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factors in those with depression
increases the risk of developing all types
of dementia.3,25,26 Diabetes and
depression were independently
associated with an increased risk of
dementia, and there is a synergistic
effect, when both are present.27

It is unclear whether shared vascular
risk factors themselves cause structural
and functional brain changes that
increase the risk of depression and
dementia, or whether increased vascular
risk factors for depression start a
pathway that leads to an elevated risk of
dementia. Research to date favours a
bidirectional relationship, especially as
vascular risk factors may lead to the
development of other organic brain
changes including hippocampal atrophy,
increased deposition of amyloid-beta
plaques, and inflammatory changes.2,3,10

In summary, older people with
depression are at elevated risk of
developing dementia and this risk is
increased if they have had symptoms for
a long time, if their symptoms are severe,
where there are multiple (vascular)
comorbidities, and where there are
structural brain changes including
hippocampal atrophy and white matter
abnormalities. Clinically, neuroimaging
and cognitive screening is helpful to
identify individuals at higher risk of
dementia. 

MANAGEMENT OF OLDER
DEPRESSED PATIENTS 
Management of older depressed
patients should follow the same
principles as for younger adults.16
For those with moderate to severe
depression first-line treatment with an
SSRI, such as sertraline or escitalopram,
has the best evidence in terms of
efficacy and tolerability.29 In older adults,
antidepressants should be prescribed at
the lowest possible dose and titration
should be slow. Careful monitoring
should take place and clinicians should
be mindful of side effects, particularly
hyponatraemia and the potential for
increased bleeding, if there are medical
comorbidities or polypharmacy. As an »

conditions (e.g. Parkinson’s disease,
multiple sclerosis and stroke), sleep
disorders, endocrine disorders, diabetes,
chronic obstructive pulmonary disease
and chronic physical ill health when
associated with disability, loss of
autonomy or pain. Medications that can
increase the risk of depression include:
corticosteroids, antihypertensives 
(e.g. beta blockers, reserpine, calcium
channel blockers), statins, cancer
treatments (interferon-alpha;
chemotherapeutic agents) and central
nervous system depressants (opioids,
barbiturates, benzodiazepines).  

RISK FACTORS FOR DEMENTIA
IN DEPRESSED PATIENTS 
Depression and dementia are both
common, have shared risk factors and
can have overlapping clinical
presentations (e.g. reduction in working
memory, poor sleep, reduced social
function).10 There is an association
between late life depression and risk of
dementia, but a causal association is still
debated, and some studies of late life
depression find no increased risk of
dementia.3,5,10 What seems to be more
important is the duration and severity of
depressive symptoms. Older patients
with a pattern of high and increasingly
severe depressive symptoms are at
higher risk for dementia.24

Chiefly, the presence of vascular risk

‘Older patients with
a pattern of high
and increasingly
severe depressive
symptoms 
are at higher risk 
for dementia’

Table 3 

Differential diagnosis of depression and dementia (modified from
www.helpguide.org/articles/depression/depression-in-older-adults-and-the-
elderly.htm)

Dementia (especially Alzheimer’s disease)

Gradual mental decline

Presented by relatives or professionals

Lack of insight (does not notice memory 
problems or does not seem to care: 
‘I remember the things I want to remember’)

Can be confused and disoriented 
in time and place

Impairment of episodic memory 
• Impaired free recall
• Impaired total recall (cueing does not 
improve recall due to inability to store 
new information)
•Flat learning curve despite repeated 
exposure

Writing, speaking and motor skills 
can be impaired

Major depression

Rapid mental decline

Self-referred

Notices or worries about memory
problems (‘I think I am losing my
mind’)

Usually oriented in time and place

Impaired concentration, results in
impaired encoding
•Recall improves with repeated
exposure
•Normal recall, if encoding is
controlled

Language and motor performance
are typically slowed

this population and sleep problems,
fatigue and low energy associated with
them can mimic depressive symptoms. 
A major barrier to recognising
depression, however, is the attribution of
symptoms to old age, physical illness
and psychosocial stressors, such as
bereavement or social isolation. A lack
of knowledge about depression and the
stigma associated with mental illness
may also be contributing factors.22

The differential diagnosis is complex
and the distinction between depression
and early dementia may be particularly
difficult. Obtaining a detailed history
from patients and their relatives as well
as longitudinal follow-up are important.
Cognitive testing can be very helpful,
see table 3, above. 

The neuropsychological test used
should be sensitive, as the cognitive
changes are subtle, and should assess 
all cognitive domains. Considering the
limited time GPs have, a referral to
secondary care mental health services 
to clarify the diagnosis may be required.
Alternatively, training a practice nurse 
to administer the Montreal Cognitive
Assessment (MoCA) may be possible.12,23

Finally, the role of physical ill health
and prescribed medication should be
considered, as many medical conditions
and medications are associated with 
a risk or worsening of depression.16
The former include: neurological


