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TABLE 35-4 Clinical Differentiation of the Major Dementias
First Symptom
Memory loss

Mental Status
Episodic memory loss

FTD

Apathy; poor judgment/
insight, speech/
language; hyperorality

Frontal/executive and/or
language; spares drawing

Neuropsychiatry
Irritability, anxiety,
depression
Apathy, disinhibition,
overeating, compulsivity

DLB

Visual hallucinations,
REM sleep behavior disorder, delirium, Capgras
syndrome, parkinsonism
Dementia, mood,
anxiety, movement
disorders

Drawing and frontal/
executive; spares memory;
delirium-prone

Visual hallucinations,
depression, sleep disorder,
delusions

Imaging
Entorhinal cortex and
hippocampal atrophy
May have vertical gaze
Frontal, insular, and/or
palsy, axial rigidity, dysto- temporal atrophy; usually
nia, alien hand, or MND spares posterior parietal
lobe
Parkinsonism
Posterior parietal atrophy;
hippocampi larger than
in AD

Variable, frontal/executive,
focal cortical, memory

Depression, anxiety,
psychosis in some

Myoclonus, rigidity,
parkinsonism

CJD

Vascular

Often but not always
Frontal/executive, cognitive
sudden; variable; apathy, slowing; can spare memory
falls, focal weakness

Apathy, delusions, anxiety

Neurology
Initially normal

Cortical ribboning and
basal ganglia or thalamus
hyperintensity on diffusion/FLAIR MRI
Usually motor slowing,
Cortical and/or subcortical
spasticity; can be normal infarctions, confluent white
matter disease

should trigger a search for central nervous system (CNS) infection,
especially HIV or syphilis. A history of recurrent head trauma could
indicate chronic subdural hematoma, chronic traumatic encephalopathy (a progressive dementia best characterized in contact sport
athletes such as boxers and American football players), intracranial
hypotension, or NPH. Subacute onset of severe amnesia and psychosis with mesial temporal T2/fluid-attenuated inversion recovery
(FLAIR) hyperintensities on magnetic resonance imaging (MRI)
should raise concern for paraneoplastic limbic encephalitis, especially in a long-term smoker or other patients at risk for cancer.
Related autoimmune conditions, such as voltage-gated potassium
channel (VGKC)- or N-methyl-d-aspartate (NMDA)-receptor
antibody-mediated encephalopathy, can present with a similar
tempo and imaging signature with or without characteristic motor
manifestations such as myokymia (anti-VGKC) and faciobrachial
dystonic seizures (anti-NMDA). Alcohol abuse creates risk for
malnutrition and thiamine deficiency. Veganism, bowel irradiation,
an autoimmune diathesis, a remote history of gastric surgery, and
chronic antihistamine therapy for dyspepsia or gastroesophageal
reflux predispose to B12 deficiency. Certain occupations, such as
working in a battery or chemical factory, might indicate heavy
metal intoxication. Careful review of medication intake, especially
for sedatives and analgesics, may raise the issue of chronic drug
intoxication. An autosomal dominant family history is found in HD
and in familial forms of AD, FTD, DLB, or prion disorders. A history of mood disorders, the recent death of a loved one, or depressive signs, such as insomnia or weight loss, raise the possibility of
depression-related cognitive impairments.
PHYSICAL AND NEUROLOGIC EXAMINATION
A thorough general and neurologic examination is essential to
document dementia, to look for other signs of nervous system
involvement, and to search for clues suggesting a systemic disease
that might be responsible for the cognitive disorder. Typical AD
spares motor systems until later in the course. In contrast, FTD
patients often develop axial rigidity, supranuclear gaze palsy, or a
motor neuron disease reminiscent of amyotrophic lateral sclerosis
(ALS). In DLB, the initial symptoms may include the new onset
of a parkinsonian syndrome (resting tremor, cogwheel rigidity,
bradykinesia, festinating gait), but DLB often starts with visual hallucinations or dementia. Symptoms referable to the lower brainstem
(RBD, gastrointestinal or autonomic problems) may arise years or
even decades before parkinsonism or dementia. Corticobasal syndrome (CBS) features asymmetric akinesia and rigidity, dystonia,
myoclonus, alien limb phenomena, pyramidal signs, and prefrontal
deficits such as nonfluent aphasia with or without motor speech
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Abbreviations: AD, Alzheimer’s disease; CBD, cortical basal degeneration; CJD, Creutzfeldt-Jakob disease; DLB, dementia with Lewy bodies; FLAIR, fluid-attenuated inversion recovery;
FTD, frontotemporal dementia; MND, motor neuron disease; MRI, magnetic resonance imaging; PSP, progressive supranuclear palsy; REM, rapid eye movement.
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Disease
AD

impairment, executive dysfunction, apraxia, or a behavioral disorder. Progressive supranuclear palsy (PSP) is associated with unexplained falls, axial rigidity, dysphagia, and vertical gaze deficits. CJD
is suggested by the presence of diffuse rigidity, an akinetic-mute
state, and prominent, often startle-sensitive myoclonus.
Hemiparesis or other focal neurologic deficits suggest vascular dementia or brain tumor. Dementia with a myelopathy and
peripheral neuropathy suggests vitamin B12 deficiency. Peripheral
neuropathy could also indicate another vitamin deficiency, heavy
metal intoxication, thyroid dysfunction, Lyme disease, or vasculitis.
Dry, cool skin, hair loss, and bradycardia suggest hypothyroidism.
Fluctuating confusion associated with repetitive stereotyped movements may indicate ongoing limbic, temporal, or frontal seizures.
In the elderly, hearing impairment or visual loss may produce
confusion and disorientation misinterpreted as dementia. Profound
bilateral sensorineural hearing loss in a younger patient with short
stature or myopathy, however, should raise concern for a mitochondrial disorder.
COGNITIVE AND NEUROPSYCHIATRIC EXAMINATION
Brief screening tools such as the Mini-Mental State Examination
(MMSE), the Montreal Cognitive Assessment (MOCA), and
Cognistat can be used to capture dementia and follow progression. None of these tests is highly sensitive to early-stage dementia
or discriminates between dementia syndromes. The MMSE is a
30 point test of cognitive function, with each correct answer being
scored as 1 point. It includes tests in the areas of: orientation
(e.g., identify season/date/month/year/floor/hospital/town/state/
country); registration (e.g., name and restate 3 objects); recall
(e.g., remember the same three objects 5 minutes later); and language (e.g., name pencil and watch; repeat “no if ’s and’s or but’s”;
follow a 3-step command; obey a written command; and write
a sentence and copy a design). In most patients with MCI and
some with clinically apparent AD, bedside screening tests may be
normal, and a more challenging and comprehensive set of neuropsychological tests will be required. When the etiology for the
dementia syndrome remains in doubt, a specially tailored evaluation should be performed that includes tasks of working and
episodic memory, executive function, language, and visuospatial
and perceptual abilities. In AD, the early deficits involve episodic
memory, category generation (“name as many animals as you can
in 1 minute”), and visuoconstructive ability. Usually deficits in
verbal or visual episodic memory are the first neuropsychological
abnormalities detected, and tasks that require the patient to recall
a long list of words or a series of pictures after a predetermined
delay will demonstrate deficits in most patients. In FTD, the earliest
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