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symptoms could represent an emerging
dementia process and so the risk factors
associated with dementia are also linked
to MCI risk. Increasing age, strong family
history, the APOE e4 gene and
cardiovascular risk factors are the

strongest risk factors. The SPRINT trial
found that intensive BP treatment in
hypertensive adults aged 50 years and
over significantly reduced the risk of
incident MCI over five years of follow-up.13

Cognitive impairment could also be
secondary to a range of medical or
psychological conditions and MCI can
be misdiagnosed in these cases if a
careful history and assessment are not
completed. 

MEDICAL CAUSES
Delirium describes an acute, fluctuating
disturbance in attention and awareness
which may feature additional
disturbance in cognition. Causes of
delirium can be multifactorial with older
age, infection, hospitalisation especially
following hip fracture or requiring ICU
admission all shown to be risk factors. 

Symptoms can take several weeks to
resolve fully even after the offending
insult has been addressed and should be
considered in any new presentation of
cognitive impairment after recent illness. 

Repeated delirious episodes increase
the risk of developing dementia and
episodes of delirium can increase the
risk of future delirious episodes inferring
a cognitive vulnerability in these
patients.14

In addition to delirium, other causes of
potentially reversible cognitive
impairment include:15

•Metabolic conditions:
Hypo/hyperthyroidism,
hypo/hyperparathyroidism,
hypercalcaemia, Cushing’s disease,
Addison’s disease, pituitary insufficiency,
hypoglycaemia, vitamin deficiencies 
(B

1
, B

6
, B

12 
and folate), chronic liver failure,

chronic respiratory failure or sleep
apnoea, chronic renal failure or Wilson’s
disease 
•Neuroinflammation/infection:
meningitis, encephalitis, neurosyphilis,
Lyme disease, sarcoidosis or vasculitis 
•Neurosurgical conditions:subdural
haematoma, normal pressure
hydrocephalus, intracranial tumours or
abscesses 
•Other:medication side effects,
particularly those with strong
anticholinergic activity, alcohol misuse,
drugs or toxins and epilepsy 

PSYCHOLOGICAL CAUSES
Depression, anxiety, loneliness, social
isolation and/or prolonged grief reaction
can all impact on cognitive functioning
with attention often being the most
common domain affected. 

ASSESSMENT AND
INVESTIGATION
History 
A thorough history and assessment can
help differentiate between MCI and
other potential causes of cognitive
impairment. There should be particular
focus on the onset and progression of
symptoms, with acute or fluctuating
courses indicating potentially reversible
causes. 

Association with onset of symptoms
and any precipitating causes should be
made such as cerebrovascular events,
other recent physical illness, medication
change or stressful life events. 

Past medical history can identify
cardiovascular risk and/or reversible
causes. Family history of cognitive
impairment or dementia and social
history including level of educational
attainment or previous occupation,
smoking status, alcohol intake and level
of social support or requirement for
carers should be recorded.  

A collateral history is important to
corroborate the patient’s account and is
useful to determine level of premorbid
function or any associated behavioural
change. Determining if there is any risk
to the individual as a result of the
cognitive impairment is important, e.g.
driving, medication errors, level of social
support, any episodes of wandering or
problems in the kitchen such as leaving
the oven on.

During interaction with the patient

Figure  2

Flowchart to aid recognition of the mild cognitive impairment (MCI) subtypes12

No concerns about cognitive function
reported or observed

Age associated, non-pathological
cognitive decline

Self-reported concerns about memory
or cognition that would not currently
meet MCI or dementia diagnostic
threshold

Cognitive decline secondary to medical
or psychological conditions 

Cognitive decline greater than
expected for age or educational level
but not impacting on daily functioning 

Pathological, progressive,
neurodegenerative process not a
normal feature of ageing resulting in
cognitive and functional decline 


