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Depression in the physically ill
(Index words: depression, antidepressants, continuing medical education, physically ill, management)

Summary
The risk of depression is increased in many medical
and surgical conditions. Specific serotonin reuptake
inhibitors are generally recommended as first line treatment
in the physically ill. Care must be taken in prescribing
antidepressants in the physically ill, because of sideeffects, hepatic and renal impairment, and potential for
drug interactions.

Introduction
Major depression occurs in 5-10% of primary care
patients and 10-14% of medical inpatients [1]. The risk of
depression is increased in coronary artery disease,
cerebrovascular accidents, neurological disorders,
malignancies and diabetes. In the physically ill biological
symptoms of depression – anorexia, weight loss, sleep
disturbance and lethargy may be caused by the illness
itself making the diagnosis of depression difficult.
However, the diagnostic criteria are the same as for those
without physical illness. Presence of other symptoms such
as loss of interest, hopelessness, reduced self-esteem,
guilt and suicidal ideas help in the diagnosis.
Tricyclic antidepressants (TCA) and selective
serotonin reuptake inhibitors (SSRIs) are both effective in
the treatment of depression in the physically ill. However,
tricyclics, because of side-effects, are contraindicated in
many conditions and SSRIs are generally recommended
as first line treatment in the physically ill. There are little
data regarding the use of newer antidepressants such as
serotonin noradrenaline reuptake inhibitors (venlafaxine
and duloxetine) and bupropion. Treatment may need to
commence at lower doses due to increased sensitivity to
side-effects in the elderly, in those with renal and hepatic
dysfunction, and where there is risk of drug interactions.

Cardiovascular disease
Depression is a risk factor for both the development
and the worsening of coronary heart disease. About
15-20% of patients with acute myocardial infarction
experience a major depressive disorder. Depression
increases all-cause mortality and cardiac mortality in those
with ischaemic heart disease (IHD). Pathophysiological
mechanisms responsible for this increase include increased
platelet activation and aggregation, autonomic
dysfunction causing elevated heart rate, low heart rate
variability, exaggerated heart rate responses to physical
stressors, high variability in ventricular repolarisation, and
low baroreceptor sensitivity.
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Tricyclic antidepressants and SSRIs are effective in
the treatment of depression in patients with IHD. However,
TCAs are known to affect heart rate variability, and cause
orthostatic hypotension and conduction delays, and are
best avoided in patients with IHD.
The SSRIs are relatively safe and effective in the
treatment of depression in patients with IHD. There is
evidence that antiplatelet effects of SSRIs may reduce the
risk of ischaemic events. The SSRIs interfere with serotonin
accumulation in platelets and normalises elevated indices
of platelet activation and aggregation in patients with
depression and IHD. Unlike the tricyclic antidepressants
they do not cause orthostatic hypotension or arrhythmias.
Antidepressants other than TCA and SSRIs have not been
studied in detail in depressed patients with cardiovascular
disease and their safety is unknown. Venlafaxine may cause
hypertension and regular blood pressure monitoring is
recommended.

Stroke
About one-third of patients develop depression after
stroke. Peak prevalence is between 6 months and 2 years
after stroke. Post-stroke depression (PSD) has significant
effect on rehabilitation, motor recovery, activities of daily
living, social life, and mortality [2].
Diverse mechanisms may be involved in the aetiology
of PSD. One hypothesis postulates a deficiency of
serotonin at central receptor sites. Cerebral lesions,
aphasia, dependence in activities of daily living and social
isolation too contribute to its development.
Diagnosis of PSD is made difficult by the unreliability
of biological symptoms and the presence of cognitive and
communicative defects caused by stroke. Use of special
scales developed for use in stroke patients such as the
structured assessment for depression in brain damaged
individuals (SADBD) and the post-stroke depression
rating scale (PSDRS) help in diagnosis. The Beck
depression inventory (BDI) is useful for assessment of
PSD because of its relatively low reliance on biological
symptoms.
Establishment of a regular sleep pattern, a healthy
diet, exercise and social support help in the treatment of
depression. Both TCAs and SSRIs are effective in the
treatment of PSD but SSRIs may be preferable because of
the lower side-effect risk. Tricyclics cause orthostatic
hypotension which can lead to falls, constipation and
urinary retention which may be troublesome. TCAs are
not recommended for use in patients with co-morbid IHD.
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Involuntary emotional expression disorder
(IEED)
This manifests as sudden and short-lived episodes
of crying, laughing or both which the patient cannot resist
or prevent. It is a result of structural brain damage. IEED is
common among patients with stroke and other neurological
disorders, such as multiple sclerosis, amyotrophic lateral
sclerosis, and traumatic brain injury. The recurrent crying
spells may be mistaken for depression and doctors need
to be able to differentiate between the two. There are no
residual mood changes after an occurrence of crying or
laughing.

Renal disease
Depression is the commonest psychiatric illness in
patients with end-stage renal disease and chronic renal
insufficiency. It is estimated that 5-22% of patients with
end-stage renal disease have depression. Loss of role
within the family and workplace, poor renal function, loss
of mobility, physical skills and cognitive abilities, and
impaired sexual function all contribute to the aetiology.
Depression could alter the prognosis by influencing
access to or utilisation of healthcare, modifying compliance
with dialysis and medication, affecting nutritional status,
and mediating changes in immune function [3].
In patients with renal disease tricyclic antidepressants are probably safer than SSRIs. Treatment
should be started with a low dose and increased slowly.
Of the SSRIs sertraline is not recommended in patients
with renal impairment. In patients with a glomerular filtration
rate (GFR) of 10-50ml/min fluoxetine 20mg should be
prescribed every other day. It should not be used in those
with a GFR less than 10ml/min [4].

Hepatic disease
Neurocognitive abnormalities and depression are
frequently associated with chronic liver disease. The exact
aetiology of depression in patients with liver diseases is
unknown. All antidepressants are predominantly
metabolised in the liver. As the risk of drug toxicity
increases with the degree of hepatic impairment, lower
starting and total doses of medication are recommended.
Of the SSRIs low dose paroxetine seems to be the safest
option. If fluoxetine is used it should be given every other
day. Sertraline is extensively metabolised by the liver and
is contraindicated in those with significant hepatic
impairment. Most TCAs have a high first-pass clearance
by the liver and lower starting doses are recommended
[4].

Diabetes mellitus
Prevalence of depression in diabetes is estimated to
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be 9-27%. Poor education, poor social support, financial
stress and complications of diabetes increase the risk of
depression. Depression may be an independent risk factor
for developing type 2 diabetes.
Tricyclic antidepressants increase the appetite and
induce weight gain. They are safe unless the diabetes is
poorly controlled or is associated with significant cardiac
disease [5]. In contrast SSRIs may cause appetite
suppression and weight loss. Fluoxetine should be
avoided, because of its potential for causing hypoglycaemia, particularly in type 2 diabetes, and its sideeffects of tremor, sweating and anxiety, which may be
confused with hypoglycaemia [4]. Paroxetine and
amitriptyline are effective in the treatment of diabetic
neuropathy.

Bleeding risk
Because of the increased risk of bleeding SSRIs need
to be used cautiously in patients on aspirin and NSAIDs.
The increased bleeding risk is believed to be secondary
to the blockade of serotonin reuptake in platelets and
subsequent platelet dysfunction.
All SSRIs raise warfarin levels. Fluvoxamine has the
most potent effect on warfarin but fluoxetine too has a
potent effect. Raised INR has been reported within 10
days of starting fluoxetine. Sertraline and citalopram are
the least likely to interact with warfarin [4].

Drug interactions
SSRIs are highly protein bound, and they and their
metabolites inhibit the cytochrome P450 enzymes which
are responsible for the metabolism of a range of drugs.
Among the SSRIs paroxetine and fluoxetine have the
highest potential and citalopram and sertraline the lowest
potential for drug interactions involving hepatic
metabolism [4]. Drug interactions should be carefully
considered when combining drugs.
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Depression in children and adolescents
(Index words: depression, antidepressants, comorbidity, children and adolescents, cognitive behaviour therapy )

Summary
Among children and adolescents, the prevalence of
depressive symptoms is about 15%. Clinically significant
depression occurs in 5%. Depression in children overlaps
with other childhood emotional and behavioural disorders.
Depression in children is multifactorial and includes
biological, psychological and social factors. Tricyclic
antidepressants such as imipramine are ineffective in
children and have limited effect in adolescents. SSRIs are
also of limited value. For total health benefit in the treatment
of depression, cognitive behaviour therapy (CBT) is found
to be more beneficial than SSRIs.

Introduction
Some authors believe that childhood depression is
under-recognised, and others think that childhood
unhappiness from increasingly common psychosocial
adversities are diagnosed as depression. However,
depressive disorder in children is a well recognised entity
now. Feeling miserable due to external events is common
in children. Also, low mood in children can be part of a
wider cluster of emotional and behavioural symptoms.
These include tearfulness, irritability, loss of interest and
enjoyment, disturbed sleep and appetite, and somatic
complaints such as abdominal pain and headache.
Depression should be considered if these symptom
clusters are persistent, severe, and significantly affect the
child's functioning, leading to reluctance or refusal to
attend school, avoidance of social contacts and emergence
of academic problems.

Epidemiology
Clinically significant depression occurs in 5% [1].
Persistent chronic low mood (dysthymia) is known to occur
Vol. 53, No. 2, June 2008

in 3%. There is a marked increase in the incidence of
depression in mid- and late adolescence and girls are
affected twice as much as boys. Of the children and
adolescents who are depressed, a high proportion is not
recognised. The reasons are mainly related to atypical
presentations, social stigma and poor knowledge of health
professionals.

Clinical presentations and diagnosis
Depressive disorder in children and adolescents is
diagnosed on the same criteria as in the adult, with some
modification. The diagnostic and statistical manual of
mental disorders – DSM IV-TR criteria given below, should
be present for at least 2 weeks (panel 1). Two of the nine
features listed will indicate mild depression. Adjustment
disorder following a stressful experience is the commonest
mood disorder seen in children and adolescents. The
reaction is likely to be excessive to what is justifiable for
the experience, with disturbed sleep and appetite, and
adverse effects on school functioning. Atypical
presentations are relatively common, eg. increased sleep
and appetite, carbohydrate craving and weight gain, oversensitivity and sense of rejection, somatic complaints and
mood reactivity [2]. Dysthymic disorder is diagnosed if
chronic mild depression is present for a year. Over 70% of
children with dysthymia will eventually develop major
depression.
Bipolar disorder should be considered in the
differential diagnosis, especially if there is a strong
family history. In 40% of children, the first episode of
bipolar disorder is heralded by depression [3]. Severe
depression can occur with or without psychotic
features. Unlike in adults, psychotic depression is more
likely to present with derogatory third person
hallucinations than with delusions and is associated
with a high risk for suicide [3].
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