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- Constipation

- Insomnia

- Intermittent tremor

- Anxiety

- Memory impairment

- Delusions/hallucinations

- Bradykinesia

- (he was unusually aware of this decline)

Lewy Body Dementia – A Need 
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History

-SOMEONE ELSE MUST PROVIDE THE HISTORY
-what were the first signs
-what is the time course of development
-noncognitive signs (gait, urinary control, mood)
-ADLs, home safety
-contributing past medical history
-contributing medications
-social history (substance abuse, education)
-family support available
-family history
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General physical and neurological examination

-signs of medical illness that may cause delirium
-parkinsonian features
-choreoform movements
-gait disturbances
-”frontal release signs” (not diagnostic)
-focal neurological signs
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CORTICAL vs SUBCORTICAL

-Usually language, apraxia, visuospatial, disinhibition
-classic cortical dementias = Alzheimer’s, Pick’s

-Usually extrapyramidal motor signs, pseudobulbar,
hypophonia/dysarthria, bradyphrenia, but classically:
loss of recall with sparing of recognition in memory 
-classic subcortical dementias = Parkinsonian dementia

Lewy Body Dementia – A Need 
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PARKINSONION SYNDROMES
-Prominent parkinsonian features early

= Atypical parkinsonian syndromes
Progressive supranuclear palsy, striatonigral 
degeneration, olivopontocerebellar degeneration, etc.
not as dopamine sensitive

= Parkinson’s disease 
Cognitive changes - up to 40%, subcortical, 
early- difficulty maintaining set and shifting
attention, depression common, dopamine sensitive
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PARKINSONIAN SYNDROMES

-Corticobasal degeneration: Recently defined,
asymmetric onset of rigidity, apraxia, alien hand, and
often myoclonus.  Cognitive changes later

-Diffuse Lewy body disease: Lewy bodies seen
diffusely in cortex as opposed to Parkinson’s disease.
Parkinsonian signs, dementia, visual hallucinations,
fluctuating course, rapid overall progression, imbalance
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PATHOLOGY

-Lewy bodies: hyaline eosinophilic intracytoplasmic
inclusion bodies- seen diffusely, less defined bodies
in cortex

DIFFUSE LEWY BODY DISEASE

-Numerous criteria have been proposed to define
DLBD over the years

-Neuropsychological features are being defined

-Some propose that diffuse Lewy body disease may be
the second or third most common pathological cause
of dementia (behind Alzheimer’s, with vascular)

-Severe degeneration of the nucleus basalis of Meynert
results in severe dysfunction of the cholinergic system

-Locus ceruleus damage causes REM behavior disorder

DIFFUSE LEWY BODY DISEASE

-Latest consensus report on diagnosis and management
Of dementia with Lewy bodies (4th consensus report)
McKeith et al Neurology 2017:89:1-13
(detailed criteria in next slides)

-Full range of cognitive features affected
Disproportionate or early (vs memory, language)
-attention (reaction time, trail making, fluency)
-visuospatial (figure copy, block design)
-executive function
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WHY IMPORTANT?

-Patients have severe adverse reactions to neuroleptics

-May be more sensitive to atypical neuroleptics 
(risperidone, olanzapine)

-Some are more sensitive to psychiatric side effects
of dopaminergic agonists

-Patients are more sensitive to anticholinergics
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-May respond particularly well to acetylcholine agonists

--In the original tacrine studies, the pathological studies
of the first patients from the “responders” group
revealed that ALL had DLBD (Perry et al NeuroReport 1994;5:747-9).

--However, tacrine is severely limited by multiple side
Effects.  One large study examined rivastigmine

--Significant benefit observed (McKeith et al Lancet 2000;356:2031-6)

DIFFUSE LEWY BODY DISEASE

Other cholinomimetic agents:

-donepezil (Aricept)

-rivastigmine (Exelon)

-galantamine (Reminyl)

DIFFUSE LEWY BODY DISEASE

We were first to do a pilot study in the effect of donepezil
In DLBD

Diagnosis based on the consortium for dementia with
Lewy bodies criteria for DLBD (McKeith et al Neurology 1996;47:1113-24)

-dementia with parkinsonian features

-plus either visual hallucinations or prominent
waxing and waning mental status
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Parameters followed:

-Folstein MMSE
-ADAS-COG
-BNT
-HVLT
-OSU visuospatial battery
-UPDRS
-Physical Self-Maintenance Scale
-Instrumental ADL Scale

DIFFUSE LEWY BODY DISEASE

Two studies -

Randomized, placebo controlled, double blinded, 
double crossover trial
(4 weeks per block)

4 week washout

Randomized, placebo controlled 12 week trial

Dose used: donepezil 5mg PO QD

DIFFUSE LEWY BODY DISEASE

Results: donepezil 5mg placebo

MMSE 20.7 19.0 p=0.014
ADAS-cog 23.5 27.2 p=0.004

BNT 39.4 40.1 p=ns
HVLTrecall 10.0 10.0 p=ns
VSB 5.6 5.0 p=ns

PSMS 11.5 12.0 p=ns
IADL 19.6 20.4 p=0.065
UPDRS 32.1 30.3 p=ns
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Discussion:

As with previous case series, and with one large
placebo-controlled trial with another AchE-I 
(rivastigmine), benefit is also seen with donepezil
In this placebo-controlled trial for DLBD.  This is likely a
class effect. 

Beversdorf et al Am J Geriatr Psychaitry 2004;12:542-5.

The effect of other AD treatments have subsequently 
been determined.

DIFFUSE LEWY BODY DISEASE

Discussion:

Multiple other studies confirm this

As reviewed by 
Stinton et al Am J Psychiatry 2015;172:731-42

Donepezil and rivastigmine. 

Less data but galantamine positive too.

Memantine less impactful

Modafinil, parkinsonian drugs

DIFFUSE LEWY BODY DISEASE

Discussion:

WARNING LETTER

AVOID ANTICHOLINERGICS

AVOID ANTIDOPAMINERGICS
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