeking.
Although some pathogenetic mechanisms in these cases and in cases of major depres-
sive disorder overlap, a history of mania defines a distinct illness termed bipolar dis-
order.4

Depression is a heterogeneous disorder with a highly variable course, an inconsis-
tent response to treatment, and no established mechanism. This review presents the
major current approaches to understanding the biologic mechanisms of major de-
pression.

Gene tic s

Studies comparing concordance rates for major depression between monozygotic and
dizygotic twins suggest a heritability of about 37%,5 which is much lower than the
heritability of bipolar disorder or schizophrenia. Some aspects of the normal person-
ality, such as avoidance of harm, anxiousness, and pessimism, are also partly heritable.6

Kendler et al.7 showed that although depression is due in part to heritable depression-
prone personality traits, it is also the result of heritable factors that are independent
of personality. Early-onset, severe, and recurrent depression may have a higher heri-
tability than other forms of depression.8 It is clear from studies of families that major
depression is not caused by any single gene but is a disease with complex genetic fea-
tures. Studies of pedigrees with multiple cases of major depression have identified
chromosomal regions with linkage to the disorder, and some of these loci have been
replicated in more than one study, although no single chromosomal region has been
replicated in every family study of genetic linkage in depression. Holmans et al.9 found

Copyright © 2008 Massachusetts Medical Society. All rights reserved.
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evidence of linkage of recurrent, early-onset de-
pression to chromosome 15q25-q26, but the pop-
ulation attributable risk was small.

No specific molecular risk factor has been reli-
ably identified. One common polymorphic variant
of the serotonin-transporter–linked polymorphic
region (5-HTTLPR), which affects the promoter of
the serotonin-transporter gene, causes reduced
uptake of the neurotransmitter serotonin into the
presynaptic cells in the brain.10 Some studies have
shown that this polymorphism confers a predis-
position to depression,11 but it also confers a pre-
disposition to an anxious and pessimistic person-
ality.10 Brain imaging reveals functional differences
in emotion-related areas of the brain among car-
riers of the different common polymorphisms of
5-HTTLPR,12 although a direct relation to depres-
sion is unclear. In a large, prospective epidemio-
logic study, Caspi et al.13 found that 5-HTTLPR
predicted depression only in association with de-
fined life stresses. Some environmental factors
could confer a predisposition to depression by af-
fecting the genome epigenetically — for example,
increased maternal care in rodents causes an epi-
genetic change in the promoter region of the glu-
cocorticoid-receptor gene.14

The Monoa mine-Deficienc y
H y po thesis

The noradrenergic and serotonergic systems orig-
inate deep in the brain and fan out over almost
the entire brain, suggesting a system capable of
modulating many areas of feeling, thinking, and
behaving. The early antidepressants blocked the
reuptake of norepinephrine and serotonin by the
presynaptic neuron. The immediate effects of this
pharmacologic action are to increase the availabil-
ity of norepinephrine and serotonin in the synapse
and to increase stimulation of the postsynaptic
neuron. Inhibitors of the enzyme monoamine oxi-
dase were also discovered to have antidepressant
properties. This enzyme catabolizes norepineph-
rine and serotonin in their respective presynaptic
neurons, and such inhibition could be expected to
increase the availability of neurotransmitters. These
discoveries led to a major theory of depression
known as the monoamine-deficiency hypothesis.
Numerous studies of norepinephrine and serotonin
metabolites in plasma, urine, and cerebrospinal
fluid, as well as postmortem studies of the brains
of patients with depression, have yet to identify the

purported deficiency reliably. However, a newly dis-
covered form of the enzyme tryptophan hydroxy-
lase, designated TPH-2, is specific to the brain15

and could explain why previous postmortem stud-
ies of total enzyme activity did not show differ-
ences in tryptophan hydroxylase activity between
patients with depression and controls.16 A recent
positron-emission tomographic study using a li-
gand for brain monoamine oxidase showed a 30%
increase of the enzyme in a subgroup of patients
with depression.17 A study measuring differences
in monoamine metabolites between the internal
jugular vein and the brachial artery showed lower
production by the brain of norepinephrine metabo-
lites in patients with depression than in controls.18

The monoamine-deficiency hypothesis continues
to stimulate research whenever a new technical
window into the brain is opened.

Serotonin and norepinephrine can be depleted
experimentally in humans by oral treatments.19

A drink containing all amino acids except trypto-
phan stimulates the liver to synthesize proteins
and rapidly depletes the plasma (and therefore the
brain) of tryptophan. Tryptophan is rate-limiting
for serotonin synthesis in the brain. Such oral
tryptophan depletion does not induce depression
in healthy subjects but will cause a relapse of de-
pression in patients who have been successfully
treated with a serotonin-reuptake inhibitor.19 Sim-
ilarly, α-methyl paratyrosine inhibits tyrosine hy-
droxylase, the rate-limiting step in catecholamine
synthesis. Treatment with α-methyl paratyrosine
does not induce depression in normal subjects but
will induce a relapse in patients who have been
treated successfully with a norepinephrine-reup-
take inhibitor.19 These findings suggest that nor-
epinephrine and serotonin have critical roles in the
mechanisms of these treatments of depression but
that additional neurochemical factors are neces-
sary to cause depression.

Because direct measurements of monoamine
neurotransmission did not yield definitive findings
in relation to depression, the downstream effects
of monoamine neurotransmission were explored
(Fig. 1). The serotonin-1B receptor is located pre-
synaptically and regulates the release of serotonin
by feedback inhibition. Postmortem studies show
that the levels of p11, a protein that enhances the
efficiency of serotonin-1B receptor signaling, are
decreased in the brains of patients with depres-
sion.20 The serotonin-1A receptor is located both
presynaptically and postsynaptically to regulate

Copyright © 2008 Massachusetts Medical Society. All rights reserved.
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serotonin function (Fig. 1). The receptor can be
evaluated in patients with depression by injecting
specific agonists and measuring specific neuro-
endocrine responses, such as elevation of the pro-
lactin level.21 Results suggest that the sensitivity
of this receptor is reduced in patients with depres-
sion.21 The α2-noradrenergic receptor, which is
usually presynaptic, modulates norepinephrine re-
lease by feedback inhibition (Fig. 1). Heightened
receptor sensitivity has been described in patients
with depression,22 which is consistent with re-
duced norepinephrine release.

It is conceivable that the second-messenger sys-
tems for serotonergic and noradrenergic neuro-
transmission malfunction in depression, and for
this reason the phosphatidylinositol and cyclic
AMP second-messenger systems have been exten-
sively evaluated. Reduced inositol levels have been
found in postmortem studies of the brains of per-
sons who have died by suicide23 and in magnetic
resonance spectroscopic studies of the frontal cor-
tex in patients with depression.24 A blunted cyclic
AMP response to stimulation was found in post-
mortem studies of the brains of patients with de-
pression.25 These reductions in second-messenger
function may impair neurotransmitter function
even without changes in monoamine levels or re-
ceptor numbers. These data indirectly support
elaborations of the original monoamine-deficiency
hypothesis of depression (Fig. 1).

G proteins that mediate signaling between re-
ceptors and second-messenger systems have also
been investigated in patients with depression, both
in postmortem studies of the brain26 and in stud-
ies of peripheral-blood cells.27 Although these
systems are clearly affected, no consistent picture
has emerged because there are numerous forms
of G proteins that vary in different areas of the
brain. The cyclic AMP response element–binding
protein (CREB) is a transcription factor affected by
cyclic AMP in the cell. In an animal model of de-
pression, rats with overexpression of CREB in the
dentate gyrus behaved similarly to rats treated
with antidepressants, but the opposite effect was
found when CREB was overexpressed in the nu-
cleus accumbens.26,28 Thus, the role of CREB in
depression is specific to the region of the brain.
Most but not all studies show that long-term treat-
ment with antidepressants stimulates CREB func-
tion, possibly depending on the type of drug and
the dosage.28 Levels of CREB and phospho-CREB
were reduced in postmortem studies of the cor-

texes of patients who had a major depressive
disorder and had not taken antidepressants, as
compared with controls.26,28 Many studies of sec-
ond-messenger systems and transcription factors
in depression were inspired by the belief that it
takes several weeks before antidepressant treat-
ment has an effect; consequently, the studies were
designed to detect time-dependent biochemical
changes in the cell. New meta-analyses suggest
that antidepressant effects begin rapidly, howev-
er,29 thereby supporting the classic monoamine-
deficiency hypothesis.

A strong point of the monoamine theory has
been its predictive power. Almost every compound
that has been synthesized for the purpose of in-
hibiting norepinephrine or serotonin reuptake has
been proved to be a clinically effective antidepres-
sant. A behavioral model of depression has been
developed in which a rodent is placed in a glass
cylinder filled with water, the sheer wall offering
no chance of escape. The animal struggles for a
while and then floats passively (the forced swim
test). A single prior injection of antidepressant in-
creases the struggling time; results in this model
have excellent predictive validity for new antide-
pressants. Other animal models have been devel-
oped by selective breeding of rats for depression-
like behavior, and these genetically susceptible
rodents also have a response to antidepressants.30

Still other models that can be studied biochemi-
cally induce depression with the use of long-term
mild stress or learned helplessness. However, no
animal model of depression captures the periodic
change of behavior into and out of depression that
is seen in patients with depression.

Molecular techniques such as gene knockout
partially support the monoamine theory of depres-
sion. The serotonin-reuptake–transporter knock-
out mouse is excessively anxious and characterized
by increased immobility in the forced swim test.31

This effect is similar to that of the low-activity
polymorphic variant of the serotonin receptor on
human personality10 but is the opposite of the ex-
pected effects of serotonin-reuptake–inhibitor an-
tidepressants. However, this inconsistency could
be explained by the difference between a chron-
ic monoamine abnormality during brain develop-
ment31 and the hypothesized acute monoamine
depletion in an adult with depression. Table 1
shows the effects in mice of knocking out genes
related to monoamine neurotransmitters.

The effects of stimulants on mood indirectly

Copyright © 2008 Massachusetts Medical Society. All rights reserved.
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support the monoamine-deficiency hypothesis of
depression and show that mood can be altered
rapidly. Cocaine and amphetamines are powerful
releasers of monoamines into the synapse as well
as inhibitors of reuptake. Their mood-elevating
effects are immediate, but in patients with severe
depression they have often been reported to cause
agitation rather than relief of depression. This
finding could reflect the ability of these stimulants
to deplete the presynapse of monoamines and thus
cause a “crash” into depression. Recent studies
support the theory that an acute response to a
single dose of amphetamine predicts a patient’s
longer-term response to monoamine-reuptake in-
hibitors.46

The role of dopamine deficiency in depression
is suggested by the frequency of depression in pa-
tients with Parkinson’s disease and the effect of
reserpine, which depletes serotonin, norepineph-
rine, and dopamine, causing a hypoactive state in
animals. The antidepressant agent buproprion in-
hibits the reuptake of dopamine. Some direct do-
pamine-receptor agonists, such as pramipexole,
have been reported to be efficacious in the treat-
ment of depression, even though they were devel-
oped for Parkinson’s disease.47

A major liability of the monoamine-deficiency
hypothesis is its derivation from the mechanism
of currently available antidepressants. Approxi-
mately two thirds of patients have a clinical re-
sponse to these agents, whereas one third have a
response to placebo.48 Perhaps the mechanism of
depression is not related to monoamines in two
of three cases.

S tr ess, the H y po th a l a mic –
Pi t ui ta r y–A dr ena l A x is,

a nd Grow th Fac t or s

Stress49 is perceived by the cortex of the brain and
transmitted to the hypothalamus, where cortico-
tropin-releasing hormone (CRH) is released onto
pituitary receptors. This stimulus results in the se-
cretion of corticotropin into plasma, stimulation
of corticotropin receptors in the adrenal cortex,
and release of cortisol into the blood. Hypothalam-
ic cortisol receptors respond by decreasing CRH
production to maintain homeostasis (Fig. 2).

There is considerable evidence that cortisol and
its central releasing factor, CRH, are involved in
depression.50,51 Patients with depression may have
elevated cortisol levels in plasma,38 elevated

CRH levels in cerebrospinal fluid,50 and increased
levels of CRH messenger RNA and protein in
limbic brain regions.50 In studies using dexa-
methasone to evaluate the sensitivity of the hypo-
thalamus to feedback signals for the shutdown of
CRH release, the normal cortisol-suppression re-
sponse is absent in about half of the most se-

Figure 1 (facing page). The Monoamine-Deficiency
Hypothesis Extended.

The monoamine hypothesis of depression postulates
a deficiency in serotonin or norepinephrine neurotrans-
mission in the brain. Monoaminergic neurotransmis-
sion is mediated by serotonin (5-hydroxytryptamine
1A [5-HT1A] and 5-hydroxytryptamine 1B [5-HT1B]) or
norepinephrine (noradrenaline) released from presyn-
aptic neurons (serotonergic neuron, shown on the left
side, and noradrenergic neuron, shown on the right
side [condensed virtually]). Serotonin is synthesized
from tryptophan, with the first step in the synthetic
pathway catalyzed by tryptophan hydroxylase; norepi-
nephrine is synthesized from tyrosine, with the first
step catalyzed by tyrosine hydroxylase. Both mono-
amine transmitters are stored in vesicles in the presyn-
aptic neuron and released into the synaptic cleft, there-
by affecting both presynaptic and postsynaptic
neurons. Cessation of the synaptic action of the neu-
rotransmitters occurs by means of both reuptake
through the specific serotonin and norepinephrine
transporters and feedback control of release through
the presynaptic 5-HT1A and 5-HT1B regulatory autore-
ceptors for serotonin and the α2-noradrenergic autore-
ceptors for norepinephrine. Monoamine oxidase A
(MAO-A) catabolizes monoamines presynaptically and
thereby indirectly regulates vesicular content. The pro-
tein p11, which interacts with 5-HT1B receptors, in-
creases their function. Postsynaptically, both serotonin
and norepinephrine bind two kinds of guanine nucleo-
tide triphosphate–binding protein (G protein)–coupled
receptors: cyclic AMP (cAMP)–coupled receptors,
which activate adenylate cyclase (AC) to generate
cAMP, and phosphatidylinositol (PI)–coupled recep-
tors, which activate phospholipase C (PLC). PLC gener-
ates inositol triphosphate (IP3) and diacylglycerol
(DAG); cAMP activates protein kinase A (PKA), and IP3

and DAG activate protein kinase C (PKC). The two pro-
tein kinases affect the cAMP response element–bind-
ing protein (CREB). Findings in patients with depres-
sion that support the monoamine-deficiency
hypothesis include a relapse of depression with inhibi-
tion of tyrosine hydroxylase or depletion of dietary
tryptophan, an increased frequency of a mutation af-
fecting the brain-specific form of tryptophan hydroxy-
lase (TPH-2), increased specific ligand binding to
MAO-A, subsensitive 5-HT1A receptors, malfunction-
ing 5-HT1B receptors, decreased levels of p11, poly-
morphisms of the serotonin-reuptake transporter asso-
ciated with depression, an inadequate response of G
proteins to neurotransmitter signals, and reduced lev-
els of cAMP, inositol, and CREB in postmortem brains.

Copyright © 2008 Massachusetts Medical Society. All rights reserved.
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verely depressed patients.52 Antidepressant-induced
clinical remission is accompanied by reversal of
some of these abnormalities.52

Adults with a history of physical or sexual
abuse as children have increased levels of CRH in
cerebrospinal fluid.53 Adult rodents that were sepa-
rated from their mothers or abused as pups show
increased immobility in the forced swim test,
which is reversed by antidepressant treatment.54

Mice with region-specific knockout of the gluco-
corticoid receptor at an adult age have increased

activity of the hypothalamic–pituitary–adrenal axis
and increased immobility in the forced swim test,
both of which are reversed by antidepressants.55

Increased levels of monoamines in the synapse
affect the hypothalamic–pituitary–adrenal axis56

and reverse some of the long-term effects of
stress.56 It is possible that antidepressants relieve
depression by reducing the secondary stress caused
by a painfully dispirited mood rather than by di-
rectly elevating mood. An antistress mechanism
could explain the general usefulness of antidepres-

Copyright © 2008 Massachusetts Medical Society. All rights reserved.
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Table 1. Monoamine-Related Gene Knockouts That Affect Depression-Related Behavior in Mice.*

Gene or Protein Function Depression-Related Changes

Corroboration
of Monoamine-

Deficiency
Hypothesis

Other Behavior Elicited by
Knockout of Gene

sert Serotonin transporter Increased depressive behavior, reduced se-
rotonin level, desensitized postsynaptic
5-HT1AR, and reduced presynaptic
5-HT1AR function32

No Excessive anxiety32

net Norepinephrine transporter Reduced depressive behavior, prolonged
norepinephrine clearance, elevated ex-
tracellular norepinephrine levels33

Yes Increased locomotion response
to amphetamines and co-
caine33

5-ht1ar Serotonergic 1A receptor
(presynaptic autorecep-
tor and postsynaptic)

Reduced depressive behavior, normal sero-
tonin level and release, impaired SSRI-
induced neurogenesis32

No Excessive anxiety,
impaired hippocampal learn-

ing32

5-ht1br Serotonergic 1B receptor
(presynaptic autorecep-
tor and postsynaptic)

Reduced response to SSRI in forced swim
test, reduced serotonin level and in-
creased serotonin release, increased
SSRI-induced serotonin release, de-
creased serotonin-transporter expres-
sion32

Yes Increased aggressiveness, re-
duced anxiety, increased ex-
ploration, increased use of
cocaine32

p11 (protein) Interacts with and enhanc-
es signaling efficiency
of 5-HT1BR

Increased depressive behavior, increased
serotonin turnover20

No Not reported20

5-ht2ar Serotonergic 2A receptor No change34 No Reduced inhibition in conflict-
anxiety paradigms34

5-ht7 Serotonergic 7 receptor
(possibly presynaptic
autoreceptor and post-
synaptic)

Reduced depressive behavior and REM
sleep duration35

No Normal locomotion35

α2aar α2A-Adrenergic receptors
(presynaptic autorecep-
tor)

Reduced norepinephrine levels, presynaptic
inhibition of release,36 increased depres-
sive behavior37

No Altered sympathetic regula-
tion,36 impaired motor coor-
dination

α2car α2c-Adrenergic receptors
(presynaptic autorecep-
tor restricted to central
nervous system)

Reduced depressive behavior38 Yes Increased aggressiveness,32

increased locomotion re-
sponse to amphetamines36

mao-a Monoamine oxidase A Increased brain serotonin and epinephrine
levels39

No Increased aggressiveness and
response to stress,30 de-
creased exploration32

ac VII (hetero-
zygotes)

Adenylyl cyclase type 7 Reduced depressive behavior40 No Unchanged anxiety40

impa1 Inositol monophos-
phatase 1

Reduced depressive behavior, unaltered
brain inositol levels41

Yes Increased hyperactivity and
sensitivity to pilocarpine-
induced seizures41

smit1 Sodium-myo-inositol trans-
porter 1

Reduced depressive behavior and brain ino-
sitol levels42

Yes Increased sensitivity to pilocar-
pine-induced seizures42

creb Cyclic AMP–response ele-
ment–binding protein

Reduced depressive behavior, normal anti-
depressant-induced behavior43

No No increase in BDNF after long-
term use of antidepres-
sants43

bdnf

Male mice Brain-derived neurotrophic
factor

No depressive behavior44 No Increased aggressiveness, hy-
perphagia,45 hyperactivity44

Female mice Brain-derived neurotrophic
factor

Increased depressive behavior44 Yes Increased aggressiveness, hy-
perphagia45

* BDNF denotes brain-derived neurotrophic factor, 5-HT1AR 5-hydroxytryptamine 1A receptor, 5-HT1BR 5-hydroxytryptamine 1B receptor,
REM rapid eye movement, and SSRI selective serotonin-reuptake inhibitor.
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sants for a wide variety of psychiatric conditions,
including panic disorder, post-traumatic stress
disorder, bulimia, premenstrual syndrome, and
obsessive–compulsive disorder. CRH-receptor an-
tagonists show antidepressant activity in animal
models,57 but the results of large clinical trials
have been disappointing. A compound that blocks
the glucocorticoid receptor has been reported to

be efficacious in depression, but only the most
severe and psychotic type.58

A single test for the cortisol level in blood does
not contribute to the diagnosis of depression, since
levels of cortisol vary markedly in a circadian
rhythm38 and because the overlap between values
in patients and those in controls is considerable.
Mild stress induced in the laboratory, such as

Figure 2. The Hypothalamic–Pituitary–Cortisol System in Depression.

The hypothalamic–pituitary–cortisol hypothesis of depression postulates that abnormalities in the cortisol response
to stress may underlie depression. The black arrows show that in response to stress, which is perceived by the brain
cortex and the amygdala and transmitted to the hypothalamus, corticotropin-releasing hormone (CRH) is released,
inducing the anterior pituitary gland to secrete corticotropin into the bloodstream. Corticotropin stimulates the ad-
renal cortexes to secrete the glucocorticoid hormone cortisol. The red lines show that cortisol, in turn, induces feed-
back inhibition in the hypothalamus and the pituitary, suppressing the production of CRH and corticotropin, respec-
tively. Findings in patients with depression that support the hypothalamic–pituitary–cortisol hypothesis include the
following: cortisol levels are sometimes increased in severe depression, the size of the anterior pituitary and adrenal
cortex is increased, and CRH levels in the cerebrospinal fluid and CRH expression in the limbic brain regions are in-
creased. Hippocampal size and the numbers of neurons and glia are decreased, possibly reflecting reduced neuro-
genesis due to elevated cortisol levels or due to reduced brain-derived neurotrophic factor.
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stress associated with mental arithmetic calcula-
tions or simulated public speaking, results in
greater changes in plasma cortisol levels than
most reported differences between the values in
patients with depression and those in controls.38

It is possible that chronic mild elevations of cor-
tisol, especially at night, when cortisol levels in
normal subjects are very low, have a pathogenic
role in depression. It is also possible that periph-
eral cortisol elevations are only a reflection of
central disturbances in CRH signaling, which me-
diate the effects of environmental stress on mood.59

A major liability of the hypothalamic–pituitary–
adrenal axis theory of depression is the difficulty
of defining the relationship of stress to depres-
sion. Some patients have a single lifetime depres-
sive episode, whereas a larger proportion have a
recurrent or even chronic course. Various types
of acute stress, early childhood trauma, or long-
term psychosocial problems may be involved and
may lead to different responses of the stress sys-
tem. Stress may be causative in some cases and
secondary to depressed mood in others.

Severe stress in rodents does not necessarily
model the common stresses of childhood. The
association of abuse in childhood with psycho-
pathologic disorders, including depression, in
adulthood could be due to common factors link-
ing family perpetrators of abuse and their victims,
including not only shared genes but also a shared
environment of poverty, poor nutrition, and poor
prenatal care. Depression is not uncommon in
people with no psychosocial risk factors. Most
patients treated for depression have no evidence
of hypothalamic–pituitary–adrenal dysfunction,
just as most such patients have no direct evidence
of brain monoamine deficiency.

The classic teaching is that neurons do not di-
vide in the adult mammalian brain, but studies
have shown that neurogenesis occurs in several
areas of the brain, especially the hippocampus.
Neurogenesis is more prominent in rodents than
in primates,60 and some have questioned whether
it occurs in the human cortex.61 Elevated levels of
glucocorticoids can reduce neurogenesis, and this
has been suggested as a mechanism for the de-
creased size of the hippocampus on magnetic
resonance images of the brain in many patients
with depression.62 In postmortem studies of pa-
tients with depression, cell loss in the subgenual
prefrontal cortex, atrophy in the dorsolateral pre-
frontal cortex and the orbitofrontal cortex, andTh
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increased numbers of cells in the hypothalamus
and the dorsal raphe nucleus have been reported.63

These effects resemble the atrophic changes in the
brain in patients with Cushing’s disease64 and in
rodents treated with glucocorticoids.65 However,
cortisol elevations in depression are much lower
than in Cushing’s disease.

Restraint in a small container induces stress in
rodents, suppressing neurogenesis, and this effect
is countered by antidepressant treatment.66 An-
tidepressants also enhance neurogenesis in non-
human primates.67 Santarelli et al.68 irradiated the
hippocampus in mice and abolished neurogene-
sis. They found that the radiation also abolished
the ability of the animals to respond behaviorally
to antidepressant treatment in the forced swim
test, but this phenomenon does not occur in every
mouse strain studied.69 Henn and Vollmayr sum-
marized other studies providing evidence that de-
creased neurogenesis is a result of stress and
anxiety but may not be behaviorally relevant.70 The
relevance of animal models of neurogenesis to
clinical studies of depression has been questioned
by analogy with studies of neuroprotection strat-
egies in stroke, for which numerous findings in
animal models have not been replicated in hu-
man studies.71

Brain-derived neurotrophic factor (BDNF),
a neurotrophic peptide, is critical for axonal
growth, neuronal survival, and synaptic plastic-
ity,72 and its levels are affected by stress73 and
cortisol.74 A postmortem study of patients with
depression who had committed suicide showed
that BDNF was reduced in the hippocampus.75

Antidepressant drugs and electroconvulsive thera-
py up-regulate BDNF and other neurotrophic and
growth factors75,76; a single bilateral infusion of
BDNF into the dentate gyrus has antidepressant-
like effects.77 One study showed that the hippo-
campus was smaller than normal in patients with
depression who carried a met166 BDNF allele.78

In an animal model of depression, epigenetic his-
tone methylation mediated down-regulation of
BDNF transcripts and antidepressant treatment
reversed this effect.79 These studies suggest that
BDNF is the link among stress, neurogenesis, and
hippocampal atrophy in depression. However,
a genetic association of the BDNF val166met poly-
morphism with depression has not been replicated
in most studies,74 and BDNF may be related not
only to depression but to multiple psychiatric dis-
orders.74 BDNF-knockout mice have behaviors un-

related to depression.45 Reduced BDNF levels in
the peripheral blood of patients with depression
seem to derive almost entirely from blood plate-
lets,80 and many artifacts must therefore be con-
sidered in interpreting these findings. Inflamma-
tion in the brain and some neurotoxins increase
brain BDNF levels, suggesting that the actions of
BDNF are not uniformly therapeutic.81 Castrén82

has proposed that antidepressant treatments may
increase synaptic sprouting and allow the brain
to use input from the environment more effec-
tively to recover from depression. This hypothe-
sis highlights the role that cognition may play in
depression and suggests that biochemical mech-
anisms may be nonspecific.

Strong epidemiologic data point to an associa-
tion between major depressive disorder and in-
creased cardiovascular morbidity and mortality.83

In many patients, cardiovascular disorders precede
depression, and in others, depression precedes the
cardiovascular disorder. Both n−3 fatty acid defi-
ciency84 and elevated plasma homocysteine levels85

have been implicated in cardiovascular disease and
in depression. Elevated cortisol levels in depres-
sion could increase the risk of coronary artery
disease, since cortisol increases visceral fat.64,86

Antidepressant treatment increases the survival
rate among patients who become depressed after
coronary occlusion.86 Endothelial-cell signaling
plays a crucial role in brain neurogenesis,87 and
these cells secrete BDNF; thus, both depression
and cardiovascular disease could be examples of
an endothelial disorder. Signs of inflammatory
processes have been described in major depres-
sion88 and in cardiovascular disease. Some data
suggest that exercise has protective or therapeu-
tic effects in depression.89 Rodent models support
this possibility.90

O ther Possible Mech a nisms

Table 2 summarizes possible pathophysiological
mechanisms of depression other than those based
on the monoamine-deficiency hypothesis or the
roles of stress, cortisol, and neurogenesis. Many
of these other proposed mechanisms have also
been implicated in psychiatric and neurologic dis-
orders other than depression. Since the compo-
nents of the brain are highly interconnected, it is
not difficult to find possible integrative frame-
works between two or more of the various theo-
ries. Testing the theories in a manner that can re-
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Depression research: where are we now?
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Abstract

Extensive studies have led to a variety of hypotheses for the molecular basis of depression and related mood disor-
ders, but a definite pathogenic mechanism has yet to be defined. The monoamine hypothesis, in conjunction with
the efficacy of antidepressants targeting monoamine systems, has long been the central topic of depression
research. While it is widely embraced that the initiation of antidepressant efficacy may involve acute changes in
monoamine systems, apparently, the focus of current research is moving toward molecular mechanisms that
underlie long-lasting downstream changes in the brain after chronic antidepressant treatment, thereby reaching for
a detailed view of the pathophysiology of depression and related mood disorders. In this minireview, we briefly
summarize major themes in current approaches to understanding mood disorders focusing on molecular views of
depression and antidepressant action.

Introduction
Mood disorders such as major depression and bipolar
disorders are the most common psychiatric disorders in
modern society. About 16% and 1% of the population
are estimated to be affected by major depression and
bipolar disorder one or more times during their life
time, respectively [1]. The presence of the common
symptoms of these disorders are collectively called
‘depressive syndrome’ and includes a long-lasting
depressed mood, feelings of guilt, anxiety, and recurrent
thoughts of death and suicide [2]. The genetic contribu-
tion to the manifestation of depression has been esti-
mated as 40-50% [3]. However, combinations of
multiple genetic factors may be involved in the develop-
ment of depression, because a defect in a single gene
usually fails to induce the expression of multifaceted
symptoms of depression [4]. Also, various non-genetic
factors such as stress, affective trauma, viral infection,
and neurodevelopmental abnormalities increase the
complexity of the pathogenesis of the disease. Thus,
extensive studies have led to a variety of hypotheses for
the molecular mechanism of depression, but a definite
pathogenic mechanism has yet to be defined.
The ‘monoamine hypothesis,’ which suggests a defi-

ciency or imbalances in the monoamine neurotransmit-
ters, such as serotonin, dopamine and norepinephrine,
as the cause of depression has been the central topic of

depression research for approximately the last 50 years.
This hypothesis has been initiated and supported by the
fact that early versions of antidepressants including tri-
cyclics and monoamine oxidase inhibitors have the com-
mon effect of acutely enhancing monoamine function
[5-7]. Recent development of the selective serotonin
reuptake inhibitors (SSRIs) as effective antidepressants
has further strengthened the hypothesis [6,8]. However,
unresolved complexity of the current antidepressants
remains. First, antidepressants are effective in less than
50% of patients, and recently discovered drugs have
failed to enlarge the extent of applicable patients [2].
Second, chronic treatment with antidepressants is
required for clinical effects, and the reason for this is
unknown [9]. Third, depression medications as well as
mood stabilizers show a wide spectrum of undesired
side effects.
In particular, because clinical effects of antidepressants

that acutely modify monoamine systems are significantly
delayed, it is now believed that an adaptation of down-
stream events, including lasting changes in gene expres-
sion by chronic treatment, underlie the antidepressant
efficacy [10]. This phenomenon suggests that there is
probably not a simple relationship between biogenic
amines and depression postulated by classical monoa-
mine hypothesis. The complexity may be due to multi-
ple factors, which is likely because depression is a group
of disorders with several underlying pathologies. Also,
expression of depression symptoms may require distur-
bances in certain neurotransmitter systems that are
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functionally interconnected to each other at multiple
levels. Taken together, while it still has to be empha-
sized that the initiation of antidepressant efficacy may
be mediated by acute changes in monoamine systems,
apparently, the focus of current research is moving
toward molecular mechanisms that underlie long-lasting
downstream changes in the brain after chronic antide-
pressant treatment, thereby reaching for a detailed view
to the pathophysiology of depression and related mood
disorders. In this minireview, we summarize major
themes in current approaches to understanding depres-
sion and related mood disorders.

Gene-environment interactions
As a way to discovering genes predisposing to depres-
sion, geneticists have long been searching for gene var-
iants that play a role in the response to life stresses, a
critical environmental factor for the onset of depression,
which would be an example of ‘gene-environment inter-
action’: whereby an environmental factor is filtered
through the activity of a gene to confer differential sus-
ceptibility to depression among individuals. To this end,
polymorphisms in the serotonin transporter (5-hydroxyl-
tryptamine transporter, 5-HTT) gene have been exten-
sively analyzed. It has been reported that the expression
level of 5-HTT from the 5-HTT gene is influenced by
polymorphisms in the 5’-flanking region (5-HTT gene-
linked polymorphic region, 5-HTTLPR) and in the vari-
able number tandem repeat (VNTR) of the second
intron [11,12]. In particular, a short variant of 5-
HTTLPR appears to be associated with repressed tran-
scriptional activity of the promoter, decreased 5-HTT
expression, and decreased 5-HT uptake when compared
with a long variant of 5-HTTLPR [13]. Significantly,
genetic studies have shown that these polymorphisms
are associated with major depressive disorder in human
[14]. Moreover, a longitudinal study with 847 New Zeal-
anders has shown that a short allele of 5-HTTLPR var-
iants is associated with an increase in susceptibility to
depression in response to life stresses such as job losses
or divorces [15]. Strikingly, in this study, the poly-
morphism is influential only when the subjects are in
significant life stresses, suggesting that 5-HTT may be a
connecting point between individual’s genetic makeup
and environmental triggers of depression. These obser-
vations were further strengthened by study showing that
increased depression scores in maltreated children with-
out social supports are associated the short allele of
5HTTLPR [16].
However, the insight from these studies does not

appear to be fully supported by other studies. The asso-
ciation of allelic variation in VNTR of 5-HTT gene with
the susceptibility to depression was not consistently
detected in some analyses [17,18]. A meta-analysis

showed that polymorphisms in 5-HTTLPR and the sec-
ond intron are actually found in depressed patients but
the strength of association does not reach a statistical
significance [19]. An extensive study using 1206 twins
also failed to find a main effect of 5-HTTLPR, or an
interaction between the 5-HTTLPR genotype and stress-
ful life events on major depression [20]. Moreover, a
recent meta-analysis using 14 comparable studies has
yielded no evidence that the serotonin transporter geno-
type alone or in interaction with stressful life events is
associated with an elevated risk of depression [21]. The
mixed results from these studies reveal the potential
weakness of the ‘candidate gene’ approach focusing on a
specific gene variant to elucidate gene-environment
interactions, and thus add importance on unbiased
whole-genome scan approach, especially when a disease
with polygenic nature, such as depression and related
mood disorders, is concerned.

Stress response circuits
Chronic stress is an important component in depression
even though it does not seem to function as a necessary
or sufficient factor. From this point of view, the
hypothalamic-pituitary-adrenal (HPA) axis, a core neu-
roendocrine circuit for managing stress in the body, has
been a topic of interest in depression research [22]. Cor-
ticotrophin-releasing factor (CRF) secreted from the
paraventricular nucleus of the hypothalamus enhances
secretion of adrenocorticotrophin (ACTH) from the
pituitary [22,23], and subsequently, glucocorticoid is
secreted from the adrenal cortex, impacting neurobeha-
vioral functions of various brain regions [2]. The HPA
axis forms a feedback loop via certain brain regions
such as the hippocampus and amygdala [24]. It was
reported that hypercortisolemia, a persistent upregula-
tion of blood glucocorticoid levels, increases the excito-
toxicity of CA3 pyramidal neurons in the hippocampus,
resulting in dendritic atrophy, reduction in spinogenesis,
apoptosis of neurons, and possibly inhibition of adult
neurogenesis [25]. These functional abnormalities of
hippocampal neurons caused by chronic stress can
reduce the inhibitory tone on the HPA-axis, which
results in hyperactivity of the HPA-axis [23]. Notably,
hyperactivity of HPA-axis is evident in approximately
half of depressed patients and chronic treatment with
antidepressants often reverses this phenomenon [23,26].
Furthermore, evidence from animal studies suggests that
chronic treatment with antidepressants appears to con-
tribute to the recovery of the abnormal function of the
hippocampus by increasing neurogenesis [27,28].
In this regard, one research direction is to evaluate the

therapeutic potentials of weakening of the functions of
the HPA axis. The obvious targets are CRF receptors
expressed in the pituitary and glucocorticoid receptors

Lee et al. Molecular Brain 2010, 3:8
http://www.molecularbrain.com/content/3/1/8

Page 2 of 10



expressed in the hippocampus and other brain regions,
because those receptors are core components in the
HPA axis and the associated feedback loop [24,29-32].
In a similar context, vasopressin receptors have also
emerged as alternative targets [33,34]. Vasopressin is a
neuropeptide that enhances CRF function and works
through vasopressin receptors expressed in the amygdala
and other parts of the limbic system. Also, a single
nucleotide polymorphism (SNP) of vasopressin 1b (V1b)
receptor has protective effects against major depressive
disorder [35]. Intriguingly, antagonism of CRF receptors,
glucocorticoid receptors, and vasopressin receptors
appear to exhibit antidepressant effects in experimental
animals. The applicability to human patients remains to
be further refined.

Neurotrophic factors
Long-term stress appears to reduce the expression level
of brain derived neurotrophic factor (BDNF) in the
hippocampus [36]. Also, in a post-mortem study of
depressed patients, a reduction in BDNF expression was
reported [37]. In addition, polymorphisms of BDNF
gene are associated with neuroticism, a personality trait
linked to increased susceptibility to depression [38].
A family-based association study showed that poly-
morphisms in BDNF genes are related to bipolar disor-
ders [39]. Conversely, a chronic treatment with
antidepressants not only enhances the BDNF level but
also increases the stress resistance in animals [40,41].
These observations provided a basis for ‘neurotrophism
theory’ stating that depression is caused by a deficit in
neurotrophic factors, and antidepressants neutralize this
deficit. This theory may be intimately related to neuro-
nal damages in the hippocampal region caused by
hyperactivity of stress response circuits aforementioned.
Because BDNF is known to enhance synaptic plasticity
in various brain regions [42,43], it is reasonable to pos-
tulate that improving BDNF function may be beneficial
to the hippocampal neurons that are susceptible to
stress-induced damages. Supporting this idea, direct
injection of BDNF into the hippocampus of experimen-
tal animals induces behavioral changes similar to antide-
pressant treatment [41]. Thus, BDNF and its receptor
TrkB, have become promising targets of novel-type anti-
depression therapies.
Despite these observations, a possible causative rela-

tionship between BDNF function and the pathogenesis
of depression or antidepressant efficacy requires further
clarification. For example, while the antidepressant effi-
cacy is suppressed in experiments using inducible BDNF
knock-out mice, depression-related behaviors are only
seen in females, showing significant gender differences
[36]. Moreover, forebrain-specific conditional TrkB
receptor knockout mice do not exhibit depression-

related behaviors such as increased behavioral despair in
the forced swim test [44], whereas it has been demon-
strated that activation of TrkB receptor is required for
antidepressant-induced behavioral effects [45]. Thus, the
relationship between the loss of BDNF activity and the
expression of depressive symptoms is not in a simple
correlation. Nevertheless, the potential value of the neu-
rotrophic theory as a basis for the design of new form
of anti-depression therapies cannot be excluded by the
complexity of the current experimental results.

Histone modifications
One poorly understood characteristic of antidepressants
is the long delay before the onset of positive effects in
patients [10]. This phenomenon is often attributed to
the slow development of adaptation in the relevant neu-
rons that underlies the beneficial effect of the drugs.
The identity of the adaptation is not clear yet, but
enduring changes in the state of chromatin are thought
to be involved. Chronic electro-convulsive shocks that
are effective for some depressed patients also induce
changes in wide range of the histone modification pat-
terns in experimental animals [46]. One locus with pro-
minent changes is BDNF, and in conjunction with the
suggestion of BDNF as a potential target for design of
new antidepressants, the epigenetic control of BDNF
expression has been extensively analyzed in the context
of the expression of depression and chronic antidepres-
sant treatments. In the rat hippocampus, chronic elec-
tro-convulsive shocks increase acetylated histone H3 at
the BDNF promoters 3 and 4, and these modifications
appear to be correlated with increased expression of
BDNF and CREB [46]. This upregulation has been
linked to the effects of antidepressants in animal studies
[28,47]. Moreover, chronic defeat stress, an experimental
model for depression, elicits selective downregulation of
some BDNF splice variants, in the hippocampus [28].
This downregulation appears to be due to induction of
H3-K27 dimethylation, a histone code for transcriptional
repression [28,48]. Conversely, an antidepressant treat-
ment reverses repression of BDNF expression likely by
inducing H3 acetylation and H3-K4 methylation, acting
as histone codes for transcriptional activation, at the
BDNF promoter region [49]. During this whole process,
roles for histone deacetylases (HDACs) seem to be cru-
cial because chronic antidepressant treatment downre-
gulates HDAC5, and overexpression of HDAC5 in the
hippocampus prevents its antidepressant effect [28].
HDAC inhibitors have thus received attention for their

potentials as promising therapeutics for depression and
related mood disorders. HDAC inhibitors are members
of four families: the short chain fatty acids (e.g. sodium
butyrate (SB), phenylbutyrate, and valproic acid (VPA)),
the hyroxamic acids (e.g. TSA and suberoylanilide
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hydroxamic acid (SAHA)), the epoxyketones (e.g. tra-
poxin), and the benzamides. One of the most widely
used mood stabilizers is VPA. As VPA is known to have
an inhibitory activity on HDAC1 and presumably other
HDACs [50], it has been proposed that its mood stabi-
lizing efficacy may be mediated at least in part by his-
tone modifications. Another study showed that HDAC
inhibitors such as VPA, SB, and TSA increase BDNF
expression in the brain [51]. Thus, epigenetic mechan-
isms, especially histone modification, seem to have the
potential to provide new mechanistic insights into the
expression of depression and novel treatments for
depression and related mood disorders.

Adult hippocampal neurogenesis
Brain imaging studies showing reduced hippocampal
volume in depressed patients have provided a platform
for investigating adult neurogenesis in the context of the
pathogenesis of depression [52]. The hypothesis states
that chronic stresses and other depression-inducing sti-
muli decrease neurogenesis [53-55], whereas antidepres-
sant efficacy may rely on an increase in neurogenesis
[54-56]. Adult neurogenesis is restricted to the subven-
tricular zone and subgranular zone of the hippocampus
[57], and this emphasizes the potential importance of
hippocampal neurogenesis during the onset as well as
during the treatment of depression. Supporting this
idea, various animal models of depression, such as
learned helplessness, chronic mild stress, and psychoso-
cial stress, are associated with reductions in hippocam-
pal neurogenesis [58-60]. Conversely, chronic
antidepressant treatment not only increases neurogen-
esis but also supports survival of newborn neurons [61].
It has also been shown that the antidepressant efficacy
of tricyclics, imipramine, and SSRIs requires hippocam-
pal neurogenesis in rodents [58,62,63]. Furthermore,
chronic fluoxetine treatment appears to increase the
number of synapses in the pyramidal cell layers and
block the decrease in spine density in the dentate gyrus
and other hippocampal cell layers [64]. Notably,
enriched environments, which is known to enhance hip-
pocampal neurogenesis [65], decrease depression-related
behaviors in rodents [66,67].
The expression level of BDNF deserves attention when

examining the molecular mechanisms underlying the
antidepressant-mediated increase in neurogenesis. As
described above, in various animal models of depression,
the BDNF level is decreased [40], whereas chronic anti-
depressant medication and electro-convulsive shocks
increase the levels in the hippocampus [28,46]. A recent
study showed that CREB, a transcription factor that reg-
ulates expression of CRE-containing target genes includ-
ing BDNF, is also upregulated and activated in
hippocampus by chronic antidepressant treatment

[2,53,68,69]. However, the cause and effect relationship
among the induction of CREB and BDNF, the neurogen-
esis, and behavioral effects of antidepressants remains to
be further investigated.
Recent studies demonstrated that long-term adminis-

tration of mood stabilizers such as lithium, valproic
acid, and carbamazepine also enhances adult hippocam-
pal neurogenesis [70-72]. Lithium directly inhibits glyco-
gen synthase kinase-3 (GSK-3) and inositol signaling
[73]. VPA enhances gene expression likely by inhibiting
HDACs, indirectly blocks GSK-3 activity, and suppresses
inositol signaling [71,74-76]. Although it remains
unclear whether the GSK-3 and inositol signaling are
actually linked with clinical effects of mood stabilizers,
the data suggest a common molecular pathway consti-
tuting the pathophysiology of depression and related
mood disorders that converges on adult hippocampal
neurogenesis.

Substance withdrawal
Various drugs such as alcohol, psychostimulants, opiates
and N-methyl-D-aspartate (NMDA) receptor antagonists
generate a physiological response called withdrawal
symptoms during abstinence in humans and experimen-
tal animals [77-80]. The characteristics of affective
symptoms caused by drug withdrawal and major depres-
sive disorder are strikingly similar [80]. Depressed mood
and anhedonia are commonly present with both drug
abstinence and depressive disorders [81]. Hyperphagia,
hypersomnia, feelings of fatigue, and suicidal ideation
are also observed in both conditions [82,83]. Disruptions
of the HPA axis are also seen during drug withdrawal,
and are accompanied by increased levels of cortisol and
elevated cerebrospinal levels of CRF [84]. In addition,
elevated levels of cortisol, ACTH and b-endorphin dur-
ing early cocaine withdrawal resemble those in
depressed patients [85]. Brain-imaging studies using
positron emission tomography (PET) and functional
magnetic resonance imaging (fMRI) have revealed that
methamphetamine withdrawal induces decreased glu-
cose metabolism in the anterior cingulate cortex and
insula, and increased metabolic activity in the amygdala
and orbitofrontal cortex, all of which are frequently
observed in clinical depression [86].
Much evidence shows that depression and related

mood disorders are accompanied by abnormalities in
dopaminergic transmission in the nucleus accumbens
(NAc) and ventral tegmental area (VTA), regions that
are core parts of the brain reward circuit [87]. It is well
established that depressed patients have difficulties in
the expression of pleasure and acquisition of motivation,
which are mainly governed by a normal NAc-VTA
dopamine circuit [88]. Consistently, it has been shown
that a deregulation of dopamine D2 receptor signaling
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results in depression-like behaviors in experimental ani-
mals [89], and that neuronal nitric oxide synthase
(nNOS) knockout mice with altered dopamine D1
receptor signaling exhibit decreased depression-related
behaviors [90]. Because nearly all drugs of abuse directly
or indirectly activate monoaminergic neurotransmission
in the limbic system, resulting in reward sensations
[91,92], it has been postulated that counter-adaptations
may occur in opposition to the reward effects with
chronic drug intake, generating cognitive, motivational,
and affective impairments, including depression-like
symptoms during the drug withdrawal period [93].
As described above, in many ways, depressive mood

subsequent to drug withdrawal shares common charac-
teristics, such as neuro-hormonal changes, regional
brain activity, and pharmacological responses, with clini-
cal depression. However, it needs to be emphasized that
the onset, course, duration, and other factors such as
involvement of substances diagnostically distinguishes
substance-induced mood disorders from major depres-
sive disorders [94,95]. Some experimental data also hint
at differences between these conditions at the molecular
level, demanding cautions when interpreting the related
observations. For example, dopamine transporter densi-
ties are increased in the striatum in both cases [96], but
serotonin transporter densities are elevated in the brain-
stem during the early stage of cocaine abstinence [97],
but not in clinical depression [98]. Also, some abstinent
drug addicts have been treated with antidepressant
drugs to reduce drug craving, but the positive effect of
these drugs needs further validation [99]. Nonetheless,
insights from these views not only tell us that brain
reward circuits composed of the mesolimbic system are
potentially important in understanding depression, but
also provide a useful behavioral readout for depressive
mood in experimental animals.

Circadian rhythms
Circadian rhythm is a roughly 24-hour cycle of bio-
chemical, physiological, and behavioral processes under
control of internal clock [100-102]. From the clinical
point of view, a potential link between circadian
rhythms and depression or related mood disorders has
long been postulated. For example, it is relatively well
known that insufficient length of light phase to entrain
the circadian rhythm can be causative for the develop-
ment of seasonal affective disorders [103,104]. Also,
abnormal regulation of sleep/wake cycles, body tempera-
ture, blood pressure, and various endocrine functions
under the control of circadian clock are prominent
symptoms of mood disorders [102,105-110]. However,
molecular mechanisms underlying the link are still lar-
gely unknown.

Recently, interesting observations have been made in
the mutant mouse that has a deletion of 19th exon of
Clock gene, a core component of molecular clock. The
mouse exhibits hyperactive VTA dopaminergic neurons
and behavioral phenotypes that are reminiscence of
mania seen in bipolar disorder patients [111,112]. More-
over, lithium, a mood stabilizer for bipolar depression
patients, effectively inhibits GSK3b, a core regulatory
component in the molecular clock. Lithium also has an
effect on the nuclear entry of Period-Cryptochrome het-
erodimers, a key process to form a negative loop in the
molecular clock, likely through an inhibition of GSK3b
activity. Furthermore, lithium appears to regulate activ-
ity of Rev-erb a that links the negative loop to the posi-
tive loop in the biological clock [113-116].
Potential links between circadian rhythm and the

monoamine system are also reported. The synthesis
and/or secretion of monoamine neurotransmitters and
the function of their receptors are under influence of
circadian rhythms. The circadian rhythmicity of dopa-
mine transporter and tyrosine hydroxylase expression in
dopaminergic neurons is also disrupted when the supra-
chiasmatic nucleus of the hypothalamus, the central part
of endogenous clock, is damaged [117]. Moreover,
monoamine oxidase-A (MAO-A) expression is regulated
by dimer formation of Clock and Bmal1, and MAO-A
activity accordingly shows a circadian rhythmicity [118].
Conversely, the expression of circadian genes such as
Clock, Per1, and Bmal1 is stimulated when dopamine
D1 receptor is activated, and suppressed when dopa-
mine D2 receptor is activated in the limbic area [119].
Collectively, the molecular clock appears to be tightly
interconnected with monoamine systems, which might
explain symptomatic correlation between circadian
rhythm and depression at the molecular level.
Although the relationship among the daily variations

of mood, endogenous molecular clock, and the expres-
sion of depressive symptoms is complicated, normaliza-
tion of the biological rhythms of a depressive individual
could have a beneficial effect. In this regard, the recent
development of agomelatine as an antidepressant is of
great interest. Agomelatine is a potent agonist for mela-
tonin receptors and has capacity to reset the internal
circadian clock [120,121]. Intriguingly, it also exhibits
antagonistic activity on 5-HT2C receptor, thereby indir-
ectly enhancing the dopamine and norepinephrine neu-
rotransmission [122-124]. Moreover, agomelatine affects
differentially various stages of neurogenesis in the dorsal
and ventral hippocampus [125]. Further understanding
of the molecular basis of agomelatine action and its effi-
cacy may provide interesting insight into the interface
between circadian rhythm and pathophysiology of
depression.
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Functional anatomy
Information on brain regions and neural circuitry
responsible for the expression and progression of a dis-
ease is an important platform to better diagnose the dis-
ease and to properly interpret the observations obtained
from molecular, cellular, and tissue experiments in the
clinically relevant context. While various brain regions
are known to be involved in regulation of mood or emo-
tion, definite information on central neural circuits
responsible for mood disorders is still incomplete,
mainly because anatomical lesions in patients have been
less consistently found relative to other various neurolo-
gical disorders such as some neurodegenerative diseases.
However, there are neuropathological and neuroradiolo-
gical studies that have established interesting associations
between mood disorders and structural abnormalities in
the brain. For example, glial reduction was observed in
anterior cingulate gyrus and neuronal abnormalities were
detected in the dorsolateral prefrontal cortex in post-
mortem neuropathological studies of mood disorder
patients [126,127]. Radiological studies using MRI also
revealed reduced volumes of orbitofrontal and subgenual

anterior cingulate cortex [128-130], electrical stimula-
tion of which correlatively elicits an antidepressant
effect [131]. Most notably, reductions in hippocampal
volume in depressed elderly patients were reported
[132,133].
Recent brain imaging studies mainly using fMRI are

adding information on brain regions that play important
roles in depressive symptoms at the functional level
[134]. Functional changes in brain regions such as pre-
frontal/cingulate cortex, hippocampus, striatum, amyg-
dala, and thalamus are correlated with depression [52].
The neocortex and hippocampus also appear to play cri-
tical roles in the symptoms related to the cognitive defi-
cits that are prevalent in depressed patients [55], and
the nucleus accumbens and amygdala seem to be core
regions for anhedonia and emotional memory-related
symptoms [135,136]. The functional changes in the
hypothalamus are also linked to sleep- and appetite-
associated symptoms [137]. Research on these topics is
now being accelerated by fast advances in brain imaging
technologies, and the outcome, in combination with the
information from the conventional anatomical studies, is

Figure 1 Approaches to the development of antidepressants targeting non-monoaminergic components. Chronic stress can cause
hypercortisolemia which results in neuronal damages in the hippocampus, thereby weakening the feedback inhibition on HPA axis. Chronic
stress also can inhibit the expression of neurotrophic factors through epigenetic mechanisms. On the other hand, chronic treatment of
antidepressants and mood stabilizers can establish epigenomic environments that favor the expression of anti-depression genes. The targets may
include genes for neurotrophic factors which prevent neuronal damages and enhance hippocampal neurogenesis. Some of approaches to the
development of antidepressants targeting non-monoaminergic components are also shown.
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driving the generation of a higher-resolution picture of
the neural circuitry relevant to depression.

Conclusion
A prerequisite for effective control of depression and
related mood disorders is to understand their detailed
molecular pathways. Although the classical stress model
of depression and current understanding of antidepres-
sant action appears to be partially linked via epigenetic
mechanisms and hippocampal neurogenesis (Figure 1),
obviously, the current picture of the pathophysiology of
depression is largely incomplete, and thus many poten-
tial hypotheses are being generated and tested, forming
fragmented neurobiological views of depression and
related mood disorders. One major task in the field
must be to integrate the relevant hypotheses to formu-
late a bigger picture of the pathophysiology of depres-
sion and related disorders. A key step may be to define
the high-resolution neural circuitry of depression, which
will provide a platform to better interpret the observa-
tions obtained from molecular, cellular, and tissue
experiments at the organism level. Another critical step
will be to identify ‘depression genes’ that are causative
for depression. This will help us generate genetic animal
models that may not only be critical for clarifying many
issues in depression research using experimental ani-
mals, but may also be useful for assessing the potential
efficacy of candidate antidepressants. Finally, the most
challenging task in the field is to overcome the limita-
tions of current therapies, which are only effective in a
fraction of patients. It has long been expected that novel
antidepressants targeting non-monoamine systems
would enlarge the extent of treatable patients (Figure 1),
but the progress still falls short of expectations, thereby
leaving it as a pressing task in the field.
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T he diagnostic evaluation of depressive disorders
and their classification as mild, moderate, or

severe was presented a short while ago in an earlier issue
of Deutsches Ärzteblatt (1). If depression has been cor-
rectly diagnosed, numerous effective treatment options
are currently available. The prognosis of a depressive
disorder is good if it is treated appropriately and consis-
tently.

The learning aims of this article are
c knowing the fundamentals of the treatment of

depressive disorders (indication, setting, treatment
phases, treatment steps)

c learning the principles of establishment of the
physician-patient relationship

c acquiring basic knowledge about pharmacotherapy
with antidepressants

c acquiring knowledge about treating depression
with different forms of psychotherapy.

This continuing medical education article is based on
a selective review of the literature, combined with the
authors' own extensive experience in the ambulatory
and in-hospital treatment of depressed patients. It presents
the current state of the therapy of depressive disorders,
with an emphasis on treatments that can be provided by
general practitioners and family physicians.

Evidence of a depressive episode requiring treatment,
as opposed to appropriate grief, can include the following:

c Duration of the depressive syndrome > 2 weeks
c Persistently depressed affect that cannot be lightened

even by positive experiences
c A sense of paucity of emotion (the patient does not

consider himself or herself to be sad, but rather
feels "turned to stone" or "dead within")

c Typical circadian fluctuations, with a morning low
and improvement toward evening

c Somatic symptoms without any organic cause

Prognosis
Depressive disorders have a favorable prognosis
if the available treatments are applied consistently
and thoroughly.

CONTINUING MEDICAL EDUCATION

Treatment of Depressive Disorders
Tom Bschor, Mazda Adli

SUMMARY
Introduction: A confusing variety of options are available
for the treatment of depressive disorders.

Method: Selective literature review under consideration of
current guidelines.

Results: The treatment of depression can be divided into
acute, maintenance and prophylactic phases. The basic
forms of treatment are pharmacotherapy, psychotherapy,
and supportive strategies. The approximately 30 anti-
depressants currently on the market differ mainly with
respect to their side effect profiles. Of the specific types of
psychotherapy, cognitive behavioral therapy, psycho-
dynamic therapy, and psychoanalysis are funded by the
statutory health insurance providers in Germany. All
treatment strategies (except for sleep deprivation) show
a latency of onset of several weeks and a nonresponse rate
of about 30% to 50%. In clinical practice it is essential to
follow a stepwise procedure and to perform a standardized
evaluation of response after the latency period. In the
event of nonresponse, the next step of treatment should be
initiated.

Discussion: Depressive disorders have a good prognosis
provided one takes best advantage of the available treatment
options. Preconditions are continuation of treatment for an
appropriate length of time (for antidepressants ca. 4 to 6
weeks, for psychotherapy ca. 4 to 12 weeks) and
standardized evaluation of response thereafter.
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c Inappropriate feelings of guilt, or even depressive
delusions

c Suicidality
c Previous episodes of severe depression
c A family history of severe depressive disorders.

The treatment setting
Depression is a very common condition (1). Therefore,
its diagnosis and treatment, at least in uncomplicated
cases, are tasks not just for the psychiatrist, but for the
general practitioner and family physician as well.

c The indications for referral to a psychiatrist are
– diagnostic uncertainty
– psychiatric comorbidity (e.g., addiction, dementia,

personality disorder)
– severe depressive manifestations
– delusional depression
– depression in the setting of a bipolar affective

disorder (bipolar depression)
– suicidality
– chronified depression
– intractability, i.e., nonresponse to one or two treat-

ments that have been carried out appropriately
– need for psychotherapy or for an intensity of care

that cannot be delivered in the setting of a family
practice.

c The indications for referral for inpatient psychiatric
treatment are
– acute suicidality or other type of self-endanger-

ment (e.g., refusal of food)
– severe delusional or other psychotic manifesta-

tions
– depressive stupor
– the inability, because of illness or other causes, to

participate in outpatient treatment on a regular
basis (e.g., because of a lack of drive)

– imminent neglect of oneself because of the lack
of an adequately supportive social network

– external living conditions that would impair the
success of outpatient treatment, e.g., severe
familial conflicts

– lack of response to outpatient treatment.

Phases and objectives of treatment
The treatment of depression is divided into three phases
(2, 3). The goal of acute therapy is complete or near-
complete remission of the depressive manifestations.
Because the speed of response of depressive disorders to

treatment varies, acute therapy may need to be given for
no more than a few weeks or for many months.

After the acute phase, maintenance therapy is given,
with the main goal of preventing an early relapse. Its
duration varies from 6 to 12 months. Maintenance therapy
is indicated during this period because there is a high chance
of relapse regardless of the form of treatment that was used
to induce remission in the acute phase (4). In general, the
form of treatment that led to remission is continued
unchanged into the maintenance phase. A further goal of
maintenance therapy is complete functional recovery, i.e.,
the patient's complete return to his or her premorbid level
of function at home, in the workplace, and elsewhere.

Prophylactic therapy is indicated only in patients
whose illness has taken a recurrent course, depending on
the likelihood of recurrence in the individual case. The
latter can best be judged from the number of prior
depressive episodes and from the intervals of time
between them. If prophylactic therapy is thought to be
indicated, it should be started without any temporal end-
point in view (4). This review article will mainly deal
with acute therapy.

Principles of treatment
The three main types of treatment for depression are

c pharmacotherapy,
c psychotherapy, and
c supportive measures.
Because of the considerable rate of spontaneous

remission, particularly in milder cases of depression
(untreated episodes last for an average of 6 to 8 months),
the physician and the patient may agree on a two- to
four-week period of "watchful waiting" before any
treatment is given (5).

The initial treatment of mild or moderate depression
should consist of monotherapy, either with a single
medication or with psychotherapy, depending on avail-
ability and on the patient's preference. In severe, recurrent,
or chronified depression, as well as for elderly depressed
patients, a primary combination of these two treatment
modalities may be advantageous.

Basic treatment strategy
The foundation of any treatment for depression, including
but not restricted to specific forms of psychotherapy, is
conversation with an empathic and understanding phy-
sician in the framework of a stable therapeutic alliance.
The patient should sense the physician's acceptance of
his or her worries and fears and should feel relieved as a

Depression—a common disorder
The recognition and treatment of depression, at
least in cases with an uncomplicated course,
is a task not just for psychiatrists, but for general
practitioners as well.

The basis of treatment
The treatment of depression is based on con-
versation with an empathetic and understanding
physician and on a stable therapeutic alliance.
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result of the therapeutic interview, particularly with re-
spect to feelings of guilt and inadequacy. The physician
should inspire optimism by assuring the patient that
depression is treatable and has a good prognosis. To this
end, it often helps to instruct patients with a biological
model of their condition, making it possible for them—
particularly in the acute stage—to understand their
depressive manifestations as the expression of an illness
and thus as a legitimate, temporary dispensation from
the duties of everyday life. A biological explanation can
often also take away the inexplicable and threatening
character of depression. Chronically depressed patients,
on the other hand, need stepwise activation and promo-
tion of their individual responsibility and initiative.
Over-challenged family members often react with
reproaches, trivializations ("everything will be OK soon
enough, it's not really so bad"), or exhortations to "pull
yourself together." All of these are unhelpful, yet they
underscore the necessity of educating the patient's family,
too, about depression as a treatable illness and of en-
listing them in the effort to bring about recovery. Patients
and their families can be motivated to participate in a
self-help or family group (see German Internet addresses
listed at the end of this article). Written patient informa-
tion can be useful as well (see Internet addresses).

A special danger of depressive disorders is suicidality.
3% to 15% of persons suffering from depression commit
suicide (e1), while 40% to 70% of suicide victims had
suffered from depression (6).

The issue of suicidality should always be addressed
repeatedly over the course of treatment. Patients almost
always feel relieved when this topic is discussed. For
concrete management, see the article by Rudolf et al.
(1). Most suicides are announced beforehand in some
way, either directly or indirectly.

Important steps to be taken for suicidal patients are
the following:

c The immediate commencement of a psychothera-
peutic crisis intervention. A stable physician-patient
relationship is the most effective protective factor;
thus, the family physician plays a central role in
such situations.

c Referral to a specialized psychiatrist
c Short-term follow-up at close intervals and clear,

unambiguous agreement on the time and place of
the next session—no vague offers such as, "give me
a call if things are not going well."

c Aconcrete, 24-hour offer of help: telephone number
of the psychiatric crisis service or rescue center

c Obtain the patient's agreement to put off any
thoughts of harming himself or herself and have
the patient commit to an anti-suicide pact. The
latter is an agreement between the physician and
the patient in which the patient promises not to
harm himself or herself within a specified period
of time.

c Inpatient referral or involuntary commitment, if
necessary, in accordance with the relevant laws

c For acute suicidality, give benzodiazepine when
indicated.

Because there is no single treatment method to
which all patients will respond, depression is treated,
as a rule, in sequential therapeutic steps (7). The
duration of each step should be long enough to give
the method used a chance to be effective, yet also
short enough to avoid treating the patient ineffectively
for any longer than necessary. Four weeks (or six, for
elderly patients) has generally been found to be an
appropriate period for treatment with antidepressant
medications, four to twelve weeks for specific forms
of psychotherapy.

At the end of this period, the patient's response to
treatment should be evaluated in a standardized fashion.
To this end, a detailed documentation of the patient's
disease manifestations at the outset of the treatment step
is essential. The established, easy-to-use depression
severity scales are also helpful—both external assess-
ment scales (e.g., the Hamilton Depression Scale [8])
and self-assessment scales (e.g., the Beck Depression
Inventory [9]). A "response" in terms of these scales is
generally said to have occurred when the overall score
has gone down by at least half during the treatment step
in question (10). If this is the case, further treatment
should be aimed at a complete remission of the disease
manifestations. In case of nonresponse, on the other
hand, a transition should be made to the next treatment
step.

Pharmacotherapy
Antidepressants
The antidepressants play a central role in the pharmaco-
therapy of depression. Approximately 30 substances in
this class are approved for use in Germany. All are about
equally effective (5), with a nonresponder rate of one-
third to one-half. All antidepressants have a similar
latency until the onset of their therapeutic effect: for
practical clinical purposes, a latency of two to four
weeks can be assumed (EBM level A [Ia]).

Suicidality
A special danger of depressive disorders is
suicidality. 3% to 15% of persons suffering from
depression commit suicide, while 40% to 70% of
suicide victims had suffered from depression.

The treatment of depression
As a rule, depression should be treated in
successively applied therapeutic steps, because
not all patients respond to every kind of treatment.
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With very few exceptions, all available antidepressants
work mainly by raising the synaptic concentration of
serotonin and/or noradrenaline in the central nervous
system. They differ only in the precise mechanism by
which they do this (11) (table 1).

Phytotherapy (St. John's wort)
Phytotherapy with St. John's wort preparations is very
popular in Germany in particular. The scientific evidence
with regard to the efficacy of this agent is mixed at present,
with many studies fraught with severe methodological
deficiencies. A current meta-analysis (5) comes to the
conclusion that St. John's wort is probably effective for
the treatment of mild and moderate depression. The more
than 40 St. John's wort preparations that are now available
on the German market contain extremely variable con-
centrations of more than 400 individual chemical
substances (5).

It is not widely known, yet highly clinically relevant,
that St. John's wort carries with it a major risk of inter-
actions with other medications: by inducing isoenzymes
of the cytochrome P450 system, it can weaken the effect
of many medications, including oral contraceptives,
anticoagulants, digoxin, theophylline, other antidepres-
sants, cyclosporine, and anti-HIV agents. Likewise,
when a patient stops taking St. John's wort, the serum
concentrations of these drugs will rise.

Benzodiazepines
Benzodiazepines have no antidepressant effect in the strict
sense of the term, yet they have an acute sedative and
anxiolytic effect and their use may thus be indicated for
severely depressed and suicidal patients for a period no
longer than 14 days. Such treatment is often needed
because of the long latency of effect of the antidepressants,
which was already mentioned above. The risks and contra-
indications of the benzodiazepines must, however, be
taken into account. For instance, a history of addiction
may be a risk that contraindicates benzodiazepine use.

Neuroleptics
Neither the older nor the newer neuroleptics have been
shown to be effective as monotherapy for unipolar
depression. Neuroleptics are indicated only for the treat-
ment of delusional depression and should only be pre-
scribed by a psychiatrist. Studies have shown that some
of the atypical neuroleptics are effective when given in
addition to an antidepressant (augmentation therapy),
but neuroleptics have not been approved for this indication.

Weekly injections of fluspirilene should not be given
because of the risk of tardive dyskinesia.

Lithium
So-called lithium augmentation plays a role in the acute
treatment of depression that has not responded to anti-
depressants (12). Furthermore, lithium as monotherapy
is effective for prophylactic treatment in recurrent
depression. Treatment with lithium requires special
knowledge and precautionary measures and should thus
be prescribed only by experienced physicians.

The course of pharmacotherapy
Patient education and shared decision-making
Thorough patient instruction about the effect, duration,
and possible side effects of treatment is an integral com-
ponent of pharmacotherapy. Patients must also be in-
formed that maintenance therapy will be needed after
the acute phase of treatment. When discussing these
matters with the patient, the physician must address
widespread misgivings and ungrounded fears, e.g., of
addiction or a change of personality. Patient compliance
with psychiatric medication is often inadequate but can
be improved by informing the patient about the latency
of the antidepressant effect and by describing possible
side effects in advance. Shared decision-making (13)
means that the well-informed patient should be able to
decide for or against taking any proposed antidepressant
medication in tandem with the physician. Letting the

TABLE 1

The mechanism of action of antidepressants

Mechanism Pharmacological group

Inhibition of serotonin and/or c Tri- and tetracyclic
noradrenaline reuptake antidepressants (TCA)

c Selective serotonin and noradrenaline
reuptake inhibitors (SNRI)

c Selective serotonin reuptake
inhibitors (SSRI)

c Selective noradrenaline reuptake
inhibitors (reboxetine)

Inhibition of monoamine oxidases c Reversible monoamine oxidase
inhibitors

c Irreversible monoamine oxidase
inhibitors

Inhibition of presynaptic autoreceptors c Presynaptic receptor antagonists

St. John's wort
St. John's wort is likely to be effective for the
treatment of mild or moderately severe depression.
The available preparations are, however, of variable
composition and can lower the effectiveness of
many types of concomitantly taken medications.

Patient education and shared decision-making
A thorough orientation of the patient about the effect,
duration, and possible side effects of treatment is an
integral component of pharmacotherapy. Patients
must also be informed that maintenance therapy will
be necessary after the acute phase of treatment.
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patient's family take part in this process also improves
compliance.

The choice of antidepressant
The choice of an antidepressant for acute treatment is
largely based on the side-effect profile, as the agents
used for acute treatment are all comparably effective
(table 2). If a particular antidepressant has already been

used effectively to treat a previous episode, then this
agent should be preferred.

Sedation is a side effect that may be either undesired
or beneficial if the patient suffers from sleep disturbance.

Tricyclic antidepressants should be avoided in a num-
ber of situations (5):

c In prostatic hyperplasia, glaucoma, cognitive im-
pairment/dementia, constipation, and co-medication

TABLE 2

Antidepressants

Substance group, Initial Standard High Side effect, risk, and interaction profile Neurochemical
substances dose dose dose*1 (selected) properties

(mg/d) (mg/d) (mg/d)

Tricyclic antidepressants: Anticholinergic effects (dry mouth, constipation, Inhibition of serotonin and
amitriptyline, clomipramine, impaired accommodation, urinary retention, delirium, noradrenaline reuptake; also,
desipramine, doxepine, cognitive impairment); orthostatic hypotension; blockade of muscarinic
imipramine, lofepramine, sedation, increased appetite, weight gain acetylcholine receptors,
nortriptyline, trimipramine 25–50 150 300 (esp. with amitriptyline, doxepine, and trimipramine); histamine1 receptors,
Tetracyclic heart block, cardiac arrhythmia; and α1-adrenergic receptors
antidepressant: potentially lethal toxicity with overdose:
maprotiline beware of accidental (impaired memory)

or suicidal overdoses

MAO inhibitors: For tranylcypromine, pay close attention to drug Tranylcypromine: irreversible
Irreversible: tranylcypromine 10 10–30 80 information (a low-tyramine diet is necessary—beware MAO-A and MAO-B inhibition;
Reversible: moclobemide 150 300–600 900 of hypertensive crises! Danger of serotonin syndrome Moclobemide: reversible

when combined with serotonergic medications, or given MAO-A inhibition
at too short an interval before or after them!). Side effects:
sleep disturbance, orthostatic hypotension, dry mouth.

SSRI: Nausea, inner unrest, sleep disturbance, sexual Selective inhibition of serotonin
Citalopram, fluoxetine, dysfunction, SIADH*2. With fluoxetine, paroxetine, reuptake
paroxetine 20 20–40 not and fluvoxamine, beware of the major risk of
Escitalopram 10 10–20 indicated interactions with many other drugs because
Fluvoxamine, sertraline 50 50–150 of inhibition of cytochrome P450 isoenzymes!

SNRI: Nausea, inner unrest, sexual dysfunction, Selective inhibition of serotonin
Venlafaxine 75 150–225 375 rise in blood pressure (esp. venlafaxine), and noradrenaline reuptake
Duloxetine 60 60 120 SIADH*2, dry mouth, diaphoresis

Autoreceptor blockers: Sedation, increased appetite, weight gain; mianserin: Blockade of presynaptic
Mianserine 30 60–120 180 risk of changes in blood count (check periodically!) autoreceptors and thus inhibition
Mirtazapine 15 15–45 80 of negative feedback

Other: Sedation, sleep disturbance, increased appetite, Blockade of serotonin2 receptors
Trazodone 50–100 200–400 600 weight gain, orthostatic hypotension, priapism and presynaptic autoreceptors,

(inform patient!) moderate inhibition of serotonin
reuptake

Bupropion 150 150–300 450 Unrest, sleep disturbance, headache, Inhibition of dopamine and
rise in blood pressure, dry mouth noradrenaline reuptake

Reboxetine 8 8 10 Tachycardia, orthostatic hypotension, inner unrest, sleep Selective inhibition of
disturbance, dry mouth, diaphoresis, urinary retention noradrenaline reuptake

*1High-dose treatment requires more frequent monitoring, sometimes on an inpatient basis, and will predictably result in a higher rate of undesired effects.
*2SIADH, syndrome of inappropriate ADH secretion

The choice of antidepressant
The choice of an antidepressant for acute
treatment is largely based on the side-effect
profile, as the agents used for acute treatment are
all comparably effective.

Effectiveness
The effectiveness of antidepressants can only be
assessed after they have been given for two to
four weeks in standard doses.
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with other anticholinergically active substances,
because of their anticholinergic side effects;

c In patients with pre-existing heart disease, because
they may cause cardiac conduction abnormalities
or arrhythmias;

c In suicidal or cognitively impaired patients (risk of
deliberate or accidental overdose), because of their
greater overdose toxicity compared to other anti-
depressants.

A reasonable and well-established practice is to give,
during the maintenance phase, the same antidepressant
that led to remission in the acute phase (4), even though
venlafaxine is the only substance officially approved in
Germany for maintenance pharmacotherapy. Either
antidepressants or, alternatively, lithium can be used for
prophylactic therapy in recurrent depression.

Dosing
Each antidepressant has a minimal effective dose; these
standard doses are listed in table 2, as are the differing
starting doses of preparations that must be given ini-
tially in a slowly increasing dose. For elderly patients,
but for no others, lower than standard doses may
already be effective and may, indeed, be indicated
because they cause fewer complications. The same
antidepressant dose should be prescribed in the main-
tenance phase of treatment that induced a remission in
the acute phase (4). It is very difficult to recommend
specific doses for prophylactic treatment at present
because of the limited data that are currently available.
For prophylactic treatment, too, the standard dose
used for acute treatment is probably more effective
than a lower dose.

Monitoring
In the first four weeks of acute therapy, the patient
should be seen in follow-up at least once a week.At each
follow-up appointment, the patient's toleration of the
medication should be evaluated, and any concerns on
the patient's part should be addressed. The response
should be evaluated after four weeks of treatment.

The following tests are recommended for follow-up:
c Before treatment with an antidepressant, complete

blood count and transaminases
c If a tricyclic antidepressant (TCA) is used, an ECG

as well
c If a TCA or selective serotonin and noradrenaline

reuptake inhibitor (SNRI) is used, blood pressure
measurement

c Over the course of treatment, repeated complete
blood count and transaminases, as well as (in the
situations mentioned above) ECG and blood
pressure measurement, particularly if the dose is
raised

c If selective serotonin reuptake inhibitors (SSRI) are
used, then the serum electrolytes should be measured
over the course of treatment because of the risk of
hyponatremia, particularly in elderly patients.

What to do in case of nonresponse
If the patient's disease manifestations do not respond to
treatment with antidepressants in adequate doses for an
adequately long trial period, the treatment strategy
should be changed. In this situation, a number of options
are available.

A reasonable first step consists of measuring the
serum concentration of the antidepressant being used.
This is called therapeutic drug monitoring (TDM) and is
a helpful check on patient compliance as well as a means
of detecting any metabolic particularities that may cause
an inadequate serum level in the individual patient when
taking a standard dose. Blood must be drawn before the
medication is taken. For many newer antidepressants,
however, there is still no reliably established connection
between a therapeutic serum level and a clinical response;
thus, TDM is mainly recommended if the agent being
used is either a tricyclic antidepressant or venlafaxine.
More information on therapeutic levels, the degree of
evidence upon which they are based, and the laboratories
that measure them can be found on the Internet (please
see list of German-language websites at the end of this
article).

A common strategy after nonresponse to initial anti-
depressant treatment is to switch to another antidepres-
sant; choosing an agent from another antidepressant
class is usually recommended. There is, however, no
scientific evidence for the effectiveness of this strategy
(14). Thus, the antidepressant should not be changed
more than once in the acute phase, and, if the second
antidepressant also fails to bring about a response, an-
other strategy should be used.

High-dose antidepressant treatment (table 2) is a
sensible option for most antidepressants (15). The
SSRIs are an exception: these agents have no clear
dose-response relationship, so dose escalation of
SSRIs lacks a theoretical basis (15). Antidepressants
given in high doses can be expected to produce more
severe side effects. ECG checks at closer intervals are

For acute therapy
In the first four weeks of acute therapy,
the patient should be clinically reassessed
at least once per week.

In case of resistance to treatment
c measure the serum concentration of

antidepressant
c change the antidepressant (no more than once)
c give the antidepressant in a high dose

(exception: SSRI)
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obligatory when tricyclic antidepressants are given in
high doses; with venlafaxine, the blood pressure
must be checked at close intervals. The possible
response to high-dose therapy should be evaluated no
sooner than about four weeks after it has been initiated
because of the known latency until the treatment
effect sets in.

A further reasonable treatment strategy after non-
response to antidepressant monotherapy is combination
therapy with two antidepressants. The effectiveness of
combination therapy, however, has only been documented
for one specific type of combination, namely that of a
reuptake inhibitor (tricyclic antidepressant or SSRI)
together with a presynaptic autoreceptor blocker (mirta-
zapine, mianserin, or trazodone) (16).

Lithium augmentation is the administration of lithium
in addition to an antidepressant that has been used
hitherto for monotherapy without effect. Adding on
lithium can bring about a response in a considerable
number of patients, as has been shown in numerous
studies and meta-analyses (12).

Psychotherapy
The effectiveness of various forms of psychotherapy in
depression has been well documented. Most of the
therapeutic effect seems to be due to common, non-
specific factors that may also be at work in medical care
outside the specifically psychotherapeutic setting. The
most important among these factors is a systematically
established therapeutic relationship with an accepting,
actively listening, and empathetic physician. The physi-
cian himself or herself thereby becomes a potent "thera-
peutic agent," whose importance can scarcely be under-
estimated.

Most psychotherapeutic approaches to the treatment
of depression involve the following strategies:

c Resource activation (identification and reinforce-
ment of the patient's current abilities)

c Problem actualization (directed addressing of par-
ticular areas of conflict)

c Problem coping (supporting the patient with emo-
tional, cognitive, or active solution strategies)

c Motivational clarification (recognition of prob-
lematic modes of perception and behavior and dys-
functional cognitions).

As in pharmacotherapy, patients should be regularly
re-evaluated for the possible emergence of side effects,
and therapeutic efficacy should be assessed after an
adequate period of treatment.

Algorithm-based flowchart for stepwise treatment of depression. The flowchart shows the
three arms of the algorithm study of the German Competence Network on Depression, because
neither the result of the study (supported by the German Federal Ministry of Education and
Research) nor the relevant literature permits any definite recommendation to be made.
Whether the patient goes on to the next step in any of the three algorithms is a function of the
decision procedure. The severity of depression is assessed at the end of each step with the
Hamilton Depression Rating Scale (HAM-D, 21-item version).
T3, triiodothyronine
• HAM-D < 9: remission Þ clinical reassessment in 2 weeks to confirm remission, if confirmed

Þ transition to maintenance therapy, if not confirmed Þ next step
• HAM-D decreased by at least 8 points (and overall score > 9): partial response Þ prolonga-

tion of the current step by 2 weeks (no more than once per step)
• HAM-D decreased by less than 8 points: non-response Þ next step

FIGURE

Psychotherapy in the treatment
of depression
c Resource activation
c Problem actualization
c Problem coping
c Motivational clarification

Algorithm-based stepwise treatment
There are a number of different stepwise algorithms
for the treatment of depression. The current state
of the data does not permit any definite
recommendation to be made.
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Specific psychotherapeutic techniques
Psychotherapy for depression can be carried out in an
outpatient or inpatient setting, individually or in groups,
and with or without the participation of the patient's
family. In Germany, the statutory health insurance carriers
currently reimburse ambulatory behavioral therapy and
deep psychology–based and analytic psychotherapy as
so-called guideline techniques.

Cognitive behavioral therapy
Cognitive behavioral therapy (CBT) is based on the
assumption that dysfunctional cognitions can lead to
disturbed emotions and behavior, and vice versa. A lack
of positive reinforcement owing to depression worsens
the patient's depressive manifestations. CBT thus involves
both cognitive and behavioral approaches. Its treatment
strategies aim at overcoming the patient's lack of positive
reinforcement, social withdrawal, and conviction of his
or her own helplessness. The "cognitive errors" that are
often identified among depressed patients include inap-
propriate generalizations, personalization, emotional
thinking, and black-and-white thinking. Etiological
importance is also attached to "depressiogenic" cognitive
schemata that are learned early on in life and may be
reactivated by critical life events; a typical example is
the so-called "cognitive triad" of automatic negative
assumptions about oneself, the environment, and the
future. Cognitive therapy aims to correct these dysfunc-
tional cognitions with structured and directed short-
term therapy consisting of an average of 20 sessions.
The efficacy of ambulatory CBT against depression has
been very well studied and has also been confirmed by
meta-analyses (17, e2–e4).

Deep psychology–based and psychoanalytic psychotherapy
Classical psychoanalytic treatment is performed with
the patient lying on a couch, several times weekly, over
a long period of time. Deep psychology–based psycho-
therapy is based on central fundamental assumptions
and principles of psychoanalysis, but it is usually per-
formed with the patient sitting in a chair, only once per
week, and over a shorter period of time. Both of these
types of psychotherapy are based on the assumption that
depressive disorders are largely due to unconscious pro-
cesses whose roots typically lie in the patient's child-
hood. Depressed persons, in particular, often suffer from
uncertainties in their relationships and a negative bonding
style with increased vulnerability to losses and affronts.
More than in other types of psychotherapy, the therapist-

patient relationship itself becomes an object of treatment,
because the patient's typical relationship pattern and
anxieties are reproduced in this relationship and can be
addressed within it.

The currently available data from controlled studies
of efficacy are less extensive than for CBT. More struc-
tured, short-term deep psychological psychotherapy in
mildly or moderately depressed patients has been the type
most frequently studied (e5). Other studies and meta-
analyses have involved patients with a mixture of diag-
noses, so that it is difficult to draw any specific conclu-
sions about the effectiveness of these types of treatment
for depression (e6, 18).

Interpersonal psychotherapy (IPT)
IPT is a type of short-term psychotherapy that was
developed specifically for the treatment of depression. It
consists of 12 to 20 hours of semi-structured psycho-
therapy, generally in weekly sessions, and focuses on
the psychosocial and interpersonal aspects of depressive
disorders. Thus, it places particular emphasis on coping
with grief, role switching, life changes, and interpersonal
conflicts.

Although much evidence for the efficacy of IPT is
available from controlled studies and meta-analyses
(19), in which it was used alone or in combination with
antidepressants, IPT is currently not reimbursed by the
statutory health insurance carriers in Germany.

Supportive measures
The importance of involving the patient's family has
already been mentioned more than once. The only
treatment for depression that has an immediate
therapeutic effect is sleep deprivation, which can be
done on an inpatient or outpatient basis. The patient is
required either to do without sleep for an entire night
(complete sleep withdrawal) or simply to get up
between 1 a.m. and 2 a.m. (partial sleep deprivation),
without making up for the missed sleep either in
advance or afterward. It is crucial for the success of
this treatment that the patient should not take even a
short nap during periods of wakefulness. About 60%
of patients so treated have a marked improvement of
mood the day after.

The main disadvantage of sleep deprivation treat-
ment is that its beneficial effect lasts no more than 1 or 2
days in about 80% of patients. If the treatment is effec-
tive, it can be repeated once every 3 to 4 days. An absolute
contraindication is a history of epileptic seizures; relative

Cognitive behavioral therapy
The effectiveness of cognitive behavioral therapy
in the outpatient setting has been very well
studied and has also been confirmed by meta-
analyses.

Supportive measures
Roughly 60% of patients undergoing sleep
withdrawal therapy experience a marked
improvement of mood for 1 to 2 days thereafter.
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contraindications include bipolar or psychotic forms of
depression.

The effectiveness of light therapy with special appa-
ratus has been unequivocally documented only for
seasonal depression (winter depression) (e7). Physical
activity probably has a beneficial effect on the resolution
of depression and can be recommended as a supplemen-
tary treatment, even though the scientific data to support
this are as yet inadequate (e8). Treatments that are cur-
rently under investigation include aerobic training and
endurance training (treadmill running) (20).

The most effective of all treatments for depression is
probably electroconvulsive therapy (ECT), for which
the current main indication is treatment-resistant
depression (21, 22). Because of the specialized personnel
and apparatus that this form of treatment requires, and
also because of persistent, widespread misgivings about
it, ECT is used only when multiple previous therapeutic
attempts have failed, or when the patient explicitly
requests it. Its beneficial effect typically appears after
one to three weeks of treatment with three ECT sessions
per week. Its major clinical drawback is the high rate of
early recurrences in the first 16 weeks—up to 75% of
patients who are not subjected to continuing treatment.
With good maintenance therapy, the percentage of early
recurrences can be reduced to about 35%, but such
recurrences cannot be eliminated.

Conclusion
Depression can be treated effectively at present because
multiple forms of treatment are available that complement
each other or can be given in combination. Most of them
have been well documented as effective in properly
designed, controlled studies. No single form of treat-
ment can be considered superior to all of the others, and
a relatively high nonresponder rate is a common feature
of all of them. Thus, the art of treating depression con-
sists of a methodical and exhaustive use of the available
therapeutic options within the framework of an algo-
rithm-based stepwise treatment regimen (figure), in
which each sequential step of treatment is carried out for
an adequate length of time and is then evaluated for
effectiveness in standardized fashion. Randomized
comparative studies have shown that stepwise treatment
leads to more frequent and more rapid treatment responses
than unstructured treatment, while simultaneously re-
ducing the amount of psychoactive medication that
must be prescribed as well as the frequency of changes
in treatment strategy (7).

Conflict of interest statement
Dr. Adli has received research grants from the German Federal Ministry of
Education and Research and from the following companies: Pharmacia, Pfizer,
Lilly, Janssen Cilag, and Wyeth as well as honoraria from Astra Zeneca, Lilly,
Boehringer Ingelheim, GlaxoSmithKline, Pfizer, Sanofi Aventis, Wyeth, and
Cyberonics. PD Dr. Bschor has received lecture honoraria from Sanofi Aventis,
Lilly, esparma, GlaxoSmithKline, Pfizer, and Astra Zeneca.

Manuscript received on 4 June 2006; revised version accepted on 20 August
2008.

Translated from the original German by Ethan Taub, M.D.

REFERENCES
1. Rudolf S, Bermejo I, Schweiger U, Hohagen F, Härter M: Zertifizierte

medizinische Fortbildung: Diagnostik depressiver Störungen. Dtsch
Arztebl 2006; 103(25): A 1754–62.

2. Pöldinger W: Kompendium der Psychopharmakotherapie. Gren-
zach/Baden: Hoffmann-La Roche AG 1971: 116.

3. Kupfer DJ: Management of recurrent depression. J Clin Psychiatry
1993; 54 (suppl. 2): 29–33.

4. Bauer M, Bschor T, Pfennig A, Whybrow PC, Angst J, Versiani M,
Möller HJ, WFSBP Task Force on Unipolar Depressive Disorders:
World Federation of Societies of Biological Psychiatry (WFSBP)
Guidelines for Biological Treatment of Unipolar Depressive Disorders
in Primary Care. World J Biol Psychiatry 2007; 8: 67–104.

5. AkdÄ – Arzneimittelkommission der deutschen Ärzteschaft: Em-
pfehlungen zur Therapie der Depression. 2. Auflage. Arzneiver-
ordnung in der Praxis (Therapieempfehlungen), Juli 2006;
Band 33, Sonderheft 1.

6. Wolfersdorf M, Mäulen B: Suizidprävention bei psychich Kranken.
In: Wedler H, Wolfersdorf M, Welz R, Hrsg.: Therapie bei Suizidge-
fährdung. Ein Handbuch. Regensburg Roderer 1992: 175–97.

7.Adli M, Bauer M, Rush AJ:Algorithms and collaborative-care systems
for depression: are they effective and why? A systematic review. Biol
Psychiatry 2006; 59: 1029–38.

8. Hamilton M: A rating scale for depression. J Neurol Neurosurg
Psychiatry 1960; 23: 56–62.

9. Beck AT,Ward CH, Mendelson M, Mock J, Erbaugh J:An inventory for
measuring depression.Arch Gen Psychiatry 1961; 4: 561–71.

10. Bschor T: Definition, klinisches Bild und Epidemiologie therapie-
resistenter Depressionen. In: Bschor T, Hrsg.: Behandlungsmanual
therapieresistente Depression. Pharmakotherapie -somatische
Therapieverfahren – Psychotherapie. Stuttgart: Kohlhammer 2008:
11–6.

11. Bschor T: Behandlung mit Antidepressiva. Pharmakologie, Therapie-
abschnitte. In: Bschor T, Hrsg.: Behandlungsmanual therapieresistente
Depression. Pharmakotherapie – somatische Therapieverfahren –
Psychotherapie. Stuttgart: Kohlhammer 2008: 28–39.

12. Bschor T, Bauer M: Efficacy and mechanisms of action of lithium aug-
mentation in refractory major depression. Curr Pharm Des 2006; 12:
2985–92.

13. Loh A, Simon D, Kriston L, Härter M: Shared Decision-Making in Medi-
cine. Dtsch Arztebl Int 2007; 104(21):A 1483–8.

14. Bschor T, Baethge C:Wechsel des Antidepressivums. In: Bschor T,
Hrsg.: Behandlungsmanual therapieresistente Depression. Pharmako-
therapie – somatische Therapieverfahren – Psychotherapie. Stuttgart:
Kohlhammer 2008: 48–56.

High nonresponder rate
The treatment of depression must make thorough
use of all of the currently available therapeutic
options in accordance with a stepwise treatment
algorithm.



Deutsches Ärzteblatt InternationalDtsch Arztebl Int 2008; 105(45): 782–92 791

M E D I C I N E

15.Adli M, Baethge C, Heinz A, Langlitz N, Bauer M: Is dose escalation of
antidepressants a rational strategy after a medium-dose treatment has
failed? A systematic review. Eur Arch Psychiatry Clin Neurosci 2005;
255: 387–400.

16. Bschor T, Hartung HD:Antidepressiva-Kombinationsbehandlung. In:
Bschor T, Hrsg.: Behandlungsmanual therapieresistente Depression.
Pharmakotherapie -somatische Therapieverfahren – Psychotherapie.
Stuttgart: Kohlhammer 2008: 86–101.

17. Gloaguen V, Cottraux J, Cucherat M, Blackburn IM:A meta-analysis of
the effects of cognitive therapy in depressed patients. J Affect Disord
1998; 49: 59–72.

18. Leichsenring F:Are psychodynamic and psychoanalytic therapies effec-
tive? A review of empirical data. Int J Psychoanal 2005; 86: 841–68.

19. de Mello MF, de Jesus Mari J, Bacaltchuk J,Verdeli H, Neugebauer R:A
systematic review of research findings on the efficacy of interpersonal
therapy for depressive disorders. Eur Arch Psychiatry Clin Neurosci
2005; 255: 75–82.

20. Knubben K, Reischies FM,Adli M, Schlattmann P, Bauer M, Dimeo F:A
randomized, controlled study on the effects of a short-term endurance
training programme in patients with major depression. Br J Sports Med
2007; 41: 29–33.

21. UK ECT Review Group: Efficacy and safety of electroconvulsive therapy
in depressive disorders: a systematic review and meta-analysis. Lancet
2003; 361:799–808.

22. Folkerts H, Remschmidt H, Saß H, Sauer H, Schäfer M, Sewing K-Fr:
Stellungnahme zur Elektrokrampftherapie (EKT) als psychiatrische Be-
handlungsmaßnahme. Dtsch Arztebl 2003; 100(8):A 504–6.

Corresponding author
PD Dr. med.Tom Bschor
Jüdisches Krankenhaus Berlin
Abteilung für Psychiatrie und Psychotherapie
Heinz-Galinski-Str. 1
13347 Berlin, Germany
bschor@jkb-online.de

Further Information

This article has been certified by the North Rhine Academy
for Postgraduate and Continuing Medical Education.
Deutsches Ärzteblatt provides certified continuing medical
education (CME) in accordance with the requirements of the
Medical Associations of the German federal states (Länder).
CME points of the Medical Associations can be acquired
only through the Internet, not by mail or fax, by the use of
the German version of the CME questionnaire within 6 weeks
of publication of the article. See the following website:
wwwwww..aaeerrzztteebbllaatttt..ddee//ccmmee
Participants in the CME program can manage their CME
points with their 15-digit "uniform CME number" (einheit-
liche Fortbildungsnummer, EFN). The EFN must be entered
in the appropriate field in the www.aerzteblatt.de website
under "meine Daten" ("my data"), or upon registration.
The EFN appears on each participant's CME certificate.
The solutions to the following questions will be published in
volume 1–2/2009.
The CME unit "Hereditary Cancer Syndromes" (volume
41/2008) can be accessed until 21 November 2008.
For volume 49/2008 we plan to offer the topic "Tonsillec-
tomy in Childhood."
SSoolluuttiioonnss ttoo tthhee CCMMEE qquueessttiioonnnnaaiirree iinn vvoolluummee 3377//22000088:: 
Kainer F, Hasbargen U: Emergencies Associated With
Pregnancy and Delivery: Peripartum Hemorrhage:
1/c, 2/d, 4/c, 5/b, 7/d, 8/c, 9/c, 10/e. All answers to
questions 3 and 6 were counted as correct.

For e-references please see:
www.aerzteblatt-international.de/ref4508

For a case illustration relating to this article,
see the following website:
www.aerzteblatt-international.de/0812

German-language websites for further information:
– Self-help and family groups:

www.nakos.de
– Written information for patients:

www.akdae.de/45/Depression.pdf
www.kompetenznetz-depression.de

– Information about therapeutic serum levels of antidepres-
sants and grades of supportive evidence:
www.agnp.de ÞArbeitsgruppen ÞAG Therapeutisches
Drug-Monitoring

@



792 Deutsches Ärzteblatt InternationalDtsch Arztebl Int 2008; 105(45): 782–92

M E D I C I N E

Please answer the following questions to participate in our certified Continuing Medical Education
program. Only one answer is possible per question. Please select the answer that is most appropriate.

(c) Penis envy
(d) Increased vulnerability to loss
(e) Documented above-average intelligence

Question 7
Which of the following antidepressive treatments has been
well documented to be effective by multiple controlled
studies and meta-analyses?
(a) Physical activity
(b) Neuroleptic monotherapy
(c) High-dose SSRI treatment
(d) Outpatient cognitive behavioral therapy
(e) Changing the antidepressant in case of nonresponse

Question 8
What is meant by an algorithm-based stepwise treatment
regimen for depression?
(a) Alternation between psycho- and pharmacotherapeutic

techniques until a remission occurs
(b) Choice of treatment according to the classification of the

patient's depression as mild, moderate, or severe, on the basis
of a systematic evaluation

(c) Treatment of depression with monotherapy or with a combination
of two, three, or four therapeutic methods, depending on the
systematically assessed degree of resistance to treatment

(d) Determination of the treatment plan with the aid of treatment
software that processes the data of the individual patient on
the basis of a response probability matrix

(e) Determination of a multi-step treatment plan at the beginning
of treatment with a standardized response evaluation at the
end of each step, whose results determine the transition to the
next treatment step

Question 9
Which of the following is a basic assumption of cognitive
behavioral therapy?
(a) Placing the overwhelming emphasis on cognition, rather than

emotion, is a central element in the pathogenesis of depression.
(b) Depressive disorders are based to a large extent on

unconscious processes.
(c) Dysfunctional cognitions lead to disturbed emotions and

behavior.
(d) Cognitive ego-splitting lies at the heart of depressive disorders.
(e) Excessive positive reinforcement in the consumer society is the

main cause of depression.

Question 10
What tests are advisable before the beginning of treatment
for depression and regularly over the course of treatment?
(a) Stress ECG for sertraline treatment
(b) Blood pressure checks for venlafaxine treatment
(c) EEG for citalopram treatment
(d) Metabolizer status checks for amitriptyline treatment
(e) Serum level determinations for treatment with reboxetine

Question 1
What is the objective of maintenance therapy for depressive
disorders?
(a) Phase prophylaxis
(b) Remission
(c) Response
(d) Relief of symptoms
(e) The prevention of an early relapse

Question 2
In what respect do the roughly 30 antidepressants that are currently
available in Germany differ from one another most markedly?
(a) Their side-effect profiles
(b) Their nonresponder rates
(c) Their addictive potential
(d) Their latency of onset
(e) Their potency

Question 3
A 68-year-old woman in whom you have diagnosed moderately
severe depression will only accept St. John's wort as the sole
pharmacotherapeutic agent against depression. What should be
your particular concern if you prescribe her a preparation
containing this substance?
(a) The potential for morbid obesity
(b) The ECG
(c) Any medications she is concomitantly taking
(d) Renal function
(e) Possible addiction

Question 4
A 59-year-old bus driver presents to you with a history of depression
that began two months ago. You are considering treatment with
a tricyclic antidepressant. Which of the following comorbidities
would lead you not to prescribe a drug of this type?
(a) Bronchial asthma
(b) Gout
(c) Prostatic hyperplasia
(d) Psoriasis
(e) Rheumatoid arthritis

Question 5
What is the most rapidly acting treatment for depression?
(a) Depression-specific psychotherapy
(b) Electroconvulsive therapy (ECT)
(c) Light therapy
(d) Pharmacotherapy with antidepressants
(e) Sleep deprivation

Question 6
According to the theory underlying psychotherapy based on deep
psychology, what psychological phenomenon is more common in
depressed people?
(a) Borderline personality structure
(b) Latent homosexuality in a parent
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A 46-year-old office worker went to his family physi-
cian, accompanied by his wife, complaining of
persistent headaches. When questioned more closely,
he described a dull pressure in the entire head that
had been present continuously, though at varying
intensity, for approximately the past four weeks. His
chronic back pain had worsened in the same period.
Because of these problems, he had first stopped
attending his weekly chess night and then stopped
going on his usual weekend excursions with his
family. Over the course of time, he had stopped per-
forming any tasks at all for his family and household.
He had stayed home from work for the past three
days. A thorough physical examination revealed no
abnormality.

Only on directed questioning did the patient state
that he had felt exhausted and bereft of energy all the
time for the past few weeks, that he had lost interest in
his usual activities, and that he no longer enjoyed the
things that used to give him pleasure. His food no
longer tasted good to him, and he had already lost 2.5
kg of weight. Most recently, he had begun to have
difficulty falling asleep and to wake up every morning
between 4 and 5 a.m.; he attributed this to the head-
aches. His wife, on directed questioning, said that her
husband often seemed sad and that she had seen tears
in his eyes for no apparent reason on multiple occa-
sions. Nor could she understand why her husband,
who was normally very conscientious about his work,

Case
Treatment of Depressive Disorders

now continually worried about the possible implica-
tions of his current three-day absence for his job se-
curity and the family's financial future.

The addiction history and past psychiatric history
were negative. There was, however, a positive family
history: the patient's paternal grandfather had
committed suicide, for unknown reasons.

The family physician diagnosed a first depressive
episode, informed the patient and his wife of her
diagnosis in two separate interviews, and stressed
both the nature of the symptoms as a disease and the
good prognosis for recovery.

She declared him unable to work for two weeks and
urged him to take a one- to two-hour walk each morn-
ing, but to take on no further tasks or activities. The
patient was able to accept the temporary, passive role
of an ill person only when acute depression was
explained to him through an analogy to acute pneumo-
nia. The patient and his family physician agreed that he
would take antidepressive medication; she prescribed
nortriptyline (150 mg/day), an agent with both sero-
tonergic and noradrenergic properties, because such
agents can be expected to have an additional beneficial
effect in pain. Other than dry mouth, the medication
was well tolerated. The patient and his family physician
saw each other weekly. Three weeks after the onset of
treatment, the patient came for the first time without
his wife accompanying him and reported that he had
just begun working in the garden again on his own
initiative. After a total of five weeks of treatment, he
was practically free of symptoms and returned to
work. The patient and his family physician agreed that
he would continue taking nortriptyline for six
months as maintenance therapy.
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