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was the best predictor for differentiating
between remittent and progressive mild
cognitive impairment.12

Other studies have identified additional
risk factors such as the presence of the
ApoE4 allele, lower educational level,
vascular risk factors (e.g. diabetes and
hypertension), vitamin D deficiency, sleep
disorders and prior critical illness.2

Biomarkers have been used to predict
progression, but only in research studies;
they are not recommended for routine
clinical use.11 Biomarkers for Alzheimer’s
disease include certain neuroimaging
features and CSF markers, see table 1,
below.11 Further research is needed before
these biomarkers can be used in routine
practice, but the aim is that eventually
they will guide clinical care for patients
with mild cognitive impairment.13

ASSESSMENT 
NICE recommends that all patients with
suspected cognitive impairment should
undergo a comprehensive assessment,
including history, cognitive examination,
mental state, physical (including
neurological) examination, medication
review and laboratory testing.14 The aim is
to identify potentially reversible causes of

cognitive impairment in those with
raised vascular risk factors8 and
controlling the risk factors may reduce
the risk of further vascular damage to
the brain, and hence slow the rate of
cognitive decline.  

The relationship between delirium
and mild cognitive impairment is
similarly complex. A chronic delirium
may present with mild cognitive
impairment, but it is likely that other
features would be evident, such as a
relatively sudden onset and fluctuating
course, clouded consciousness,
affective symptoms, and an underlying
causative disease process. However, it is
possible that an episode of delirium may
also expose an underlying cognitive
impairment and that the patient does
not recover full cognitive function even
when the delirium has fully resolved.9

DEMENTIA RISK 
People with mild cognitive impairment
are at higher risk of developing dementia:
about 10% convert to dementia each
year, compared with 1-2% of the general
elderly population.10 

There are different types of mild
cognitive impairment, defined by the
number of affected cognitive domains
(single domain vs multidomain) and the
presence or absence of memory
impairment (amnestic vs non-
amnestic).10,11 Amnestic mild cognitive
impairment is associated with
progression to Alzheimer’s disease,  while
patients with non-amnestic mild
cognitive impairment more often develop
dementias that are not related to
Alzheimer’s disease such as vascular,
frontotemporal or dementia with Lewy
bodies.10

A recent study of 357 patients in
primary care found that patients were at
higher risk of progressing from mild
cognitive impairment to dementia if they
had symptoms of depression,
impairment in more than one cognitive
domain, more severe cognitive
impairment, or were older.12

The result on a test of episodic memory

cognitive impairment such as depression,
B12 deficiency or medication side effects. 

Structural neuroimaging to exclude
other cerebral pathologies and to help
establish the diagnosis subtype is also
recommended, with magnetic resonance
imaging (MRI) being the preferred
modality because of its higher sensitivity.14

Cognitive function
First, it is important to obtain a history of
cognitive changes over time, as well as
information about the onset and nature
of cognitive symptoms, confirmed 
by a reliable informant, if available, see
table 2, opposite. The history also
provides information that can help to
infer the likely primary aetiology. 

A progressive memory decline is
suggestive of Alzheimer’s type
pathology, multiple vascular risk factors
point towards a vascular aetiology, 
while a fluctuating course, visual
hallucinations, parkinsonism and REM-
sleep behaviour disorder are associated
with Lewy body pathology.

To confirm the diagnosis objective
evidence of cognitive impairment is
required. However, there are no specific
neuropsychological tests for patients
with mild cognitive impairment. 

The neuropsychological test used
should assess all cognitive domains,
including executive function,
visuospatial skills, attention, language,
and memory. In some cases, serial
testing to detect decline in an individual
is required.14 On neuropsychological
tests, individuals with mild cognitive
impairment typically score 1-1.5 SD
below the mean for their age and
education, although these ranges are
guidelines and not cut-off scores.11
When interpreting cognitive test scores,
factors that affect performance, such as

Table 1 

Biomarkers for Alzheimer’s disease (adapted from Albert et al, 201111)

Biomarkers of amyloid-beta protein (Aβ) deposition
•Decreased CSF Aβ42
• Increased cortical binding on PET amyloid imaging

Biomarkers of neuronal injury
• Increased CSF tau/phosphorylated-tau
•Hippocampal or medial temporal lobe atrophy by volumetric measures or visual
rating on structural imaging
•Accelerated rate of brain atrophy
•Temporoparietal hypometabolism on FDG-PET imaging
•Temporoparietal hypoperfusion on HMPAO-SPECT imaging

PET = positron emission tomography; FDG = fluorodeoxyglucose; 
HMPAO = hexamethylpropyleneamine oxime; SPECT= single photon emission tomography

… and controlling
the risk factors may
reduce the risk of
further vascular
damage to the
brain, and hence
slow the rate of
cognitive decline’

‘There is an
increased incidence
of mild cognitive
impairment in
those with 
raised vascular 
risk factors ...


