
Review

Synthèse

Dr. Remick is a consultant
psychiatrist with the
Department of Psychiatry,
St. Paul’s Hospital,
Vancouver, BC.

This article has been peer reviewed.

CMAJ 2002;167(11):1253-60

Abstract

THERE HAS BEEN SIGNIFICANT PROGRESS in the area of mood disorders over the last 2
decades, encompassing advances in our knowledge of epidemiology, diagnosis,
pathogenesis and treatment. This article presents a clinically oriented update and
review on the diagnosis and management of major depressive disorder.

Mood disorders are among the most common afflictions that bring patients
to doctors. Almost 20% of adults will have a mood disorder requiring
treatment during their lifetime, and about 8% of adults will have a major

depressive disorder during their lives.1

There are no pathognomonic markers of depression, although this is an area of
active research.2 Diagnosis both in clinical practice and in clinical research studies is
based on a set of specific signs and symptoms (Table 1). These criteria have helped
distinguish various mood disorders that may have different causes and that certainly
require different clinical management.

In this review I focus on major depressive disorders. Closely related illnesses
that are not discussed are dysthymic disorders and bipolar illnesses, which have
lifetime rates of occurrence in the North American population of 8% and 2% re-
spectively.6 As well, I do not discuss depressive syndromes induced by substance
abuse or associated with a general medical condition. Useful review articles are
available.7

Epidemiologic characteristics

As noted above, depressive disorders are common. Most clinicians will be in-
volved in the care of these patients. Depression is twice as common in women as
in men.1,8 The risk of a major depression increases 1.5 to 3.0 times if the illness is
present in a first-degree relative as compared with no such illness in a first-degree
relative.4,5

Surprisingly, for such a common disease there is little agreement on the asso-
ciation between age and onset. This is due to the fact that research is hampered
by the absence of an unambiguous and universally agreed on set of diagnostic cri-
teria and the fact that many of the studies have included patients already in the
medical care system. It is well known that many people who meet the diagnostic
criteria for depression do not seek treatment. A recent Canadian study using data
from the National Population Health Survey suggests that the highest rates of
first onset of depression (1.4%–9.1% of the population) occur among young
adults (aged 12 to 24), and lower rates (1.3%–1.8%) occur among people 65 years
of age or more.9

Depressive illnesses carry significant risks of death and disability. About 15% of
patients with a mood disorder die by their own hand,10 and at least 66% of all sui-
cides are preceded by depression. Rates of suicide in Canada are higher than those
in the United States.11

Depressive disorders are associated with poor work productivity, as indicated
by a 3-fold increase in the number of sick days in the month preceding the illness
for workers with a depressive illness compared with coworkers who did not have
such an illness.12,13 Depressive illnesses also affect family members and care-
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givers,14 and there is increasing evidence that children of
women with depression have increased rates of problems
in school and with behaviour, and have lower levels of so-
cial competence and self-esteem than their classmates
with mothers who do not have depression.15 Depression is
the leading cause of disability and premature death among
people aged 18 to 44 years, and it is expected to be the
second leading cause of disability for people of all ages by
2020.16,17

Depressive illnesses have also been shown to be associ-
ated with increased rates of death and disability from car-
diovascular disease.18–21 Among 1551 study subjects with-
out a history of heart disease who were followed for 13
years, the odds ratio for acute myocardial infarction
among the subjects who had a major depressive episode
was 4.5 times higher than among those who did not have
a depressive episode.19 Among consecutive patients admit-
ted to hospital with an acute myocardial infarction who
had their mood measured with a standard depression rat-
ing scale, even those with minimal symptoms of depres-
sion had evidence of higher subsequent risk of death fol-
lowing their infarction and over the next 4 months.20 This
risk was independent of other major risk factors, includ-
ing age, ventricular ejection fraction and the presence of
diabetes mellitus.

These and other findings are intriguing and are the sub-
ject of much ongoing research. Although the association
was initially considered to be spurious, current mechanistic
explanations include impaired platelet functioning, de-

creased heart rate variability (perhaps a consequence of im-
balance in autonomic tone), and immune system activation
and hypercortisolemia as stressor responses to depression.21

An unhealthy lifestyle may also be more common among
depressed people.21 Whatever the cause, the accumulating
data strongly suggest that clinicians should be alert to de-
pression occurring in the context of other acute and
chronic diseases. There is as yet no evidence that treatment
of mild, clinically unapparent depressive symptoms in these
settings will alter the clinical course of the underlying dis-
ease. Nonetheless, when depression is diagnosed in the
presence of other diseases, treatment should be considered
and discussed with the patient.

Etiology

Depression is thought to result from disruption of the
normal brain neurochemistry. Work in this area has led to
the development of new drugs to treat depression. These
drugs appear to affect a number of central monoamine neu-
rotransmitters. Central norepinephrine neural pathways are
likely involved in activities of vigilance, motivation and
general levels of energy. These pathways share a role with
serotonin neural pathways in affecting anxiety and irritabil-
ity. Serotonin neural pathways appear to control or have a
role in controlling impulsivity and share a role with the
dopamine pathways in appetite, sex and aggression. Our
growing knowledge in this area helps us understand the eti-
ology and pharmacotherapy of mood disorders.

Current theories of depression are complex and beyond
the scope of this review.22–24 Fig. 1 outlines some of these
theories. We are now aware that “long-term” (i.e., 30 days)
antidepressant treatment results in sustained activation of
cyclic adenosine 3-5-monophosphate (cAMP) in specific
brain regions. Protein kinase A, which is stimulated by
cAMP, phosphorylates the cAMP regulatory element bind-
ing protein. This protein then regulates and activates spe-
cific target genes, including brain-derived neurotrophic
factor (BDNF), a neuroprotective factor that results in hip-
pocampal nerve growth (Fig. 1). Psychological stress, im-
portant in the pathogenesis of depression, can decrease the
production of BDNF and result in hippocampal neuronal
atrophy.23,24 Furthermore, a series of brain-imaging studies
consistently showed reduced neuronal activity in the dorso-
lateral prefrontal cortex that covaried with the severity of
the depression (i.e., the more severe the depression, the
larger the prefrontal deficits).25 Thus, an updated hypothe-
sis on the development of a depressive disorder might posit
that stress-induced vulnerability in genetically susceptible
people may induce a cascade of intracellular neuronal
mechanisms that increase or decrease specific neurotrophic
factors necessary for the survival and function of specific
brain neurons. Furthermore, not only antidepressants but
also electroconvulsive therapy26 and depression-focused
psychotherapy27 can affect neuronal growth and regional
brain metabolism.
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Table 1: Diagnostic criteria for major depressive disorder*

A. The patient has depressed mood (e.g., sad or empty feeling) or loss
of interest or pleasure most of the time for 2 or more weeks plus 4 
or more of the following symptoms

Sleep IInsomnia or hypersomnia nearly every day

Interest IMarkedly diminished interest or pleasure in nearly
 all activities most of the time

Guilt IExcessive or inappropriate feelings of guilt or
 worthlessness most of the time

Energy ILoss of energy or fatigue most of the time

Concentration IDiminished ability to think or concentrate;
 indecisiveness most of the time

Appetite IIncrease or decrease in appetite

Psychomotor IObserved psychomotor agitation/retardation

Suicide IRecurrent thoughts of death/suicidal ideation

B. The symptoms do not meet criteria for a mixed episode (major 
depressive episode and manic episode)

C. The symptoms cause clinically significant distress or impairment in 
social, occupational, or other important areas of functioning

D. The symptoms are not due to the direct physiological effects of a 
substance (e.g., a drug of abuse, a medication) or a general medical
condition

E. The symptoms are not better accounted for by bereavement

*Adapted from the Diagnostic and Statistical Manual of Mental Disorders, 4th edition.3



Some of the neurotransmitters that
are thought to be involved in the etiol-
ogy of depression are outlined in Fig. 2,
which emphasizes the interactions or
“cross talk” that probably occur.28

Principles of management

Recognition of the disease

Despite its high prevalence, only one-
third of all patients with depression re-
ceive adequate treatment.29 The follow-
ing are 4 common clinical errors that
lead to diagnostic or treatment failures
associated with depressive disorders:
• Insufficient questioning. Diagnostic

failures occur when the patient is
not asked questions that may elicit
the symptoms of a mood disorder
despite what should be a high index
of suspicion based on its prevalence.
The mnemonic “SIGECAPS”
(sleep, interest, guilt, energy, con-
centration, appetite, psychomotor,
suicide) (Table 1) may be a useful
clinical adjunct (i.e., 4 or more
SIGECAPS for major depression, 2
or 3 SIGECAPS for dysthymia).

• Failure to consult a family member.
Owing to the cognitive distortions
associated with the disease, it is not
unusual for patients to minimize or
exaggerate their symptoms. Thus,
in patients who are relatively new
to one’s practice, it is risky at best
to make (or exclude) a diagnosis of
depression without collateral infor-
mation from a relative, such as a
spouse or parent.

• Acceptance of a diagnosis of a mood
disorder despite lack of diagnostic
criteria (e.g., starting treatment for
depression when only a “depressed
mood” is present without the con-
comitant mental and physical symp-
toms [i.e., SIGECAPS]).

• Exclusion of a diagnosis or failure to
start treatment for depression de-
spite the associated symptom com-
plex (e.g., “Of course you’re de-
pressed. Who wouldn’t be depressed
if these events were occurring in
their life?” In other words, “explain-
ing” the diagnosis rather than con-
sidering treatment options).
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Fig. 1: A molecular and cellular model for the action of antidepressant treatments and the
pathophysiology of stress-related disorders. This model of the hippocampus shows the
major cell types in the hippocampus and how stress and antidepressant treatments may
influence CA3 pyramidal cells. The 3 major subfields of the hippocampus (CA3 and CA1
pyramidal cells and dentate gyrus granule cells) are connected by the mossy fibre and
Schaffer collateral pathways. Recent studies demonstrate that chronic stress decreases
the expression of brain-derived neurotrophic factor (BDNF) in the hippocampus. This
may contribute to the atrophy or death of neurons in the CA3 pyramidal cell layer of the
hippocampus. Long-term elevation of glucocorticoid levels is also known to decrease the
survival of these neurons. Other types of neuronal insult, such as hypoxia–ischemia, hy-
poglycemia, neurotoxins and viral infections, may also cause atrophy or damage of neu-
rons and thereby make a person vulnerable to subsequent insults. These types of interac-
tion may underlie the observations of decreased function and volume of hippocampus in
patients with affective disorders and may explain the selective vulnerability of certain
people to become depressed. Long-term antidepressant treatments increase the expres-
sion of BDNF as well as tyrosine kinase receptor B (trkB) and prevent the down-regula-
tion of BDNF elicited by stress. This may increase the growth or survival of neurons, or
help repair or protect neurons from further damage. Increased expression of BDNF and
trkB seems to be mediated by the sustained elevation of the serotonin and norepineph-
rine (NE) systems and the cyclic adenosine monophosphate cascade. Normalization of
glucocorticoid levels by long-term antidepressant treatments may also contribute to the
recovery of CA3 neurons. (Adapted from Duman et al22 with permission of the publisher.)
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These clinical errors, coupled with the stigma associ-
ated with psychiatric conditions,30 result in the underdiag-
nosis of major mood disorders. Clinicians should keep a
high index of suspicion for this common disorder, ques-
tion the patient about the constellation of symptoms (not
just a mood change) associated with depression (i.e.,
SIGECAPS), and consider obtaining collateral informa-
tion from a relative if they do not know the patient well or
if the diagnosis is unclear.

Do no harm

The patient’s thoughts of suicide should be taken seri-
ously. The clinician should broach this topic in the first
visit and regularly monitor for a change in the patient’s

intent and lethality. The priority is always the patient’s
(and others’) safety. Detailed lethal plans, social isolation,
substance abuse, previous suicide attempts and a family
history of suicide all increase the risk, which may increase
the need for careful and close monitoring (frequent visits,
having the patient reside with friends or family, or hospi-
tal care).31

Therapeutic alliance

Treatment requires a compassionate, nonjudgemental at-
titude on the part of the physician. Initially, physicians need
to educate patients about the illness concept of depression
and to specifically tell them of their expectations for signifi-
cant or full recovery (instillation of hope). Patients should
be encouraged to ask questions and to let the doctor know if
they cannot adhere to the treatment regimen rather than
stopping treatment unilaterally. Family members are essen-
tial allies in supporting the depressed patient to comply with
treatment, and their involvement is encouraged.

Biologic treatment

Antidepressant drug therapy

Therapy with an antidepressant agent is the preferred
treatment in cases of moderate to severe major depression.
The rate of response to an antidepressant trial is about
60% and is close to 80% if therapy with a second drug is
tried after an initial antidepressant drug failure.32,33

Patients should learn that the physiologic symptoms of
depression (disturbances of sleep, appetite, energy and mo-
tor activity) may resolve before the patient subjectively
senses improvement (hence the rationale for “objective” re-
ports from family members). Symptoms typically do not
start to resolve until the patient has received an adequate
dosage of medication for 2 to 4 weeks. Full remission (i.e.,
back to baseline and resolution of all SIGECAPS) — the
goal of treatment — may take up to 4 months. There is an
increasing risk of recurrence or chronicity, or both,34 if
residual symptoms persist.

Reminding the patient that recovery is typically a “saw-
tooth curve” rather than a linear progression may reassure
the patient and family when a few “bad” days occur. Pa-
tients need to be aware that side effects are typically tran-
sient and that they should not stop therapy, even if they are
feeling better, without discussing it with the doctor.

Choosing an antidepressant agent

Over 20 antidepressants are commercially available in
Canada (Table 2), and this number will certainly increase.
Thus, the choice can be daunting in our commercial era,
in which television advertisements, gift-laden industry rep-
resentatives and distinguished professors at elegant dinners
each extol the virtues of a different antidepressant.
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Fig. 2: Schematic of the “cross talk” and purported interac-
tions in the brain between norepinephrine (NE), serotonin (5-
HT) and the postsynaptic neurons. (Adapted from Blier28 with
permission of the publisher.)
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The following are basic concepts to consider in choos-
ing an antidepressant:
• If the patient has had a previous positive response to a

specific antidepressant, it would be prudent to initiate a
trial with this drug. If a family member has had a previ-
ous good response with a certain antidepressant, the pa-
tient may feel more comfortable starting treatment with
that drug. Likewise, if a family member has had an un-
toward response to a specific drug (or if the popular
press is giving a specific drug a great deal of negative at-
tention), one should consider other drug alternatives.

• Safety considerations should be reviewed. In suicidal
patients at risk of overdose, the older-generation anti-
depressants (i.e., tricyclics and monoamine oxidase in-
hibitors [MAOIs]) can be lethal, whereas the newer-
generation selective serotonin reuptake inhibitors
(SSRIs) and others are relatively safe in overdose.36

• Side effect tolerability should be matched to the indi-
vidual patient. No antidepressant is devoid of side ef-
fects, but common class side effects, such as orthostatic
hypotension (tricyclics), sedation (trazodone, fluvox-
amine, paroxetine), stimulation (bupropion), weight
gain (tricyclics, phenelzine, mirtazapine) and sexual
dysfunction (SSRIs), may be more or less problematic
for a specific patient should that side effect develop.
Trindade and colleagues37 conducted a comprehensive
systematic review and meta-analysis of side effects of
SSRIs and tricyclic antidepressants. Table 3 shows the
major class differences in the pooled analysis of 84 ran-
domized controlled trials comparing SSRIs and tri-
cyclic antidepressants.

• Drug interactions are possible due to induction or inhi-
bition of liver enzymes. In patients with coexisting
medical disorders who are taking a number of other
medications, an antidepressant with few drug–drug in-
teractions (e.g., citalopram, sertraline, venlafaxine, mir-
tazapine) would be appropriate.38

• Unfortunately, physicians seldom consider the cost of
drugs for our patients; however, cost is often one of the
primary factors influencing a patient’s decision to con-
tinue to take a prescribed medication. Substantial cost
differences remain between tricyclic antidepressants,
MAOIs, the generic SSRI fluoxetine and the newer an-
tidepressant agents (Table 2).

Monotherapy versus augmentation

Sixty percent of patients with major depression or a dys-
thymic disorder will have a clinical response to an adequate
trial (3–6 weeks) of an antidepressant.32,33 However, if there
is no response (i.e., no change in SIGECAPS) after 3
weeks, the likelihood of a response is less than 20%,39 and a
switch to an antidepressant of a different chemical class
should be contemplated.

If, after 3–6 weeks, there is a partial response (i.e., some
change in SIGECAPS) but not full resolution of symp-

toms, the physician should consider either raising the anti-
depressant dose if the patient can tolerate a higher dose
with minimal side effects, or augmentation. The addition
of a small dose of lithium,40 liothyronine sodium41 or a psy-
chostimulant42 will quickly (i.e., within 1–2 weeks) convert a
partial response to a full response in 25% of patients.

Switching antidepressants

If there is no or limited response to an adequate anti-
depressant trial and increasing the dose or augmentation is
either unsuccessful or not appropriate, then switching to a
different antidepressant is the appropriate strategy. Current
thinking is to switch to a different SSRI or a newer anti-
depressant, or both. Most clinicians will defer a trial of a
tricyclic antidepressant or MAOI until at least 2 trials of
newer medications have failed. In general, there is no need
to stop one antidepressant before starting a second drug
trial, and typically the dosage of the first drug is tapered as
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Table 2: Daily dose and cost of currently available
antidepressants35

Antidepressant
Usual daily
dose, mg

Cost per
day, $*

Level I evidence and generally tolerable
side effect/safety profile

Bupropion (Wellbutrin SR) 150–300 0.80–1.60
Citalopram (Celexa)   20–40 1.31–2.32
Fluoxetine (Prozac)   20–40 1.08–2.16
Fluvoxamine (Luvox) 100–200 0.99–1.98
Mirtazapine (Remeron)   15–45 0.69–2.06
Moclobemide (Manerix) 450–600 1.22–2.28
Nefazodone (Serzone-5HT2) 200–400 0.93–1.86
Paroxetine (Paxil)   20–40 1.59–3.18
Sertraline (Zoloft)   50–150 1.60–3.35
Venlafaxine (Effexor)   75–225 1.56–3.21

Level II evidence or level I evidence but
less tolerable side effect/safety profile

Amitriptyline (Elavil) 100–250 0.03–0.08
Clomipramine (Anafranil) 100–250 0.87–2.19
Desipramine (Norpramin) 100–250 0.82–2.06
Doxepin (Sinequan) 100–250 0.63–1.57
Imipramine (Tofranil) 100–250 0.04–0.09
Maprotiline (Ludiomil) 100–250 0.78–1.96
Trazodone (Desyrel) 200–400 0.79–1.58
Trimipramine (Surmontil) 100–250 0.34–1.00

Level III evidence or level I or II evidence
and significantly less tolerable side
effect/safety profile

Amoxapine (Asendin) 150–300 0.93–1.86
Nortriptyline (Aventyl)   75–150 0.91–1.82
Phenelzine (Nardil)   30–75 0.60–1.50
Protriptyline (Triptil)   30–60 1.04–2.08
Tranylcypromine (Parnate)   20–60 0.67–2.00

*Derived from the Ontario Drug Benefit Formulary or manufacturers’ price lists. Costs do not
include professional fees or markups.



the new antidepressant is started. Classic MAOIs are the
exception, requiring a 2-week washout period before ther-
apy with another antidepressant can be initiated. If the pa-
tient has not tolerated the first drug well, then a washout
period may be prudent to dissipate side effects before a sec-
ond drug trial.

Special considerations

There are few significant drug–drug interactions with
the newer non-tricyclic/non-MAOI antidepressants. All
antidepressants are metabolized by one or more of the
cytochrome P450 (CYP450) hepatic isoenzymes. For de-
pressive patients taking a number of other medications, an-
tidepressants that have minimal CYP450 inhibitions (e.g.,
citalopram, venlafaxine, mirtazapine) should be considered.

In elderly people, pregnant women and breast-feeding
women, one should be aware of certain factors. Anti-
depressants are effective in elderly people.43 The tenant
“start low, go slow” applies, and the use of the newer
agents, in particular those with minimal CYP450 inhibi-
tion, is appropriate and safer than the use of tricyclic anti-
depressants or MAOIs. There is growing evidence that
antidepressants are safe during pregnancy, that they do not
increase the risk of teratogenesis and that the risk of de-
pressive relapse may be as high as 75% in pregnant women
who stop their antidepressant therapy.44,45 These data
should be incorporated into discussions with pregnant
women as they review the benefits and risks of ongoing an-
tidepressant chemotherapy. Data on the use of antidepres-
sants during breast-feeding are limited, and long-term de-
velopmental effects are unknown. Preliminary safety data
do not contraindicate the use of several tricyclic anti-
depressants and SSRIs.46

Maintenance therapy

Over 70% of patients experience a recurrence of depres-
sion during their lifetime.47 Most physicians (and their pa-
tients) stop antidepressant therapy too early, without dis-
cussion as to the risk of relapse and the subsequent risk of
disability and death. Current guidelines suggest that, after
recovery occurs, antidepressant therapy should be contin-
ued at the therapeutic dosage for at least 6 months to sig-
nificantly lessen the chance of relapse.35,36 Indefinite anti-
depressant maintenance therapy should be discussed with
patients with additional risk factors (2 or more episodes of
depression in 5 years, episodes after the age of 50 and diffi-
cult-to-treat episodes).48 The clinician should review with
the patient the benefits (prevention of recurrence) and risks
(e.g., cost, side effects, inconvenience of taking medication)
of treatment. If antidepressant therapy is stopped, the
dosage should be tapered gradually to avoid discontinua-
tion symptoms.49

Electroconvulsive therapy

Electroconvulsive therapy (ECT) has been and contin-
ues to be the most effective treatment for major
depression.50,51 Between 60% and 80% of all depressed pa-
tients who receive a course of ECT respond to this treat-
ment.50,51 A typical course of ECT is 6 to 12 treatments,
with 2 to 3 treatments given per week. Improvement is typ-
ically noted after the fourth treatment. ECT should be
considered a first-line treatment in depressed patients with
psychotic features, actively suicidal patients and patients
who have not responded to or cannot tolerate antidepres-
sant chemotherapy. Although the mechanism of efficacy of
ECT remains unclear, electroencephalography typically
shows slowing in the prefrontal cortex (which likely reflects
a more fundamental neurobiologic process) in patients who
respond to ECT.52
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Table 3: Pooled weighted differences between SSRIs and TCAs
in percentages of patients reporting adverse effects*

Category and type of adverse effect
Pooled difference

relative to TCAs, %

Adverse effects for which there was no
statistically significant difference between any
1 of the 4 SSRIs and all TCAs

Headache   +2
Tremor   –1
Urinary disturbance   –1
Hypotension   –5

Adverse effects that occurred statistically
significantly more often with TCAs than with at
least 1 of the SSRIs

Dry mouth –29*
Constipation –11*
Dizziness   –9*
Sweating   –3*
Blurred vision   –3*
Palpitations   –2

Adverse effects that occurred statistically
significantly more often with at least 1 of the SSRIs
than with TCAs

Nausea +10*
Anorexia   +5*
Diarrhea   +8*
Insomnia   +4*
Nervousness   +4*
Fatigue   –2

Adverse effects for which there was a statistically
significant difference (occurring more often with
SSRIs than with the group of TCAs) only for
pooled rates

Agitation   +6*
Anxiety   +5*

Note: SSRI = selective serotonin reuptake inhibitor, TCA = tricyclic antidepressant. Adapted from
Trindade et al.37 The entries in the final column are from meta-analyses of all of the trials of 4 SSRIs
(fluoxetine, fluvoxamine, paroxetine and sertraline) against any TCA. Data for the individual SSRIs
are available in Table 2 of the study by Trindade et al (www.cmaj.ca/cgi/reprint/159/10/1245.pdf).
*Adverse event occurred statistically significantly more frequently with an SSRI (positive value)
or a TCA (negative value). Based on pooled rate difference obtained by meta-analysis of
randomized controlled trials.



Light therapy

Phototherapy is an established and effective treatment
for major depression with a seasonal variation, particularly
fall/winter depressions. Its efficacy in nonseasonal depres-
sion is not established. Phototherapy is an alternative treat-
ment intervention to antidepressant therapy in mild to
moderate seasonal depression. The reader is encouraged to
refer to published Canadian guidelines.53 The usual treat-
ment is at least 30 minutes per day of light therapy with a
standard phototherapy device (delivering 10 000 lx of full-
spectrum white light) throughout the fall/winter episode.
Phototherapy devices can now be purchased or rented at
many medical supply and equipment stores.

St. John’s wort

St. John’s wort (hypericin) is a popular alternative treat-
ment for depression. Despite European studies demonstrat-
ing the efficacy of St. John’s wort,54 a recent North American
controlled study showed the compound to be no more effec-
tive than placebo in major depressive disorder.55 Although pa-
tients with mild mood symptoms (i.e., not major depression)
may receive some benefit from hypericin, and the herb is rel-
atively benign in terms of side effects and drug–drug interac-
tions, physicians should encourage more standardized treat-
ments in patients with moderate to severe mood disorders.

Other interventions

Although current data are limited, potential new or
novel interventions for the treatment of mood disorders
may include exercise regimens,56 sleep deprivation,57 psy-
chosurgery,58 vagus nerve stimulation59 and transcranial
magnetic stimulation.60

Psychological treatment

In addition to supportive and psychoeducational tech-
niques, specific psychotherapeutic interventions are as ef-
fective as antidepressant therapy in mild to moderate major
depression and dysthymic disorders.61–63

Cognitive behavioural therapy64,65 and interpersonal
therapy66 are the treatment interventions with documented
efficacy. Both therapies require specialized training, can be
administered individually or in a group setting, and typi-
cally require 8 to 16 weekly sessions for efficacy.

The choice of psychotherapy or chemotherapy should
be based on patient preference, clinician judgement and
cost as well as the practical issue of availability of psy-
chotherapy. Furthermore, patients who have not responded
to their preferred treatment modality should be encour-
aged to try other interventions.

Although combined pharmacotherapy–psychotherapy is
widely practised in the psychiatric community, the evidence
of additive effects remains limited.67

Conclusion

There has been significant progress in the area of mood
disorders over the last 2 decades, encompassing advances in
our knowledge of epidemiology, diagnosis, pathogenesis and
treatment. As clinicians we must enhance our efforts to rec-
ognize this illness in our patients and ensure that the myriad
of effective treatments are offered and used. Furthermore, by
espousing a medical model of this disease, we lessen the per-
vasive stigma that is associated with all mental disorders.
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