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impairment.12 The vascular depression
hypothesis postulates that
cerebrovascular disease may
‘predispose, precipitate, or perpetuate’
depression in late life.13 Vascular damage
to frontostriatal brain regions is
particularly relevant, as they are linked to
both mood regulation and executive
function.8 Vascular damage is the main
pathophysiological mechanism in
vascular dementia. However, it plays a
role in other dementias, including
Alzheimer’s disease, and the prevalence
of mixed pathologies is high.8

A large body of evidence suggests

that there are common molecular
pathways between depression and
cognitive impairment. Chronic low-
grade inflammation characterised by
increased pro-inflammatory markers
and activated microglia, HPA
(hypothalamic-pituitary-adrenal) axis
abnormalities resulting in elevated
cortisol and deficits of circulating
neurotrophic factors, such as brain-
derived neurotrophic factor (BDNF)
have been demonstrated both in
depression and Alzheimer’s disease.14
They act via multiple mechanisms,
including altering serotonin metabolism,
reducing synaptic plasticity and
hippocampal neurogenesis, interfering
with beta-amyloid metabolism, and
increasing vulnerability to toxins.14,15

Therefore, accelerated neurodegeneration,
weakened neuroprotection and
impaired neurogenesis are implicated in
both depression and dementia.

DIAGNOSING DEPRESSION 
NICE recommends that clinicians ask
patients whether they have had
depressed mood or loss of interest in

activities in the past month (see table 1,
below) when they suspect that a patient
may be depressed.

Following a positive response for
either question a detailed assessment of
the severity and duration of symptoms
and functioning should follow, see table 1,
below left. NICE recommends that
clinicians consider using a validated
instrument to inform and evaluate
treatment.16

There are many tools available,
including the Patient Health
Questionnaire 9 (PHQ-9)17 and the
Geriatric Depression Scale-15 (GDS-15).18
The GDS-15 may be better suited to
older adults, as it is less focused on
somatic symptoms. A recent systematic
review found limited evidence of the
effectiveness of assessing depression
severity in adults using structured
measures such as the PHQ-9.19 However, 
a meta-analysis of ten studies that used
the GDS-15 concluded that the GDS-15
has added value in primary care.20

Further research is needed to clarify 
this question. 

In complex cases, a referral to mental
health services can be considered, see
table 2, below left.

The diagnosis of depression in older
adults can be challenging. There is
greater variety in presentation; cognitive
and somatic symptoms are usually
predominant and cognitive or anxiety
symptoms may mask the core feature of
low mood. 

A recent meta-analysis suggested
that late life depression has a partly
different phenomenology compared
with early life depression.21 Compared
with younger people, older adults with
major depression show more agitation,
somatic, general and gastrointestinal
symptoms and hypochondriasis, but
less guilt and loss of sexual interest.21

Medical conditions are common in 

‘A major barrier to
recognising
depression is the
attribution of
symptoms to old
age, physical illness
and psychosocial
stressors, such as
bereavement 
or social isolation’

‘A large body of
evidence suggests
there are common
molecular pathways
between depression
and cognitive
impairment’
Table 1 

Diagnosis of depression (from NICE CG90, based on the criteria in DSM-IV)16

Key symptoms

At least one of these, most days, most 
of the time for at least two weeks: 
•Persistent sadness or low mood 
•Marked loss of interest or pleasure
in doing things

*Symptoms particularly relevant in people with a chronic physical health problem

Table 2 

Criteria for referral to mental health services (from NICE CG90)16

Routine referral

• Inadequate response to two or 
more interventions
•Recurrent episode within a year 
of the last one
•History suggestive of bipolar disorder
•The patient or relatives request referral
•More persistent suicidal thoughts
•Self-neglect

Associated symptoms

If either of the two key symptoms are
present, ask about:
•Disturbed sleep (decreased or
increased compared with usual)
•Decreased or increased appetite 
and/or weight
•Fatigue or loss of energy
•Agitation or slowing of movements
• *Poor concentration or indecisiveness
• *Feelings of worthlessness or excessive
or inappropriate guilt
• *Suicidal thoughts or acts

Urgent referral

•Actively suicidal ideas or plans
•Psychotic symptoms
•Severe agitation accompanying 
severe symptoms
•Severe self-neglect


