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Depression is one of the most common forms of mental
disorder in the general population. It has a lifetime
prevalence as high as 15%, is associated with substantial
morbidity and mortality, and imposes a substantial bur-
den in developing and developed countries. According to
recent data, unipolar major depression is the fifth leading
cause of worldwide disability, accounting for around 4%
of the world’s total burden of disease.

Despite this, it is an obscure illness: people keep their
depression secret; doctors choose not to recognize it; the
cause is unknown; treatment is viewed with suspicion;
and other conditions are given higher priority. Why is
this?

No one likes to disclose problems that may be regarded
as ‘weakness’ by others. People worry about the implica-
tions of disclosure on employment and insurance. Many
are fearful of treatment, laboring under misapprehen-
sions and misinformation promulgated by sensationalist
and irresponsible journalists. Some doctors anticipate
being overwhelmed by problems if they make the diag-
nosis of depression and choose to look aside. Mental
health professionals are discouraged from the long-term
treatment of people who may be regarded as having only
‘minor’ problems by purchasers of healthcare.

But the treatment of depression can be so rewarding. It
is not difficult to recognize depression, providing the
right questions are asked in the correct manner. Further
assessment of recognized cases need not be excessively
time-consuming. Doctors and patients can choose from
a range of effective and acceptable treatments. People get
better. Doctors feel satisfied. The burden of depression
lifts.

This book aims to provide an introduction to the sub-
ject of depression. It is not a definitive textbook, but most
aspects of the illness are covered in detail. Some aspects of
the book reflect our personal clinical and research inter-
ests, but we hope the book retains sufficient balence in
describing this common and debilitating disorder.

We would like the atlas to remain placed firmly on
your desktop. The text should answer many of your
queries about depression. The illustrations should also be
helpful when describing causes and treatments during
consultations with patients. Use it as you will. If it
improves outcomes in just a few of your patients, it has
done its job.

David S. Baldwin and Jon Birtwistle 
January 2002

Preface
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Section I A Review of Depression



The affective or ‘mood’ disorders are a group of related
conditions including the depressive disorders, mania
and hypomania, in which the primary disturbance is
thought to be one of mood or affect. The separation of
the anxiety disorders from the depressive disorders into
distinct diagnostic groups is the subject of some contro-
versy.  Anxiety and depressive syndromes show exten-
sive overlap (comorbidity) in community, primary and
secondary care settings (Figure 1.1), and a review by
Piccinelli1 concluded that there are no clear boundaries
between major depression and generalized anxiety dis-
order. Therefore it is important that any discussion of
depression must also include consideration of anxiety.

The key features of the depressive disorders are:

• low mood;

• reduced energy; and

• loss of interest or enjoyment.

Other common symptoms include poor concentration,
reduced self-confidence, guilty thoughts, pessimism,
ideas of self-harm or suicide, disturbed sleep and altered
appetite2 (see Figure 1.2).

Depression is a common disorder with serious per-
sonal, interpersonal and societal consequences, affect-
ing about 15% of the general population and
accounting for approximately 10% of consultations in
primary care3.  Women are twice as likely to suffer from
depression, and symptoms generally increase with age.
Recent studies suggest a rising incidence of depression
in younger age groups, particularly young men, which
may be linked to the relative rise in suicide rates. Whilst
depressive symptoms are probably more frequent in the
socially excluded and economically disadvantaged,
depressive illness can affect people from all sections of
society.

At a personal level depression causes significant
psychologic distress, reduces quality of life and increases
the mortality from cardiovascular disease, accidents and
suicide, which is the cause of death in approximately
10% of patients with a severe recurrent depressive
disorder. It can contribute to marital and family
breakdown, and in depressed mothers may delay the
development of their children. In addition there is a
direct economic burden on society from health and
social care costs, and indirectly through lost working
days and the costs of premature mortality (see Table 1).

Surveys of the general population in the UK reveal
widespread negative public attitudes to depression. In a
1991 survey of the public conducted on behalf of the
United Kingdom Defeat Depression Campaign5, only
16% believed people with depression should be treated
with antidepressants, while 90% thought counseling
should be used, which has disputed efficacy in the treat-
ment of depression. In addition, the vast majority
(78%) of the sampled general population believed that
antidepressant drugs are ‘addictive’, probably confusing
them with benzodiazepine anxiolytics.

The overall management of people with depression is
often far from ideal (see Figure 1.3). Stigma and dis-
crimination make people who might be suffering from
depression reluctant to seek treatment, and the recogni-
tion of depression by doctors and other health profes-
sionals is often poor. When these factors are taken

CHAPTER 1

Introduction

Table 1 The costs of depression in the UK4

Direct costs per annum £300 million
Approximate cost of treated episode £400
Indirect costs £3 billion per annum
Working days lost 155 million per annum
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together, depression can clearly be seen to constitute a
major public health issue (see Table 2).
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INTRODUCTION

The introduction of the American Psychiatric Association
Diagnostic and Statistical Manual (DSM-III in 1980 and
DSM-IV in 1994) and the World Health Organization
International Classification of Diseases (ICD-10 in 1992)
has resulted in development of operational criteria for
mental and behavioral disorders (see Figures 2.1 and 2.2).
This in turn has made it possible to perform large cross-
sectional epidemiologic surveys to compare prevalence
rates across various cultures and communities, and
between primary and secondary care settings.

INCIDENCE AND PREVALENCE 

The frequency of a condition is generally reported in
terms of ‘incidence’ and ‘prevalence’. The incidence is the
rate at which new cases occur in a population during a
specified period. If the population at risk is constant then:

I=N/(P ¥ T)

(I, incidence; N, number of new cases; P, population at
risk; T, time during which cases were ascertained)

By contrast, the prevalence of a disease is the proportion
of a population that are cases at a point in time. When a
disorder occurs intermittently, a single assessment in time
gives a ‘point’ prevalence, which could underestimate the
frequency of the condition. A better measure is one that
uses a stated time period (e.g. 1 month, 6 months, 12
months or a lifetime) and assesses the frequency of cases
within that time.

‘CASENESS’

To be included in the disease count a person must be
diagnosed as being a ‘case’. Diagnosis requires a clear

definition of the condition, in the form of operational
criteria against which to compare a patient’s symptoms
(such as those included in the DSM-IV and ICD-10
criteria). Some medical conditions show a clear
dichotomy between ‘case’ and ‘non-case’ (e.g. Down
syndrome), but most fall somewhere along a continuum
of severity (see Figure 2.3). Much of psychiatric diagno-
sis is at this level, ranging in intensity from minimal sub-
threshold symptoms to extreme and disabling
symptoms.

Epidemiologic research is hindered by a number of
methodologic problems, which should be considered
when comparing incidence and prevalence rates. The
test–retest reliability can be poor, as the recollection of
affect is often inaccurate and memory and concentration
problems are features of most mental disorders. The
assessment instruments developed within the construct
of the diagnostic categories of DSM and ICD may lack
sensitivity in primary care and community settings,
where psychiatric problems are frequently less severe and
persistent and many cases are subthreshold, i.e. do not
fulfil the criteria for a full diagnosis.

GENDER

Approximately 15% of the general population report
depressive symptoms, with 10% of primary care consul-
tations being due to depressive disorders1. Most cross-
cultural community surveys have found major depres-
sive disorder to be about twice as prevalent in women as
in men, the lifetime prevalence being approximately
20% compared to 10%, respectively2. There is some evi-
dence that women develop more complex and severe
clinical pictures, and probably a more troublesome
course3. The reason for this gender difference is unclear,
although greater childcare responsibilities and fewer
opportunities for paid employment may be important

CHAPTER 2

Epidemiology
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factors. However, men are known to report fewer prob-
lems, and seek help for emotional problems less fre-
quently.

AGE

In the elderly there appears to be a ‘leveling out’ of the
gender difference for major depression, although the
overall prevalence of depressive symptoms appears to
increase with age (see Figure 2.4). Several studies sug-
gest a rising incidence of depression in younger age
groups, particularly in young men, which may be
linked to the relative rise in suicide rates in this age
group when compared to the declining rates in the gen-
eral population4. Major depression in childhood is no
longer considered rare, the point prevalence in children
lying in the range 0.5–2.5%5. Depression is notably
more common in adolescents than in younger children,
having an average period prevalence of around 3–4%6.

COMORBIDITY

Depression and anxiety usually occur together, both in
community and clinical samples. Approximately two-
thirds of those with a lifetime history of major depres-
sion have a lifetime history of another psychiatric
disorder, and an even higher proportion of those with
anxiety have multiple previous disorders. Some of the
‘comorbidity’ of anxiety and depression is artifactual,
due to the categorical approach to psychiatric diagnosis.

The use of a more ‘dimensional’ approach, in which the
severity of individual symptoms and signs is described –
rather than the current categorical approach, which
involves counting symptoms – would reduce this
apparent comorbidity. Patients with significant coexist-
ing depressive and anxiety symptoms have a poorer
prognosis with greater impairment, greater persistence
of symptoms, increased use of health service resources
and an increased risk of suicidal behavior.

REFERENCES

1. Ormel J,Tiemens B. Depression in primary care. In Honig A,
van Praag HM, eds. Depression: Neurobiological,
Psychopathological and Therapeutic Advances. Chichester, UK:
John Wiley, 1997

2. Patel V. Cultural factors and international epidemiology. Br
Med Bull 2001;57:33–45

3. Angst J. Epidemiology of depression. In Honig A, van Praag
HM, eds. Depression: Neurobiological, Psychopathological and
Therapeutic Advances. Chichester, UK: John Wiley, 1997

4. Fombonne E.True trends in affective disorders. In: Cohen P,
Slomkoski C, Robins LN, eds. Historical and Geographical
Influences on Psychopathology. New Jersey: Laurence
Erlbaum, 1999:115–39

5. Harrington R. Epidemiology. In: Harrington R, ed. Depressive
Disorder in Childhood Adolescence. Chichester, UK: John
Wiley, 1993

6. Fombonne E. The epidemiology of child and adolescent
depression psychiatric disorders: recent developments and
issues. Epidemiol Psychiatric Soc 1998;7:161–6

©2002 CRC Press LLC



INTRODUCTION

In primary care the recognition of depression is often less
than ideal. For example, 50% of people with major
depression, identified by independent screening in GP
waiting rooms, are not recognized as depressed by the
doctor1. The recognition of depression is particularly dif-
ficult in certain patient groups such as the physically ill.

POSSIBLE REASON FOR LACK OF
RECOGNITION

There may be a number of possible reasons for a lack of
recognition of depression within primary care (see
Figure 3.1). Generally these can be summarized as fol-
lows:

• patients ignore depression in themselves;

• fear of the stigma of mental illness;

• worry about side effects of medication;

• misdiagnosis of somatic complaints;

• overlooking of depression in those known to
have a physical illness; and

• blaming depression on circumstances, regarding
it as ‘understandable’.

Unfortunately those patients who go unrecognized and
untreated may have poorer short-term outcomes on
measures of low mood, reduced energy and irritability.
However, recent research suggests that disclosure of

depression in ‘unrecognized’ patients has little effect on
overall outcome.

There are a number of key interview skills and cues that
have been identified as crucial to the recognition of
depression (see Figures 3.2 and 3.3).

IS DEPRESSION MORE COMMON TODAY?

There is some evidence that the incidence of depression
may have increased in younger cohorts. A long-term
follow-up study in Sweden (the Lundby Study)2 found
a marked increase in incidence rates in the 1960s and
1970s, and a ten-fold increase in the incidence for men
aged 20–39 years, for the period of 1957–1972 com-
pared to 1947–1957, although this may be due to a
limited amount of data before the 1960s, against which
to make a valid comparison. Although there have been
several studies that indicate a recent rise in the inci-
dence and prevalence of depression, this remains fairly
controversial due to methodologic problems in data
collection, particularly the recall bias for remembering
symptoms from more recent years.

REFERENCES

1. Goldberg DP, Huxley P. Mental illness in the community.The
pathway to psychiatric care. London:Tavistock, 1980

2. Hagnell O, Lanke J, Rorsman B, Ojesjo L.Are we entering an
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CHAPTER 3

Recognition of depression
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INTRODUCTION

The ICD-10 and DSM-IV have largely similar
approaches to the classification of the depressive disor-
ders (see Figures 2.1 and 2.2), with a depressive episode
(ICD-10) and a major depressive episode (DSM-IV)
being the pivotal form of depressive illness, about which
other depressive disorders are described. However, in pri-
mary care, many depressed patients present with depres-
sive symptoms that do not fulfil the accepted diagnostic
criteria for major depression or depressive episode,
because the depressive syndrome is too mild, too short,
too long or without social consequences. By contrast
patients in secondary care inpatient settings are rather
unrepresentative of the total sample of patients, psychia-
trists being likely to see the most severely ill and those
patients with 'comorbid' (coexisting) disorders.

The most recent classificatory schemes include a num-
ber of other depressive disorders, in an attempt to
describe important groups of patients, who otherwise
could not be allocated a diagnosis. For example, both the
DSM-IV classification and the ICD-10 system include
dysthymia (a chronic mild depressive disorder), and the
ICD-10 also incorporates recurrent brief depressive dis-
order (RBD) within the group of mood disorders.

UNIPOLAR AND BIPOLAR DEPRESSION

When a person develops an episode of mania they are
conventionally identified as suffering from bipolar disor-
der, but those patients with depressive episodes only are
diagnosed as having unipolar depression. This differenti-
ation is useful from a clinical perspective, as differing
treatment approaches are required for these disorders (see
Figure 4.1). The person who is in a manic phase of the
bipolar disorder will usually require ‘anti-manic’ treat-
ment, and treatment of any future depressive episodes

must be carefully undertaken, so as not to precipitate a
further manic episode.

Most patients experience multiple depressive episodes
over their lifetime, the episodes varying in length, sever-
ity and impairment, and in the response to treatment.
Approximately 15% of consultations in general practice
are due to ‘recurrent unipolar depression’1. Anxiety
symptoms are a common feature in many people with
depression and may be so prominent that they ‘mask’ the
underlying depressive symptoms, which are found only
after direct questioning. 

MAJOR DEPRESSIVE EPISODE

The two key features of major depression are depressed
mood and loss of interest or pleasure.

The prevailing mood is one of persistent misery, which
does not respond to good news. This is often accompa-
nied by a lack of enthusiasm for previously enjoyable
activities or hobbies. Figure 2.2 shows the DSM-IV diag-
nostic criteria for major depressive episode. 

The lifetime prevalence rates for major depressive dis-
order have been estimated to range between 12% and
17%. However, there is a wide variation in the reported
prevalence rates for major depression (see Figure 4.2).
Table 1 shows the lifetime prevalence rates found across a
variety of locations27. The lowest rates were 0.9% in
Taiwan, and the highest 24% in Oregon (USA).
European rates are closer to those of Oregon, e.g. 15.7%
in Basel18,19, 16% in Zurich27 and 16.4% in Paris21. A key
factor in identifying rates of major depression is the sen-
sitivity of the questionnaire instrument. The Composite
International Diagnostic Schedule (CIDI) is probably a
more sensitive instrument than the Diagnostic Interview
Schedule (DIS), which generally produces lower rates.

CHAPTER 4

Descriptions of the depressive disorders
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DYSTHYMIA (DYSTHYMIC DISORDER)

Dysthymia was first introduced into the group of affective
disorders in the DSM-III classification in 1980. It over-
laps substantially with major depression, the main differ-
entiation being that dysthymia is a chronic depressive
disorder with milder symptoms. The chronic features of
dysthymia fluctuate in severity, and most sufferers will
develop supervening comorbid major depressive episodes
(sometimes termed ‘double depression’). See Figure 4.3
for a summary of the DSM-IV criteria.

Estimates of lifetime prevalence of dysthymia are prob-
ably unreliable. A review by Angst28 revealed a lifetime
prevalence ranging from 1.1% to 20.6%. Accurate diag-
nosis is often difficult and the reliability low, since it is

largely dependent on the accurate recall of symptoms
spanning 2 years, which may be many years in the
patient’s past. The female:male ratio is approximately 2:1,
and dysthymia appears more common in the elderly than
in younger people. In one study of a Finnish cohort of
elderly subjects the prevalence was 12%29.

RECURRENT BRIEF DEPRESSION

Community studies, predominantly of young adults,
indicate that many people receiving treatment for
depression do not fulfil the diagnostic criteria for major
depression30. Some experience shorter episodes of
depression, i.e. lasting less than 2 weeks. For some the

Table 1 Lifetime prevalence rates of major depressive disorder. CIDI, Composite International Diagnostic Schedule; DIS,
Diagnostic Interview Schedule; DSM-III-R, Diagnostic and Statistic Manual III revised; HDS (DPA), Diagnostic and statistic
Manual I revised; NCS, National Comorbidity Survey; SADS-L, schedule for affective disorders and schizophrenia; SADS-
RDC, schedule for affective disorders and schizophrenia – research diagnostic criteria. Adapted with permission from
Angst J. The Prevalence of Depression in Antidepressant Therapy at the Dawn of the Third Millennium. Briley M, Montgomery S,
eds. London: Dunitz, 1998:198

Location Reference Instrument n Male Female Male + Female

Taiwan (metropolis) 2 DIS 5005 0.7 1.0+ 0.9
Taiwan (small township) 3 DIS 3004 0.9 2.5+ 1.7
Hong Kong 4 DIS 7229 1.3 2.4 –
Korea 5 DIS 3134 2.4 4.1 3.3
Korea (rural) 6 DIS 2995 2.9 4.1 3.5
Puerto Rico 7 DIS 1513 3.5 5.5 4.6
Iceland 8 DIS/DSM-III 862 2.9 7.8 5.3
ECA, USA 9 DIS 5.2 10.2 4.9
New Haven, USA 9 DIS 5063 – – 5.9
Baltimore, USA 9 DIS 3560 – – 3.0
St Louis, USA 9 DIS 3200 – – 4.5
Durham, USA 9 DIS 4101 – – 3.5
Los Angeles, USA 9 DIS 3436 – – 5.6
Mainz,Germany 10 SADS-L 80 – – 7.7
National Survey, USA 11 8.4
Edmonton, Canada 12 DIS 3258 5.9 11.4 8.6
Munich, Germany 13 DIS 483 – – 9.0
Boston, USA 14 DIS 386 5.1 13.7 9.4

DSM-III-R
Sardinia 15 CIDI 552 11.6 14.8 13.3
Christchurch, New Zealand 16 DIS 1498 8.8 16.3 12.6
St Louis, USA 17 DIS 298 12.8 23.8 14.8
Basel, Switzerland 18,19 CIDI 470 11.0 19.5 15.7
Stirling County, Canada 20 HDS (DPA) 1003 16.0
Paris 21 DIS/CIDI 1787 10.7 22.4 16.4
NCS, USA 22,23 CIDI 8098 F F 17.1
New Haven, USA 24 SADS-RDC 12.3 25.8 18.0
Oregon (T1) 25 SADS-L 1508 11.6 24.8 18.5
Oregon (T2) 25 15.2 31.6 24.0
Iceland 26 DIS 862 2.0 7.8 –
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depressive episodes recur at least monthly, and are brief,
but usually severe, with significant social and occupa-
tional impairment and sometimes associated with
suicidal behavior. Figure 4.4 show the ‘Zurich criteria’
for recurrent brief depression (RBD). Broadly similar
descriptions are now included within ICD-10 and
Appendix B of DSM-IV.

Although RBD appears to be common in the commu-
nity there has been relatively little research into the epi-
demiology of the condition. One-year prevalence rates
vary between 4% and 8%28; 14.6% of the population in
the Zurich study had fulfilled criteria for RBD by the age
of 35 years. The WHO primary care study found a point
prevalence of 5.2% for 'pure' RBD, together with a rate
of 4.8% for RBD associated with other depressive disor-
ders31.

MIXED ANXIETY AND DEPRESSIVE
DISORDER

The ICD-10 includes a category of mixed anxiety and
depressive disorder (MADD), to be recorded when
symptoms of both anxiety and depression are present,
but neither set of symptoms, considered separately, is suf-
ficiently severe to justify a diagnosis. The appendix of the
DSM-IV contains a broadly similar description, but nei-
ther ICD-10 nor DSM-IV have specified criteria. The
recent UK Office of Population Censuses and Surveys
(OPCS) Survey of Psychiatric Morbidity found a point
prevalence for MADD (using ICD-10 diagnostic crite-
ria) of 7.7%, compared to a point prevalence of only
2.1%, for depressive episodes32, rates in women being
almost double those in men (9.9% versus 5.4%, respec-
tively). The course and treatment outcome of MADD
are largely unknown, but the disorder is likely to be of
particular relevance in primary care settings.

SEASONAL AFFECTIVE DISORDER

Seasonal affective disorder (SAD) was described origi-
nally by Rosenthal and colleagues in 198433, and can be
diagnosed using either ICD-10 or DSM-IV criteria.
DSM-IV describes SAD as being a mood disorder with
an established seasonal pattern (see Figure 4.5). Seasonal
variations in mood are well established and have been
commented on by numerous sources ranging from
Aretaeus and Hippocrates, to Shakespeare in The
Winter’s Tale: “a sad tale’s best for winter”. Although the
concept of ‘seasonal affective disorder’ has gained a
degree of recognition in both the ICD-10 and DSM-IV

classifications, there is little epidemiologic support for its
being considered a separate depressive disorder.
Depression occurring in the darker seasons of autumn
and winter has been dubbed ‘winter blues’ and is believed
by some to be due to the lack of sunlight, particularly in
the northern hemisphere. But there is little agreement on
which seasons have the peak incidences of depressed
mood, as it can occur in autumn, winter, spring and even
late summer! The current criteria for SAD state that there
should be at least three episodes of mood disturbance in
three separate years, of which two or more years are con-
secutive. As follow-up studies indicate that many
patients with ‘SAD’ develop significant non-seasonal
depressive episodes, the criteria stipulate that seasonal
episodes should outnumber non-seasonal episodes by
more than 3:1.

POSTPARTUM DEPRESSION

Approximately 29% of women after childbirth experi-
ence some mild decline in mood and/or increased anxi-
ety, thought mainly to be due to psychosocial changes
associated with motherhood34. Most do not require
treatment. However, postpartum depression affects 14%
of women. The features generally fit the DSM-IV crite-
ria for major depression and the diagnosis is given when
the onset is within 4 weeks postpartum, as defined in
the ‘postpartum onset specifier’. Anxiety is often a
prominent feature with high levels of anxiety, particu-
larly obsessional ruminations about the health of the
infant.

BIPOLAR AFFECTIVE DISORDER (MANIC-
DEPRESSIVE PSYCHOSIS)

Community surveys in industrialized countries esti-
mate a 1% lifetime risk for bipolar disorder and a 5%
risk for the bipolar spectrum35. In 1990, bipolar disor-
der was estimated to be the sixth leading cause of
worldwide disability in people between the ages of 15
and 44 years (see Figure 4.6)36. The mean age of onset is
21 years, which is earlier than for major depression.
Both sexes are affected equally, although women tend
to have proportionately more depressive episodes. The
cyclical pattern of mania and depression was previously
called ‘manic-depressive psychosis’. The current term of
bipolar affective disorder or bipolar illness is more
appropriate, as many patients with marked disturbance
of affect do not ever experience psychotic phenomena,
such as delusions or hallucinations.
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Emotional highs or elation are normal responses to
happy events or good fortune. However, elation or
‘mania’, which seems to occur without any obvious
cause, or appears excessive or too prolonged, may be a
symptom or sign of several psychiatric syndromes,
including manic episodes, acute schizophrenic episodes
and certain drug-induced states (see Figure 4.7).
Mania-like episodes can also occur as a result of some
medical conditions (e.g. hyperthyroidism), prescribed
medication, nonprescribed psychoactive substances
(e.g. amphetamines, cocaine, caffeine) or antidepres-
sant treatments (antidepressant drugs, electroconvulsive
therapy, light therapy). Such manic-like episodes do
not fulfil the diagnostic criteria for a manic episode.
Figure 4.8 shows the DSM-IV criteria for mania.

There are four key diagnostic categories in DSM-IV:

• bipolar I – at least one manic episode with or without
a depressive episode;

• bipolar II – one hypomanic episode and at least one
depressive episode;

• cyclothymia – long-term depressive and hypomanic
symptoms but no episodes of major depression,
hypomania or mania; and

• mixed episode – criteria are met for both a manic
episode and for major depression nearly every day for
at least a 1-week period.

People experiencing manic episodes often appear
euphoric with abundant energy and increased activity
and decreased need for sleep, which is usually accompa-
nied by an exaggerated sense of subjective well-being.
This is generally reflected in excessive talking (pressure
of speech), grandiose ideas and unrealistic plans.
However, many also feel irritable and exasperated, and
the euphoric mood is sometimes tinged with sadness.
Judgement is typically impaired; this can lead to finan-
cial or sexual indiscretions that may ruin personal and
family life. Insight into the changes in mood, activity
and interpersonal relationships is usually reduced. The
mean duration of mania is 2–3 months.

Manic episodes rarely occur in isolation: more char-
acteristically, episodes recur irregularly, becoming inter-
spersed with depressive episodes, which may become
relatively more frequent as time passes. Episodes of ill-
ness tend to cluster at particular times in a patient’s life,
for example when relationships are ending or when
employment is changed.

DEPRESSION AND ANXIETY AFTER
BEREAVEMENT

One of the main consequences of bereavement is psy-
chologic distress, particularly sadness and depression.
Other features include anxiety, insomnia, somatic symp-
toms (somatization) and hallucinations. In western cul-
ture, the expression of sadness following bereavement is
expected and its absence seen as pathologic. In addition
to bereavement, a sense of grief can be experienced from
other major losses, such as a terminal diagnosis, losing a
job, a marriage that fails, amputation or radical surgery.
Figures 4.9 and 4.10 show typical physical and psycho-
logic symptoms experienced during ‘normal grief ’.

Bereavement can also have a negative impact on
health. There is an increased risk of mortality particu-
larly within the first 6 months after bereavement37–40.
There is also evidence of an increased vulnerability to
physical illness and mortality during the first 2 years of
bereavement, with men at higher risk than women.
Some bereaved people develop health-impairing behav-
iors such as increased substance use41, typically alcohol,
tobacco and psychotropic medication42, which can have
negative consequences for mental and physical health.

Marital status has an important influence on the rates
of depressive disorders both in the community and
inpatients and, in general, those who are widowed or
divorced have a greater risk of depression than those
married or single. Bebbington43 analyzed data from
English national statistics to assess the association
between sex, marital status and first admission to psychi-
atric hospital. First admission rates (1982–1985) were
estimated per 100 000 for populations over the age of
15 using ICD-9 as the diagnostic criteria. Admission
rates for all depressive disorders were higher in widowed
and divorced patients irrespective of gender. When all
affective disorders were taken together, those widowed
had the highest incidence.

Bereavement also increases the risk of mental health
problems, particularly depression and anxiety44–46.
Symptoms of anxiety and depression are common dur-
ing the first months of bereavement and normal grief
reactions persists for 2–6 months, but usually improve
without specific interventions.

However, there are particular methodologic concerns
with much of the earlier bereavement research including
small samples, recruitment methods leading to biased
samples, an overrepresentation of spousal bereavement,
non-valid outcome measures and high rates of dropout
at follow-up, but most well designed studies have
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produced consistent results. Symptoms of anxiety and
depression generally peak during the first 6 months of
bereavement and normally improve from the sixth
month with the majority of people being comparable to
their pre-bereavement state after the first year44,47.

Zisook and Schuchter44 measured the frequency of
depressive syndromes at 2, 7 and 13 months after the
death of a spouse and compared them to a married con-
trol group. In those bereaved, the percentage who met
DSM-III-R criteria for depressive episodes was 24% at
2 months, 23% at 7 months and 16% at 13 months.
The prevalence of depressive episodes in the control
group was 4%. Factors that predicted depression at 13
months were younger age, history of major depression,
still grieving at 2 months after the loss and being
depressed at 2 and/or 7 months after the death.

Being a younger widow appears to be a risk factor for
prolonged depressive reaction and increased risk of
other mental health problems. Those bereaved before
65 years of age appear to be at greater risk of psychiatric
problems. In a study of the medical records of 44 unse-
lected widows, psychiatric symptoms (depression and
anxiety) were found to predominate in the younger
bereaved (< 65 years), while physical symptoms pre-
dominated in the older bereaved (> 65 years)48.
Widows over 65 years appear to demonstrate a qualita-
tively different reaction to bereavement. However,
about one-third of widowed elderly people meet DSM-
III-R criteria for a major depressive episode 1 month
after the loss and one-quarter 2–7 months after the
loss49,50.

Mendes-de-Leon and colleagues45 carried out a
prospective study of 1046 elderly people married at
baseline of whom 139 were widowed during the 3-year
follow-up. Depression before and after the bereavement
was measured using the Center for Epidemiological
Studies–Depression scale (CES-D). Those who had
been bereaved for 6 months or less had a 75% increase
in depressive symptoms.

Most returned to baseline levels by the second year of
bereavement. However, young-old widows (defined as
65–74 years old) appeared to differ in the reaction to
bereavement and showed increased levels of depressive
symptoms into the second and third years of bereave-

ment. This was a risk factor for developing chronic
depression following bereavement.

For bereaved adults, having friends or neighbors to
turn to seems to be a protective factor against emo-
tional problems such as depression, loneliness and
worry. In one prospective study by Goldberg and col-
leagues51, a cohort of 1144 married women were inter-
viewed in 1979 about their health and social networks.
Within 2.5 years 150 had become widows. Of those
128, aged between 65 and 78 years were interviewed 6
months after bereavement. Twenty-two percent stated
that they had required counseling for an emotional
problem. Factors associated with emotional difficulties
included recent disability, having few friends and not
feeling close to one’s children.

Parkes52 suggests that anxiety is the most common
response to bereavement. In the opening paragraph of
A Grief Observed, C.S. Lewis describes the overwhelm-
ing feelings of grief he experienced after the death of his
wife. “No one ever told me that grief felt so much like
fear. I am not afraid, but the sensation is like being
afraid. The same fluttering in the stomach, the same
restlessness, the yawning. I keep on swallowing”53.

Jacobs and colleagues46 assessed 102 widowed people
aged 21–65; 48 were assessed at 6 months and 54 at 12
months after bereavement. Overall 44.4% reported at
least one type of anxiety during the second half of the
year, 25% in the first 6 months. The risk of panic disor-
der (PD) and generalized anxiety disorder (GAD) in the
second 6-month period of the year was about double the
rate in the first 6 months of bereavement. The predic-
tors of PD were a history of PD, while the predictors for
GAD were younger age, history of anxiety disorders and
history of depression.

There were also associations with depression; 55.6%
(20 of 36) who had anxiety disorder also reported a
depressive syndrome. All of those with GAD also met
the criteria for major depression and 60% of those with
PD also met the criteria for depression. Conversely
82.5% of participants with a depressive disorder also
met the criteria for at least one anxiety disorder. When
depression was diagnosed it was always associated with
the diagnosis of GAD.
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INTRODUCTION

Anxiety and depressive symptoms usually co-exist (see
Figure 5.1). If each syndrome is relatively mild, patients
may fulfil the criteria for mixed anxiety and depressive
disorder. However, when symptoms are more severe,
patients can be regarded as having coexisting or ‘comor-
bid’ anxiety and depressive disorders.

Human beings have an innate ‘biological pre-
preparedness’ to respond with ‘anxious’ feelings to cer-
tain stimuli, such as threat of violence and fear of
heights. The underlying evolutionary function is that of
an ‘alarm’ mechanism (the ‘fight or flight response’) to
prepare an individual for a physical response to per-
ceived danger (see Figure 5.2). Not only do humans
respond to their immediate environment but also they
anticipate events and plan for the future. So the antici-
pation of the events at some future time (e.g. pre-exam
nerves, visits to the dentist) can also initiate the alarm.
Anxiety is a normal emotional response to a perceived
threat or stressful events – it is usually short-lived and
controllable. Table 1 shows the psychologic and physi-
cal symptoms of anxiety, most of which are attributable
to autonomic arousal.

However, when the symptoms of anxiety are abnor-
mally severe, unusually prolonged or occur in the
absence of stressful circumstances and/or impair physi-
cal, social or occupational functioning, it can be viewed
as a clinically significant disorder beyond the ‘normal’
emotional response. In reality anxiety is best viewed as
being a continuum from mild personal distress to severe
mental disorder. Approximately 5–7% of the general
population experience clinically important anxiety, as
do 25% or more of patients in medical settings at any
one time. The National Comorbidity Survey in the
United States suggest that the lifetime prevalence of
anxiety disorders may be as high as 28.7%1. In practice

the distinction between normal responses to threat and
anxiety disorders may sometimes be difficult to make.

There are a number of medical conditions that pro-
duce anxiety symptoms, making diagnosis challenging
and raising the risk of incorrect diagnosis and, in some
cases, the non-detection of underling physical illness.
Anxiety symptoms are a feature of caffeinism, alcohol
and drug withdrawal, hyperthyroidism, hypoglycemia,
paroxysmal tachycardia, complex partial seizures (tem-
poral lobe epilepsy) and pheochromocytoma.
Conversely, anxiety symptoms may be mistaken for fea-
tures of physical disease, sometimes leading to unneces-
sary medical intervention.

CHAPTER 5

Clinical descriptions of the anxiety
disorders

Table 1 The features of anxiety

Psychologic fear and apprehension
inner tension and restlessness
irritability
impaired ability to concentrate
increased startle response
increased sensitivity to physical sensations
disturbed sleep

Physical increased muscle tension
tremor
sweating
palpitations
chest tightness and discomfort
shortness of breath
dry mouth
difficulty swallowing
diarrhea
frequency of micturition
loss of sexual interest
dizziness
numbness and tingling
faintness
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The ICD-10 and DSM-IV distinguish between the
‘phobic’ anxiety disorders, where anxiety is associated
with particular situations, and other anxiety disorders,
in which anxiety occurs in the absence of specific trig-
gering events or circumstances. A distinction is also
made between patients with and without panic attacks.
The main anxiety disorders of DSM-IV are shown in
Table 2.

GENERALIZED ANXIETY DISORDER

Generalized anxiety disorder (GAD) is characterized by
unrealistic or excessive anxiety and worrying about a
number of events or activities that are persistent (more
than 6 months) and not restricted to particular circum-
stances (i.e. it is ‘free-floating’). Common features include
apprehension, with worries about future misfortune,
inner tension and difficulty in concentrating; motor ten-
sion, with restlessness, tremor and headache; and auto-
nomic anxiety, with excessive perspiration, dry mouth
and epigastric discomfort. It is often associated with life
events and environmental stress, and with physical illness.
It may also be present in many patients with ‘medically
unexplained physical symptoms’. The DSM-IV criteria
for the diagnosis of GAD are shown in Figure 5.3).

The prevalence of GAD in the general population aged
between 15 and 54 years is approximately 5.1%. Twelve-
month community prevalence rates are 2–4%. Primary
care point prevalence is about 8%. The mean age of
onset is approximately 35 years, and it is twice as com-
mon among women over 20 years2,3.

The level of disability is similar to depression, and
there is a strong association with physical illness. To dif-
ferentiate the diagnosis from depressive illness, patients
should be questioned about symptoms such as loss of
interest and pleasure, loss of appetite and weight, diurnal
variation in mood and early morning waking.

PANIC DISORDER AND AGORAPHOBIA 

Panic attacks

Panic attacks are discrete episodes of paroxysmal severe
anxiety, and if they occur regularly in the absence of any
obvious precipitating cause or other psychiatric diagno-
sis, panic disorder may be diagnosed. An early descrip-
tion of a panic attack was recorded by Sappho in the
sixth century BC. Panic attacks are characterized by
severe and frightening autonomic symptoms (e.g.
shortness of breath, palpitations, excessive perspira-
tion), dizziness, faintness and chest pain. Many seek a
rapid escape (if possible) from the situation where the
panic attack occurred. Panic attacks are usually of short
duration (typically a few minutes), but many patients
believe they are in imminent danger of death or col-
lapse, and seek urgent medical attention. 

Both panic attacks and agoraphobia are not ‘codable’
disorders within DSM-IV. In both cases the specific
disorder in which they occur is coded (e.g. panic disor-
der without agoraphobia, panic disorder with agora-
phobia and agoraphobia without history of panic
disorder).

Panic disorder

Panic disorder can occur with or without agoraphobia.
The prevalence of panic disorder varies (Figure 5.4),
and it is characterized by the individual experiencing
anxiety about being in places or situations from which
escape might be difficult or embarrassing (see Figure
5.5). Typical fears include being outside the home,
being in a crowd or standing in a queue, or using pub-
lic transport. These feared situations are then avoided,
or endured with marked distress, which is often less-
ened by the presence of a trusted companion. To be
diagnosed as having panic disorder the individual must
experience recurrent panic attacks that are not consis-
tently associated with a specific situation or object and
that often occur spontaneously. The panic attacks
should not be associated with marked exertion or with
exposure to dangerous or life-threatening situations.

A panic attack is characterized by a discrete episode of
intense fear or discomfort, which starts abruptly, reaches
a maximum intensity within a few minutes and lasts at
least several minutes, with a minimum of four symptoms
being present (including at least one autonomic symp-
tom). The attack must not be caused by a physical dis-
ease, organic mental disorder, or other condition such as
schizophrenia, mood disorder or somatoform disorder. 

Table 2 The main anxiety disorders in DSM-IV

Panic disorder with or without agoraphobia
Agoraphobia without history of panic
Specific phobia
Social phobia
Obsessive–compulsive disorder (OCD)
Post-traumatic stress disorder (PTSD)
Acute stress disorder / acute situational anxiety
Generalized anxiety disorder (GAD)
Anxiety disorder due to a general medical disorder
Substance-induced anxiety disorder
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Comorbidity

Patients with panic attacks often present with somatic
complaints or medically unexplained symptoms and
there is a high use of medical services4. There is also
some evidence that patients with panic disorder have an
increased rate of mitral valve disease and thyroid dis-
ease. It is notable that men with panic disorder have an
increased risk of cardiovascular mortality. There is a
considerable overlap between panic disorder and
depressive disorder, and most patients with panic disor-
der will experience a depressive episode at some point
in their lives. In the World Health Organization collab-
orative study on psychological problems in general
healthcare, 45.6% of patients with a history of panic
attacks fulfilled ICD-10 diagnostic criteria for a current
depressive episode or dysthymia5. Although the evi-
dence is somewhat disputed, individuals with a lifetime
diagnosis of panic disorder appear more likely to
attempt suicide than subjects with no history of psychi-
atric disorder.

Agoraphobia

In the general population, agoraphobia can occur as an
isolated condition, but in clinical samples it is invari-
ably associated with panic disorder and often with
coexisting major depression. The lifetime community
prevalence of panic disorder, with or without agorapho-
bia, may be as high as 4.0%6. The point prevalence of
panic disorder in primary care settings has been esti-
mated as approximately 2.0%6. The lifetime prevalence
rates of panic disorder are shown in Figure 5.4, while
the diagnostic criteria for the diagnosis of panic disor-
der with agoraphobia are shown in Figure 5.6.

SPECIFIC (ISOLATED) PHOBIAS

The characteristic feature of a specific phobia (also
known as isolated, or ‘simple’ phobia) is a single, dis-
crete fear of a person (e.g. a dentist), a situation (e.g.
flying) or an object (e.g. a particular animal). This fear
causes significant emotional distress, and is often
accompanied by marked avoidance. Although the life-
time prevalence of specific phobia in the general popu-
lation may be as high as 11.3%, only a small proportion
of sufferers seek medical treatment for their condition1.
Most learn to live with the phobia, although occasion-
ally treatment is sought when changes in lifestyle are
necessary, such as when a promotion at work leads to
the necessity for international travel.

SOCIAL PHOBIA 

Social phobia (also known as social anxiety disorder) is
characterized by an intense and persistent fear of being
scrutinized or evaluated by other people (see Figure
5.7). The anxiety symptoms are restricted to, or pre-
dominate in, the feared situations or contemplation of
the feared situations. The patient avoids such social sit-
uations, such as eating in public, writing in the pres-
ence of others, conversing with strangers and using
public toilets due to a fear of being ridiculed or humili-
ated. Those with the disorder have a marked fear of
being the focus of attention, or fear of behaving in a
way that will be embarrassing or humiliating. In addi-
tion to more typical anxiety symptoms, at least one of
the following must be present: blushing or shaking, fear
of vomiting, urgency or fear of micturition or defeca-
tion.

There are two sub-types of social phobia:

• specific, when the feared situation is discrete (such
as public speaking); and

• generalized, when it involves most social situations. 

Social phobia usually begins in childhood or adolescence
(about 90% before the age of 20) (see Figure 5.8). People
with social phobia are less likely to marry and more likely
to divorce than the general population. The prevalence is
highest in people with a low socioeconomic status, prob-
ably reflecting the lower educational attainment and
restricted career progression of affected individuals.

Until recently the condition was relatively unknown.
The findings of the National Comorbidity Survey in the
United States suggest that the 1-year prevalence among
people aged 15–54 years is almost 8%, and the lifetime
risk was calculated to be as high as 13.3%1. The disorder
is more common in women than in men. There is a sig-
nificant comorbidity with other disorders and also a sig-
nificantly increased risk of suicide attempts. Patients with
‘pure’ social phobia are relatively uncommon in clinical
settings.

Social phobia can be confused with panic disorder. In
social phobia, panic attacks are restricted to feared social
situations (or anticipation of those situations), whereas in
panic disorder they occur unexpectedly in social encoun-
ters or when alone. In social phobia, patients fear appear-
ing foolish and awkward, whereas in panic disorder
patients fear losing control or death. In panic disorder,
patients can enjoy social encounters when accompanied
by a trusted friend; in social phobia, the presence of a
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friend or relative makes little difference. The avoidance
of social situations can occur as a result of concerns about
medical conditions, such as Parkinson’s disease, benign
essential tremor, stuttering, obesity and burns, but this
should not be confused with social phobia.

POST-TRAUMATIC STRESS DISORDER

Post-traumatic stress disorder (PTSD) results from a
person experiencing or witnessing a traumatic event
(e.g. major accident, fire, sexual assault, physical assault
and military combat). In the USA the lifetime preva-
lence is about 5% in men and 10% in women7. Women
also suffer higher rates of sexual assault. A DSM-IV
diagnosis requires a history of exposure to a ‘traumatic
event’. There are three main symptom clusters: intru-
sive recollections (thoughts, nightmares, flashbacks);
avoidant behavior, numbing of emotions and hyper-
arousal (increased anxiety and irritability, insomnia,
poor concentration); and hypervigilence (see Figure
5.9). Nearly two-thirds of people with PTSD are
‘chronic’ sufferers. PTSD can present months or years
after the traumatic event. It is also highly comorbid
with other psychiatric problems, especially depression,
anxiety and substance abuse or dependence.

OBSESSIVE–COMPULSIVE DISORDER

The characteristic features of obsessive–compulsive dis-
order (OCD) are obsessional thinking and compulsive
behavior. Obsessive thinking includes recurrent persis-
tent thoughts, impulses and images that cause marked
anxiety or distress. Compulsive behavior include repet-
itive behavior, rituals or mental acts done to prevent or
reduce anxiety. Other features include indecisiveness
and inability to take action. Many patients with OCD
experience significant degrees of anxiety, depression

and depersonalization (see Figure 5.10). OCD is
uncommon in the general population, but minor
obsessional symptoms are fairly common. The 1-
month prevalence rates are estimated to be about 1%
for men and 1.5% for women8.
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INTRODUCTION

In the UK suicide is the sixth most frequent cause of
death (after heart disease, cancer, respiratory disease,
stroke and accidents), and is the third most common
cause in the 15–44 year age group1. Suicide is the
eighth most common cause of death in the US, while it
is the second leading cause of death in the 25–34 age
group (see Figure 6.1)2. Each year there are about
4000–5000 deaths by suicide in England and Wales, of
which 400–500 involve overdoses of antidepressant
drugs. Jick and colleagues3 found 14% of overdoses in
suicide (in the UK) resulted from the use of antidepres-
sants. Figure 6.2 shows other studies that have assessed
the rate of antidepressant overdose in suicide. A com-
parison of overdose deaths between antidepressant
drugs is presented in Figure 6.3.

The rates of depression in an average general practi-
tioner population of 2500 patients in shown in Figure
6.4. General practitioners have a role in the identifica-
tion of suicide risk in those who have recently commit-
ted acts of deliberate self-harm. There are over 100 000
cases of deliberate self-harm in England and Wales per
year. In the average practice with a population of 2500
there will be approximately three episodes of deliberate
self-harm per year and one patient suicide every 5 years.

Factors associated with increased suicide risk after acts
of deliberate self-harm (see Figure 6.5) include:

• act of deliberate self-harm planned long in advance;

• suicide note written;

• acts taken in anticipation of death (e.g. writing a
will);

• being alone at the time of deliberate self-harm;

• patient making attempts to avoid discovery;

• not seeking help after deliberate self-harm;

• stating a wish to die;

• believing the act of deliberate self-harm would
prove fatal;

• being sorry the act of deliberate self-harm failed;
and

• continuing suicidal intent.

Two particular groups of patients are at significantly
increased risk of suicide: those with a history of suicide
attempts; and those recently discharged from psychi-
atric inpatient care. Community studies of suicide
attempts are shown in Figure 6.6. About 1% of all
deliberate self-harm patients commit suicide within 12
months of a suicide attempt, and up to 10% may even-
tually die by suicide4. In addition 10–15% of patients
in contact with health services following a suicide
attempt will eventually die by suicide, this risk being
greatest during the first year after an attempt4.

Up to 41% of suicide victims have received psychi-
atric inpatient care in the year prior to death, and up to
9% of suicide victims kill themselves within 1 day of
discharge5.

Those with depression have a greater risk of deliber-
ate self-harm and suicide (see Figures 6.7 and 6.8). A
recent meta-analysis estimated the standardized mortal-
ity ratio for completed suicide of those who had previ-
ously attempted suicide to be over 4000, higher than
the risk attached to any particular psychiatric disorder,
including major depression or alcoholism6. Other risk
factors for suicide (see Figure 6.9) include:

• older age;

• male gender;

CHAPTER 6

Suicide

©2002 CRC Press LLC



• single status;

• personality disorder;

• history of aggression;

• suicidal thoughts;

• social isolation;

• physical illness;

• alcohol abuse; and

• recent suicide attempt.

SUICIDE AND BEREAVEMENT

There is an increased risk of suicidal gestures, com-
pleted suicide and death from accidents following the
death of a spouse or a parent7–10. The suicide risk for
those widowed was first observed over a century ago by
Durkheim who found that suicide was higher amongst
those widowed compared to those married.

When compared to the general population
Mergenhagen and colleagues11 found the mortality
ratio for suicide in young widowers (45–64 years of
age) was about four and a half times the rate for mar-
ried men of similar age. Most studies have found a gen-
der bias with younger men being at the greatest risk of
suicide12, although Heikkinen and coworkers13 found
evidence of an association between widowhood and
women aged 60–69 years.

A 12-year follow-up study in Washington, USA of
6266 white married and 3486 white widowed people
aged 60 years and older found death rates from suicide
to be 28.7 per 100 000 person years for the married
and 40.4 for the widowed14. There was also a significant
effect from gender with the suicide risk for widowed
men estimated to be 3.3 times higher than that for mar-
ried men, while the risk of suicide for widows and mar-
ried women was found to be similar.

Several longitudinal studies have found that the risk
of suicide is greatest for the period immediately follow-
ing the loss. MacMahon and Pugh9 compared 320 wid-
owed people who had committed suicide to a matched
sample of widows who had died from non-suicide
causes. They found that, although the risk of suicide
among the widowed population was generally higher in
the first 4 years after the death of the spouse, the risk of
suicide in the first year was 2.5 times higher, and in the
first, second and third years about 1.5 times higher. The

risk at 4 years or more was equal to that of the control
group. The age-standardized suicide rate was 3.5 times
higher for widowed men than married men. Widows
had twice the risk compared to those who were mar-
ried.

Based on MacMahon and Pugh’s findings,
Duberstein and colleagues15 used the psychologic
autopsy method as a way of distinguishing those who
committed suicide more than 4 years after the death of
their spouse compared to those who committed suicide
within 4 years. Although using small numbers (n = 21,
> 4 years; n = 14, < 4 years), they found those who
committed suicide within 4 years had significantly
higher rates of psychiatric treatment, earlier loss or sep-
aration from one or both parents and a non-significant
(P = 0.07) higher rate of substance abuse. Interestingly,
loss of a close interpersonal relationship (including
bereavement and separation) is a significant predictor
of suicide in alcoholics16.

REFERENCES

1. McClure GM. Changes in suicide in England and Wales,
1960-1997. Br J Psychiatry 2000;176:64–7

2. Centers for Disease Control and Prevention. Leading
Causes of Death Reports. Washington, DC: CDC, 2000:
http://webapp.cdc.gov/sasweb/ncipc/leadcaus.html

3. Jick SS, Dean AD, Jick H.Antidepressants and suicide. Br Med
J 1995;310:215–18

4. Cullberg J,Wasserman D, Stefansson CG.Who commits sui-
cide after a suicide attempt? Acta Psychiatrica Scand
1988;77:598-603.

5. Pirkis J, Burgess P. Suicide and recency of health care con-
tacts.A systematic review. Br J Psychiatry 1998;173:462–74

6. Harris EC, Barraclough B. Suicide as an outcome for mental
disorders. Br J Psychiatry 1997;170:205–28

7. Kaprio J, Koskenvuo M, Rita H. Mortality after bereavement:
a prospective study of 95,647 widowed persons. Am J Public
Health 1987;77:283–7

8. Bunch J. Recent bereavement in relation to suicide. J
Psychosom Res 1972;16:361–6

9. Bunch J, Barraclough B. The influence of parental death
anniversairies upon suicide dates. Br J Psychiatry 1971;
118:621

10. MacMahon B, Pugh TF. Suicide in the widowed. Am J
Epidemiol 1965;81:23–31

11. Mergenhagen PM, Lee BA, Gove WR.Till death do us part:
recent changes in the relationship between marital status
and mortality. Sociol Social Res 1985;70:53–6

12. Gove WR. Sex, marital status, and suicide. J Health Social
Behavior 1972;13:204–13

©2002 CRC Press LLC



13. Heikkinen ME, Isometsa ET, Marttunen MJ, Aro HM,
Lonnqvist JK. Social factors in suicide. Br J Psychiatry
1995;167:747–53

14. Li G.The interaction effect of bereavement and sex on the
risk of suicide in the elderly: an historical cohort study. Soc
Sci Med 1995;40:825–8

15. Duberstein PR, Conwell Y, Cox C. Suicide in widowed per-
sons. Am J Geriatr Psychiatry 1998;6:328–34

16. Murphy GE, et al. Suicide and alcoholism: Interpersonal loss
confirmed as a predictor. Arch Gen Psychiatry 1979;36:65–9

BIBLIOGRAPHY

Angst J. Hypomania. Apropos of a cohort of young patients [in
French]. Encephale 1992;18:23–9

Arato M, Demeter E, Rihmer Z, Somogyi E. Retrospective psychi-
atric assessment of 200 suicides in Budapest. Acta Psychiatr
Scand 1988;77:454–6

Asgard U. A psychiatric study of suicide among urban Swedish
women. Acta Psychiatr Scand 1990;82:115–24

Barraclough B, Bunch J, Nelson B, Sainsbury P.A hundred cases of
suicide: clinical aspects. Br J Psychiatry 1974;125:355–73

Brent DA, Perper JA, Moritz G, et al. Psychiatric risk factors for
adolescent suicide: a case-control study. J Am Acad Child
Adolesc Psychiatry 1993;32:521–9

Breslau N, Davis GC,Andreski P. Migraine, psychiatric disorders,
and suicide attempts: an epidemiologic study of young
adults. Psychiatry Res 1991;37:11–23

Dorpat TL, Ripley HS.A study of suicide in the Seattle area. Comp
Psychiatry 1960;1:349–59

Dyck RJ, Bland RC, Newman SC, Orn H. Suicide attempts and
psychiatric disorders in Edmonton. Acta Psychiatr Scand
1988;338 (suppl):64–71

Harris EC, Barraclough B. Suicide as an outcome for mental dis-
orders.A meta-analysis. Br J Psychiatry 1997;170:205–28

Henriksson MM,Aro HM, Marttunen MJ, et al. Mental disorders
and comorbidity in suicide. Am J Psychiatry 1993;150:935–40

Henry JA,Alexander CA, Sener EK. Relative mortality from over-
dose of antidepressants. Br Med J 1995;310:221–4

Isacsson G, Bergman U, Rich CL.Antidepressants, depression and
suicide: an analysis of the San Diego study. J Affect Disord
1994;32:277–86

Isacsson G, Holmgren P,Wasserman D, Bergman U. Use of anti-
depressants among people committing suicide in Sweden.
Br Med J 1994;308:506–9

Isacsson G, Holmgren P, Druid H, Bergman U.The utilization of
antidepressants – a key issue in the prevention of suicide: an
analysis of 5281 suicides in Sweden during the period
1992–1994. Acta Psychiatr Scand 1997;96:94–100

Isometsa ET, Henriksson MM, Aro HM, Heikkinen ME,
Kuoppasalmi KI, Lonnqvist JK. Suicide in major depression.
Am J Psychiatry 1994;151:530–6

Levy JC, Deykin EY. Suicidality, depression, and substance abuse in
adolescence. Am J Psychiatry 1989;146:1462–7

Manz R,Valentin E, Schepank H. Social support and psychogenic
disease. Results of an epidemiologic field study [in
German]. Z Psychosom Med Psychoanal 1987;33:162–70

Marttunen MJ, Aro HM, Henriksson MM, Lonnqvist JK. Mental
disorders in adolescent suicide. DSM-III-R axes I and II diag-
noses in suicides among 13- to 19-year-olds in Finland. Arch
Gen Psychiatry 1991;48:834–9

Moscicki EK, O'Carroll P, Rae DS, Locke BZ, Roy A, Regier DA.
Suicide attempts in the Epidemiologic Catchment Area
Study. Yale J Biol Med 1988;61:259–68

Paykel ES, Myers JK, Lindenthal JJ,Tanner J. Suicidal feelings in the
general population: a prevalence study. Br J Psychiatry
1974;124:460–9

Ramsay R, Bagley C.The prevalence of suicidal behaviors, atti-
tudes and associated social experiences in an urban popula-
tion. Suicide Life Threat Behav 1985;15:151–67

Rich CL,Young D, Fowler RC. San Diego suicide study. I.Young vs
old subjects. Arch Gen Psychiatry 1986;43:577–82

Rich CL, Isacsson G. Suicide and antidepressants in south
Alabama: evidence for improved treatment of depression. J
Affect Disord 1997;45:135–42

Schepank H. Epidemiology of psychogenic disorders. Results of a
field study in the Federal Republic of Germany. Berlin:
Springer Verlag, 1987

Schwab JJ,Warheit GJ, Holzer CE III. Suicidal ideation and behav-
ior in a general population. Dis Nerv Syst 1972;33:745–8

Velez CN, Cohen P. Suicidal behavior and ideation in a commu-
nity sample of children: maternal and youth reports. J Am
Acad Child Adolesc Psychiatry 1988;27:349–56

Wacker HR. Reported in Angst J, Degonda M, Ernst C. The
Zurich Study: XV. Suicide attempts in a cohort from age 20

©2002 CRC Press LLC



INTRODUCTION

Depression has many causes (see Figures 7.1 and 7.2),
which include:

• genetic factors;

• neurotransmitter disturbances; and

• psychosocial factors:

adverse experiences in childhood;

chronic major difficulties;

undesirable life events;

limited social network; and

low self-esteem.

In most patients, depressive episodes arise from the
combination of familial, biological, psychologic and
social factors, operating over time and progressively
increasing the risk of developing a depressive disorder.
Depressed mood also occurs in certain physical illnesses
(see Figure 7.3) and as a part of many different psychi-
atric syndromes, e.g. anxiety disorders, alcohol abuse,
substance abuse and eating disorders (see Tables 1 and 2
and Figure 7.4).

GENETIC FACTORS

Genetic influences are most marked in patients with
more severe forms of depressive disorder and ‘biological’
symptoms. The morbid risk in first-degree relatives is
increased in all studies, this elevation being independent
of the effects of environment or upbringing (see Figure
7.5). In less severe forms of depression, genetic factors are
less significant and environmental factors relatively more
important.

Potential genetic markers for affective disorders have
been localized to chromosomes X, 4, 5, 11, 18 and 21.
Some of these sites have been linked to the neurobiology
of depression: for example, two of the putative markers
on the long arm of chromosome 5 contain candidate
genes contributing to the receptors for norepinephrine,
dopamine, g-amino butyric acid and glutamate1.

The genetic ‘loading’ for bipolar illness seems greater
than that for unipolar depression. First-degree relatives
of patients with bipolar disorder have a 5–10 times
greater risk of developing a mood disorder, compared

CHAPTER 7
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Table 1 Examples of physical illness associated with
depression

malignancy
hepatitis
glandular fever and other chronic infections
Parkinson’s disease
multiple sclerosis
dementia
endocrine disease (thyroid disorders,Addison’s disease)
hypercalcemia
rheumatoid arthritis
systemic lupus erythematosus (SLE)
cancer
acquired immune deficiency syndrome (AIDS)
cardio- and cerebrovascular disease

Table 2 Drugs that can cause symptoms of depression

b-blockers
anticonvulsants
calcium channel blockers
corticosteroids 
oral contraceptives
antipsychotic drugs
drugs used for Parkinson’s disease (e.g. levodopa)
alcohol
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with unrelated individuals2. The concordance rate for
bipolar disorder among monozygotic (identical) twins is
approximately 70%. However, attempts to identify defi-
nite genetic markers for the condition have not been
successful3. Approximately 25% of cases of bipolar ill-
ness in families with multiple cases may be linked to a
locus near the centromere on chromosome 18, and as
much as 20% to a locus on chromosome 21q22.34.
However, there is no single cause for bipolar affective
disorder and, like unipolar depression, individual
episodes usually result from the combination of familial,
biological, psychologic and social factors.

NEUROTRANSMITTER DISTURBANCES

There is evidence that abnormalities in the level or func-
tion of the serotonin (5-hydroxytryptamine, 5-HT),
norepinephrine and dopamine neurotransmitters acting
on central nervous system neurons may be important in
the pathophysiology of depression, although this evi-
dence is inconclusive. Animal studies indicate that sero-
tonin is intimately involved in the regulation of the
sleep–wake cycle, appetite, sexual behavior and aggres-
sion. Patients with major depression appear to have
abnormal serotonergic neurotransmission (see Figures
7.6–7.8). Some of these abnormalities (such as increased
numbers of platelet and brain 5-HT2 receptors) appear
to be linked to suicidal or impulsive behavior, rather
than to the depressive syndrome per se. The results of
neuroendocrine studies suggest that depression is associ-
ated with decreased neurotransmission at postsynaptic
5-HT1A receptors (see Figures 7.9 and 7.10). Many anti-
depressants are thought to produce their therapeutic
effects by acting upon these postsynaptic 5-HT1A recep-
tors.

Depression is also associated with increased 24-h
adrenocorticotropic hormone (ACTH) levels, as well as
elevated urinary and plasma cortisol levels. Exogenous
administration of ACTH leads to a greater release of cor-
tisol whilst the patient is depressed, suggesting a state-
dependent oversensitive adrenal gland (Figure 7.11).
Recent research indicates that depression is associated
with enlargement of the adrenal glands, which shrink in
size following adequate treatment. Some of the changes
in brain 5-HT function seen in depressed patients may
themselves result from hypersecretion of cortisol5.

Abnormalities of noradrenergic and dopaminergic
neurotransmission are also important in the etiology of
depression. Animal studies suggest norepinephrine plays
a major role in maintaining arousal and drive. Although

there is no consistent change in noradrenergic receptor
function in patients with depression, down-regulation
of a2 somatodendritic receptors by antidepressant drugs
may underlie the treatment response (Figures 7.12 and
7.13)6. Dopaminergic dysfunction has been reported in
psychotic and bipolar depression, seasonal affective dis-
order and depression associated with Parkinson’s disease.
Antidepressants may resolve anhedonia and loss of drive
by increasing the sensitization of dopamine D2 and D3

receptors. Manic episodes may be associated with over-
activity in dopamine pathways within the brain, as
mania can be provoked by dopamine-releasing psycho-
stimulants, such as cocaine and amphetamine.
Depressed bipolar patients may be more likely to
respond than unipolar patients to dopamine-enhancing
agents. such as bromocriptine or levodopa. Manic
episodes occurring after childbirth have been linked to
abnormalities in the release of growth hormone that fol-
lows challenge with dopamine-releasing investigational
compounds7.

Structural and functional abnormalities of the
brain

There have been no adequate controlled post-mortem
studies of brain structure in bipolar illness. In vivo studies
using magnetic resonance imaging and computerized
assisted tomography suggest that the brains of some
bipolar patients may have enlarged lateral and third ven-
tricles, and an increase in the ventricle–brain ratio (see
Figures 7.14–7.16). However, these abnormalities are
not reported consistently8, and are less marked than
those seen in many patients with schizophrenia. Studies
of brain function, using positron-emission tomography
or single-photon emission computed tomography have
also produced variable results, but no brain area has been
shown to have consistently reduced or increased function
(see Figures 7.17–7.20), although there is some evidence
that points to reduced bilateral perfusion to the fron-
totemporal cortex.

Repeated episodes of affective illness in bipolar disor-
der may lead to long-term changes in neuronal systems
involved in the regulation of mood. This in turn may
reduce the threshold for further episodes of illness. This
‘kindling’ model has been used to explain the sensitiza-
tion seen in some patients with epilepsy, and is now
being applied to bipolar illness. The first episodes of ill-
ness may be related to stressful life events, but successive
episodes lead to biochemical changes that render the
patient ever more susceptible to other life stresses. The
process of sensitization continues until affective episodes
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arise spontaneously. This may explain the increase in fre-
quency of episodes with time, seen in many bipolar
patients9,10 and could also explain why anticonvulsant
drugs are often effective11.

PSYCHOSOCIAL FACTORS 

Low self-esteem, an obsessional personality, the experi-
ence of adversity in childhood and maladaptive nega-
tive patterns of thinking about oneself and others, are
all recognized psychologic ‘risk factors’ for depression.
Other factors include excessive undesirable recent life
events, usually involving loss (such as bereavement,
divorce and redundancy), and persisting major difficul-
ties, including being a lone parent, overcrowding, pro-
longed unemployment, poverty and lack of social
support or intimacy.

Psychosocial factors, particularly family dynamics, are
undoubtedly important in influencing the course of
bipolar illness once established. However, their role in
causing the condition to appear is unclear.

It seems probable that ‘vulnerability’ factors, such as
the lack of an intimate confiding relationship or caring
for three or more children under the age of 15 years at
home, confer a predisposition to depression when cou-
pled with threatening life events or chronic social stress.
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INTRODUCTION

Both unipolar depression and bipolar affective disorder
should be regarded as potentially lifelong episodic con-
ditions. The focus of treatment should be as much on
long-term management as on short-term relief of symp-
toms. The efficacy of most new antidepressants and
some psychologic therapies, in continuation and main-
tenance treatment, has been evaluated, and most treat-
ments have been found beneficial. However, long-term
benefit cannot be assumed: for example, there is cur-
rently no good evidence to support the use of either
nortriptyline or mianserin in prolonged treatment.

A model that is commonly employed when treating
patients with major depression in secondary care has
been proposed1. Initial acute treatment results in a sig-
nificant reduction of depressive symptoms (response),
followed by progression to the premorbid state, with
absence of symptoms (remission). Stable remission for
4–6 months is thought to constitute a recovery from
depression. A worsening of symptoms or return of
major depression is called relapse if it occurs before
recovery has been achieved, and recurrence if it occurs
later. Relapses are assumed to represent inadequate
treatment of the index depressive episode, whereas
recurrence represents a new episode of illness.

Treatment therefore consists of three phases (Figure
8.1). Acute treatment lasts until remission, continua-
tion treatment from remission to recovery and mainte-
nance (or prophylaxis) from recovery onwards. This
model has merits in secondary care, but its application
to the long-term treatment of depressive symptoms in
primary care is not yet proven.

LENGTH OF CONTINUATION
TREATMENT

Evidence from predominantly secondary care settings
indicates that over one-third of patients with major
depression experience a relapse of depression in the first
year after remission of symptoms. Most relapses occur
in the first 4 months in younger adults, but in elderly
patients the risk of relapse extends more steadily over
12 months2. The risk of relapse in primary care is not
established, although a relapse rate of 37% has been
described3. A meta-analysis of controlled studies in
which patients with major depression were treated for
2–6 months beyond the point of remission has shown
that antidepressants halve the risk of relapse4. Typically
50% of patients receiving placebo relapse, compared
with 20–25% on antidepressant drugs. Most relapses
occur in the first 3–4 months of treatment (see Figures
8.2 and 8.3)5. For these reasons, it has been recom-
mended that antidepressant drugs should be continued
for at least 6 months after remission of major depres-
sion (see Figures 8.4 and 8.5)6.

LENGTH OF MAINTENANCE TREATMENT

There is some uncertainty about the duration of main-
tenance or prophylactic treatment in recurrent unipolar
depression. Controlled studies in predominantly sec-
ondary care patients with recurrent depressive episodes
have shown that maintenance treatment after recovery
reduces the risk of recurrence over the next 1–5 years7.
For example, in a study that examined the efficacy of 3
years’ maintenance treatment with the tricyclic antide-
pressant imipramine, relapse rates were 80% in those
switched to placebo, compared to 20% in those
remaining on imipramine8. It has been recommended
that maintenance treatment should continue for at least
5 years in patients who have experienced three or more

CHAPTER 8
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episodes of major depression in 5 years, or more than a
total of five episodes6. The situation is less clear for
bipolar depression, where lengthening the duration of
antidepressant treatment can sometimes precipitate
hypomanic or manic episodes, or contribute to ‘cycle
acceleration’, in which episodes of illness become more
frequent over time.
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INTRODUCTION

Recent evidence-based guidelines from the British
Association for Psychopharmacology1 state that doctors
should “match choice of antidepressant drug to individ-
ual patient requirements as far as possible, taking into
account likely short-term and long-term effects” and fur-
ther “in the absence of special factors, choose antidepres-
sants which are better tolerated, safer in overdose and
more likely to be prescribed at effective doses.”

The antidepressant drugs that are available currently
include the tricyclic antidepressants (TCAs), mono-
amine oxidase inhibitors (MAOIs), reversible inhibitors
of monoamine oxidase type A (RIMAs) selective sero-
tonin re-uptake inhibitors (SSRIs), serotonin and norep-
inephrine re-uptake inhibitors (SNRIs), norepinephrine
and serotonin selective antidepressants (NESSA), norep-
inephrine re-uptake inhibitors (NERI) and several other
compounds. However, the antidepressant drugs are not
ideal and each drug has its own side-effect profile, which
limits its use in some patients (see Table 1).

THE IDEAL ANTIDEPRESSANT

The ideal antidepressant would fulfil a range of criteria
(Figure 9.1), including that they should:

• be effective across a range of depressive disorders;

• be effective in short-term and long-term treat-
ments;

• be effective across a range of age groups;

• have a rapid onset of action;

• involve once-daily dosage;

• be cost-effective;

• be well tolerated;

• have no behavioral toxicity;

• be suitable in the physically ill;

• be free from interactions with food or drugs; and

• be safe in overdose.

When starting treatment with antidepressant drugs, it
can be helpful to follow a fairly simple protocol,
designed to offer the best chance of choosing the right
treatment, and using it effectively and sensitively.
Clearly, no two patients have identical problems, and
clinical judgement is always required when making
treatment decisions for individual patients.

STARTING TREATMENT WITH ANTI-
DEPRESSANTS

When a patient has been identified as benefitting from
drug treatment, the following criteria should be
observed:

• establish the presence of a depressive disorder;

• exclude another underlying severe mental disor-
der (e.g. schizophrenia);

• determine the severity of depression:

psychosis (refer to psychiatric services);

severe (refer to psychiatric services);

moderate (start on antidepressants); or

mild (review the patient later).

• establish whether physical illness is present;

• choose an effective, well-tolerated, safe anti-
depressant;

• warn the patient about possible side-effects;

CHAPTER 9

Antidepressant drugs
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Table 1 The adverse effects and problematic interactions of antidepressants

Class of Examples Adverse effects Problematic interactions
antidepressant drugs

Tricyclic Amitryptiline Anticholinergic: dry mouth, constipation, MAOIs (esp. clomipramine and tranylcypromine)
antidepressants Amoxepine urinary retention, accomodation

Clomipramine problems, glaucoma Antiepileptics, barbiturates decrease TCA levels
Dothiepin Antihistaminergic: sedation
Doxepin Alpha blockade: postural hypotension, Cimetidine increases TCA levels
Imipramine sedation
Lofepramine Unknown mechanism: weight gain Warfarin action potentiated
Nortriptyline Cardiotoxic: QT prolongation,

ST elevation,AV block, membrane Alcohol potentiates TCA sedation
stabilization, arrythmias
Neurotoxic: delirium, movement
disorders, convulsions

Related compounds Maprotiline Cardiotoxic, may precipitate seizures in Similar to TCA above
to tricyclic anti- those patients predisposed to epilepsy.
depressants Mianserin Low cardiotoxicity, drowsiness, dizziness, Drowsiness enhanced by alcohol

weight gain, dyspepsia and nausea.
Lowering of white cell count and fatal
agranulocytosis has been reported. Rare
side-effects of mianserin include arthritis
and hepatitis

Monoamine oxidase Phenelzine Hypertensive crisis occurs with tyramine- Tyramine
inhibitors (MAOIs) Isocarboxazid containing foods and some drugs. Sympathomimetics (include cold remedies)

Tranylcypromine Tyramine normally inactivated in the gut Other antidepressants
by MAO acts by releasing NE Pethidine
Symptoms - flushing, headache, Alcohol, barbiturates, ?anesthetics: CNS
increased BP, rarely CVA depression
Foods – e.g. cheese, yoghurt, yeast Insulin: impared blood glucose control
extracts, meat, alcohol, broad
beans, pickled herrings

Reversible inhibitors Moclobemide Tyramine pressor response (lower risk Potentiates ephedrine and the serotonergic
of monoamine than MAOIs) effects of pethidine.
oxidase type A Agitation, anxiety and excitability, Cimetidine decreases the hepatic metabolism of
isoenzyme (RIMA) dizziness, nausea and sleep moclobemide.

disturbances In theory, combining SSRIs with moclobemide 
can produce the ‘serotonin syndrome’
(including agitation, confusion, myoclonus,
hyperthermia and incoordination.
Caution when combined with the TCA
clomipramine or the SSRI citalopram
Useful interactions (with caution):TCA’s lithium

Selective serotonin Fluoxetine Nausea/vomiting – early (FLUV) MAOIs
re-uptake inhibitors Paroxetine Agitation – early (FLUO) L-tryptophan
SSRIs Sertraline Akathisia – early With fluvoxamine (due to CYP1A2 inhibition)

Citalopram Parkinsonism – uncommon caffeine, clozapine, theophylline
Fluvoxamine Sedation/dizziness – 10-20% With fluoxetine and paroxetine (due to CYP2D6

Convulsions – rare inhibition) beta blockers, neuroleptics, opiates,
Sexual dysfunction – common (M&F) TCAs
Discontinuation symptoms

continued over
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• prescribe at low dose for 1–2 days, then increase
to an effective dose;

• review adherence and side-effects within 1 week;
and

• evaluate efficacy at around 4 weeks.

Figure 9.2 summarizes the criteria for starting patients
on antidepressants.

TRICYCLIC ANTIDEPRESSANTS

Most TCAs can cause drowsiness and interfere with
work, and can be dangerous when taken in overdose
(see Figure 9.3). It has been argued by some that TCA
presciptions should be initiated only by psychiatrists
(see Table 1).

TCA efficacy

TCAs are used in the acute treatment of episodes of
depression. They produce a 55–70% response rate with a
10–20 day delay1. They are useful in relapse prevention
and are effective, but need an adequate dose and there
may be problems with compliance. TCAs are especially
useful in patients who are agitated, retarded or have
severe illness, but are less useful in elderly patients,
patients with psychotic depression or the physically ill.

TCAs should be avoided in younger patients, elderly
patients, patients who drive, when drowsiness is unac-
ceptable, when there is a risk of suicide attempts, when
the therapeutic dose is not feasible, when there is pre-
existing cardiac disease or when long-term treatment is
needed.

TCAs are useful in cases where there has been a previ-
ous response to TCA treatment and when that previous

Table 1 continued The adverse effects and problematic interactions of antidepressants

Class of Examples Adverse effects Problematic interactions
antidepressant drugs

Serotonin and Venlafaxine Nausea, dizziness, sleep disturbances, dry Co-administration of cimetidine inhibits the first-
norepinephrine mouth, headache, nervousness pass metabolism of venlafaxine
re-uptake inhibitor Overdose may result in cardiovascular Risk of serotonin syndrome with MAOIs
(SNRI) toxicity, central nervous system Modest inhibitory effects on the cytochrome

depression and seizures P450 system enzymes
Rise in blood pressure and possible 
hypertension
Discontinuation effects: mainly headache,
nausea and dizziness

Norepinephrine and Mirtazapine Sedation, increased appetite, weight gain Enhanced sedation with alcohol and 
serotonin-selective benzodiazepines
antidepressant
(NESSA)

Phenylpiperazines Trazodone Excessive sedation, nausea, postural Enhanced sedation with alcohol.Thioridazine 
hypotension, priapism (about 1 in may increase trazodone levels
6000 men)

Nefazodone Nausea, restlessness Risk of fatal ventricular arrythmias via inhibition
of CYP3A4 when combined with astemizole,
terfenadine or cisapride

Norepinephrine  Reboxetine Dry mouth, constipation, increased Should be used cautiously with drugs that are 
re-uptake sweating, urinary hesitancy (mainly metabolized by CYP3A4 (e.g. antiarrhythmic
inhibitor (NERI) men). Should not be prescribed to drugs), and avoided with drugs that

men with prostatic enlargement potently inhibit CYP3A4
Transient increase in blood pressure:
caution in patients with cardiac disease,
and in those taking antihypertensives

Thioxanthene Tryptophan Eosinophilia–myalgia syndrome (EMS), Serotonin syndrome when combined with SSRIs
sedation and myoclonus
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treatment was well accepted. TCAs are also useful when
there is no risk of suicide attempts, when drowsiness is
acceptable or preferable and when the patient is able to
tolerate a recommended dose (see Figures 9.4 and 9.5).

Pharmacology of TCAs

TCA pharmacology involves a number of intercon-
nected effects on the nervous system (see Figure 9.6):

• 5-HT re-uptake inhibition and 5-HT receptor
effects;

• norepinephrine (NE) re-uptake inhibition;

• anticholinergic effects;

• antihistaminergic effects; and

• adrenergi c effects.

TCA pharmacokinetics

TCAs are rapidly absorbed and widely distributed, while
there is genetic variation in liver metabolism. Tertiary
amines are generally more potent at blocking 5-HT
uptake, while secondary amines are more potent at
blocking NE uptake. Tertiary amines are metabolized to
secondary amines (e.g. amitriptyline to nortriptyline and
imipramine to desmethylimipramine). Discontinuation
effects (cholinergic hyperfunction) can occur with TCAs.

Figure 9.7 describes the side-effects typically seen with
TCAs.

MONOAMINE OXIDASE INHIBITORS

Examples of monoamine oxidase inhibitors (MAOIs)
include phenelzine, isocarboxazid and tranylcypromine
(Figure 9.8).

Stringent dietary restrictions are necessary in patients
taking traditional MAOIs, as naturally occurring
monoamines (such as tyramine in cheese) and sympath-
omimetics in cough and cold medicines can interact with
MAOIs to produce a fatally catastrophic hypertension.

MAOI efficacy

MAOIs are often used in cases of severe depression, espe-
cially those associated with lethargy and poor motiva-
tion. They are also used in cases where treatment
resistance is seen (possibly also combined with lithium
and/or L-tryptophan). Anxiety states can be treated with

MAOIs, and they are sometimes helpful in borderline
personality disorder.

In association with mood stabilizers, MAOIs are given
to those with bipolar disorder. They are also prescribed in
certain cases of atypical depression. Dosage needs to be
adequate (e.g. phenelzine 75–90 mg/day)

MAOI neurochemistry

Figure 9.9 shows the known actions of MAOIs on the
nervous system, which can be summarized as follows:

• irreversible inhibition of MAO-A (and -B);

• MAO-A metabolizes NE, 5-HT and tyramine;

• MAO-B metabolizes DA, tyramine and phenyl-
ethylamine;

• increases stores and release of 5-HT and NE; and

• sympathomimetic effects (e.g. tranylcypromine).

Reported side-effects are shown in Figure 9.10.

MAOI pharmacokinetics

MAOIs are characterized by rapid absorption, but toxic
levels can occur in the slow acetylators. The half-life is
not as important as the time taken to replace stores of
MAO after irreversible blockade.

REVERSIBLE INHIBITORS OF
MONOAMINE OXIDASE TYPE A

Moclobemide

Moclobemide is a RIMA, with proven efficacy and
acceptable tolerability in the short-term treatment of
depression (see Figures 9.11 and 9.12)2. It was the first
RIMA to enter widespread clinical use. In development,
it was expected that selective inhibition of MAO-A by
moclobemide would avoid the stringent dietary require-
ments of nonselective MAOIs. In principle, the MAO-B
should be free to metabolize tyramine contained within
food and the reversibility of RIMAs should allow tyra-
mine to displace it from MAO-A binding sites. 

A review of randomized controlled trials show that, at
daily doses of 300–600 mg, moclobemide has compara-
ble efficacy to the TCAs imipramine, clomipramine and
amitriptyline, and to the SSRIs fluoxetine and
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fluvoxamine3. Subgroup analysis of the clinical trial data-
base indicates that moclobemide is efficacious in the
short-term treatment of unipolar, bipolar, ‘endogenous’
and ‘reactive’ depression4. In some countries moclobe-
mide has a license for the treatment of social phobia
(social anxiety disorder)5,6, although only two out of four
randomized controlled trials found it to be significantly
more effective than placebo7.

Studies in healthy volunteers have shown that short-
term treatment with high doses of moclobemide
(900–1200 mg/day) can produce an exaggerated tyra-
mine pressor response, and that a standard dose (300 mg
twice-daily) can potentiate the effects of ephedrine on
heart rate and blood pressure8,9. For these reasons, there
should be caution when coprescribing potentially inter-
acting medications. Patients should be advised to avoid
consuming large amounts of tyramine-rich foodstuffs.
Moclobemide has a low incidence of sexual dysfunction.

SELECTIVE SEROTONIN REUPTAKE
INHIBITORS

Examples of the SSRIs in common use are fluoxetine,
fluvoxamine, paroxetine, sertraline, citalopram and esci-
talopram (Figure 9.13).

Compared to TCAs and MAOIs, SSRIs are somewhat
better tolerated and relatively safer, but treatment-emer-
gent insomnia and sexual dysfunction are common prob-
lems. In United Kingdom primary care, the most
commonly prescribed antidepressants are the TCAs
(including the older drugs amitriptyline and dothiepin,
and the newer TCA lofepramine) and SSRIs. Systematic
reviews and meta-analyses suggest that the different
classes of antidepressant drugs have comparable overall
efficacy1,10–12. SSRIs appear marginally less effective than
TCAs in hospitalized patients with major depression, but
they have similar efficacy to tricyclic drugs in the major-
ity of patients, seen in primary care or outpatient set-
tings1,10–12.

Advantages and disadvantages of SSRIs

SSRIs have a number of advantages in the treatment of
depression and the associated disorders:

• broad-spectrum efficacy (depression, panic disorder,
obsessive–compulsive disorder (OCD), social anxi-
ety disorder and post-traumatic stress disorder);

• reduced adverse-event burden;

• safety in overdose; and

• prescribed in therapeutic doses.

Nevertheless, SSRIs are not necessarily without their dis-
advantages:

• reduced efficacy in depressed inpatients;

• some common adverse events (gastrointestinal
upset, sexual dysfunction, nervousness/agitation,
discontinuation symptoms);

• pharmacokinetic interaction; and

• serotonergic syndrome.

SSRI neurochemistry

The neurochemistry of a typical SSRI is shown in
Figure 9.14, but can be summarized as follows:

• selective 5-HT uptake blockade; and

• all SSRIs differ in chemical structures.

SSRI pharmacokinetics

SSRIs are rapidly absorbed and undergo hepatic metabo-
lism. Some have active metabolites, but all are generally
low in breast milk. Withdrawal effects are possible with
drugs with a shorter half-life. The reported side-effects of
SSRIs are presented in Figure 9.15.

SSRI efficacy

SSRIs are used for the acute treatment of episodes of
depression. There is a 55–70% response rate after a
10–20 day delay in onset from starting treatment1. SSRIs
are useful in preventing relapse, possibly because of good
compliance.

Additionally, SSRIs are useful in the elderly with anxi-
ety or OCD, those who are suicidal and possibly those
with severe depression.

Prescription monitoring studies13–15 show that older
TCAs are commonly prescribed at lower than recom-
mended doses, and for shorter than optimal periods.
SSRIs are nearly always prescribed at doses proven to be
effective and appear more likely to be prescribed for
longer periods.

SSRIs may be preferable to older TCAs in the treat-
ment of patients with a history of deliberate self-harm1,
as SSRI overdose is only rarely associated with medical
complications.
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Occasional case reports have described the emergence
or worsening of suicidal thoughts during SSRI treat-
ment, but analyses of pooled data from randomized con-
trolled trials have shown that SSRIs are not associated
with increases in suicidality16,17 (see Figures 9.16 and
9.17).

At present, there is no direct evidence that patients pre-
scribed SSRIs have a better outcome than those on
TCAs1. The SSRIs are more expensive than older antide-
pressant drugs, but current pharmacoeconomic data do
not favor initial treatment with one antidepressant over
another1. The cost-effectiveness of SSRIs and TCAs in
the treatment of depression in United Kingdom primary
care is currently being evaluated (the University of
Southampton ‘Ahead’ Study, supported by the Heath
Technology Assessment Programme).

Discontinuation of SSRI treatment

Discontinuation symptoms may occur on abruptly stop-
ping all classes of antidepressant drugs. The reported
incidence varies widely, but symptoms are mild for most
patients and usually resolve within 2 weeks. Comparative
data are available for only the SSRIs, where paroxetine
appears most likely, and fluoxetine least likely to be asso-
ciated with discontinuation reactions1. Discontinuation
symptoms appear less likely in shorter courses of treat-
ment and if the drug dosage is tapered, but controlled
evidence for tapering treatment is lacking. The March
2000 edition of the British National Formulary (BNF)
states that abrupt withdrawal of an SSRI should be
avoided. There is no consensus on the pharmacologic
management of established SSRI discontinuation syn-
drome, but the results of a controlled study with SSRIs
show that reinstatement of the original drug may relieve
symptoms.

SEROTONIN–NOREPINEPHRINE
REUPTAKE INHIBITORS

Examples of the SNRIs include venlafaxine and mil-
nacipran (Figure 9.18).

Venlafaxine

Venlafaxine inhibits the presynaptic re-uptake of sero-
tonin and NE, and to a much lesser extent dopamine
(see Figure 9.19). Unlike TCAs, it has little or no affinity
for adrenergic, cholinergic or histaminic receptors. It is
effective in depressed patients in primary and secondary

care settings, and in patients with generalized anxiety dis-
order (GAD).

A review of the findings of randomized controlled tri-
als indicates that the short-term efficacy of venlafaxine is
at least as good as that of the TCAs clomipramine and
imipramine and the SSRIs paroxetine and fluoxetine18.
In longer-term treatment, pooled analysis suggests that
venlafaxine is efficacious in preventing relapse of depres-
sion18. A recent meta-analysis of the findings of compara-
tor-controlled studies suggests that venlafaxine is
significantly more efficacious than SSRIs in short-term
treatment19, and treatment with dual-acting drugs such
as venlafaxine may be preferable to SSRI treatment in
hospitalized depressed patients1. Venlafaxine has also
been found efficacious in the treatment of GAD, in both
short-term20 and long-term treatment21.

Venlafaxine appears to be tolerated as well as or better
than clomipramine, dothiepin, imipramine, maprotiline
and trazodone. In clinical trials, a rise in blood pressure
was seen in some patients treated with venlafaxine, most
often at doses above 200 mg per day (see Table 1). 

The probability of clinically significant increases in
blood pressure (rises greater than 15 mmHg, to a dias-
tolic pressure greater than 105 mmHg), increases with
dose, being 13% at doses above 300 mg per day22. Blood
pressure should be monitored in those on doses above
200 mg per day, and venlafaxine should not be given to
patients with hypertension. Discontinuation effects can
occur when patients stop venlafaxine abruptly, particu-
larly after daily doses of 150 mg or more: typically symp-
toms arise within 2 days, and resolve within a week of
stopping treatment.

The reported side-effects of SNRIs are presented in
Figure 9.20.

SELECTIVE NOREPINEPHRINE REUPTAKE
INHIBITORS 

Reboxetine is the typical example of the group of antide-
pressants termed the selective NERIs (see Figure 9.21).

Reboxetine

Reboxetine is a selective NERI, which has recently
become available in a number of countries. It has little
effect on 5-HT or dopamine re-uptake, does not inhibit
MAO, and has low affinity for a-adrenergic and mus-
carinic receptors (see Figure 9.22).
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In a series of randomized controlled trials, reboxetine
has been found an efficacious antidepressant, in both
short-term and long-term treatment. It has comparable
efficacy to the TCAs imipramine and desipramine, and
the SSRI fluoxetine23. Reboxetine may have certain
advantages over fluoxetine, both in ‘energizing’ lethargic
patients and in improving their social function24.
Clinical experience has shown that reboxetine can be
effective when patients have not responded to other anti-
depressants25, and in combination treatment with an
SSRI in partial responders to previous SSRI treatment26.
Although reboxetine has proved efficacious in severely ill
patients of younger and older age, it is not presently indi-
cated for the treatment of depression in elderly patients.
Recently presented data indicate that reboxetine is effec-
tive in the treatment of patients with panic disorder.

In an analysis of over 2600 patients included in clinical
trials with reboxetine27, it appeared generally well toler-
ated, the rate of discontinuation from treatment because
of adverse events being similar to that with placebo. Dry
mouth (27%), constipation (17%) and increased sweat-
ing (14%) were all significantly more frequent with
reboxetine than with placebo, but were less common
than with imipramine or desipramine. The frequency of
adverse events with reboxetine (67%) is similar to that
with fluoxetine (65%). Between 4% and 12% of
patients, mainly men, develop urinary hesitancy with
reboxetine, and the drug should not be prescribed to
men with prostatic enlargement. A case report has
described the development of urinary hesitancy with
reboxetine, relieved by concomitant prescription of dox-
azosin. The profile of adverse events in clinical practice is
similar to that in clinical trials, and those reactions
reported to the Medicines Control Agency seem pre-
dictable, from knowledge of the pharmacologic proper-
ties of the drug.

Preliminary studies show that reboxetine does not
inhibit the cytochrome P450 enzymes involved in the
metabolism of other drugs, suggesting a low potential for
drug–drug interactions28. However, reboxetine should be
used cautiously when prescribed with drugs that are
metabolized by CYP3A4 (e.g. antiarrhythmic drugs),
and it should not be given with drugs that potently
inhibit CYP3A4. In clinical trials, reboxetine did not
appear to have any sustained effects on blood pressure,
although up to 10% of patients may experience symp-
toms related to hypotension or tachycardia. Reboxetine
should be used with caution in patients with cardiac dis-
ease, and in those taking antihypertensives.

Suicide attempts were infrequent in the clinical trials

with reboxetine, occurring less often than with placebo,
fluoxetine or imipramine. No deaths or serious sequelae
following reboxetine overdose had been described by
November 1998; the most common effects are sweating
and tachycardia, but anxiety, postural hypotension and
hypertension can also occur.

The side-effects of the NERIs are summarized in
Figure 9.23.

Nefazodone

Nefazodone has a distinct pharmacologic profile, which
includes moderate inhibition of the re-uptake of sero-
tonin into presynaptic neurons and antagonism of post-
synaptic 5-HT2 receptors29. It is chemically related to
trazodone (see Figure 9.24), but is a less potent antago-
nist at a1-receptors (see Figure 9.25). Because of its
blockade of 5-HT2 receptors, it was anticipated that
nefazodone would cause less treatment-emergent insom-
nia, anxiety and sexual dysfunction than SSRIs.

The efficacy of nefazodone in acute treatment of
depression has been established in several double-blind
placebo-controlled studies30–32, and in a comparative
study with paroxetine33. Treatment with nefazodone may
offer some advantages over treatment with SSRIs, some
studies showing less sleep disturbance34, less increased
anxiety35 or treatment-emergent sexual dysfunction36

with nefazodone. A recent study37 found that continuing
treatment with nefazodone was significantly better than
switching to placebo, after an initial response to acute
treatment.

One review38 indicates that somnolence, nausea, dry
mouth and dizziness are reported in around 5–10% of
patients treated with nefazodone (see Figure 9.26), lead-
ing to dropout rates similar to those seen with fluoxetine
or placebo, whereas another39 estimates that these
adverse events are more frequent, occurring in around
10–20% of subjects. Sexual dysfunction is reported only
rarely during treatment, and nefazodone can be used to
relieve sexual dysfunction caused by other antidepres-
sants; however, like other antidepressants it has been
implicated in the development of clitoral priapism40.
Like the SSRIs, nefazodone can occasionally cause
akathisia. Nefazodone appears less likely than trazodone
to cause hypotension, because of reduced a1 blocking
properties39. A small proportion (2–3%) of patients
develop visual ‘trails’ (usually after-images of moving
objects) or ‘shimmering’ which can prove troublesome
when driving.
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Although nefazodone is a weak inhibitor of
cytochrome P4502D6, it causes potent inhibition of
cytochrome P4503A4, and so should not be given with
terfenadine, astemizole, alprazolam, triazolam, cisapride
or cyclosporin. Combination treatment with nefazodone
and lithium appears generally well tolerated and safe.
Nefazodone was possibly implicated in the development
of sub-fulminant hepatic failure in a series of three
patients, leading to suggestions that liver function tests
should be performed before and during treatment.

Mirtazapine

Mirtazapine acts as an antagonist at pre-synaptic a2-
receptors and at postsynaptic 5-HT2, 5-HT3 and hista-
mine H1 receptors (see Figures 9.27 and 9.28). These
complex actions result in enhanced serotonergic and
noradrenergic neurotransmission across the synapses; the
blockade of 5-HT2 and 5-HT3 receptors being responsi-
ble for a lower incidence of insomnia, sexual dysfunction
and nausea, when compared to SSRIs41.

A review of the findings of double-blind controlled
treatment studies indicates that mirtazapine is at least as
effective as reference TCA antidepressants such as
amitriptyline or clomipramine42. Further studies indicate
that mirtazapine may have an earlier onset of action than
the SSRIs fluoxetine, citalopram and paroxetine, with
similar rates of dropout due to adverse effects43. Like
nefazodone, mirtazapine may have a particular role in
the treatment of depressed patients troubled by insomnia
or marked anxiety, or sexual dysfunction44.

Mirtazapine has minimal anticholinergic, adrenergic
or typical SSRI-type side-effects (see Figure 9.29). The
only adverse events significantly more frequent with mir-
tazapine than with placebo are drowsiness (23% versus
14%), excessive sedation (19% versus 5%), dry mouth
(25% versus 16%), increased appetite (11% versus 2%)
and weight increase (10% versus 1%): by contrast,
headache occurred significantly less often with mirtazap-
ine (5% versus 10%)45. Typical SSRI-type adverse events,
such as nausea, vomiting, diarrhea and insomnia are less
frequent in mirtazapine-treated than in placebo-treated
patients; unlike the SSRIs, mirtazapine does not appear
to cause sexual dysfunction. Mirtazapine is better toler-
ated than amitriptyline, with significantly lower dropout
rates due to adverse clinical experiences. Mirtazapine
appears to have a low seizure-inducing potential, even
though H1-receptor antagonists are known to lower the
seizure threshold.

Mirtazapine has minimal inhibitory effects on the
cytochrome P450 metabolizing enzymes in vitro, sug-

gesting a low potential for drug–drug interactions.
Mirtazapine appears to be safe when taken in overdose.
Reversible white blood cell disorders (neutropenia and
agranulocytosis) have been reported with mirtazapine,
and treatment should be stopped and a blood count
taken when fever, sore throat, stomatitis or other signs of
infection occur.

OTHER DRUGS USED IN THE TREATMENT
OF DEPRESSION

Trazodone

Trazodone blocks postsynaptic a1-adrenoceptors,
increases NE and 5-HT turnover (see Figures 9.30 and
9.31). It has antagonist actions at 5-HT2 receptors, but
its active metabolite m-chlorophenylpiperazine (m-CPP)
is a 5-HT receptor agonist. Therefore the precise balance
of effects on 5-HT receptors during treatment is difficult
to determine. Trazodone has low cardiotoxicity and is less
toxic in overdose than tricyclic antidepressants.
Anticholinergic side-effects are also lower but there is an
increased incidence of drowsiness and nausea (particu-
larly if taken on an empty stomach). Side-effects are sum-
marized in Figure 9.32.

A review of several placebo-controlled studies has
shown that trazodone in doses of 150–600 mg is supe-
rior to placebo in the treatment of depressed patients46. It
appears to have similar efficacy to imipramine. The
major unwanted effect of trazodone is excessive sedation,
which can result in significant cognitive impairment.
Some patients experience postural hypotension due to its
antagonism of a1-adrenoceptors. The most serious side-
effect of trazodone is priapism, which has an incidence of
about 1 in 6000 male patients; sexual dysfunction is oth-
erwise less troublesome than with many other antide-
pressant drugs.

Maprotiline

Maprotiline is a modified TCA (Figure 9.30) that is the
most selective NERI among the TCAs, with little action
on muscarinic or histamine receptors (see Figure 9.33).
In comparative studies it appears to have comparable
efficacy to that of other TCAs47. Unfortunately, it may
precipitate seizures in patients predisposed to epilepsy
and has a high incidence of seizures at doses above
200 mg. Therefore a maximum dose of 150 mg has been
recommended. Like other TCAs it is potentially car-
diotoxic in overdose. Reported side-effects are summa-
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rized in Figure 9.34. A long-term study found a higher
rate of suicide attempts with maprotiline than with
placebo48.

Mianserin

Mianserin was the first truly atypical ‘tetracyclic’ antide-
pressant (Figure 9.35). It has a weak inhibitory effect on
norepinephrine reuptake and is a potent antagonist at a
number of 5-HT receptor subtypes (particularly 5-HT2A

and 5-HT2C receptors). There is no antagonist effect at
muscarinic cholinergic receptors. Figure 9.36 summa-
rizes mianserin’s mode of action.

Mianserin is a competitive antagonist at histamine H1

receptors and a1- and a2-adrenoceptors. It can cause
troublesome drowsiness, which is enhanced by alcohol,
but has a good safety profile in overdose with low cardio-
toxicity (Figure 9.37).

Controlled trials have shown that mianserin is superior
to placebo in the management of depression, and com-
parable to imipramine and clomipramine47. The long-
term efficacy of mianserin is not proven. The main
adverse effects of mianserin are drowsiness, dizziness,
weight gain, dyspepsia and nausea.

Cognitive impairment is more likely with mianserin
than with SSRIs49. As with other tricyclics, mianserin
increases the risk of seizures, and some patients may
experience postural hypotension.

The most serious adverse effect of mianserin is the low-
ering of the white cell count, while fatal agranulocytosis
has been reported. These are seen more commonly in the
elderly. The BNF (4.3.1) recommends a full blood count
every 4 weeks during the first 3 months of treatment
with clinical monitoring continuing throughout treat-
ment. Treatment should stop, and a full blood count be
taken if any signs of infection develop (e.g. fever, sore
throat or stomatitis). Other rare side-effects of mianserin
include arthritis and hepatitis.

L-Tryptophan

L-Tryptophan is a naturally occurring amino acid and
precursor to serotonin. It has a weak antidepressant
effect, and is usually used as an adjunct for MAOIs and
TCAs. Tryptophan deficiency causes a lowering of mood
and tryptophan depletion has been shown to reverse
antidepressant-induced remission from depression. Some
preparations of L-tryptophan were associated with
eosinophilia–myalgia syndrome (EMS) a potentially fatal
connective tissue disease caused by a very high circulat-

ing eosinophil count with symptoms of muscle or joint
pain, edema, skin sclerosis, peripheral neuropathy and
fever (see Figure 9.38). Therefore in the UK it is only
licensed for use by hospital specialists in patients with
severe depression which has been continuous for more
than 2 years. In addition there must have been adequate
trials of a standard drug treatment, and it can be used
only as an adjunct to other antidepressant medication.
Patients’ eosinophil levels must be closely monitored for
signs and symptoms of EMS. The patient and prescriber
must be registered with the Optimax Information and
Clinical Support (OPTICS) Unit, with progress reported
at 3 and 6 months, then 6-monthly. Other potential
unwanted effects include sedation, myoclonus and sero-
tonergic syndrome when combined with SSRIs.

Bupropion

Bupropion acts to increase dopaminergic neurotransmis-
sion. It has proven antidepressant effects, and may be
especially helpful in the treatment of patients with bipo-
lar depression. It has recently been licensed in the UK for
use in smoking cessation. Most adverse effects arise from
overstimulation of dopaminergic function, resulting in
insomnia, agitation, nausea and weight loss (see Figure
9.39). It has few, if any, sedative, anticholingergic,
hypotensive or cardiotoxic properties although psychosis
can occur occasionally. There is also an increased risk of
seizures. Bupropion should not be coadministered with
MAOIs or dopamine precursors or agonists (e.g. lev-
odopa and other antiparkinsonian drugs). 

ANTIDEPRESSANT DRUG TREATMENT
OF BEREAVEMENT-RELATED PROBLEMS

Depressive symptoms are frequently seen as a normal
part of the grieving process and some clinicians believe
that the treatment of the symptoms of bereavement-
related depression may interfere with the normal grieving
process, also for some doctors the medicalization of grief
is a contentious issue. However, in primary care the
recognition and treatment of depressive disorders
remains poor and therefore it is not uprising that
bereavement-related depression tends to be untreated.
Zisook and colleagues50 found 83% of bereaved spouses
who met criteria for major depressive syndrome received
no antidepressant medication. However, the authors sug-
gested that when there is a prolonged grief reaction of
more than 6 months, which meets the criteria for major
or minor depressive disorders, then these should be diag-
nosed and treated as mood disorders.
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Several antidepressants have been studied in bereaved
people. In a small-scale open trial, Pasternak and cowork-
ers51 found nortriptyline to be effective in treating people
with bereavement-related depression in late life.
Zygmont and associates52 carried out an open-trial pilot
study of paroxetine for symptoms of traumatic grief,
compared with the effects of nortriptyline in an archival
contrast group, from an ongoing separate study. Fifteen
mixed bereaved people were treated with paroxetine
which began at a median of 17 months postbereavement
(range 6–139 months). In addition each person received
psychotherapy tailored for traumatic grief. The results
from the paroxetine group were a 53% decrease in the
level of traumatic grief symptoms, and a 54% decrease in
depressive symptoms as measured by the Hamilton
Rating Scale for Depression (HAM-D). Paroxetine was
comparable to nortriptyline, although the authors
favored the use of paroxetine for traumatic grief, owing
to the greater safety in overdose.

Reynolds and colleagues53 carried out a placebo con-
trolled study of nortriptyline alone, nortriptyline com-
bined with interpersonal psychotherapy, placebo alone
and combined with interpersonal psychotherapy.
Nortriptyline was superior to placebo, although there
was no effect found from interpersonal psychotherapy.
One interesting finding was that, although nortriptyline
was efficacious in treating depressive symptoms, it had
no effect on the intensity of grief (measured by the Texas
Revised Inventory of Grief ). The authors offered two
theoretical explanations: first, that depressive symptoms
may represent biological dysregulation (e.g. sleep and
appetitive disturbances), which are more amenable to
pharmacologic intervention; and second, that grief
intensity may represent other factors such as unresolved
problems of loss and difficulty in performing role transi-
tion tasks. Alternatively they suggested that persistent
grief (e.g. preoccupation with the memories) may not be
abnormal or pathologic.

There is little support for prescribing antidepressant
drugs to bereaved people without bereavement-related
problems. However, the use is advocated for those with
bereavement-related depression and anxiety, and trau-
matic grief.

The SSRIs have a number of advantages as the choice
of therapy for bereavement-related depression, as they
have a broad spectrum of efficacy in the treatment of
depressive disorders and anxiety disorders (panic disor-
der, OCD, social phobia and post-traumatic stress disor-
der) that are seen in bereavement. In addition they are
relatively safe in overdose. Unlike TCAs, SSRIs have no

carditoxicity in overdose, and the increased risk of death
from cardiovascular disease within the first 6 months of
bereavement is an important variable to consider.

USE OF COMPLEMENTARY MEDICINES

Many patients describe some benefit from complemen-
tary approaches such as instruction in the Alexander
technique or meditation, although ‘scientific’ evidence
for the efficacy of these approaches is lacking. In certain
countries, many depressed patients are treated with St
John’s Wort (Hypericum perforatum), a ‘herbal’ remedy;
in other areas, it is used in a wide range of conditions,
including premenstrual syndrome, bereavement, insom-
nia and stress. A review of clinical trials has suggested
that H. perforatum is more efficacious than placebo in the
treatment of patients with depression of mild or moder-
ate intensity. Many patients are attracted to the prepara-
tion because of its ‘natural’ origins and presumed safety,
although different formulations vary in the bioavailabil-
ity of the active principle (which has some SSRI-like
properties).

St John’s Wort

St John’s Wort or H. perforatum is a plant native to
Europe, used for centuries as a herbal remedy for its
wound healing, antiviral, anti-inflammatory, sedative
and antidepressant properties54,55. It can be taken in a
variety of ways, preferably as tablets containing the dried
alcoholic extract of the herb, standardized to provide a
given amount of one of the constituents, usually hyper-
icin. There are many other compounds present in H.
perforatum extract, including naphtodianthrons,
flavenoids, xanthones and bioflavenoids, which probably
exert their effects via different mechanisms56. Extracts are
standardized to only one component, resulting in hetero-
geneity between brands; to minimize this, many treat-
ment studies use the LI160 extract.

The mode of action of St John’s Wort is poorly under-
stood, but may depend on alterations in neuro-
transmitter concentrations and receptor density at
postsynaptic neurones57. It inhibits the re-uptake of 5-
HT, dopamine and norepinephrine57,58, causes stimula-
tion of GABA receptors and is a weak MAOI58. The
results of two meta-analyses suggest that around
60–70% of patients with mild–moderate depression
respond to treatment56,57. One of these56 concluded that
H. perforatum extract was significantly more effective
than placebo and similarly effective to conventional anti-
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depressant medication. More recent studies have also
found H. perforatum to be effective, including a three-
arm study comparing H. perforatum (1050 mg
extract/day), imipramine (100 mg/day) and placebo59.
H. perforatum has also been found useful in the treat-
ment of seasonal affective disorder (SAD)60.

H. perforatum use may result in the induction of vari-
ous drug-metabolizing systems including cytochrome
P450 3A4, 1A2, 2C9 and P-glycoprotein (a transport
protein)58. This can cause decreased efficacy or plasma
concentrations of a number of drugs, including warfarin,
oral contraceptives, anticonvulsants, digoxin,
cyclosporin, theophylline, and HIV protease and non-
nucleoside reverse transcriptase inhibitors.

H. perforatum is generally well tolerated, a recent
review finding an incidence of adverse effects similar to
that for placebo61. Side-effects are usually mild-to-mod-
erate and transient, and include gastrointestinal distur-
bance, restlessness, dizziness, fatigue, dry mouth and
(rarely) allergic reactions57,58,61. Photosensitivity is very
rare at therapeutic doses, it being estimated that a dose
30–50 times the recommended amount would be
required to cause severe phototoxic reactions61.

TREATMENT OF COEXISTING ANXIETY
DISORDERS

Managing patients with generalized anxiety
disorder

Many features of GAD are similar to those of depression.
To differentiate GAD from depressive illness patients
should be questioned about symptoms such as loss of
interest and pleasure, loss of appetite and weight, diurnal
variation in mood and early morning waking. Patients
who present with no obvious psychologic explanation or
episodic symptoms without apparent cause should be
examined for thyrotoxicosis, pheochromocytoma and
hypoglycemia.

Caffeine is best avoided by patients with GAD, as there
is some evidence of abnormal sensitivity in some
patients62. It is useful for patients to identify potential
causes of anxiety and psychologic therapies to help the
patient develop strategies for anxiety management (e.g.
cognitive–behavior therapy (CBT), problem-solving
techniques).

Drug treatment of GAD

Benzodiazepines can be effective in providing short-term
relief, but they can cause troublesome sedation and carry
a long-term risk of dependence. They are best prescribed
when the patient has particularly distressing or disabling
anxiety symptoms, for short treatment courses only.
Drugs that have proven efficacy in randomized con-
trolled trials include buspirone (a partial agonist of the
serotonin 5-HT1A receptor), some TCAs (e.g.
imipramine), paroxetine, trazodone and the SNRI
venlafaxine. The antipsychotic drug trifluoperazine is
sometimes effective in reducing anxiety but is associated
with a number of long-term side-effects63.

The treatment options for GAD are summarized in
Figure 9.40.

Managing patients with panic disorder and
agoraphobia

There are numerous medical conditions that produce
panic-like symptoms and these should be considered
and excluded before treatment of panic disorder. These
medical conditions include other mental disorders (e.g.
schizophrenia, mood disorder or somatoform disorder),
alcohol and drug withdrawal, caffeinism, hyperthy-
roidism, hyperparathyroidism, hypoglycemia, pheo-
chromocytoma, cardiac arrhythmias, labyrinthitis and
temporal lobe epilepsy.

Owing to the high rates of comorbid depression, it is
important to treat the symptoms of both anxiety and
depression. The SSRIs paroxetine and citalopram are
licensed in the UK as treatments for panic disorder, and
SSRIs have been recommended as drugs of first choice.
A meta-analysis of 27 placebo-controlled randomized
controlled trials concluded that treatment with SSRIs
was more effective than treatment with either
imipramine or alprazolam64. A consensus statement on
panic disorder from the International Consensus Group
on Depression and Anxiety recommends treatment with
SSRIs and suggests a long-term treatment period of
12–24 months, which should be discontinued slowly
over 4–6 months65. Some patients experience a transient
worsening of panic in the first few weeks of treatment
and all should be warned about this potential side-effect.
Other antidepressant drugs found to be effective include
certain TCAs (imipramine, clomipramine and
lofepramine).

High-potency benzodiazepines (e.g. alprazolam, clon-
azepam and lorazepam) are effective in many patients,
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but should be reserved for severely ill patients and only
used for short-term treatment. MAOIs (e.g. phenelzine)
have been found to be effective in the treatment of panic
disorders, but tend to be used less frequently, owing to
the need for dietary restrictions and side-effects. The
RIMAs (e.g. moclobemide), although not licensed for
the treatment of panic, demonstrate potential efficacy
and have the benefits of minimum dietary restriction.

Behavior therapy (e.g. exposure to phobic situation
and training in coping with panic attacks) and cognitive
therapy are also beneficial in many patients.

MANAGING PATIENTS WITH SPECIFIC
(ISOLATED) PHOBIAS

Traditionally, patients with specific phobias are treated
by behavior therapy using cognitive techniques, such as
exposure behavior therapy (e.g. fear of flying courses run
by the large airline companies). Antidepressant drugs can
be used in patients with persistent and disabling specific
phobias that have proven resistant to behavioral treat-
ments.

MANAGEMENT OF SOCIAL PHOBIA

SSRIs are recommended as first-line pharmacologic ther-
apy, and treatment is suggested for at least 12 months66.
Several SSRIs have been found efficacious in the short-
term treatment of patients with social phobia, the most

studied drugs being paroxetine and sertraline. Others
drugs include MAOIs (e.g. penelzine) and the RIMA
moclobemide. There is no published good evidence for
the efficacy of TCAs or b-blockers in generalized social
phobia, and although certain benzodiazepines have been
found efficacious in randomized controlled trials, the
same cautions apply against their use as do in the treat-
ment of panic disorder. Table 2 presents the pharmaco-
logic treatment options that have undergone treatment
studies. Effective psychologic therapies include individ-
ual cognitive restructuring, coupled with exposure ther-
apy and group CBT.

MANAGEMENT OF POST-TRAUMATIC
STRESS DISORDER

The first step in the management of post-traumatic
stress disorder (PTSD) is to distinguish between the
acute and chronic conditions, and assess the predomi-
nant features. The first 3 months after the incident are
critical and not everyone with acute PTSD develops the
chronic form. There are three main phases of manage-
ment, namely acute symptom stabilization (4–12
weeks), maintenance therapy (12 months) and discon-
tinuation.

The acute stage of treatment is aimed to reduce initial
distress by supportive and empathic listening aimed at
reducing feelings of helplessness and guilt. The provi-
sion of information related to disability, compensation

Table 2 Pharmacologic treatment options for social phobia that have undergone treatment studies67

Class of drug Examples (generic name) Comments

Beta-blockers Atenolol Not recommended as a treatment option

Benzodiazepines Alprazolam, Clonazepam, Best avoided when there is evidence of comorbidity with
Bromazepam alcohol abuse. May cause excessive sedation

Tricyclic antidepressants Imipramine Not recommended as a treatment option

Non-selective monoamine Phenelzine Evidence of efficacy. Patient must adhere to strict
oxidase inhibitors (MAOIs) tyramine-free diet

Reversible inhibitors of monoamine Moclobemide (also Brofaromine) Evidence of efficacy. Some possible restriction on diet
oxidase type A (RIMAs)

Selective serotonin reuptake Citalopram Recommended as first-line therapy in the pharmacologic
inhibitors (SSRIs) Fluoxetine treatment of social anxiety disorder

Fluvoxamine Paroxetine, fluvoxamine and sertraline have
Sertraline demonstrated safety, efficacy and tolerability in double-
Paroxetine blind, placebo-controlled treatment studies

Novel antidepressant Nefazodone Evidence of efficacy from case reports and open trials

Serotonin/norepinephrine reuptake Venlafaxine Evidence of efficacy from case reports and open trials
inhibitor (SNRI) 

Anticonvulsants Gabapentin, Pregabalin Efficacious in randomized controlled trials
Poor tolerability at higher doses
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and community support groups can help people to take
control and ‘fight back’. Benzodiazepines may be useful
for short-term treatment to reduce arousal and psycho-
logic repression of the traumatic event, but are not
recommended for long-term use.

Overall, SSRIs are probably the drug treatment of
choice for PTSD, evidenced by randomized controlled
trials investigating fluoxetine, paroxetine and sertraline68.
Some TCAs (e.g. amitriptyline, imipramine) produce
significant improvement, but are less effective than
SSRIs.

The RIMA brofaromine has also demonstrated some
efficacy, as has the MAOI phenelzine69. However, cau-
tion is advised with MAOIs due to the high comorbidity
with alcohol and drug abuse in patients with PTSD, as
drug interactions with MAOIs can be dangerous. The
most effective psychologic treatment is CBT.

MANAGEMENT OF OBSESSIVE–
COMPULSIVE DISORDER

Most patients with OCD require a combination of man-
agement approaches, including patient education, drug
treatment with SSRIs or clomipramine and cognitive
behavioral techniques. The SSRIs are clearly efficacious
in patients with OCD, both in short- and long-term
treatment. The efficacy of SSRIs or clomipramine is not
dependent upon the presence of co-existing depressive
symptoms. An emerging amount of literature supports
the use of SSRIs in the treatment of children and adoles-
cents with OCD, as well as in adults70.

OCD is usually a chronic disorder, waxing and waning
in severity over time, and the magnitude of change dur-
ing acute treatment studies can therefore be rather disap-
pointing.

The relative efficacy and tolerability of clomipramine
and the SSRIs in the management of patients with OCD
has been discussed extensively70. Although there are occa-
sional studies indicating that an SSRI is more efficacious
than clomipramine, systematic reviews and meta-analy-
ses have shown that treatment with clomipramine is
marginally, but significantly, more effective than treat-
ment with SSRIs71–73. In turn, SSRIs are more effective
than drugs that do not have serotonin re-uptake inhibi-
tion as part of their mechanism of action. The main
advantage for SSRIs is their improved tolerability profile
compared to clomipramine70, which suggests that SSRIs
should be considered a first-line pharmacologic treat-

ment for patients with OCD, clomipramine being
reserved for those patients who do not show signs of
improvement with fluvoxamine, fluoxetine, paroxetine
or sertraline.

LITHIUM AND OTHER MOOD-
STABILIZING DRUGS

The acute treatment of mania usually involves lithium,
valproate compounds and antipsychotic drugs, some-
times in combination. Antipsychotic drugs may have an
earlier onset of action than lithium, but are less well tol-
erated. Lithium and valproate are more often used as
prophylactic treatments, in an attempt to reduce the risk
of future manic or depressive episodes.

Lithium

Randomized controlled trials of lithium treatment have
shown that it is effective in 60–90% of acutely ill patients
with manic episodes, and in up to 80% of patients when
used in the long-term prophylaxis of bipolar affective dis-
order74. Lithium is also effective in the prophylaxis of
recurrent unipolar depressive disorder, though not as
effective as treatment with antidepressant drugs. It is dis-
appointing that the good results seen with lithium in
randomized controlled trials are often not replicated in
the different setting of routine clinical practice, where
lithium treatment is not always undertaken in the opti-
mal fashion (see Figure 9.41).

Treatment can be improved through setting up special-
ized lithium clinics and through setting up local proto-
cols for care. The best results in bipolar illness are seen
when treatment is good, there is a family history of bipo-
lar illness and when episodes of mania are followed by
depression. Poorer results are seen in rapid cycling illness,
in patients with comorbid substance abuse and when
paranoid features are present.

When prescribed rationally and taken regularly,
lithium can alter the course of bipolar affective disorder.
There is also some evidence that lithium treatment can
reduce the overall mortality associated with bipolar ill-
ness and reduce suicide rates. Conversely, many patients
will derive little benefit from lithium treatment, only
experiencing side-effects such as thirst, polyuria, tremor
and weight gain. Lithium treatment can also cause a mild
impairment of attention and memory, worsen or precip-
itate skin problems and cause a leukocytosis.
Hypothyroidism and a non-toxic goiter can occur in
around 5% of patients, and a further 5–10% of patients
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may experience impaired renal tubular function whilst
undergoing long-term treatment. Use during pregnancy
should be avoided whenever possible, as teratogenic
effects may be seen in up to 11% of births, cardiovascu-
lar malformations being among the more common
abnormalities. Figure 9.42 summarizes the side-effects of
lithium.

Lithium levels can increase during concomitant treat-
ment with diuretics, nonsteroidal anti-inflammatory
drugs and angiotensin-converting enzyme inhibitors.
Central nervous system toxicity can be worsened by anti-
depressants, antipsychotics, some antihypertensives and,
possibly, some general anesthetics.

Lithium toxicity can occur insidiously, although signs
of toxicity usually appear when levels rise above
1.3 mmol/l74. At first, patients become troubled by wors-
ening tremor, nausea and vomiting. Later signs include
drowsiness, disorientation, dysarthria, convulsions and
coma. Pulmonary complications and cardiac effects can
lead to death. Treatment of established lithium toxicity
involves admission, rehydration and anticonvulsants;
hemodialysis may be required when lithium levels are
greater than 3.0 mmol/l, in comatose patients and when
simpler measures have not improved matters within
24 h74.

Prior to starting lithium treatment, the degree of affec-
tive morbidity should be established, the need for long-
term treatment should be discussed, the patient should
be weighed, blood tests should be performed for renal
and thyroid function and pregnancy tests should be per-
formed in women of childbearing potential. A starting
dose of around 600 mg should be used in healthy young
adults, determining lithium levels after 5–7 days74. The
target for these levels should be 0.5–1.0 mmol/l.

Monitoring patients during lithium treatment is best
done within a mood disorders clinic so that affective
symptoms can be monitored conscientiously and sleep
disturbance can be treated. The attempt should be made
to give all the daily dose of lithium at night, and the
patient should be asked about adherence at each visit.

The use of additional psychotropic drugs is recom-

mended if response is partial. Lithium level should be
assessed every 3 months, and an estimate of renal and
thyroid function should be made every 6 months.
Lithium should be discontinued slowly.

Anticonvulsants

Treatment with an anticonvulsant may be effective in
patients with rapid cycling bipolar illness, in those with
mixed affective episodes and when lithium has been only
partially helpful. Both carbamazepine (Figure 9.43) and
valproate compounds have been found efficacious in the
acute treatment of mania, and there is some evidence of
benefit in the prophylaxis of bipolar illness75. Both lam-
otrigine and topiramate are being evaluated in extensive
clinical trial programs in the area of bipolar illness.

Sodium valproate was first used in the treatment of pri-
mary generalized epilepsy, generalized absences and
myoclonic seizures. It is now also used in patients with
treatment-refractory mania and long-term treatment in
rapid cycling illness, particularly in nonpsychotic
patients. Recent controlled trials indicate that valproate
compounds may prevent new episodes of affective ill-
ness76. The adverse effects of treatment include nausea,
vomiting and hair loss. Blood dyscrasias and hepatotoxi-
city can also occur, and full blood tests and liver function
tests should be performed regularly during treatment.
Valproate can interact with certain antidepressant and
antipsychotic drugs, and antimalarials. Like lithium, val-
proate is also potentially teratogenic and can cause
abnormalities of the heart, neural tube, lip and palate.
Because of this, it should be used with great caution dur-
ing pregnancy.

The adverse effects of carbamazepine include
headache, drowsiness, nausea and vomiting. It can cause
skin rashes, blood dyscrasias and hepatic problems,
including hepatitis and cholestatic jaundice. It can
induce the metabolism of anticoagulants and certain
antidepressant and antipsychotic drugs, steroids and oral
contraceptives. Carbamazepine can also exert teratogenic
effects, possibly through causing iatrogenic folate defi-
ciency. Figure 9.44 summarizes the side-effects of the
anticonvulsants.
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ELECTROCONVULSIVE THERAPY

Electroconvulsive therapy (ECT) involves the induction
of a brief seizure induced by passing an electrical current
across a patient’s brain following the administration of a
general anesthetic and a muscle relaxant. ECT has a
potent antidepressant effect, which has an earlier onset
of action than antidepressant drugs. It has been found to
be effective in the treatment of a number of psychiatric
and neurologic conditions, including mood disorders
(particularly psychotic depression), psychosis and
Parkinson’s disease. It is particularly effective when there
is abnormal motor activity, e.g. catatonia, stupor and
parkinsonism. The main indications for the use of ECT
include:

• depressive stupor;

• failure to eat or drink;

• high risk of suicide;

• depressive delusions;

• marked psychomotor retardation; and

• previous good response to ECT.

However, there remains a certain amount of apprehen-
sion from the general public and certain health profes-
sionals about the safety of ECT. In reality the most
common side-effects are headache, dizziness and confu-
sion on the day of treatment. The death rate is about 1
in 10 000, and there are no absolute contraindications
to its use. There are known long-term memory prob-
lems after treatment with ECT, but these are associated
with continuing depression or substance abuse1.
Nevertheless, the exact mechanism of action of ECT
remains unclear.

SLEEP DEPRIVATION

There is a wide body of literature to indicate that sleep
deprivation can sometimes improve the mood of
depressed patients2. Sleep deprivation can be used in
several ways, including total sleep deprivation (TSD),
partial sleep deprivation (PSD), phase-advance therapy
and selective rapid eye movement sleep deprivation.
TSD involves the patient staying awake for up to 40 h
starting from the morning before the night of sleep
deprivation. In PSD, patients may sleep for 4 h and are
then asked to wake up at around 01:00 to 02:00 and
remain awake the rest of the night and the following
day. The phase-advance approach involves changing the
sleep pattern without sleep deprivation, e.g. patients go
to bed at 18:00 and get up at 01:00. The antidepressant
effect of sleep deprivation is not clearly understood.

LIGHT THERAPY

Light treatment (phototherapy) is most closely associ-
ated with the treatment of seasonal affective disorder.
There are a number of devices used in light therapy, the
most researched being the light box, with white light
and an illumination of 10 000 lux (see Figure 10.1).
Patients using light boxes are usually recommended to
sit within 1 m of the box (ensuring that they receive
about 5000 lux) starting at 1.5 h/day. The evidence sug-
gests that morning treatment is superior to evening
treatment3. Depressive symptoms usually respond
within 2–4 days, although relapse is common if treat-
ment is discontinued. Light therapy has also shown
some promising results for the treatment of other mood
disorders (e.g. non-seasonal major depressive disorder,
premenstrual dysphoric disorder and rapid cycling bipo-
lar disorder)2. However, the evidence suggests that it is
best used as an adjunct to antidepressant therapy in the
treatment of non-seasonal major depression4. The action
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of light therapy appears to be mediated via the retina,
although the mechanism of action of light is not under-
stood. Side-effects include headaches, eyestrain, irri-
tability and insomnia. Light-induced mania can occur
in some individuals.

TRANSCRANIAL MAGNETIC
STIMULATION

Transcranial magnetic stimulation (TMS) is currently
being explored as a potential treatment for patients
with psychiatric and neurologic disorders (e.g. depres-
sion and Parkinson’s disease). Rapid TMS (rTMS)
involves passing a rapidly alternating electrical current
through a small coil attached to the scalp, thereby
inducing an electromagnetic pulse, which induces a
change in the ionic flow of surrounding brain tissue.
Several studies have found that rTMS of the left dorso-
lateral prefrontal area in healthy volunteers produced a
feeling of sadness, while stimulation of the right dorso-
lateral prefrontal area produced a feeling of happiness5.
However, in depressed patients rTMS of the left dorso-

lateral prefrontal area produced significant improve-
ment. The evidence for its efficacy is currently still
rather limited, and further work is currently being car-
ried out (see Figure 10.2).
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COGNITIVE–BEHAVIOR THERAPY 

Cognitive–behavior therapy (CBT)1 is one of the most
extensively researched and widely adopted psychologi-
cal treatments for depression. It is based on the assump-
tion that depressive moods are perpetuated and
maintained through irrational beliefs and a distorted
attitude toward the self, the environment and the
future. In essence depression is argued to result from
cognitions and not mood and postulates that there are
three maladaptive elements of depression:

• a cognitive triad of recurrent negative views that
directly shape how the person:

• sees themselves (negative self-concept, e.g.
worthless);

• the world (overestimation of demands, e.g.
life is meaningless); and

• the future (e.g. hopeless).

• irrational schemata based on the past and logical
errors that pervade the assessment of oneself and
life events; and

• a number of typical processing errors, through
which perceptions of events are distorted.

Examples of processing errors include:

• selective abstraction (attending only to negative
aspects of experience);

• arbitrary inference (jumping to conclusions on
inadequate evidence); and

• over-generalization (making judgements on the
basis of single events).

During CBT, patients are helped to identify their mal-
adaptive assumptions and processing errors, and then

challenge them by monitoring their experience and
associated emotional states. CBT sessions are standard-
ized and last between 15 and 20 min. As ‘homework’
patients are asked to perform certain tasks, such as
keeping a daily record of activities and listing negative
thoughts as they occur. This is often complemented by
behavioral techniques, such as scheduling pleasurable
tasks and breaking seemingly insurmountable problems
into smaller, achievable parts (Table 1).

Cognitive therapy is particularly effective when com-
bined with antidepressant therapy, and has been found
effective in preventing relapse when given in monthly
‘booster sessions’ after successful acute treatment with
antidepressant drugs2.

PROBLEM-SOLVING TREATMENT

Problem-solving treatment is a relatively new psycho-
logical intervention for depression. It is a brief and
practical psychologic intervention that has been found
to be effective in the treatment of depressive disorders
in primary care3,4. Depressive disorders are known to be
linked with stressful life events, and depressed patients
may be less able to cope with these stresses in a clear

CHAPTER 11

Psychologic therapies

Table 1 Techniques used in cognitive–behavior therapy
for depression

Keeping a daily record of activities and negative thoughts
Monitoring negative thoughts associated with worsening of

mood
Challenging negative thoughts
Using imagination to ‘replay’ events
Questioning the assumptions that lead to negative thoughts
Planning rewarding activities throughout the day
Praising oneself for achievements
Dividing complex tasks into achievable components
Anticipating performance in challenging situations
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problem-focussed way. The rationale for problem-solv-
ing treatment is that symptoms are caused by everyday
problems, which can be resolved by the technique of
problem-solving, and that resolution of problems leads
to reduction in symptoms.

Two studies have evaluated the effectiveness of problem-
solving treatment for major depression in primary care
settings in the United Kingdom3,4. In these studies, prob-
lem-solving treatment was delivered in six sessions over
12 weeks as an acute treatment for depression. The first
study found problem-solving to be similarly effective to
amitriptyline, in patients with major depression. There
were also fewer patient dropouts with problem-solving
treatment (7%) than with amitriptyline (19%). All
patients receiving the problem-solving approach found it
either helpful or very helpful3. The second study assessed
whether the combination of problem-solving treatment
and antidepressant drugs (a selective serotonin reuptake
inhibitor antidepressant) was more effective than either
treatment given alone, in patients with major depression.
It also compared delivery of the problem-solving tech-
nique by practice nurses and general practitioners.
Problem-solving treatment was equally effective when
provided alone or in combination with antidepressant
therapy and when provided by nurses or general practi-
tioners.

At present it is unknown whether problem-solving
treatment is effective in the long-term treatment of
depression, through reducing the rate of relapses or recur-
rence of illness. Depression in primary care usually occurs
in the context of psychosocial problems5, which may per-
sist even if depressive symptoms resolve. As problem-solv-
ing treatment teaches patients a technique to enable them
to resolve problems in a structured and logical way, it may
protect patients against future relapse. However, it is
uncertain whether problem-solving treatment is effective
in older patients, or whether it is effective in patients with
depressive disorders other than major depression. 

NON-DIRECTIVE COUNSELING 

In non-directive counseling the counselor takes a pre-
dominantly passive rather than an advisory role, and gen-
erally restricts their interventions to comments about the
emotional content of their client’s sessions.

One such form of counseling is the ‘client-centered’
approach developed by Carl Rogers in the 1940s and
1950s, the essence of which is to provide an atmosphere
conducive to client growth and ‘self-actualization’.

In a recent randomized controlled trial comparing
non-directive counseling, CBT and ‘usual’ general prac-
titioner care for patients with depression, it was found
that in the short term (4 months) either psychologic
therapy was a more effective treatment for depression
than usual general practitioner care6,7. There was no sig-
nificant difference between the psychologic therapies
and, in addition, both were significantly more cost effec-
tive than usual care in the short term. However, at 12
months there was no difference between the three treat-
ment groups in terms of outcome or cost-effectiveness.

INTERPERSONAL THERAPY 

Interpersonal therapy (IPT) developed from the ‘neo-
Freudian’ ideas of Harry Stack Sullivan (1892–1949).
The basic assumptions of IPT are that emotional prob-
lems are a result of problematic interpersonal relation-
ships experienced during childhood: primarily those
between child and parents, but also between siblings and
significant others. The consequences of problematic
interpersonal relationships were argued to be maladap-
tive ways of dealing with life.

IPT was developed as a structured psychological treat-
ment for problems in relation to the personal roles and
interpersonal relationships of depressed patients. IPT
defines four main interpersonal areas that are commonly
associated with major depression: (1) abnormal grief
reaction; (2) interpersonal role disputes; (3) difficult role
transitions (e.g. developmental landmarks, career
changes); and (4) interpersonal deficits (e.g. inadequate
social skills). Therapy sessions are designed to be stan-
dardized and brief (15–20 min). Clear goals are set and
progress monitored, and new coping strategies are tried
out by the patient as ‘homework strategies’.

IPT can be a useful treatment of the acute, continua-
tion and maintenance phases of depression. Trials have
shown IPT may be as effective as imipramine in acute
treatment of depression8. However, there is some evi-
dence that patients may require good social functioning
as a pre-requisite to take full advantage of the interper-
sonal strategies to recover from depression.

BEREAVEMENT COUNSELING

Parkes9 reviewed several studies assessing the efficacy of
bereavement counseling. His findings suggested that
professional services and professionally supported volun-
teer and self-help services were capable of reducing the
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risk of psychiatric and psychosomatic disorders resulting
from bereavement. In addition Parkes later evaluated the
efficacy of a hospice bereavement service10. A significant
association was found between ‘high-risk’ and ‘poor-out-
come’ in those who were unsupported. Bereavement
support reduced the risk in ‘high-risk’ groups to about
that of low-risk groups. Support also reduced the con-
sumption of drugs, alcohol and tobacco by the bereaved
and reduced the number of symptoms attributable to
anxiety and tension. In general, bereavement services are
best targeted at those who are at high risk and unsup-
ported (or perceive their families as unsupportive).

There are a number of risk factors associated with
poor outcome in bereavement, including:

• sudden or unexpected death;

• miscarriage or death of a baby, child or sibling;

• multiple prior bereavements;

• a history of mental illness (e.g. depression, anxi-
ety);

• cohabiting partner, same-sex partner, extra-
marital relationship (may result in ‘disenfran-
chised’ grief );

• ambivalent or dependent relationship with the
person who has been lost;

• death with a potential stigma (e.g. AIDS, sui-
cide);

• deaths resulting from accidents where bereaved
may be responsible;

• deaths from murder or involving legal proceed-
ings; and

• where a postmortem and inquest is required.
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INTRODUCTION

Community-based studies suggest that sexual problems
are relatively common. Dunn and colleagues1 carried out
an anonymous postal survey of a random sample of 4000
adult patients registered at four general practices in the
UK. A total of 789 men and 979 women completed the
questionnaire, which equated to a response rate of 44%
with a median age of 50 years. Current sexual problems
were reported by 34% of men and 41% of women. The
most common are shown in Table 1.

Sexual problems are common in patients with depres-
sion. Many patients with depression experience a reduc-
tion in sexual interest and satisfaction, which is often
associated with other ‘biological’ symptoms of depres-
sion, including weight loss, reduction in sleep and loss of
energy. Araujo and coworkers2 compared the sexual
function of men (aged 40–70 years) with depression with
non-depressed age- and sex-matched controls, and found
that 35% of depressed compared to 0% of non-
depressed control men experienced erectile dysfunction.
Premature or delayed ejaculation was described by 38%
and 47% of depressed men, compared to 0% and 6% of
the non-depressed controls, respectively.

NEUROTRANSMITTERS AND SEXUAL
FUNCTION

Many neurotransmitters are involved in normal sexual
function and their actions are complex and intercon-

nected. They include dopamine, serotonin (5-hydroxy-
tryptamine – 5-HT), norepinephrine, acetylcholine, g-
aminobutyric acid (GABA), oxytocin, nitric oxide,
arg-vasopressin, angiotensin II, gonadotropin-releasing
hormone, substance P, neuropeptide Y and cholecys-
tokinin-8. Four neurotransmitters are of particular inter-
est in relation to depression: dopamine, serotonin,
norepinephrine and acetylcholine.

Dopamine facilitates sexual activity, probably through
actions within the central nervous system. An increase
in central dopamine, for example through the adminis-
tration of dopamine agonists such as levodopa and
bromocriptine (used in the treatment of Parkinson’s dis-
ease), may increase sexual activity in both humans and
animals. In clinical practice dopamine antagonists, such
as conventional antipsychotic drugs, are often linked to
the development of sexual dysfunction.

The role of serotonin in sexual behavior is not under-
stood fully. Increased transmission within central sero-
tonergic pathways produces a reduction in sexual
arousal, while increased transmission in the peripheral
pathways produces a reduction in penile sensation and
ejaculation. These inhibitory effects are believed to be
mediated by 5-HT2 receptors. These findings corre-
spond with the clinical observation that sexual dysfunc-
tion associated with serotonin re-uptake inhibitors can
be reversed by 5-HT2 antagonists. Serotonergic path-
ways also interconnect with noradrenergic and
dopaminergic pathways. 

Norepinephrine plays a significant role in sexual
behavior, with both central and peripheral actions.
Increased peripheral action can impair sexual perfor-
mance by promoting detumescence and impotence.
Priapism is a side-effect sometimes seen with drugs with
high a1-adrenergic blocking potential combined with
minimum anticholinergic effects (e.g. trazodone or

CHAPTER 12
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Table 1 Common sexual problems associated with
depression

Men Women

Erectile dysfunction (22%) Vaginal dryness (19%) 
Premature ejaculation (11%) Infrequent orgasm (17%).
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thioridazine). Finally, acetylcholine may reduce arousal
and the threshold for ejaculation in men. In addition,
optimal sexual function probably depends on a balance
of adrenergic and cholinergic effects.

ANTIDEPRESSANT DRUGS AND SEXUAL
FUNCTION

Antidepressant drugs are sometimes associated with the
development of sexual dysfunction. The incidence of
antidepressant-induced sexual problems is probably
underestimated, owing to a combination of under-

reporting by patients and general lack of discussion
about sexual problems between doctors and patients.
Most antidepressant drugs have been found to cause
sexual problems in at least some patients.

Of particular interest has been the reports that a sig-
nificant number of those taking selective serotonin re-
uptake inhibitors (SSRIs) experience sexual
dysfunction3. SSRIs are associated with the develop-
ment of most forms of sexual problems, particularly
delayed ejaculation in men and anorgasmia in women
(see Table 2). Table 3 shows a number of pharmacologic
approaches to the treatment of sexual dysfunction.

Table 3 Pharmacologic approaches to treating sexual dysfunction

Continue with the same treatment. Some treatment-emergent sexual dysfunction may remit with time.
Delayed dosing Some patients find improvement by delaying their medication until after sexual activity.This may

be helpful with antidepressants that have a short half-life, e.g. paroxetine.
Drug holidays Treatment is interrupted briefly, for 1–2 days, before sexual activity.This method appears to be

beneficial with antidepressants with a short half-life but not those with a longer half-life, e.g. flu-
oxetine. However, the ‘planning’ of sexual activity required in this approach may be unacceptable
for some.

Reduction in drug dose Sexual dysfunction may be more common with higher doses of medication. For some, a dose
reduction may be effective at reducing sexual problems. However, clinicians must be cautious, as
this may also reduce the therapeutic value of the medication in the treatment of the patient’s
depression and increase the risk of relapse.

Withdrawal of medication If the sexual problems are particularly distressing to the patient then withdrawal of medication
may be considered. Recovery may vary according to the half-life of the medication. However, as
with dose reduction there is the risk of relapse.

Treatment substitution Some patients may benefit from switching from one drug to another. For example, Koutouvidis
and colleagues found switching patients with SSRI-induced sexual dysfunction from their current
medication to mirtazapine was successful in resolving sexual problems5.

Adjunctive treatment Class Example

A number of adjunctive compounds have been used to serotonin antagonist cyproheptadine, mianserin
treat drug-induced sexual problems.The cholinergic 
agonists neostigmine and bethanechol have been reported 5-HT1A partial agonist buspirone
to reverse anorgasmia linked with tricyclic antidepressants.
Dopamine  agonists such as amantadine have also been adrenergic antagonist yohimbine, fluparoxan
found to be helpful in anorgasmia associated with some
antidepressants.The 5-HT1A partial agonist buspirone has cholinergic agonist neostigmine, bethanechol
also been used in the management of SSRI-emergent sexual
problems. Unfortunately, there have been few double- dopamine agonists amantadine, dextroamphetamine, pemoline
blind placebo controlled trials of these adjunctive 
treatments in patients with depression. Newer drug newer drug treatments sildenafil
treatments, e.g. sildenafil, may prove to be better at treating 
some treatment-emergent sexual problems. complementary approaches Ginkgo biloba

Table 2 Sexual dysfunction with selective serotonin reuptake inhibitors4

Fluoxetine (n=129) Fluvoxamine (n=29) Paroxetine (n=59) Sertraline (n=46)

Mean dosage (mg) 20.9 114 20.6 88.4
Decreased libido 46.5 34.5 50.8 45.7
Delayed ejaculation/orgasm 47.3 44.8 54.2 54.7
Anorgasmia 34.1 6.9 32.2 13.1
Total sexual dysfunction 51.9 48.3 54.2 56.5
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Figure 1.1 The comorbidity of depression and anxiety Figure 1.2 Key features of the depressive disorders
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Figure 1.3 Disability in medical conditions. Functioning in 11 242 patients in Medical Outcomes Study.Adapted with permission from
Wells KB, Stewart A, Hays RD, et al.The functioning and well-being of depressed patients. Results from the Medical Outcomes Study.
JAMA 1989;262:914–19
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Figure 2.1 Flow chart summarizing the diagnosis of depression using the ICD-10 criteria

Other common symptoms:

Typical symptoms:

Severity graded according to symptom burden and
associated impairment

Duration of at least 2 weeks is usually required for
diagnosis

Depressed mood

Reduced
concentration
and attention

Bleak and
pessimistic

view of
the future

Ideas or acts
of self-harm
or suicide

Diminished
appetite

Disturbed
sleep

Ideas of guilt
and

unworthiness

Reduced
self-esteem and
self-confidence

Reduced energyLoss of interest
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Based upon ICD-10 classification of mental and behavioral disorders
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Figure 2.2 Flow chart summarizing the diagnosis of major depressive episodes using the DSM-IV criteria

DSM-IV criteria met for diagnosis of major depressive episode

DSM-IV criteria not
met for diagnosis of

major depessive
episode – alternative

diagnosis needed

Yes

True

True

True

True

False

No

False

False

False

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

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.g. hypothyroidism)

The symptoms are not better accounted for by bereavement (i.e. after the loss of a
loved one, the symptoms persist for longer than 2 months or are characterized by
marked functional impairment, morbid preoccupation with worthlessness, suicidal

ideation, psychotic symptoms, or psychomotor retardation)

The symptoms do not meet criteria for a mixed episode

1.  Depressed mood most of the day, nearly every day, as indicated by either
subjective report (e.g. feels sad or empty) or observation made by others
(e.g. appears tearful). In children and adolescents, can be irritable mood

2. Markedly diminished interest or pleasure in all, or almost all, activities most of
the day, nearly every day (as indicated by either subjective account or
observation made by others

3. Significant weight loss when not dieting or weight gain (e.g. a change of more
than 5% of body weight in a month), or decrease or increase in appetite
nearly every day. Note: in children consider failure to make expected weight gains

4. Insomnia or hypersomnia nearly every day

5. Psychomotor agitation or retardation nearly every day (observable by others,
not merely subjective feelings of restlessness or being slowed down)

6. Fatigue or loss of energy nearly every day

7. Feelings of worthlessness or excessive or inappropriate guilt (which may be
delusional) nearly every day (not merely self-reproach or guilt about being sick)

8. Diminished ability to think or concentrate, or indecisiveness, nearly every day
(either by subjective account or as observed by others)

9. Recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation
without a specific plan, or a suicide attempt or a specific plan for committing
suicide

Has the patient had five (or more) of the following symptoms during the same 2-week 
period and do these represent a change from previous functioning? At least one 
of the symptoms is either:
1. Depressed mood or
2. Loss of interest or pleasure
Do not include symptoms that are clearly due to a general medical condition,
or mood-incongruent delusions or hallucinations

©2002 CRC Press LLC



Figure 3.2 Interview skills

Figure 2.3 Graph comparing the ‘caseness’ of depression ver-
sus a more ‘definite’ diagnosis

Figure 2.4 The incidence of depression in old age.As can be
seen, the proportion of ‘major’ to ‘minor’ increases with age.
Data from Katona CLE. The Epidemiology of Old Age. Chichester,
UK:Wiley, 1994:33
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Figure 3.1 Reasons for the lack of recognition of depression
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Figure 3.3 Cues for the recognition of depression

Patient complains of feeling depressed

Patient complains of other typical symptoms

Physical symptoms but no known physical cause

Patient unduly troubled by symptoms

Patient consulting without obvious clinical change

Recurrent presentation of healthy children by parent

Doctor feels depressed by the patient

Doctor thinks patient is depressed

Figure 4.1 Patterns of illness found in bipolar disorder.A, Usually the two extremes of bipolar disorder occur in separate episodes
with a period of recovery between episodes. B, Some individuals may suffer more dramatic mood swings from depression to mania
within the course of a single episode. C, Occasionally mixed states are observed where the mania and depressive illness occur at the
same time

Mania

Mania

Mania

Depression

Depression

Depression

Time

A

B

C
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Figure 4.2 Recent rates of major depression in both men and women from selected countries worldwide. Figures represent the life-
time prevalence rates (%) of major depressive disorder. Data from Hwu et al (1985), Lee et al (1990), Canino et al (1987), Stefansson et
al (1991), Carta et al (1995),Wells et al (1989), Oliver and Simmons (1985), Lepine et al (1993, personal communication),Weissman and
Myers (1978),Wacker (1985) and Weissman et al (1990). Please see chapter for reference details
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Figure 4.3 Flow chart showing the use of the DSM-IV criteria for the diagnosis of dysthymia

DSM-IV criteria met for diagnosis of dysthymia

DSM-IV criteria not
met for diagnosis of

dysthymia – 
alternative diagnosis

needed

Yes

True

False

No

False

False

Yes

False

False

False

No

True

True

True

True

No evidence of unequivocal major depression during the first 2 years
of the disturbance

True

Causes clinically significant distress or impairment in social, occupational
or other important areas of functioning

1 Poor appetite or overeating

2 Low energy or fatigue

3 Low self-esteem

4 Insomnia or hypersomnia

5 Poor concentration or difficulty making decisions

6 Feelings of hopelessness

While depressed, has the patient had the presence of at least two of the following?

Never without symptoms in A and B for more than 2 months within
a 2-year period

Has the patient had depressed mood for most of the day, more days than not,
for at least 2 years?

No history of mania or an unequivocal hypomanic episode

Not superimposed on a chronic psychotic disorder

Not initiated or maintained by organic factors

A

B

C

D

E

F

G

H
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Figure 4.4 Flow chart describing the use of the ‘Zurich’ criteria for the diagnosis of recurrent brief depression

'Zurich' criteria met for diagnosis of recurrent brief depression

'Zurich' criteria not
met for diagnosis of

recurrent brief
depression – alternative

diagnosis needed

Yes

Yes

No

No

Yes

No

No

Yes

1 Poor appetite or significant weight loss

2 Insomnia or hypersomnia

3 Psychomotor agitation or retardation

4 Loss of interest or pleasure in usual activities, or decrease in sexual drive

5 Feelings of worthlessness, self reproach or excessive guilt

6 Diminished ability to think or concentrate; indecisiveness

7 Recurrent thoughts of death, suicidal thoughts, wishes to be dead or suicide attempts

Does the patient have the presence of at least four of the following?

Are symptoms present for less than 2 weeks but recurring at least monthly
over 1 year?

Does the patient have dysphoric mood or loss of interest or pleasure?

Is there reduced subjective capacity at work?

A

B

C

D
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Figure 4.5 Flow chart illustrating the use of the DSM-IV criteria for the diagnosis of affective disorders with a seasonal pattern specifier

DSM-IV diagnostic criteria met for diagnosis of affective disorders
with a seasonal pattern specifier

DSM-IV diagnostic
criteria not met for
diagnosis of affective

disorders with a seasonal
pattern specifier

Yes

Yes

Yes

Yes

No

No

No

No

Has the patient had a regular temporal relationship between the onset of
their major depressive episode(s) in bipolar I and bipolar II disorder or

major depressive disorder, recurrent and a particular time of the episode
(e.g. regular appearance of the major depressive episode in the fall or winter*)?

A

Does the patient undergo full remission (or a change from depression to mania
or hypomania) at a characteristic time of year (e.g. depression disappears in spring)?

B

In the last 2 years, has the patient had two major depressive episodes that
demonstrate the temporal seasonal relationships defined in A and B, and no

non-seasonal major depressive episodes have occurred during the same period?

C 

Have the seasonal major depressive episodes (as described above) outnumbered
the non-seasonal major depressive episodes that may have occurred over the

patient's lifetime?

D 

* Cases in which there is an obvious effect of season-related psychosocial stressors (e.g. regularly being unemployed each winter)
  should not be included 
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Figure 4.7 The causes of mania-like episodes

Figure 4.6 Graph showing the ten leading causes of worldwide disability. Data from Murray CJL, Lopez AD, eds. The Global Burden of
Disease: a Comprehensive Assessment of Mortality and Disability from Diseases, Injuries, and Risk Factors in 1990 and Projected to 2020. Boston:
Harvard University Press, 1996
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Figure 4.8 Flow chart illustrating the use of DSM-IV criteria for the diagnosis of mania

DSM-IV criteria met for diagnosis of mania

DSM-IV criteria not
met for diagnosis of

mania –
alternative diagnosis

needed

No

No

No

Yes

Yes

Yes

No

Yes

No

Do the symptoms meet the criteria for a 'mixed' episode?

1 Inflated self-esteem or grandiosity (which may be delusional)

2 Decreased need for sleep (e.g. feels rested after only 3 hours’ sleep)

3 Increased talkativeness or pressure of speech

4 Flight of ideas or racing thoughts

5 Distractibility (attention easily drawn to unimportant or irrelevant external stimuli)

6 Increase in goal-directed activity (socially, at work or school, or sexually) or 
psychomotor agitation

7 Excessive involvement in pleasurable activities that have a high potential for painful
consequences

Has the patient had three or more of the following symptoms persisting (four if the
mood is only irritable) and have these symptoms been present to a significant degree?

Has the patient had a distinct period of abnormally and persistently elevated, expansive
or irritable mood lasting at least 1 week (or any duration if hospitalization is necessary)?

A

B

C

Is the patient's mood disturbance sufficiently severe to cause a marked impairment
in occupational or social function, relationships with others or to necessitate
hospitalization to prevent harm to others, or are there psychotic features?

D 

Yes

Are the patient's symptoms due to the direct physiologic effects of a substance
(e.g. drug of abuse, medication or other treatment) or a general medical condition

(e.g. hyperthyroidism)?

E 
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Figure 4.10 The psychologic responses to loss

Figure 4.9 The physical symptoms of normal grief
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Figure 5.2 The physiologic response to ‘flight or fight’ stimuli

General unspecific

Metabolism: glucose mobilized
Immune system suppressed

Brain

Mental activity increases Eyes

Pupils dilate
Ciliary muscle relaxed (for far sightedness)

Mouth

Saliva production stops

Heart

Heart output increases
Blood pressure rises

Under arms

Sweat glands: increase secretion
Apocrine glands: increase seretion

Gastrointestinal

Digestion shuts down

Bladder

Bladder sphincters
contract

Skin

Blood flow to skin increases
Blood coagulation increases

Kidneys

Kidneys decrease output

Muscles

Blood vessels mostly constrict,
except to some muscles
Muscle: increased strength

Lungs

Breathing increases
Airways dilate

Figure 5.1 Comorbidity of ICD-10 anxiety and depressive disorders. Reproduced with permission from Sartorius N, Üstün TB,
Lecrubier Y,Wittchen HU. Depression comorbid with anxiety: results from the WHO study on psychological disorders in primary health
care. Br J Psychiatry 1996;suppl 30:38-43
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Figure 5.3 Flow chart describing the use of DSM-IV criteria for the diagnosis of generalized anxiety disorder

DSM-IV criteria met for diagnosis of generalized anxiety disorder

DSM-IV criteria not
met for diagnosis of
generalized anxiety

disorder

Yes

No

No

No

No

No

Yes

Yes

No

Yes

Is the disturbance due to the direct physiologic effects of a substance (e.g. a
drug of abuse or a prescribed medication or a general medical condition

(e.g. hyperthyroidism) and does not occur exclusively during a mood disorder,
psychotic disorder or pervasive developmental disorder?

1 Restlessness or feeling keyed up or on edge

2 Being easily fatigued

3 Difficulty concentrating or mind going blank

4 Irritability

5 Muscle tension

6 Sleep disturbance

Is the focus of the anxiety and worry not confined to features of an Axis I disorder –
e.g. the anxiety or worry is not about having a panic attack (as in panic disorder),

being embarrassed in public (as in social phobia), being contaminated (as in obsessive–
compulsive disorder), being away from home or close relatives (as in separation anxiety

disorder), gaining weight (as in anorexia nervosa), having multiple physical complaints
(as in somatization disorder) or having a serious illness (as in hypochondriasis) and the

anxiety and worry do not occur exclusively during post-traumatic stress disorder?

Has the patient experienced excessive anxiety and worry (apprehensive expectation),
occurring more days than not for at least 6 months, about a number of events

or activities (such as work or school performance)?

A

D

H

Do the patient's anxiety, worry or physical symptoms cause clinically significant
distress or impairment in social, occupational or other important areas of functioning?

E    

Yes

Are the patients's anxiety and worry associated with at least three of the following
six symptoms (with at least some of the symptoms present for more days than not
in the last 6 months)? NB Only one item is required in diagnoses of overanxious
disorder of childhood.

C

B Does the patient find it difficult to control their worry ?

Yes
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Figure 5.5 The symptoms of panic. Compare with Figure 5.2

Figure 5.4 Lifetime rates of panic disorder. Data from Weissman MM, Bland RC, Canino
GJ, et al. The cross-national epidemiology of panic disorder. Arch Gen Psychiatry
1997;54:305–9
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Figure 5.6 Flow chart describing the use of the DSM-IV criteria for the diagnosis of panic disorder with agoraphobia

Criteria met for diagnosis of panic disorder with agoraphobia

Criteria not met
for diagnosis of
panic disorder

with agoraphobia

Yes

No

No

Yes

Yes

Yes

No

Yes

No

Are the patient's panic attacks due to the direct physiologic effects of a
substance (e.g. a drug of abuse or a prescribed medication) or a general medical

condition (e.g. hyperthyroidism)?

1 Persistent concern about having additional panic attacks

2 Worry about the implications of the attack or its consequences (e.g. losing control,
having a heart attack, 'going crazy')

3 A significant change in behavior related to their attacks

Does the patient have the presence of at least one the following?

Does the patient have recurrent unexpected panic attacks?

Does the patient have agoraphobia?

A

B

D

C

No

Are the panic attacks better accounted for by another mental disorder – such as
social phobia (e.g. occurring on exposure to feared social situations), specific phobia

(e.g. on exposure to a specific phobic situation), obsessive–compulsive disorder (e.g. on
exposure to dirt in someone with an obsession about comtamination), post-traumatic stress

disorder (e.g. in response to a stimulus associated with a severe stressor) or separation
anxiety disorder (e.g. in response to being away from home or close relatives)? 

E
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Figure 5.7 Flow chart describing the DSM-IV criteria for the diagnosis of social phobia

A marked and persistent fear of one or more social or performance situations in which the
person is exposed to unfamiliar people or to possible scrutiny by others. The individual fears

that he or she will act in a way (or show anxiety symptoms) that will be humiliating or
embarrassing. Note: in children, there must be evidence of the capacity for age-appropriate

social relationships with familiar people and the anxiety must occur in peer settings,
not just in interactions with adults

A

The fear or avoidance is not due to the direct physiological effects of a substance (e.g. a drug
of abuse, a medication) or a general medical condition and is not better accounted for by

another mental disorder (e.g. panic disorder with or without agoraphobia, separation anxiety
disorder, body dysmorphic disorder, a pervasive developmental disorder, or schizoid

personality disorder)

G

Exposure to the feared social situations almost invariably provokes anxiety, which may take
the form of a situationally bound or situationally predisposed panic attack. Note: in children,
the anxiety may be expressed by crying, tantrums, freezing, or shrinking from social situations

with unfamiliar people

B

The avoidance, anxious anticipation, or distress in the feared social or performance situation(s)
interferes significantly with the person's normal routine, occupational (academic) functioning,

or social activities or relationships, or there is marked distress about having the phobia

E

If a general medical condition or another mental disorder is present, the fear in criterion A
is unrelated to it (e.g. the fear is not of stuttering, trembling in Parkinson's disease, or

exhibiting abnormal eating behavior in anorexia nervosa or bulimia nervosa)

H

The person recognizes that the fear is excessive or unreasonable. Note: in children, this feature
may be absent

C

In individuals under age 18 years, the duration is at least 6 months

Social phobia

F

The feared social or performance situations are avoided or else are endured with intense
anxiety or distress

D

Specify if the social phobia is generalized: if the fears include most social situations (e.g. initiating or
maintaining conversations, participating in small groups, dating, speaking to authority figures,

attending parties) Note: Also consider the additional diagnosis of avoidant personality disorder.
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Figure 5.9 [Above and right] Flow chart illustrating the use of the DSM-IV criteria for the diagnosis of post-traumatic stress disorder

Yes

No

No

Yes

No

No

1 Recurrent and intrusive distressing recollections of the event, including images,
thoughts and perceptions. Note: in young children repetitive play may occur in
which themes or aspects of the trauma are expressed

2 Recurrent distressing dreams of the event. Note: in children there may be
frightening dreams without recognizable content

3 Acting or feeling as if the traumatic event were recurring (includes a sense of
reliving the experience, illusions, hallucinations and dissociative flashback episodes,
including those that occur on awakening or when intoxicated). Note: in young
children trauma-specific re-enactment may occur

4 Intense psychologic distress at exposure to internal or external cues that
symbolize or resemble an aspect of the traumatic event

5 Physiologic reactivity on exposure to internal and external cues that symbolize
or resemble an aspect of the traumatic event

Has the patient been exposed to a traumatic event?
A

Yes

Did the patient experience, witness or be confronted by an event or events that
involved actual or threatened death or serious injury, or a threat to the physical

integrity of themselves or others?

B

Yes

Does the patient persistently re-experience the traumatic event in at least one
of the following ways?

D

C Did the patient's response involve fear, helplessness or horror?
Note: in children, this may instead be expressed by disorganized or agitated behavior.

Figure 5.8 Age of onset of social phobia. Most cases of social
phobia start before the age of 20 years. Reproduced and adapted
with permission from Schneier FR, Johnson J, Hornig CD, Liebowitz
MR,Weissman MM. Social phobia. Comorbidity and morbidity in an
epidemiologic sample. Arch Gen Psychiatry 1992;49:282–8
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No

Is the duration of the patient's disturbance (symptoms in D, E and F) more than
1 month?

G

Yes

1 Difficulty falling or staying asleep

2 Irritability or outbursts of anger

3 Difficulty concentrating

4 Hypervigilance

5 Exaggerated startle response

Does the patient have persistent symptoms of increased arousal that was not
present before the trauma, as indicated by at least two of the following?

F

Yes

Does the disturbance cause clinically significant distress or impairment in social,
occupational or other important areas of functioning?

H

Yes

Specify: ACUTE if duration of symptoms is less than 3 months, CHRONIC if
duration of symptoms is 3 months or more, DELAYED ONSET if onset of

symptoms occurs at least 6 months after the stressor

Diagnosis of post-traumatic stress disorder

Criteria not met
for diagnosis of
post-traumatic
stress disorder

No

No

No

Yes

1 Efforts to avoid thoughts, feelings or conversations associated with the trauma

2 Efforts to avoid activities, places or people that arouse recollections of the trauma

3 Inability to recall an important aspect of the trauma

4 Markedly diminished interest or participation in significant activities

5 Feeling of detachment or estrangement from others

6 Restricted range of affect (i.e. unable to have loving feelings)

7 Sense of foreshortened future (e.g. does not expect to have a career, marriage,
children or a normal lifespan) 

Does the patient persistently avoid the stimuli associated with the trauma and is
there a numbing of general responsiveness (which was not present before the
trauma), as indicated by at least three of the following:

E
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Figure 5.10 Flow chart illustrating the use of the DSM-IV criteria for the diagnosis of obsessive–compulsive disorder

Diagnosis of obsessive–compulsive disorder

Criteria not met
for a diagnosis of

obsessive–
compulsive disorder

Yes

No

Yes

No

Yes

No

At some point during the course of the disorder, has the person recognized
that their obsessions or compulsions are excessive or unreasonable?

Note: this does not apply to children

Yes

If another Axis I disorder is present, is the content of the obsessions or compulsions 
restricted to it (e.g. preoccupation with food in the presence of an eating disorder;

hair pulling in the presence of trichotillomania; concern with appearance in the presence
or body dysmorphic disorder; preoccupation with drugs in the presence of a

substance use disorder; preoccupation with having a serious illness in the presence of
hypochondriasis; preoccupation with sexual urges or fantasies in the presence of a

paraphilia; or guilty ruminations in the presence of major depressive disorder)?

Is the disturbance due to the direct physiologic effects of a substance
(e.g. a drug of abuse, a medication) or a general medical condition?

Has the obsession or compulsion caused marked distress, are they time-consuming (take 
more than 1 h/day), or significantly interfere with the person's normal routine,

occupational (or academic) functioning, or usual social activities or relationships?

1 Recurrent and persistent thoughts,
impulses, or images that are
experienced, at some time during
the disturbance, as intrusive and
inappropriate and that cause marked
anxiety or distress 

2 The thoughts, impulses, or images are
not simply excessive worries about
real-life problems

3 The person attempts to ignore or
suppress such thoughts, impulses, or
images, or to neutralize them with
some other thought or action

4 The person recognizes that the
obsessional thoughts, impulses, or
images are a product of his or her
own mind (not imposed from
without as in thought insertion)

Obsessions

1 Repetitive behaviors (e.g. hand-
washing, ordering, checking) or
mental acts (e.g. praying, counting,
repeating words silently) that the
person feels driven to perform in
response to an obsession, or
according to rules that must be
applied rigidly

2 The behaviors or mental acts are
aimed at preventing or reducing
distress or preventing some
dreaded event or situation;
however, these behaviors or
mental acts either are not
connected in a realistic way with
what they are designed to
neutralize or prevent or are clearly
excessive 

Compulsions

No
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Figure 6.1 Comparative rates for cause of death in the USA. Data from the Center for Disease Control
(http://webapp.cdc.gov/sasweb/ncipc/leadcaus.html)

Figure 6.2 Proportion of suicides due to antidepressant overdose in Europe and North America. Data from
Isacsson (1994a), Rich (1997), Isometsa (1994), Jick (1995), Isacsson (1994b) and Isacsson (1997)
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Henry JA,Alexander CA, Sener EK. Relative mortality from
overdose of antidepressants. Br Med J 1995;310:221–4
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Figure 6.5 Factors associated with increased suicide risk after delib-
erate self-harm (DSH)

Figure 6.4 Prevalence of depression in
general practice
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Figure 6.6 Community studies of the incidence of suicide
attempts. Please see text for references
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Figure 6.9 Risk factors for suicide
Figure 6.8 Suicide as an outcome of depression (stan-
dardized mortality ratio (SMR) (¥ 100) ± confidence
interval). Data from Harris EC, Barraclough B. Suicide as
an outcome for mental disorders. A meta-analysis. Br J
Psychiatry 1997;170:205–28
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Figure 7.1 The etiology of depression Figure 7.2 Neurotransmitters and their possible influence on
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Cerebrovascular disease
Dementia

Parkinson's disease
Multiple sclerosis

Cardiovascular disease

Hepatitis

Endocrine disease
(including thyroid disorders

and Addison's disease)

Hypercalcemia
Rheumatoid arthritis

SYSTEMIC ILLNESSES
Malignancy and cancer

AIDS, glandular fever and
other chronic infections

Systemic lupus
erthyromatosus

Anticonvulsants

Drugs used for
Parkinson's

disease

Drugs that
can cause

symptoms of
depression

b-blockers Calcium channel
blockers

Corticosteroids

Oral
contraceptives

Antipsychotic
drugs

Alcohol

Alcohol

Bipolar

Unipolar

Bipolar 2

Bipolar 1

Unipolar

Anxiety

Suicide

Figure 7.3 Examples of physical illness associated with depression Figure 7.4 Drugs that can cause symptoms of depression

Figure 7.5 Genetic map of a typical family affected by the depressive disorders
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Tryptophan

5-Hydroxytryptophan
(5-HTP)

5-Hydroxytryptamine
(Serotonin)

Tryptophan
hydroxylase

5-HTP
Decarboxylase

Serotonin
reuptake
pump 

Serotonin neuron

5-HT1A 5-HT1D 5-HT2A 5-HT2C 5-HT3

Figure 7.7 The basic neurobiochemistry of 5-HT (serotonin) Figure 7.8 The 5-HT (serotonin) synapse

Components of a
synapse

Presynaptic nerve ending

Postsynaptic neuron

Mitochondria (contain
monoamine oxidase)

Uptake pump

Neurotransmitter

Effectors

Autoreceptor
and effectors

Synaptic vesicles

Figure 7.6 Components of a synapse
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A

Somatodendritic
5-HT1A receptors

G-protein

5-HT uptake
site

5-HT1D
(humans)

Phosphatidylinositol:
diacylglycerol

Biological response

B

MAO-A

Imipramine binding site

Adenylate
cyclase

C

D

Cortisol
Adaptive changes supporting

'fight or flight' responses

ACTH

CRF Stress

Hypothalamus

Anterior
pituitary

gland

Adrenal
gland

Bloodstream

Figure 7.9 Possible neurobiochemical factors associated with
depressed states.A, SSRIs and MAOIs desensitize the inhibitory
5-HT1A somatodendritic receptors; B, SSRIs and MAOIs 
desensitize the inhibitory autoreceptor on the presynaptic 
terminal. TCAs and SSRIs inhibit the reuptake of 5-HT into 
the nerve terminal after acute administration by binding to the
serotonin transporter; C, Postsynaptic serotonin receptors 
activated by increased serotonin in the synaptic cleft;
D, Information is translated from the receptor to the cell by 
second messenger systems

Figure 7.11 Adrenal gland function in terms of cortisol production.The hypothalamus–pituitary–adrenal axis may be disturbed
in patients with chronic or resistant depression, with elevated cortisol levels and adrenal gland hypertrophy

5-HT1A
receptor

Raphe
(presynaptic)

5-HT1A receptors

Hippocampus, cortex,
amygdala, others

(postsynaptic)

+ Lithium

Figure 7.10 The neurobiochemistry of 5-HT1A receptors. 5-
HT1A receptors may be somatodendritic or postsynaptic.
Antidepressant drugs probably exert their action through effect
at postsynatic 5-HT1A receptors
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Antidepressant action:
antidepressant blocks neurotransmitter reuptake

both at the dendrites and at the axon

Figure 7.12 Downregulation of a2 somatodendritic receptors by antidepressant drugs.Antagonism of a2-autoreceptors increases the
availability of norepinephrine at postsynaptic receptors
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Figure 7.13 The norepinephrine synapse

Figure 7.14 The anatomy of the brain. Limbic structures such as the cingulate gyrus (1) and amygdala (12) are involved in emotional
responses, and abnormalities in the function of the system may underpin states of depression
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Figure 7.15 The dopaminergic pathways of the rat brain, which
are involved in reward mechanisms in animals and in the experi-
ence of pleasure in humans

Figure 7.16 Some magnetic resonance imaging and computed
tomography studies have shown enlarged lateral and third ven-
tricles in some bipolar patients

Figure 7.17 Positron emission tomography scanning of a clinically depressed patient (right) compared to a matched control (left). In
the color scheme, blue represents less activity (glucose metabolism) while red represents more (glucose metabolism). Note the relative
hypoactivity of the cortex on the right with marked hypoactivity of the prefrontal, frontal and deeper basal ganglia that agrees with cur-
rent theory on the neuropathology of depression.Although some units claim that depression can be shown using imaging techniques,
there is no current evidence to suggest that it can be diagnostic in all cases. Reproduced with permission from Dr George. FDG PET
Imaging of Depression, http://www.musc.edu/psychiatry/fnrd/petdep.htm
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Figure 7.18 HMPAO single-photon emission computed
tomography scans (red and green scales) in the transaxial plane
of a normal man (top) and an 88-year-old man with clinical
depression (middle and bottom). Circled areas represent
reduced perfusion to the frontotemporal cortex bilaterally.
Printed with permission from the Department of Radiology,
Brigham and Women’s Hospital, Boston, MA, USA.
http://brighamrad.harvard.edu/education/online/BrainSPECT/

Figure 7.19 Single-photon emission computed tomography
scans (red and green scales) in the coronal plane of a normal
individual (top) and an 88-year-old man with clinical depression
(middle and bottom). Circled areas represent reduced perfusion
to the frontotemporal cortex bilaterally. Printed with permis-
sion from the Department of Radiology, Brigham and Women’s
Hospital, Boston, MA, USA. http://brighamrad.harvard.edu/
education/online/BrainSPECT/
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Figure 7.20 Single-photon emission computed tomography
scans (red and green scales) in the sagittal plane of a normal
individual (top) and an 88-year-old man with clinical depression
(middle and bottom). Circled areas represent reduced perfusion
to the frontotemporal cortex. Printed with permission 
from the Department of Radiology, Brigham and 
Women’s Hospital, Boston, MA, USA. http://brighamrad.har-
vard.edu/education/online/BrainSPECT/

Figure 8.1 Treatment phases in depression. Adapted with permission from Kupfer DJ. Long-term treatment of depression. J Clin
Psychiatry 1991;52 (suppl):28–34
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Figure 8.2 Continuation treatment of depression over 3
months. Survival analysis comparing treatment with fluoxetine
and placebo during treatment weeks 12 and 24.After 3 months
of open-label treatment, continuing with fluoxetine prevents
relapse of depressive symptoms in the next 3 months.Adapted
with permission from Reimherr FW, Amsterdam HD, Quitkin
FM, et al. Optimal length of continuation therapy in depression: a
prospective assessment during long-term treatment with fluox-
etine. Am J Psychiatry 1998;155:1247–53

Figure 8.3 Continuation treatment of depression after 6
months. Survival analysis comparing treatment with fluoxetine
and placebo during treatment weeks 26 and 38.After 6 months
of treatment, continuing with fluoxetine prevents relapse of
depressive symptoms in the next 3 months.Adapted with per-
mission from Reimherr FW, Amsterdam HD, Quitkin FM, et al.
Optimal length of continuation therapy in depression: a prospec-
tive assessment during long-term treatment with fluoxetine. Am
J Psychiatry 1998;155:1247–53

Figure 8.4 Dosage and duration of antidepressant drugs.
Adapted with permission from Dunn RL, Donoghue JM,
Ozminkowski RJ, et al. Longitudinal patterns of antidepressant
prescribing in primary care in the UK: comparison with treat-
ment guidelines. J Psychopharmacol 1999;13:136–43. © British
Association for Psychopharmacology, 1999)

Figure 8.5 Duration of SSRI treatment.Adapted with permis-
sion from Russell JM, Berndt ER, Miceli R, Colucci S, Grudzinski
AN. Course and cost of treatment for depression with fluoxe-
tine, paroxetine, and sertraline. Am J Manag Care 1999;5:597–606

Figure 9.1 The ideal antidepressant
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Figure 9.2 Criteria for starting patients on antidepressants

Figure 9.3 Spectrum of action of selected antidepressants

Figure 9.4 Primary care prescribing of antidepressants
Figure 9.5 Molecular structure of clomipramine, an example
of a tricyclic antidepressant
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Figure 9.7 Typical side-effects of the tricyclic antidepressants

Figure 9.8 Molecular structures of typical non-selective
MAOIs (phenelzine, pargyline and isocarboxazid)
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5-HT terminal

Figure 9.6 Tricyclic antidepressant (TCA) mode of action.TCAs inhibit the reuptake of serotonin and norepinephrine into presynap-
tic neurones.Additional effects at other receptors (e.g. anticholinergic effects) are largely responsible for adverse effects
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Figure 9.9 MAOI mode of action. MAOI antidepressants
inhibit the breakdown of norepinephrine and serotonin, and
increase their availability at postsynaptic receptors Figure 9.10 The reported side-effects of MAOIs

Figure 9.11 The molecular structure of the reversible selective
monoamine oxidase inhibitor (MAOI) moclobemide

Figure 9.12 The reported side-effects of selective MAOIs
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Figure 9.13 Molecular structures for various SSRIs
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Figure 9.14 SSRI mode of action. SSRIs inhibit reuptake of 5-
HT into presynaptic neurones. Increased availability at 5-HT1A

receptors is probably responsible for antidepressant efficacy.
Actions at other receptors may result in adverse effects: anxiety,
insomnia and sexual dysfunction (5-HT2), and nausea and vomit-
ing (5-HT3)

Figure 9.15 SSRI side-effects

Figure 9.16 SSRIs are not associated with a worsening of sui-
cidal thoughts, as shown by this pooled analysis of 17 random-
ized controlled trials using suicide item of HAM-D.Adapted with
permission from Beasley CM, Dornseif BE, Bosomworth JC, et
al. Fluoxetine and suicide: a meta-analysis of controlled trials of
treatment for depression. Br Med J 1991;303:685–92

Figure 9.17 A pooled analysis of randomized controlled trials
of paroxetine showing it is not associated with an increase in
suicidal behavior. Adapted from Eur Neuropsychopharmacol
1995;5:5–13. Montgomery SA, Dunner DL, Dunbar GC.
Reduction of suicidal thoughts with paroxetine in comparison
with reference antidepressants and placebo. PEY, patient-expo-
sure years. Copyright 1995, with permission from Elsevier
Science
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Figure 9.18 Molecular structures of SNRIs venlafaxine and mil-
nacipran

Figure 9.19 SNRI mode of action. SNRIs increase availability of both serotonin and norepinephrine without unwanted interactions at
postsynaptic receptors

©2002 CRC Press LLC



Viloxazine

OC2H5

O

N

H

O CH2

Reboxetine

OC2H5

OHC

H

O

N

H

NE terminal

Norepinephrine (NE) receptor
(b1, b2, a1 etc.)

NE
uptake

site

Constipation

Dry mouth

Increased sweating

Urinary hesitancy (male)

Transient hypertension

Figure 9.21 Examples of norepinephrine
reuptake inhibitors. Reboxetine is now termed
a selective norepinephrine reuptake inhibitor

Figure 9.22 Mode of action of norepinephrine reuptake
inhibitors. Increase availability of norepinephrine may result in
improved mood, drive and capacity for social interaction
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Figure 9.20 Side-effects seen with SNRIs

Figure 9.23 Side-effects of norepinephrine reuptake inhibitors
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Figure 9.24 Molecular structure of nefazodone

Figure 9.25 The mode of action of nefazodone. Similar to the
mode of action of SSRIs, nefazodone blocks 5-HT reuptake, but
in addition blocks postsynaptic 5-HT2 receptors

Figure 9.26 The side-effects of nefazodone

Figure 9.27 Molecular structure of mirtazapine

©2002 CRC Press LLC



NE terminal

Norepinephrine (NE) receptor (b1, a1) or
a1-receptor on serotonergic cell body or

a2-heteroceptor on serotonergic nerve
terminal

Serotonin receptor

5-HT terminal

Mirtazapine
blocks a2-

autoreceptor

Desensitization of
5-HT1B/5-HT1D

receptors

Increased activity
of 5-HT1A receptors

5-HT2 and 5-HT3
receptors blocked

a2-heteroceptor
on serotonergic
nerve terminal

stimulates increased
release of serotonin

Sedation
Drowsiness

* Although less frequent
   compared to SSRIs
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Figure 9.28 The mode of action of mirtazapine. Mirtazapine enhances noradrenergic and serotonergic function by blocking the
inhibitory a2-adrenoceptors on noradrenergic terminals and the a2-heteroceptors on serotonergic terminals

Figure 9.29 The side-effects of mirtazapine
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Figure 9.31 The mode of action of trazodone.Trazodone is a weak inhibitor of serotonin reuptake and can increase norepinephrine
release as a result of its antagonistic action on presynaptic a2-adrenoceptors. It also blocks postsynaptic 5-HT2 receptors
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Figure 9.30 Molecular structures of trazodone, maprotiline, L-tryptophan and bupropion
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Figure 9.32 Side-effects of trazodone
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Figure 9.33 The mode of action of maprotiline. Maprotiline is a modified tricyclic antidepresssant (TCA) that has similar efficacy to
the TCAs
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Figure 9.36 The mode of action of mianserin. Mianserin, like mirtazapine, enhances noradrenergic and serotonergic function by block-
ing the inhibitory a2-adrenoceptors on noradrenergic terminals and the a2-heteroceptors on serotonergic terminals. However, mir-
tazapine is more effective than mianserin in enhancing serotonergic function, as it increases the firing rate of serotonergic neurons.
Mianserin is less potent in blocking postsynaptic serotonin receptors

* But to a lesser extent than
   older TCAs
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Figure 9.34 The side-effects of maprotiline

Figure 9.35 Molecular structure of mianserin
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Figure 9.37 The side-effects of mianserin
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Figure 9.38 The side-effects of L-tryptophan. *, Eosinophilia–
myalgia syndrome was linked to contamination of some trypto-
phan-containing products during the manufacturing process,
therefore close monitoring is required
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Figure 9.39 The side-effects of bupropion
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Figure 9.41 Lithium treatment plan. Lithium should only be used in bipolar prophylaxis
when it is reasonable to anticipate treatment lasting more than 2 years. Shorter periods of
treatment are associated with an increased risk of rebound mania on stopping lithium

Figure 9.40 Drug treatment of generalized anxiety disorder
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Figure 9.42 The side-effects of lithium and its spectrum of
action. Graph reproduced with permission from Stevens L, Rodn
I. Psychiatry: an Illustrated Colour Text. Edinburgh: Churchill
Livingstone, 2001:25
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Figure 9.43 Example of an anticonvulsant drug (carbamazepine).
Carbemazepine has the tricyclic structure of many older antide-
pressants and conventional antipsychotic drugs
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Figure 9.44 The general side-effects of anticonvulsants.
However, drugs differ in their relative propensity to cause par-
ticular adverse effects.Always refer to the prescribers informa-
tion
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Figure 11.2 Risk factors associated with bereavement

Figure 10.1 Light therapy for treatment of depression.Photograph
courtesy of SAD Lightbox Co.Ltd.,High Wycombe,UK

Figure 10.2 Transcranial magnetic stimulation is stil an experi-
mental approach to the treatment of depression. It appears to
show efficacy in acute treatment and may have value in continu-
ation treatment

Figure 11.1 The techniques of cognitive–behavior therapy

Keeping a daily record of activities and negative thoughts

Monitoring negative thoughts associated with worsening mood

Challenging negative thoughts

Using imagination to ‘replay’ events

Questioning the assumptions that lead to negative thoughts

Planning rewarding activities throughout the day

Praising oneself for achievements

Dividing complex tasks into achievable components

Anticipating performance in challenging situations
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