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Lewy Body Dementia
The second most prevalent form of dementia has effective symptomatic 
treatments available.

By Arash Salardini, MD

Epidemiology and Etiology
In the US, Lewy body disease (LBD) 
accounts for approximately 4% to 5% of all 
cases of dementia, although this number 
may be a low estimate because LBD is gen-
erally underdiagnosed. In secondary and 

tertiary care centers, such as ours, where we see mostly 
people with atypical presentations or difficult diagnoses, 
7% to 10% of patients have LBD.1,2

Both LBD and Parkinson’s disease dementia (PDD) are 
synucleinopathies in which a-synuclein aggregate-con-
taining Lewy bodies are found. Approximately 1.4 million 
individuals in the US are affected.  

Clinical Presentation
Clinically, whether dementia comes before motor 

symptoms or soon after (ie, within 1 year) is what distin-
guishes LBD from PDD, in which the motor symptoms 
come first. Onset occurs from age 50 to 80. 

Typically, patients with LBD present with cogni-
tive decline with little to no memory impairment and 
visuospatial processing difficulties, visual hallucinations, 
autonomic findings, parkinsonian motor fluctuations, or 
REM sleep behavior disorder (ie, acting out dreams while 
still asleep). Parkinsonian symptoms can often be subtle 
and may have to be elicited by the clinician or may not 
be present. Fluctuating delirium-like symptoms are more 
prevalent in LBD; it is not uncommon for a patient with 
LBD to have been treated emergently with haloperidol or 
risperidone for symptoms of delirium only to have their 
motor symptoms worsen markedly, even to the point of 
patients being institutionalized unnecessarily.  

The visual hallucinations of LBD are typically brightly 
colored, nonthreatening visions of people or animals. Some 
patients with LBD also see red or black figures. Threatening 

hallucinations or delusions of persecution can occur but 
are much less frequent. When patients are told that the 
hallucinations aren’t real, they often concur and then go 
on to ask questions about the hallucinatory figures. 

Differential Diagnosis and Diagnostic Testing
Not everyone with parkinsonian symptoms and cogni-

tive decline has LBD or PDD; for example, patients with 
multisystem atrophy can also have dementia with parkin-
sonian symptoms. The combination of deficits in visuo-
spatial function, visual hallucinations, and delirium-like 
symptoms with cognitive decline is particularly indicative 
of LBD (Table). There is no specific biomarker for LBD; 
neuropsychologic testing and imaging can be helpful in 
making the clinical diagnosis.3 

Neuropsychologic Testing
In the office, the presence of visuospatial deficits can 

be assessed with intersecting pentagrams, Navon figures, 
and clock drawing (Figure). 

A comprehensive neuropsychologic examination is very 
useful and we order this for all patients with suspected 
LBD.4 The visuospatial function tests used include those 
listed above and visuospatial construction tasks (eg, dif-
ferential ability scale [DAS] cubes to reproduce patterns 
in 3 dimensions), trail-making tests, complex figure tests, 
and others. Patients with LBD typically have decreased 
scores in block design, object assembly, and digit symbol 
tests and relatively higher scores on logical memory and 
verbal paired associates tests.5 

Imaging Studies
Brain MRI may be helpful because cortical atrophy is 

an unexpected finding in LBD that is present in other 
dementias. When atrophy does occur in patients with 
LBD, it is usually in the occipital lobe, which is rarely seen 
in people with other dementias. Neoplasms, enlarged 
ventricles indicative of normal pressure hydrocephalus, 
vascular degeneration, and Creutzfeld-Jacob disease may 
be ruled out with MRI. 

Dopamine transporter scans (DaT) can be helpful. 

It is important to keep LBD in the 
differential for anyone with delirium.
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When there is no change in dopaminergic innervation of 
the basal ganglion or striatum, LBD becomes much less 
likely though not impossible. Although a positive DaT 
scan may suggest LBD, it does not make the diagnosis 
because this finding is seen in other dementias, such as 
progressive supranuclear palsy (PSP), corticobasal degen-
eration (CBD), or Pick’s disease. Scanning with fluorode-
oxyglucose positron emission tomography (FDG-PET) is 
not particularly helpful because it does not differentiate 
people with LBD from those with posterior cortical atro-
phy.6 Amyloid PET is also not helpful because it does not 
differentiate patients with Alzheimer’s disease (AD) from 
those with LBD. 

Treatment
There are no disease-modifying treatments for LBD yet; 

symptomatic treatment includes pharmacotherapy and 
lifestyle changes.7 

Pharmacotherapy
The medications that work best for symptomatic 

treatment of cognitive symptoms and hallucinations are 
the cholinesterase inhibitors galantamine, donepezil, riv-
astigmine, or memantine; choosing among these drugs 
is based upon expected tolerability. These treatments 
diminish hallucinations and improve cognitive fluctua-
tions and memory. 

Figure. Viewing a Navon figure (A), patients with impaired 

processing will see only the letter e in this image, and not the 

larger H composed of the lower case e. When asked to draw 

intersecting pentagrams (B), patients with Lewy body dementia 

(LBD) have greater deficits than patients with other types of 

dementia. 

TABLE. HELPFUL CLINICAL FEATURES FOR 
DIFFERENTIAL DIAGNOSIS OF DEMENTIA

Diagnosis Potentially distinguishing features

Alzheimer’s disease Prominent memory loss

Corticobasal degen-
eration

Limb apraxia, rigidity, tremor

Creutzfeld-Jacob 
disease

Myoclonus, rigidity

Frontotemporal 
dementia

Aphasia

Hepatocerebral 
degeneration 
(acquired)

Asterixis, jaundice, rigidity, tremor

Huntington disease Chorea, family history

Hypothyroidism Bradycardia, hypothermia

Lewy body disease Hallucinations, rigidity, tremor

Meningitis Meningismus

Neurosyphilis Argyll Robertson pupils, hyporeflexia

Neoplasm Headache, papilledema

Normal pressure 
hydrocephalus

Gait apraxia

Progressive supra-
nuclear palsy

Ophthalmoplegia, pseudobulbar palsy, 
rigidity

Subdural hematoma 
(chronic)

Headache, papilledema

Vascular dementia Hypertension, pseudobulbar palsy

Wilson’s disease Chorea, family history, Kayser-Fleischer 
rings, rigidity, tremor

Note: Rigidity and tremor can be present in multiple dementia 
diagnoses. Rigidity and tremor with visual hallucinations is most 
indicative of Lewy body disease.
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If patients continue to have hallucinations that are not  
threatening or do not upset the patient, it is preferable 
not to add antipsychotics. If hallucinations are threaten-
ing or delusional, it is of great importance to use antipsy-
chotics that have minimal cognitive or motor side effects, 
such as clozapine or quetiapine. Clozapine and quetiap-
ine increase the risk of stroke and should be avoided in 
patients with risk factors for stroke. 

If REM sleep behavior disorder endangers the patient 
or their sleeping partner(s), clonazepam or melatonin 
may be tried. For motor symptoms, levodopa/carbidopa 
may be used if necessary; however, the side effects of psy-
chotic symptoms limit use. 

Patients often experience depression or anxiety and at 
our center, we find that selective norephinephrine reup-
take inhibitors (SNRIs) may be more effective than selec-
tive serotonin reuptake inhibitors (SSRIs). For apathy, 
which is very common in these patients, buproprion or 
amantadine can be helpful. 

Orthostatic hypotension can be managed with fludro-
cortisone and hydration; constipation is best managed 
with bulking agents.  

Therapy and Lifestyle Changes
Occupational therapy, physical therapy, and speech 

therapy can be beneficial for maintaining patients’ abili-
ties of daily living, although round-the-clock supervision 
is usually required. Reminiscence therapy, which includes 
revisiting pleasant memories with family and friends sup-
ported by photographic materials, can be very helpful, 
and continuing to socialize is important. Lifestyle changes 

include fall prevention, other safety measures, and not 
putting enjoyable actives (eg, a cooking class in Tuscany) 
off to the future. Exercise is beneficial in all neurodegen-
erative disease, protecting neuronal function and pre-
venting falls by improving core strength and bone densi-
ty. Natural light, optimal vitamin D intake, proper hydra-
tion, and a healthy diet should also be recommended. 

Future Directions
Current studies suggest the nonreceptor tyrosine kinase 

c-Abl, being evaluated for treatment of patients with chron-
ic myeloid leukemia, may have benefit for parkinsonian 
symptoms. There are also ongoing studies of monoclonal 
antibodies against amyloid, amyloid plaques, and synuclein. 
It is likely that patients with LBD would need a combination 
of medications for AD and PD. 
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Antipsychotic medications should be 
avoided in people with LBD. 
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Advise patients to concentrate on the things 
they can do instead of what they can’t do.
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Cholinesterase inhibitors are of benefit for 
people with LBD and efficacy of these drugs 
increases over time for these patients.
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