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Depression and physical illness have been
recognised as being closely linked since
the early 1900s.1 Despite this, the presence
of depression in physically ill patients is
often missed and, therefore, not treated
appropriately.2,3 There are several reasons
why depression may not be diagnosed,
including: 

• difficulty differentiating depression
from a patient’s normal emotional
response to physical illness

• difficulty distinguishing symptoms of
depression from those of the physical
disease itself

• difficulty distinguishing symptoms of
depression from the side effects of
treatment for the physical disorder.
The relation between depression and

physical illness is complex.4 The risk of
depression is increased by many of the
same factors that can lead to or aggravate
physical diseases. These include smoking,
poor diet, lack of exercise, obesity and
hypertension. Depression is associated
with:

• alterations in the metabolism of several
important neurotransmitters – for
example, serotonin, noradrenaline,
dopamine, gamma-aminobutyric

acid and glutamate

• changes in endocrine functioning 
– for example, cortisol and thyroid
and growth hormones

• impairment of immunological status 
– for example, inflammatory
processes and cell-mediated immunity. 
These biological effects may, in turn,

increase the risk of progression of diseases
such as cardiovascular disease, metabolic
syndrome, cancer and HIV infection. 

Comorbid depression affects the out-
come and prognosis of patients with a
physical illness. This may be because of a
delay in seeking treatment, a lowered rate
of diagnosis and/or poor adherence to
treatment, not only medications but also
behavioural modifications and health-
promoting activities. In turn, physical 
illness may directly affect a patient’s brain
and/or become a psychological burden,
which could lead to the development of
depression. Overall, these interactions
lead to a poorer outcome of the medical
illness and increased mortality, in addition
to the burden of the depression itself. 

Coexistence of depression with
physical illness
The coexistence of depression with med-
ical illness may occur for a number of
reasons. Depression may be a direct con-
sequence of the medical illness such as
occurs with thyroid disease, Addison’s
disease or Cushing’s disease. In these situ-
ations, the depressive syndrome results

from the physiological effects of the hor-
monal changes. Depression may occur as
a direct consequence of central nervous
system disorders, including Alzheimer’s
disease, Parkinson’s disease, Huntington’s
disease and stroke. In these cases it is most
probably due to the effects of the disease
process on the areas of the brain linked to
mood regulation, such as the prefrontal
cortex and the limbic region. 

There may also be a biological basis for
depression in some medical illnesses, such
as heart disease, arthritis, chronic respira-
tory disease, gastric disease and malig-
nancy, in which depression may share
common risk or pathological factors. In
susceptible patients, depression may be
induced by certain medications, such as 
�-blockers, reserpine, steroid contracep-
tives, interferon, anticancer drugs and
isotretinoin. A depressive state may occur
after withdrawal of drugs such as alcohol,
sedatives, hypnotics, cocaine or ampheta-
mines, or a low mood may occur in the
context of drug and alcohol intoxication
and abuse. 

More commonly, depression may
develop as a psychological response to
physical illness, particularly those associ-
ated with physical disability, poor physical
health, chronic pain and low survival
prognosis. In other words, there is a 
psychological reaction to having a medical 
illness or some experience of ‘loss’ associ-
ated with the illness. These losses include:

• those that may be obvious, such as 
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the loss of a bodily part – for example,
amputation and mastectomy

• loss of functioning – for example,
paralysis and impotence

• less apparent losses – for example, the
loss of the sense of self, self-esteem and
a purpose or role in life. 
These psychological reactions may

resemble, and may be viewed as, attenu-
ated forms of grief. There is no relation
between the extent of the physical illness
and the severity of the psychological res-
ponse. The emotional response is deter-
mined by the patient’s perception of the
meaning of his or her illness. An illness
may be viewed as a threat to physical
integrity, a confirmation of a patient’s
mortality and vulnerability, and/or a loss
of sexuality. Past personal experiences
with illness and death will influence how a
patient reacts psychologically to his or her
diagnosis and illness. 

Differential diagnoses
Many biological and psychosocial causal
factors can contribute to the syndrome or
collection of symptoms and signs that are
referred to as depression (Table 1). The
disorder is classified as major depression
if five or more of the criteria listed in 
Table 2 are present for most of the day on
the majority of days for a minimum of two
weeks.5 If the patient meets three or four

criteria over at least two weeks, the con-
dition is minor depression and, in the 
presence of a physical disorder, is most
appropriately referred to as an adjustment
disorder with depressed mood. In this case
the mood disorder is occurring in the con-
text of a significant stressor(s), such as the
impact of disability resulting from the 
illness or the attendant psychosocial conse-
quences – for example, marital dishar-
mony or loss of productivity. 

Major depression indicates a greater
likelihood of response to antidepressants,
while supportive counselling and other
psychotherapies may be more appropriate
for minor depression, adjustment dis-
order and grief states. If the depression is
secondary to a medical condition or drug,
then addressing the underlying cause
would be necessary. 

It is also quite appropriate for patients
to become emotional and upset after the
diagnosis of an illness or trauma. The
response may well be in keeping with the
extent of the illness and their cultural
background and personality. If the low-
ered mood is not persistent but fluctuates
from day to day, is responsive to the envi-
ronment and is not excessive, overwhelm-
ing or incapacitating, it is reasonable to
view it as appropriate and a normal grief-
like reaction. Individuals with such a
reaction will respond to support, encour-
agement and an opportunity to express
their fears and disappointments. Demor-

alisation – a loss of spirit or drive due to
recurring or protracted suffering – may
develop as a natural reaction to a severe
and/or chronic illness.

Prevalence
The prevalence of depression in individu-
als with chronic medical conditions is
higher than that of the general population
and is up to 40% in those with some neu-
rological conditions. A large US popula-
tion-based study of more than 30,000
people used diagnostic interviews to iden-
tify prevalence rates of major depression
for various medical conditions.6 These
included: depression rate of 7.9% for those
with congestive heart failure, 8.0% with
hypertension, 9.3% with diabetes, 9.3%
with coronary artery disease, 11.4% with
cerebrovascular accident, 15.4% with
chronic obstructive pulmonary disease,
17.0% with end-stage renal disease and an
average depression rate of 8.8% with any
chronic condition. In addition, partici-
pants with two or more chronic illnesses
were 2.6 times more likely to have major
depression. These estimates are lower than
those reported by other studies using
screening instruments to detect depression
that are not selective for major depression.7

This high prevalence of depression in
medically ill patients reported in a research
study is in contrast to the relatively low
rates of detection and treatment in clinical
practice.

Table 1. Differential diagnoses
of depression in physical
illness

• Mood disorders due to a general

medical condition

• Substance or drug-induced mood

disorders

• Major depressive episode

• Adjustment disorder 

– with depressed mood

– with mixed anxiety and depression

• Normal grief-like reaction

• Demoralisation

Table 2. Diagnostic and Statistical Manual of Mental Disorders
(DSM)-IV criteria for major depression5

• Persistent depressed mood, sadness or irritability 

• Loss of interest and pleasure in work, hobbies, sex, etc

• Loss of weight or appetite

• Insomnia or hypersomnia for most of the day

• Psychomotor agitation or slowing 

• Fatigue or loss of energy

• Feelings of worthlessness or guilt that are excessive

• Poor concentration or decision-making

• Suicidal ideation that may lead to a specific plan or attempt
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Assessment of depression in
medically ill patients
Depression associated with physical illness
warrants careful assessment. The key to
detection is to consider its presence and
make the appropriate enquiries, such as:
‘How have you been feeling?’, ‘Have you
been feeling sad, upset or miserable?’, ‘Has
all this been getting you down?’ or ‘Do you
sometimes feel like giving up?’ It can be
difficult to tease out the biological symp-
toms of depression (insomnia, anorexia,
weight loss, lethargy and fatigue) from
those that occur as a consequence of med-
ical illness or treatments. Anxiety may also
be present and this can amplify physical
symptoms. 

Some symptoms, such as a persistent
and unresponsive lowered mood, a loss of
interest, negative thinking, guilt, feelings of
worthlessness and low self-esteem, are
strongly suggestive of clinical depression.8

It is important to carry out a risk assess-
ment of all depressed patients and make
enquiries about thoughts of wanting to die
or any wishes to self-harm or end their
lives. The presence of a suicide plan should
always be taken seriously and psychiatric
referral should be sought. 

There may be a temporal relation
between the onset or exacerbation of the
physical disorder and the depression, or
sometimes a depressive syndrome may
antedate the onset of an illness. It may be
difficult at times to distinguish a normal
grief-like response to an illness from a
depressive disorder that warrants clinical
intervention.9 Is the depth of the patient’s
despair closely linked to the course of 
the illness or is the patient consistently
depressed despite improvement? Is he or
she able to be cheered up by the presence
of family and/or friends? Interviewing
significant others can be helpful in gaug-
ing the emotional change in the patient
since the illness began. 

Several depression rating scales have
been used in studies or the clinical care of
physically ill patients to screen them for
depressive illness. These include:

• observer-rated instruments such as
the Hamilton Depression Rating Scale
and the Composite International
Diagnostic Interview (CIDI)/
CIDI-Short Form

• subject-rated scales such as the Beck
Depression Inventory for Primary
Care, the Hospital Anxiety and
Depression Scale, and the 90-item
Symptom Checklist. 
The Depression in the Medically Ill

Scale screening tool has been developed
and validated in medically ill patients.10,11 It
excludes items related to physical illness
and has compared well with the Diag-
nostic and Statistical Manual of Mental
Disorders (DSM)-IV diagnostic criteria
and clinicians’ judgements of clinical
depression.5 The nine-item depression
subscale of the Patient Health Question-
naire (PHQ-9) has also been found to be a
valid, reliable screening and monitoring
tool.3,12 Such scales and simplistic ‘ticking
the box’ approaches, however, should
only be used for screening and should not
take the place of an individualised evalua-
tion and diagnostic formulation of the
physical and psychosocial aspects of the
patient’s illness.

Somatisation refers to a patient’s pre-
sentation with physical symptoms that are
due to underlying psychological factors
rather than having a medical cause. As
such, the possibility of somatisation
should be kept in mind when unusual or
unexplained physical symptoms occur. It
is important to avoid misattribution of
physical symptoms to a new physical con-
dition or an exacerbation of an existing
physical disorder. Pain or unusual weak-
ness can be a sign of an underlying psy-
chiatric disorder, such as depression, or
may be an expression of psychological
distress where anxious and depressive
states are manifest in a physical manner.
This is commonly associated with a stress 
response, such as to a serious physical
condition, where somatic symptoms can
be frequently reported during the adapta-
tion process and no organic cause can be

identified. In these circumstances it is 
prudent to carefully assess patients for
depressive symptoms. 

It is important to exercise caution
when patients present with possible soma-
tisation and not be too rapidly dismissive
of the physical symptomatology; patients
should always be adequately assessed and
investigated. A too hasty conclusion that a
symptom is ‘psychosomatic’ can lead to a
missed diagnosis with dire consequences;
the presence of signs of depression does
not necessarily exclude underlying physi-
cal disease. Often in these circumstances,
referral of patients to an experienced 
psychiatric colleague can help tease out
the psychological issues and either ensure
appropriate investigation or minimise
excessive investigation. 

Reasons for treating depression
Depression in physically ill patients is
associated with increased morbidity and
mortality when compared with that pre-
dicted for the illnesses themselves. Major
depression is associated with significantly
increased use of health resources, lost
productivity and functional disability.6

Functional disability has been found to 
be higher in patients with both major
depression and chronic medical condi-
tions than in patients with either condi-
tion alone.13 A further study found that a
diagnosis of major depression in older
medical inpatients was associated with
poorer physical health and poor mental
health in their informal caregivers.14,15

The presence of depression may impair
a patient’s ability to seek help and adhere
to treatment for comorbid physical illness.
A meta-analysis of 12 studies showed that
depressed physically ill patients are three
times more likely to be non-adherent 
to medical treatment than physically ill
patients with no depression.12 In addition,
there is evidence that depression is a risk
factor for cardiovascular disease, cerebro-
vascular disease and type 2 diabetes. 

Depressed patients are less likely to
have an adequate and appropriate diet, are



Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2010.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2009.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2008.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2007.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2006.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2005.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2004.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2003.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2002.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2001.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2000.

80 MedicineToday ❙ September 2008, Vol 9, Number 9

Psychological medicine

continued 

more likely to smoke and drink excessive
alcohol, and are less likely to be physically
active. Therefore, the treatment of depres-
sion in physically ill patients could signifi-
cantly improve depressive symptoms in 
a wide range of physical diseases and 
is likely to improve patients’ quality of life
or even help him or her overcome the
physical illness. Importantly, patients with
depression due to medical conditions, 
particularly chronic, painful or incurable
illness (for example, malignancy, AIDS,
and brain or spinal cord injury), have a
significantly increased risk of suicide and
attempted suicide.

Management of depression
Management of depression consists of a
comprehensive assessment and problem-
based management plan that tailors a
range of biological and psychosocial 
therapies to the needs of each patient. In
most instances, the presence of a major
depressive episode warrants treatment
with an antidepressant. Occasionally,
patients who are highly motivated may
respond to expert psychotherapy, such as
cognitive behavioural therapy or inter-
personal psychotherapy, alone; however,
if symptoms do not quickly respond then
medication should be prescribed.

Antidepressant medication should be
accompanied by supportive therapy,
including an opportunity for patients to
express their fears and their understand-
ing of their illnesses, psychoeducation
about depression and antidepressants
and, if appropriate, reassurance. 

How often medical outpatients should
be seen will vary and must be tailored
individually depending on the severity of
symptoms and the presence of suicide risk.
As a rule of thumb, most patients should
initially be reviewed weekly to assess med-
ication tolerability and to monitor their
response to treatment. Once these are
assured, treatment can be spaced to every
two weeks then every four weeks. Longer
gaps may be appropriate when a full
remission of symptoms has been achieved. 

Initiation of treatment must be followed
by a continuation phase of treatment and
a follow-up phase,3 implementing treat-
ment for at least six to 12 months for 
the first episode of major depression 
with the goal of achieving a full remission
of symptoms. Treatment guidelines and
algorithms for interventions used for
depressive disorders are generally appli-

cable to medically ill patients; these 
have been published elsewhere.16

Pharmacotherapy
Treatment should be aimed at treating or
removing the underlying cause of depres-
sion. For example, if the depression is
induced by a medication, discontinuation
of the causal agent, if possible, may be all
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that is required. 
Treatment of the depression itself is

otherwise warranted and medications
should generally be considered for mod-
erate-to-severe major depression. There
have been well-controlled trials of phar-
macotherapies, and the available anti-
depressant medications are effective for
the treatment of depression in medically

ill patients.2 Further, Cochrane reviews
have shown that various antidepressants
are superior to either placebo or no treat-
ment.17 SSRIs are regarded as suitable
first-line therapy, as shown by several
double-blind randomised controlled
studies demonstrating their effectiveness
in various disorders, including cardiac 
disease, arthritis, stroke, diabetes, multiple

sclerosis, dementia, Parkinson’s disease,
cancer and HIV infection.2,18,19

A systematic review of treatment of
depression in patients with cancer recom-
mended that pain and other reversible
physical symptoms should be treated
before or at the same time as specific anti-
depressant treatment was started.20 Also,
there are data that dual-acting antidepres-
sants, those that influence both serotonin
and noradrenaline, may have an advan-
tage in patients experiencing comorbid
chronic pain. However, there appears to
be no conclusive evidence supporting the
relative superiority of any one specific anti-
depressant over another or the superiority
of one treatment modality over another. 

Optimally, antidepressant choice
should be based on key clinical variables
such as the patient’s physical state, depres-
sive symptomatology, and past treatment
response and the side effect profiles of
medications. Switching to another antide-
pressant should be considered if there are
intolerable side effects or there is an inade-
quate response after four weeks’ therapy
with an adequate dose. 

Psychological therapies
Psychological therapies have been found
to be effective in treating depression in
patients with various physical illnesses,
including HIV infection, cardiovascular
disease, cancer and diabetes.7,18,19 Psycho-
logical therapies studied have included
interpersonal psychotherapy, cognitive
behavioural therapy, stress management
and problem-solving interventions. Such
structured psychotherapies may also be
suitable for patients with an adjustment
disorder for which specific antidepressant
treatment is not usually indicated. 

Some studies have found lower rates 
of recovery and higher relapse rates in
patients with comorbid depression com-
pared with depressed patients with no
medical illness.7 They have suggested that
collaborative treatments, including anti-
depressants, psychotherapy, education and
case management, may be necessary to
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overcome the risk of treatment recurrence
or resistance in patients with comorbid
depression. At any rate, most patients
would benefit from a combined modality
approach that includes both psychosocial
and pharmacological treatments.

Principles of management for
the GP
The GP plays a central role in the manage-
ment of depression in the physically ill
patient. It is likely that the GP has the
patient’s most complete physical and
mental health information and therefore
continuity of care that will facilitate opti-
mal management. The GP is able to inves-
tigate medical problems that aggravate
depression and can also co-ordinate both
drug and psychological treatments for
depression. If necessary, the GP can refer
the patient to a psychiatrist if the depres-
sive illness is severe, unresponsive to treat-
ment, complex or atypical in nature, or if
there is a possibility of a neuropsychiatric
disorder, uncertainty about the diagnosis,
a high risk of suicide or refusal to accept
recommended advice or treatment.

When selecting an antidepressant, the
potential for drug interactions should be
carefully considered in depressed patients
with medical illness because they are
probably being treated with several other
medications. With the SSRIs, serotonin
syndrome may occur when they are co-
administered with proserotonin com-

pounds such as tramadol or sumatriptan.
In addition, the dose of the antidepres-
sant chosen should be carefully titrated,
taking into account the changes in phar-
macokinetics in physically ill patients 
due to renal or liver impairment or drug
effects. Care should be taken to ensure that
the treatment chosen does not aggravate
the existing physical illness – for example,
tricyclic antidepressants should not be
given to patients with recent MI.

There are few studies of the treatment
of depression in elderly patients with
comorbid depression and physical dis-
eases. Selection of an antidepressant
requires even more care in elderly patients
because of the potential for drug inter-
actions and physical impairments due to
both medical conditions and age-related
changes. SSRIs are perhaps still the first
choice of treatment but their side effects
may be more problematic than in younger
patients – for example, the syndrome of
inappropriate antidiuretic hormone secre-
tion resulting in hyponatraemia can occur
occasionally, and may result in delirium
and even death. Antidepressants are usu-
ally started at a lower dose in the elderly
but should be gradually increased to the
accepted therapeutic dose with close
monitoring.21

Conclusion
Depression can be a risk factor for, or a
consequence of, medical illness. Depression

in medically ill patients is highly prevalent
and can be associated with: greater mor-
bidity and mortality rates; functional, social
and occupational impairment; health risk
behaviours; and higher health resource use
and burden. Early detection and appropri-
ate management of depression in patients
with medical illnesses can improve out-
comes and quality of life and prevent 
suicide. Unfortunately, most published
practice guidelines for general medical care
do not pay sufficient attention to psychi-
atric aspects.22 With a growing recognition
of the significance of depression in med-
ically ill patients, it is hoped that future
guidelines will include specific recommen-
dations for diagnosis and active treatment
of depression. MT
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