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Depression
ALOK SARIN

INTRODUCTION
The term 'depression' means different things to different people.
It can be used with reference to a mood or a disorder. A depressed
mood is a normal reaction to a loss, grievance or injured self-
esteem. Nearly everyone has felt depressed, sad, 'blue' or 'down'
after the death of a loved one, rejection by a lover or failure to
achieve an important goal. Depression is called a disorder when-
ever it is lasting, intense or disabling. A diagnosis of clinical
depression is made when, in addition to a depressed mood, the
individual suffers from several other typical depressive symp-
toms that are either persistent or recurrent.

Clinical depressive episodes may occur with or without stress.
In clinical practice when a diagnosis of depression is made, the
patient may often respond with: 'I have nothing to be depressed
about, so how can I be suffering from depression?' In such a
situation, it is necessary to explain to the patient that frequently
clinical depression is caused not so much by stress as by bio-
chemical disturbances in brain neurotransmitter functioning.

TERMINOLOGY
Historically, depression has been divided into two categories:
(i) reactive and (ii) endogenous.

Reactive depression was defined as being secondary to a
stressful life event; it was believed to be 'psychological' in nature;
and psychotherapy as opposed to pharmacotherapy was recom-
mended.

Endogenous depression was supposed to occur independent of
stressful events; it was believed to be caused by neurotransmitter
dysfunction, i.e. 'biological'; and pharmacological intervention
was believed to be required.

With a better understanding of depressive illness, these dis-
tinctions have been found to be illusory in the sense that almost
all depressive states of any severity are now known to be associ-
ated with neurotransmitter changes, stressors are known to pre-
cipitate biological depression, and both psychotherapy and
pharmacotherapy are effective in almost all depressive states. The
understanding of depression has undergone a major change and
the classification is based less on notions of causality and more on
clinical features.

The diagnostic terminologies for depressive disorders are
major depression, one of the currently recognized mood disorders
that include bipolar disorder, dysthymic disorder and cyclothymic
disorder.

Major depression is the most common psychiatric complaint
seen in general practice. It affects 6%-10% of patients compared
to an estimated prevalence of 5.8 % for hypertension. I
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PREVALENCE
The reported prevalence of depression varies considerably be-
cause different criteria have been used for identifying the disor-
der. However, with wider usage of consistent criteria under the
International Classification of Diseases (ICD) and the Diagnostic
and Statistical Manual of Mental Disease (DSM) systems, more
reliable epidemiological information is now available. Life-time
prevalence rates have been reported to vary from 5% to 20% in the
USA and other developed countries. Although information from
developing countries is scarce, the available data suggest that
depression is not less common in these countries.

Depressive disorders are twice as common in women than
men. There is some controversy about prevalence across age
groups but it is likely that depressive disorders are more common
in the elderly, but not rare in childhood and adolescence.

There seems to be no consistent difference in the prevalence of
depression according to race, but families of patients with depres-
sion have a higher prevalence of the disease, suggesting a genetic
predisposition.

Depression is more common in individuals who are widowed,
divorced or unemployed, though the exact causal relationships
are difficult to establish. It also frequently coexists with chronic
and disabling physical disorders, as well as with other psychiatric
disorders.

Depression causes significant morbidity. Depressed people
have a lower perception of their health status, more boding pain,
and worse physical, social and role functioning (e.g. ability to
perform on the job, at home or at school).' The frustration with
depression is the same or worse than that associated with chronic
medical illnesses such as diabetes, hypertension or arthritis.

While the criteria for diagnosis have been standardized by the
American Psychiatric Association! (Table I), these do not help in
the diagnosis, especially for primary care physicians who often
see patients with significant medical co-morbidity. The accurate
and timely diagnosis of depression is also complicated by the
reluctance of patients to seek help because of the stigma associated
with mental illness and by the nature of complaints which may
often be thought to have a medical origin.

Most patients with depressive symptoms seek help from a
general physician rather than a mental health professional. Only
a small percentage of these patients are referred for psychiatric

TABLEI. Criteria for a major depressive episode (DSM IV)

Five (or more) of the following symptoms should be present for at least
two weeks
1. Depressed mood most of the day, nearly every day by either subjective

report or observation by others.
2. Markedly diminished interest or pleasure in all or almost all activities,

most of the day, mostly every day.
3. Significant weight loss or change in appetite.
4. Insomnia or hypersomnia nearly every day.
5. Psychomotor agitation or retardation.
6. Fatigue or loss of energy.
7. Feelings of worthlessness or guilt.
8. Diminished ability to think or concentrate, or indecisiveness.
9. Recurrent thoughts of death, suicidal ideation or attempt.

Note: either 1 or 2 is essential.
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treatment. Data show that of nearly 21% of patients who have
clinically significant depressive symptoms, only 1.2% cite de-
pression as the reason for their visit to the physician+The primary
care physician's awareness of the aetiology and the diverse
(sometimes atypical) manifestations of depression is essential to
make an accurate diagnosis and minimize the adverse impact of
the illness on the patient's quality of life.

AETIOLOGY
The greatest breakthrough in psychiatry in the recent past has
been the understanding of the biological basis of depression. The
monoamine hypothesis of depression suggests that mood disor-
ders occur due to an abnormality in the monoamine neurotrans-
mitter system at one or more sites in the brain. In its early form the
hypothesis suggested a changed provision of the monoamine.
However, more recent elaborations postulate alterations in recep-
tors as well as in the concentration or turnover of the amines.
Three monoamines have been implicated, 5-hydroxytryptamine
(5-HT or serotonin), noradrenaline and dopamine. The hypo-
thesis has been tested by observing three kinds of phenomena:

1. the metabolism of neurotransmitters in patients with affective
disorders;

2. effects of amine precursors and antagonists on indices of
function of the monoamine system; and

3. the pharmacological effects of antidepressant drugs.

While literature regarding the amine theory is complex and
confusing, it is apparent that different monoamines may be
involved in different subgroups of patients and drugs have selec-
tive effects on different amine systems. A recent class of effective
antidepressant drugs (fluoxetine, paroxetine and sertraline) are
specific blockers of serotonin uptake into presynaptic nerve
terminals, and are called the SSRls (specific serotonin reuptake
inhibitors). The earlier antidepressants were much less specific in
their biochemical effects, having effects on more than one system.

The psychological theories of the aetiology of depressive
disorders are numerous. Maternal depri vation, the role of stressful
life events, predisposing personality traits and the role of child-
hood trauma have all been studied. Beck" has described a cogni-
tive triad of (i) negative self-view ('things are bad because I am
bad'), (ii) negative interpretation of experience ('everything has
always been bad'), and (iii) negative view ofthe future (anticipa-
tion of failure).

Learned helpless" is a theory that attributes depression to a
person's inability to control events. This theory is derived from
evidence that animals given random, unexpected shocks develop
symptoms resembling human depressive states.

CLINICAL FEATURES
The essential feature of a major depressive disorder (Table I) is a
duration of at least two weeks during which there is either a
depressed mood or a loss of interest or pleasure in nearly all
activities. In children and adolescents, the mood may be irritable
rather than sad.

The episode must be accompanied by clinically significant
distress or impairment in social, occupational or personal func-
tioning. For some individuals with milder episodes, functioning
may appear to be normal, but requires markedly increased effort.

The mood is often described as depressed, sad, hopeless or
discouraged. In some cases, sadness may be denied at first but
may be elicited on questioning. In many cases, the presence of a
depressed mood may have to be inferred from the person's facial
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expression or demeanour. Some individuals would emphasize
somatic complaints (body aches and pains) rather than report
feelings of sadness.

Loss of interest or pleasure of some degree is nearly always
present. Individuals may report feeling less interested in hobbies,
'not caring any more' or not deriving any enjoyment in activities
that were previously considered pleasurable. In some individuals,
there is a significant reduction of sexual interest or desire from
previous levels.

Appetite is usually reduced and many individuals feel that they
have to force themselves to eat. Others may have an increased
appetite and may crave for specific foods (most commonly sweets
or other carbohydrates). These may be associated with weight loss
or gain.

The most common sleep disturbance with depression is insom-
nia. The typical finding is of middle insomnia (waking up in the
middle of the night and being unable to go back to sleep) or
terminal insomnia (waking up too early in the morning and being
unable to go back to sleep). Initial insomnia (difficulty in falling
off to sleep) may also occur. Less frequently the patient may have
increased sleep episodes (hypersomnia) during the day or night.
Often, the reason for seeking help is disturbed sleep.

Psychomotor changes may include agitation or retardation.
Agitation usually manifests as the inability to sit still, pacing,
hand wringing or pulling or rubbing of skin or clothing. Retarda-
tion appears as slowed speech, thinking or body movements;
increased reaction time to questions; speech that is low in volume,
inflection or a variety of content or muteness.

Decreased energy, tiredness and fatigue are very common
symptoms in depression. Often sustained fatigue is reported
without physical exertion. The smallest of tasks require substan-
tial effort. Thus an individual may complain that washing and
dressing in the morning are exhausting and take twice as long as
usual.

The sense of worthlessness or guilt in major depression may
include unrealistic negative evaluations of one's worth or guilty,
preoccupations or ruminations over minor past failings. Such
individuals often misinterpret neutral or trivial day-to-day events
as evidence of personal defects and have an exaggerated sense of
responsibility for untoward events. This sense of worthlessness or
guilt may sometimes be of delusional proportions (e.g. an indi-
vidual who is convinced that he or she is personally responsible
for environmental pollution or global warming). Blaming oneself
for being sick and for failing to meet occupational or interpersonal
responsibility either as a result or the cause of depression is very
common.

Many individuals report impaired ability to think, concentrate
or make decisions. They may appear easily distracted or complain
of memory difficulty. In elderly people memory difficulty may be
the chief complaint and may be mistaken for signs of early
dementia (pseudodementia).

Frequently, there may be thoughts of death, suicidal ideas or
attempts. These thoughts range from a belief that others would be
better off if the person was dead, to transient but recurrent
thoughts of committing suicide to actual specific plans to commit
suicide. Elicitable suicidal ideas are considered to be a medical
emergency and signify a serious disorder. It has been estimated
that up to 70% of suicides are associated with depressive illness
and 15% of people with major depression commit suicide. IAlso,
the relative risk of suicide in patients with depression compared
to non-depressed individuals is about 30. Although suicidal ideas
and behaviours are associated statistically with suicide attempts
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and may help in identifying a high risk group, it is not possible to
predict whether a given person with depression will attempt
suicide. Motivations for suicide may include a desire to give up in
the face of perceived insurmountable obstacles or to end an
excruciatingly painful emotional state perceived to be endless.

The evaluation of symptoms of major depression is especially
difficult when it coexists with another medical condition (e.g.
carcinoma, stroke, myocardial infarction) because some of the
criteria of depression may coincide with those of other medical
conditions (e.g. weight loss and fatigue). Such symptoms should
be considered to indicate depression except when they are fully
explained by the associated medical condition. For example,
weight loss in carcinoma of the stomach may not be a sign of
depression. However, sadness, guilt, insomnia or weight loss in a
person with a recent myocardial infarction would be strongly
suggestive of a depressive illness.

Symptoms of a depressive episode usually develop over days
to weeks. A prodromal period that may include anxiety and mild
depressive symptoms may last for weeks to months before the
onset. An untreated episode may last 6 months or longer. In the
majority of cases, symptoms remit completely. However, in some
the symptoms may persist for months to years.

TREATMENT
Adjunctive psychotherapy is important and should be considered
in all cases especially where psychosocial problems exist. How-
ever, because of the chronicity of depression and high rate of
recurrence and relapse, the demand for safe, effective and well
tolerated antidepressant treatment is high.

The commonly used antidepressant drugs, their dosages and
side-effects are shown in Table n.The following points need to be
kept in mind.

1. All known antidepressant medications have an onset of action
which takes about two weeks. If drug response is seen prior to
this time, the effect is unlikely to be because of pharmacological
antidepressant effect.

2. Till now the gold standard of antidepressant efficacy remains
the tricyclic antidepressants (TCAs)-imipramine and amitryp-
taline. The newer drugs have fewer side-effects but are only as
effective as the original antidepressants.

3. Since the available antidepressants differ mainly in their side-
effects, a thorough knowledge oftheir side-effects is absolutely
essential. Thus, the TCAs would present mainly with sedation
and anticholinergic symptoms such as constipation, urinary
retention, dry mouth and postural hypotension. A priorexplana-
tion to the patient regarding these and appropriate symptomatic
measures to deal with them help in ensuring compliance.
Traditionally in India, psyllium husk (isabgol) for constipation
and use of cloves (lavang), cardamom (elaichi) and aniseed
(saunf) for dry mouth have been found to be effective. The
side-effects of fluoxetine are mainly insomnia and gastritis.
So, the use of an appropriate sedati ve and ensuring postprandial
intake help in minimizing patient discomfort.

4. Subtherapeutic doses (50 mg of imipramine) ofTCAs have no
scientific validity.

S. Combinations of antidepressants should be avoided, except in
special circumstances. These may enhance side-effects without
enhancing therapeutic efficacy. Rarely, in refractory cases, an
SSRl and a TCA may be combined.

6. An adequate trial of any antidepressant should be a therapeutic
dose for at least 6 weeks. Stopping or changing a drug prior to
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TABLEII. Antidepressant drugs

Drug Dose (mg) Side-effects

Tricyclic antidepressants
Imipramine 75-300 Sedation, anticholinergic

effects, dry mouth, constipation
Cardiovascular effects,
arrhythmias, conduction defects
Weight gain

Amitryptaline 75-300

Doxepine
Tri-impramine
Nortryptaline
Dothiepin

75-300
75-300
75-200
75-300

Tetracyclic antidepressants
Mianserin 30-120 Sedation, anticholinergic effects+

cardiovascular effects +

Miscellaneous
Trazodone
Amoxapine
effects +

150-600
150-400

.Sedation, anticholinergic effects+
Sedation, cardiovascular

anticholinergic effects++
extrapyramidal effects+
tardive dyskinesias+

Specific serotonin reuptake inhibitors
F1uoxetine 20-80 Insomnia, nausea, anorexia,

akathisia

this duration is not justified, unless the side-effects are
intolerable.

7. The co-prescription of benzodiazepines and antidepressants
should be used as sparingly as possible. While it is a valid
strategy for the short term till the antidepressant 'kicks in', the
benzodiazepine should be tapered off as quickly as possible.
The problems of long term benzodiazepine use include
drowsiness, memory impairment and habituation.

8. In treating depression the decision regarding duration of
treatment is important. Thus, single depressive episodes will
require antidepressant medication to be continued for 6-12
months. Those with repeated episodes or elderly patients may
require much longer periods of medication. An important issue
here is the 'model' of illness that is followed-depression
should be likened in explanation to the patient not as an
infecti ve illness model, with a time-limited course oftreatment,
but as a metabolic model (such as diabetes and hypertension)
where long term medication is necessary.

The management of every patient with depression requires
some awareness and knowledge of the processes which influence
interpersonal interaction. All depressed persons need support,
encouragement and a thorough explanation that they are suffering
from an illness and not a personal or moral failure. Dismissal of
depressive symptoms or exhortations to 'snap out of it', may not
be effective remedies for biologically depressed people and may
enhance their guilt and worthlessness. If the depressive disorder
is mainly a reaction to life problems, counselling must be started.

The psychotherapeutic approaches aim at correcting specific
aspects of depression, including cognition, behaviour and affect.
In general they are short term and seek to alleviate the depressive
condition per se and not to change character. Thus, the patient
should be encouraged to talk about his feelings and discuss his
problems. If provoking factors can be altered, he should be
encouraged to think about suitable means for changing them; if
they cannot be altered he should be helped to come to terms with
the new situation.
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All models of psychotherapy rest on the cornerstone of empa-
thy of the client-therapist interaction. It is now being realized that
the impact of psychotherapy is at least in part from the ease of
being able to express one's doubts and fears within the boundaries
of a judgemental, supportive and empathetic relationship.

Finally, assessment and management of suicidal risk is an
essential part of treating depressive disorders. Every depressed
person should be asked about suicidal ideas. Suicidal threats must
never be taken lightly and every patient with moderate-to-severe
depressive symptoms or a past history of suicide attempts should
be considered at risk for suicide. The family members should
guard against this and all persons considered at high risk should
be referred for specialized psychiatric care.
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