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Objectives

▪ Compare and contrast the pathophysiology of dementias including Alzheimer's 
Disease, Vascular Dementia, Mixed Dementia, Dementia with Lewy Bodies, Parkinson’s 
Dementia, Fronto-Temporal Dementia, and Alcohol-related Dementia

▪ Describe the signs & symptoms and neuropsychiatric complications associated with 
progression of each dementia subtype

▪ Review common psychiatric comorbidities in patients with each dementia subtype

▪ Identify indications and goals of pharmacologic and non-pharmacologic treatment of 
neuropsychiatric symptoms in each dementia subtype

▪ Describe both pharmacologic and non-pharmacologic treatment options available for 
patients with each dementia subtype to improve patient and caregiver quality of life

▪ Given a case and a dementia subtype with neuropsychiatric symptoms, recommend 
pharmacologic and non-pharmacologic treatment and monitoring strategies
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Pathophysiology and Diagnosis 
of Dementia Subtypes

Wade is an 81 year-old man with history of CVA, diabetes (diagnosed 2016), 
hypertension (diagnosed 2018), that comes to your practice with his son. Wade 
mentions that his memory seems to be worse after a mild stroke a couple of 
months ago that left no lasting physical impairments. His son states that Wade’s 
memory was slowly but steadily starting to falter even before the stroke but agrees 
that it suddenly got much worse afterwards. All labs and vitals are WNL and stable. 
Wade is having problems remembering to take his medications, which include:

-Atorvastatin 40 mg daily

-Aspirin 81 mg daily

-Metformin 1000 mg BID

-Lisinopril 10 mg daily

Case 1: Wade
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1) The time-course of Wade’s symptoms are most consistent with which type of 
dementia?

2) What risk factors does Wade have for Alzheimer’s disease?

3) Based on the information provided, if Wade has Alzheimer’s disease, with 
which stage of the disorder are his symptoms most consistent?

Case 1: Wade

Common Dementia Subtypes (1, 2) 

Subtype Prevalence Characteristics

Alzheimer’s disease 60-80%* Progressive short-term memory loss; mood changes; 

problems with communication, confusion, executive 

functioning, and later speaking, swallowing, motor function

Vascular dementia 40%* Problems with executive functioning, motor function

*Mixed dementia Half of AD 

patients

Combination of dementia subtypes, most commonly 

Alzheimer’s disease and vascular dementia

Dementia with Lewy bodies <10% Insomnia, visual hallucinations, parkinsonism

Parkinson’s dementia <10% Linked to Parkinson’s disease, problems with executive 

function, visual hallucinations, insomnia

Fronto-temporal dementia <10% Early personality, language, behavior changes

Alcohol-related dementia unclear Less progressive than other subtypes, problems with visuo-

spatial orientation and executive function. Extreme memory 

problems in Wernicke-Korsakoff Syndrome
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Pathophysiology: Alzheimer’s disease (3)

▪ Alzheimer’s Disease is characterized by the development of 2 main 
pathophysiological changes:

▪ Amyloid plaques
▪ Amyloid cascade hypothesis: amyloid β deposits cause destruction and death of 

neurons

▪ Neurofibrillary tangles
▪ Primarily tau proteins

▪ Believed to be triggered by amyloid β deposits

▪ Tau aggregates into oligomers then forms a β sheet before forming tangles

▪ May relocate to other regions of brain

▪ Approximately 5.8 million US adults have Alzheimer’s Disease as of 2019
▪ ~3.5 million women
▪ ~2.1 million men
▪ 81% of these patients are age 75 or older

▪ African-Americans and people of Hispanic origin are most at risk

▪ Asian-Americans are believed to have the lowest risk of AD, but more studies 
are needed

▪ Genetics are not believed to play a role in racial/ethnic discrepancies
▪ Likely due to health and socioeconomic factors

Epidemiology of Alzheimer’s disease (1)
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Risk factors for Alzheimer’s disease (1,3)

▪ Advanced age

▪ Family history of Alzheimer’s Disease

▪ APOE-e4 gene

▪ Smoking

▪ Diabetes

▪ Midlife obesity, hypertension, dyslipidemia

▪ Education

▪ History of traumatic brain injury

Top three risk factors

Signs and symptoms of Alzheimer’s disease 
(1,4)

▪ Change in cognitive status
▪ Gradual onset
▪ Slowly worsening symptoms without improvement to baseline

▪ Impairment across multiple cognitive domains
▪ Memory impairment, apathy, difficulty completing familiar tasks, and impaired 

learning are early symptoms of Alzheimer’s Disease

▪ No other identifiable cause
▪ Includes trauma, medical issues, or medication side effects
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Diagnosis of Alzheimer’s disease (3-5)

▪ Cognitive defects may be revealed by Mini-Mental State Exam (MMSE) 
aka Folstein test, or the Montreal Cognitive Assessment (MOCA)

▪ No fixed events to identify disease course

▪ Definitive diagnosis is limited to post-mortem study

▪ Clinical diagnosis may be made and may include:
▪ Type of symptoms
▪ Time course of symptoms
▪ Neuropsychological assessment
▪ Labwork
▪ CT, PET, or MRI

▪ Longitudinal assessment is preferred
▪ Evidence of progression
▪ Treatment response

Cognitive domains assessed in MMSE vs 
MOCA (6)

Domain MMSE MOCA

Visual-spatial ✓ ✓

Language ✓ ✓

Concentration ✓ ✓

Working memory ✓ ✓

Memory recall ✓ ✓

Orientation ✓ ✓

Executive function ✓

Phonemic fluency ✓

Verbal abstraction ✓

Attention ✓

Adapted from 

Cameron et al, 

2013
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Diagnosis of Alzheimer’s Disease: DSM-5 
Criteria (7)

▪ Three major criteria for clinical Alzheimer’s Disease diagnosis:
▪ Major or minor neurocognitive disorder
▪ Insidious and gradual cognitive decline
▪ All of the following:

▪ Reduced memory and learning

▪ Steady decline

▪ No other etiology

▪ Alternate etiologies to rule out include medications (especially those on 
the Beers Criteria), lab abnormalities, infections, and imaging 
abnormalities

Alzheimer’s Disease Stages (1,4)

▪ Alzheimer’s Disease has three distinct stages:

1. Preclinical Alzheimer’s Disease
2. Mild cognitive impairment due to Alzheimer’s Disease
3. Dementia due to Alzheimer’s Disease
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Preclinical Alzheimer’s Disease (4,8)

▪ First stage of Alzheimer’s Disease

▪ Begins years or decades before diagnosis

▪ Asymptomatic, pre-dementia

▪ Independent functioning is fully intact

▪ No therapy or diagnostic criteria at this time

Mild cognitive impairment due to Alzheimer’s 
Disease (4,5)

▪ Second stage of Alzheimer’s Disease

▪ Symptomatic, pre-dementia
▪ Scores on cognitive assessment tests generally <1 standard deviation below that of 

age and education-matched peers

▪ Independent functioning begins to be impaired but remains preserved at this 
stage

▪ Patients and caregivers may benefit from addressing durable power of attorney, 
driving, legal and financial obligations at this stage
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Dementia due to Alzheimer’s Disease (4)

▪ Third and final stage of Alzheimer’s Disease

▪ Symptomatic, dementia

▪ No longer able to function independently

▪ Additional supervision is required as well as home safety planning, and 
prevention of patient driving

▪ Vascular dementia is the result of: 
▪ Atherosclerosis
▪ Cardioembolic disease 
▪ Cerebral small vessel disease
▪ Stroke

▪ The disease is often characterized by:
▪ Global atrophy 
▪ Cerebral degeneration
▪ Small or lacunar infarcts and microinfarcts
▪ Perivascular space dilation
▪ Myelin loss
▪ Arteriolosclerosis and 
▪ Cerebral amyloid angiopathy

Pathophysiology: Vascular dementia (9)
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▪ Between 25% and 30% of stroke survivors develop cognitive impairment or 
dementia

▪ Development and extent of vascular cognitive changes depends on:
▪ Location of stroke
▪ Volume of stroke
▪ Degree of neuronal damage
▪ Pre-existing cognitive impairment 
▪ Pre-existing cerebral pathology

▪ Vascular dementia due to subclinical pathologies may be more insidious

Epidemiology of vascular dementia (10)

▪ Controversial 

▪ Characterized by:
▪ Large, hemispheral infarcts and/or
▪ Multiple microinfarcts

▪ Unclear distinction between dementia subtypes, most commonly Alzheimer’s 
disease and vascular dementia

▪ Also unclear if there is a synergistic relationship between Alzheimer’s disease 
and vascular dementia leading to a separate pathology of mixed dementia

Pathophysiology: Mixed dementia (11)
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▪ “Lewy body dementias” refers to both dementia with Lewy bodies as well as 
Parkinson’s disease

Pathophysiology: The Lewy body dementias 
(12)

Neuropathology Dementia with Lewy 

bodies

Parkinson’s dementia

Deposition of α-synuclein in Lewy 

bodies and neurites

✓ ✓

Loss of tegmental dopamine cells ✓ ✓

Loss of basal forebrain cholinergic 

cells

✓ ✓

Frequent comorbid Alzheimer’s 

disease

✓ ✓

▪ The distinguishing factor between the Lewy body dementias is often the timing
▪ Parkinson’s dementia sets in at least 1 year after motor symptoms develop
▪ Dementia with Lewy bodies sets in before motor symptoms develop, or within 1 

year of motor symptoms
▪ In addition, patients with Parkinson’s disease usually respond to 

carbidopa/levodopa for motor symptoms, while patients with dementia with Lewy 
bodies do not

▪ Possible that dementia with Lewy bodies and Parkinson’s dementia are different 
phenotypes of the same pathology

Pathophysiology: The Lewy body dementias, 
continued (12)
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▪ Fronto-temporal dementia refers to a family of diverse dementias that 
are linked to genetic mutations in 25% of cases

▪ Caused by deposition of abnormally aggregated proteins in brain tissue
▪ Phosphorylated tau protein
▪ Transactive response DNA-binding protein 43 (TDP-43) 
▪ Fused in sarcoma (FUS) protein

▪ Frontotemporal dementia is characterized by atrophy in the frontal and 
temporal lobes

Pathophysiology: Fronto-temporal dementia
(13)

▪ Alcohol-related dementia is characterized by multiple brain abnormalities on 
imaging:

▪ Volume shrinkage and significantly decreased neuron density, especially in the 
frontal lobe 

▪ Impaired glucose metabolism and perfusion
▪ Atrophy
▪ Significant loss of white matter, especially in the prefrontal cortex, cerebellum and 

corpus callosum

▪ Abstinence may reverse white matter shrinkage

Pathophysiology: Alcohol-related dementia (2)
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▪ Acute Wernicke encephalopathy characterized by:
▪ Neuronal loss 
▪ Hemorrhagic lesions
▪ Particularly in the paraventricular and periaqueductal grey matter
▪ Precipitated by thiamine deficiency

▪ Chronic Korsakoff psychosis characterized by:
▪ Severe deficits in brain volume in the mammillary bodies
▪ Atrophy can also occur at other locations including the thalamus, cerebellar 

hemispheres, and vermis

Pathophysiology: Wernicke-Korsakoff 
Syndrome (2)

▪ Prevalence in 1.4% of all patients with dementia, increasing to 22% in people 
with disease onset before the age of 65

▪ Prevalence of Wernicke-Korsakoff Syndrome is between 0% and 2% worldwide, but 
varies based on specific population

▪ Patients with alcohol-related dementia are more likely:
▪ Males
▪ Unmarried
▪ Socially isolated and without social support
▪ To have comorbid mental and physical conditions
▪ To be identified during hospitalizations

Epidemiology of alcohol-related dementia and 
Wernicke-Korsakoff Syndrome (2, 14)
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Wade is an 81 year-old man with history of CVA, diabetes (diagnosed 2016), 
hypertension (diagnosed 2018), that comes to your practice with his son. Wade 
mentions that his memory seems to be worse after a mild stroke a couple of 
months ago that left no lasting physical impairments. His son states that Wade’s 
memory was slowly but steadily starting to falter even before the stroke but agrees 
that it suddenly got much worse afterwards. All labs and vitals are WNL and stable. 
Wade is having problems remembering to take his medications, which include:

-Atorvastatin 40 mg daily

-Aspirin 81 mg daily

-Metformin 1000 mg BID

-Lisinopril 10 mg daily

Case 1: Wade

1) The time-course of Wade’s symptoms are most consistent with which type of 
dementia?

a) Alzheimer’s Disease

b) Vascular Dementia

c) Mixed Dementia

d) Fronto-Temporal Dementia

Case 1: Wade
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2) What risk factors does Wade have for Alzheimer’s disease?

a) Age

b) Diabetes

c) Hypertension

d) A & B only

e) A, B, & C

Case 1: Wade

3) Based on the information provided, if Wade has Alzheimer’s disease, with which     

stage of the disorder are his symptoms most consistent?

a) Preclinical

b) Mild cognitive impairment

c) Dementia

Case 1: Wade
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Dementia Treatment: Cognition 
and Neuropsychiatric Behaviors

Dementia Treatment

▪ Includes multiple modalities
▪ Supportive care
▪ Non-pharmacologic
▪ Pharmacologic

▪ May be targeted to treat cognition or neuropsychiatric symptoms

▪ Can vary widely based on dementia subtype

▪ Caregivers need support and treatment as much as the patients do
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Supportive care and safety planning (3)

▪ Should begin immediately post-
diagnosis

▪ Assessment of patient abilities and 
safety

▪ Caregivers and patient should both 
be involved in plan of care

Transportation

Medications

Finances

Home appliance use

Caregiver support (1)

▪ Caregiver support and burden is a significant consideration in patient care
▪ One-third of caregivers are age 65 or older
▪ 60% are employed on top of being caregivers
▪ Two-thirds of caregivers live with the patient
▪ Two-thirds of caregivers are women

▪ One-third of caregivers are the patient’s daughter(s)

▪ One-quarter of caregivers are also caring for children under age 18

▪ Caregivers are at risk from suffering from stress and depression
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Dementia Treatment: Cognition

Ella is a 79 year-old woman who was diagnosed with Parkinson’s Dementia in 2018. 
Her medical history includes Parkinson’s Disease (diagnosed 2012), hypertension, 
and bilateral osteoarthritis in her knees that prevents her from walking without 
pain. Her motor symptoms are well-controlled on carbidopa/levodopa, but after a 
fall last week where she hit her arm, she has been more agitated and aggressive 
with her caregivers. She has been refusing cares including blood pressure checks 
and labwork and threatening to strike anyone who touches her for months. Her last 
vitals and labs were 12 months ago but WNL. Ella’s medications include:

-Carbidopa/levodopa 50/200 mg TID

-Amlodipine 5 mg daily

-Acetaminophen 325 mg q6h PRN pain

Case 2: Ella
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1) What is the likeliest etiology for Ella’s suddenly worsened symptoms?

2) What change to Ella’s current medication regimen would be most appropriate 
at this time?

3) If an antipsychotic were to be chosen for Ella, what would be the best option?

Case 2: Ella

Non-pharmacologic treatments for cognition 
(1,5)

▪ Listening to familiar music, reminiscing

▪ Cognitive stimulation exercises

▪ Exercise (aerobic and non-aerobic)

▪ Recreational activities such as art

▪ Supportive psychotherapy
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Alzheimer’s disease and mixed dementia: 
Pharmacologic treatments (3,5)

▪ Indications include symptomatic treatment and neuropsychiatric treatment
▪ Cognitive (symptomatic) treatment

▪ Acetylcholinesterase inhibitors

▪ N-methyl-D-aspartate (NMDA) receptor antagonist

▪ Neuropsychiatric treatment
▪ Antidepressants

▪ Antipsychotics

▪ Important that caregivers and patients be made aware that pharmacologic 
treatment for cognition have only modest benefits and are not curative

Alzheimer’s disease and mixed dementia: 
Acetylcholinesterase inhibitors for cognition (15-17)

▪ Drugs in class:
▪ Donepezil
▪ Rivastigmine
▪ Galantamine

▪ Mechanism: Blocks hydrolysis of acetylcholine, thereby increasing it in central 
nervous system

▪ Cognition benefit vs placebo in multiple trials, however unclear if delays time to 
institutionalization

▪ Class drug-drug interaction with anticholinergic agents which may negate 
effects

▪ Duration of therapy should be discussed with patient and caregiver
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Acetylcholinesterase inhibitor: donepezil (15)

Brand name Aricept

Generic availability Yes

Indication in AD Mild-to-moderate AD

Moderate-to-severe AD

Available formulation Oral tab, Oral disintegrating tab

Usual dose range 5mg initial dosing, uptitration to 10mg-23mg

Contraindications Hypersensitivity to agent

Populations to use agent 

with caution

Cardiac conduction abnormalities, risk of ulceration, 

respiratory disease, seizure, urinary tract obstruction

Major side effects Insomnia, nausea, diarrhea

Concerns with renal/hepatic 

impairment

Clearance decreased in alcoholic cirrhosis

Monitoring Mental status, heart rate, weight, sx GI bleeding

Acetylcholinesterase inhibitor: rivastigmine (16)

Brand name Exelon

Generic availability Yes

Indication in AD Mild-to-moderate AD

Available formulation Oral cap, Transdermal patch

Usual dose range Cap: Initial dose 1.5mg BID, max 6mg BID

Patch: 4.6mg daily, max 13.3mg daily

Contraindications Hypersensitivity, application site reactions with patch

Populations to use agent with caution Cardiac conduction abnormalities, risk of ulceration, 

respiratory disease, seizure, urinary tract obstruction

Major side effects Cap: Dizziness, headache, weight loss, nausea, diarrhea, 

tremor

Patch: Agitation, weight loss, application site erythema

Concerns with renal/hepatic impairment Lower oral cap doses may be required

Monitoring Mental status, weight
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Acetylcholinesterase inhibitor: galantamine (17)

Brand name Razadyne

Generic availability Yes

Indication in AD Mild-to-moderate AD

Available formulation Oral cap (extended release), Oral tab, Oral solution

Usual dose range Cap XR: initial dose 8mg daily, max 24mg daily

Tab or solution: initial dose 4mg BID, max 12mg BID

Contraindications Hypersensitivity

Populations to use agent with 

caution

Cardiac conduction abnormalities, risk of ulceration, 

respiratory disease, seizure, urinary tract obstruction

Major side effects Nausea, vomiting, diarrhea

Concerns with renal/hepatic 

impairment

Dose reduce in moderate renal or hepatic impairment, do 

not use in severe renal or hepatic impairment

Monitoring Mental status, weight

Alzheimer’s disease and mixed dementia:
NMDA receptor antagonist for cognition (18)

▪ Single drug in class: memantine, which is additionally available as a combination 
therapy with donepezil (brand Namzaric, no generic available at this time)

▪ Mechanism: prevents excessive stimulation of excitatory glutamate receptors by 
binding to magnesium binding site

▪ Cognition benefit vs placebo 

▪ Duration of therapy should be discussed with patient and caregiver
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NMDA receptor antagonist: memantine (18)

Brand name Namenda

Generic availability Yes

Indication in AD Moderate-to-severe AD

Available formulation Oral cap (extended release), Oral solution, Oral tab

Usual dose range Cap XR: Initial dose 7mg daily, target dose 28mg daily

Tab or solution: Initial dose 5mg daily, target dose 10mg 

BID

Contraindications Hypersensitivity

Populations to use agent with caution Cardiovascular disease, seizure, alkaline urine

Major side effects Hypertension, dizziness, diarrhea or constipation

Concerns with renal/hepatic 

impairment

Dose reduce in severe renal impairment, lack of data in 

severe hepatic impairment

Monitoring Mental status, hypertension, rash

▪ Focused on preventing future vascular issues to preserve cognition and function

▪ Control of vascular risk factors
▪ Blood pressure

▪ All antihypertensive classes appear equally efficacious

▪ Cholesterol
▪ Glycemic control
▪ Antiplatelet or anticoagulant therapy as indicated

Vascular dementia treatment (19)
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▪ Abstinence, in the presence of a robust social support system, is the best way to 
stop progression

▪ Little data exists on thiamine supplementation for prevention or treatment of 
Wernicke-Korsakoff syndrome

▪ Thiamine at a dose of 100mg daily is commonly used for prophylaxis

▪ Memantine has weak data supporting use for cognition in alcohol-related 
dementia and Wernicke-Korsakoff syndrome

▪ Rivastigmine 3 to 12mg daily has weak data supporting use for cognition in 
alcohol-related dementia

Alcohol-related dementia treatment (2)

Dementia Treatment: 
Neuropsychiatric Symptoms
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Neuropsychiatric treatment (5,20)

▪ Psychiatric symptoms eventually develop in 90% of progressive dementia patients

▪ Thorough assessment of the patient’s symptoms and triggers should be completed 
before pharmacotherapy is used:

▪ Is patient at safety risk?
▪ Are others at safety risk?
▪ Are there unaddressed medical, psychosocial, environmental, or psychiatric problems?
▪ Is the patient distressed?
▪ Can patient be redirected or can other behavioral modifications be used?
▪ Can caregivers be trained to handle the patient differently?

▪ If symptoms are unable to be resolved with above, judicious pharmacotherapy may 
be used

Non-pharmacologic treatment for 
neuropsychiatric symptoms (5,20)

▪ Avoid physical restraints

▪ Avoid changes in routine or environment

▪ Reassurance

▪ Redirection/distraction

▪ Reorientation

▪ Identifying underlying causes of psychosis or agitation

▪ Avoiding or treating pain

▪ Interventions such as music therapy, pet therapy, hand massage

▪ Communication of intended caregiving tasks
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Neuropsychiatric pharmacotherapy (2,5,20,21)

▪ Pharmacotherapy for neuropsychiatric symptoms of dementia include:
▪ Antipsychotics
▪ Antidepressants

▪ Other pharmacotherapy options may be useful in certain dementia subtypes
▪ In the Lewy body dementias, donepezil or rivastigmine may be useful for 

psychiatric symptoms, including delusions and hallucinations
▪ Memantine may be useful for behavior management in alcohol-related 

dementias, although data is weak

▪ Pharmacotherapy should be adjusted to the dementia subtype when 
possible

▪ Neuropsychiatric comorbidities may be an independent indication for 
therapy

▪ Depression
▪ Common across dementia subtypes
▪ May worsen cognitive status in demented patients
▪ First-line treatment: SSRIs
▪ Other options include mirtazapine, venlafaxine, bupropion
▪ Avoid agents with high anticholinergic burden such as amitriptyline

Common Dementia Comorbidities: Depression 
(5)
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Common Dementia Comorbidities: Insomnia 
(5)

▪ Sleep disturbances
▪ Common across dementia subtypes
▪ First-line treatment: sleep hygiene and daytime activity
▪ Pharmacologic options include melatonin and trazodone
▪ Avoid benzodiazepines, diphenhydramine, and antipsychotics

Antipsychotics (5,20)

▪ Indication: psychosis and agitation

▪ Generally administered in the evening to also help with sundowning and sleep

▪ Safety concerns include adverse effect burden
▪ Especially true for the Lewy body dementias
▪ FDA Black Box Warning for increased mortality in elderly with dementia
▪ Second-generation agents often used first due to more favorable side effect profile

▪ Caregivers should be extensively counseled about risk vs benefit

▪ The lowest effective dose should be used for the shortest possible time
▪ Taper trial within 4 months of initiation unless patient has failed previous taper

▪ Antipsychotic should be tapered and withdrawn if no benefit after 4-week trial
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Antipsychotics: dosing (5)

Antipsychotic First or 

second 

generation

Oral dosage forms Usual starting 

dose (total daily 

dose)

Max dose 

(total daily 

dose)

Haloperidol First Tab, Concentrate 0.25–0.5mg 2mg

Risperidone Second Tab, Disintegrating tab, 

Concentrate

0.25–1.0 mg 1.5–2mg

Olanzapine Second Tab, Disintegrating tab 1.25–5.0 mg 10mg

Quetiapine Second Tab 12.5–50mg 200–300mg

Aripiprazole Second Tab, Disintegrating tab, 

Solution

5mg 15mg

Clozapine Second Tab, Disintegrating tab, 

Concentrate

12.5mg 75–100mg

Adapted from American Psychiatric Association, 2010

Antipsychotics: comparative adverse reaction 
risk (22)

Antipsychotic Anticholinergic

effect

Extrapyramidal 

symptoms

Orthostasis Sedation

Haloperidol ✓

Risperidone ✓ ✓

Olanzapine ✓

Quetiapine ✓ ✓

Aripiprazole

Clozapine ✓ ✓ ✓

Adapted from Gardner et al, 2005
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Antipsychotics: special considerations in Lewy 
body dementias (1,12)

▪ Dopamine cell loss leads to high risk of side effects with antipsychotics

▪ Antipsychotics that strongly antagonize the D2 receptor should be avoided
▪ Avoid first-generation antipsychotics
▪ Irreversible parkinsonism can be triggered

▪ Even when second-generation antipsychotics are used, unclear benefit:
▪ Quetiapine and olanzapine’s efficacy is balanced by increased rates of side effects
▪ Weak data supports clozapine use
▪ Risperidone does not appear to be beneficial

▪ Increased risk of neuroleptic malignant syndrome in dementia with Lewy bodies

▪ Autonomic impairment in people with dementia with Lewy bodies increases risk 
of orthostatic hypotension and falls, which can by worsened by antipsychotics

▪ Chlorpromazine

▪ Droperidol

▪ Fluphenazine

▪ Haloperidol

▪ Loxapine

▪ Perphenazine

▪ Pimozide

▪ Prochlorperazine

▪ Thioridazine

▪ Thiothixene

▪ Trifluoperazine

First-generation antipsychotics: avoid in Lewy 
body dementias (12)
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Antidepressants (5,23)

▪ Small number of studies evaluating impact of antidepressants on psychosis and 
agitation in dementia

▪ Selective serotonin reuptake inhibitors (SSRIs) and trazodone primarily studied 
for depression however may be used

▪ Depression is a common comorbidity and an independent indication for therapy
▪ Sertraline, citalopram, and trazodone show benefit for agitation and psychosis over 

placebo in Alzheimer’s disease
▪ Tolerability is similar to placebo
▪ Mirtazapine has also been used in clinical practice

▪ Autonomic impairment in people with dementia with Lewy bodies puts them at 
higher risk of orthostatic hypotension and falls, which can by worsened by 
antidepressants

▪ Only weak data is available about the use of antidepressants in Lewy body 
dementias

▪ Citalopram does not appear to be effective
▪ Trazodone, duloxetine, and escitalopram may be effective

Antidepressants: special considerations in 
Lewy body dementias (21)
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▪ Compulsive and intrusive behaviors may be treated with SSRIs

▪ Small trials have shown benefit of trazodone for behavioral symptoms

▪ Paroxetine does not appear to benefit behavioral symptoms

Antidepressants: special considerations in 
fronto-temporal dementias (13)

Antidepressant: sertraline (24)

Brand name Zoloft

Generic availability Yes

Class SSRI

Available formulation Oral tab, oral concentrate

Usual dose range Initial dose 25mg, max 200mg daily

Contraindications Hypersensitivity, concurrent use with MAOI, 

linezolid, methylene blue, pimozide, 

disulfiram (oral concentrate only)

Populations to use agent with caution Seizure risk, latex allergy (oral concentrate 

only)

Major side effects Insomnia, nausea, diarrhea, xerostomia, 

dizziness, fatigue

Concerns with renal/hepatic impairment Reduce dosing in hepatic impairment

Monitoring Mental status, serum sodium
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Antidepressant: citalopram (25)

Brand name Celexa

Generic availability Yes

Class SSRI

Available formulation Oral tab, oral solution

Usual dose range Initial dose 10mg daily, max dose 20mg

Contraindications Hypersensitivity, concurrent use with 

MAOI, linezolid, methylene blue, pimozide

Populations to use agent with caution Seizure risk, use not recommended in 

patients with cardiac abnormalities

Major side effects Drowsiness, insomnia, nausea, 

xerostomia, diaphoresis

Concerns with renal/hepatic impairment Caution in severe renal or hepatic 

impairment

Monitoring Mental status, EKG, serum electrolytes

Antidepressant: trazodone (26)

Brand name --

Generic availability Yes

Class Serotonin reuptake inhibitor/antagonist

Available formulation Oral tab

Usual dose range Initial dose 50mg daily, max 300mg in 

divided doses

Contraindications Hypersensitivity, use of MAO-I, linezolid, 

IV methylene blue

Populations to use agent with caution Orthostasis risk, seizure risk, not 

recommended immediately post MI

Major side effects Drowsiness, dizziness, headache, 

xerostomia, hypertension

Concerns with renal/hepatic impairment Use with caution

Monitoring Mental status
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Antidepressant: mirtazapine (26)

Brand name Remeron

Generic availability Yes

Class Alpha-2 Antagonist

Available formulation Oral tab, Oral disintegrating tab

Usual dose range 7.5-30mg daily

Contraindications Hypersensitivity, use of MAO-I, linezolid, 

IV methylene blue

Populations to use agent with caution Orthostatic risk, seizure risk

Major side effects Sedation, xerostomia, increased appetite, 

increased cholesterol, weight gain, 

constipation

Concerns with renal/hepatic impairment Transaminase elevations

Monitoring Renal function, hepatic function, mental 

status changes

Other pharmacotherapy for neuropsychiatric 
symptoms (5, 21)

▪ Vitamin E – not recommended

▪ Anticonvulsants – not recommended
▪ Weak data for gabapentin and zonisamide in Lewy body dementias

▪ Lithium – not recommended

▪ Beta blockers – not recommended

▪ Selegiline – not recommended

▪ Benzodiazepines – not recommended, however may be an option for anxiety
▪ Weak data for clonazepam in Lewy body dementias
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Ella is a 79 year-old woman who was diagnosed with Parkinson’s Dementia in 2018. 
Her medical history includes Parkinson’s Disease (diagnosed 2012), hypertension, 
and bilateral osteoarthritis in her knees that prevents her from walking without 
pain. Her motor symptoms are well-controlled on carbidopa/levodopa, but after a 
fall last week where she hit her arm, she has been more agitated and aggressive 
with her caregivers. She has been refusing cares including blood pressure checks 
and labwork and threatening to strike anyone who touches her for months. Her last 
vitals and labs were 12 months ago but WNL. Ella’s medications include:

-Carbidopa/levodopa 50/200 mg TID

-Amlodipine 5 mg daily

-Acetaminophen 325 mg q6h PRN pain

Case 2: Ella

1) What is the likeliest etiology for Ella’s suddenly worsened symptoms?

a) Worsening dementia

b) Pain

c) Inappropriate dose of carbidopa/levodopa

d) Medication side effects

Case 2: Ella
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2) What change to Ella’s current medication regimen would be most appropriate at 
this time?

a) Increase acetaminophen to 650 mg Q6h PRN pain

b) Increase acetaminophen to 1000 mg TID PRN pain

c) Schedule acetaminophen 325 mg q4h around the clock

d) Increase acetaminophen to 1000 mg and schedule it TID

Case 2: Ella

3) If an antipsychotic were to be chosen for Ella, what would be the best option?

a) Clozapine

b) Haloperidol

c) Quetiapine

d) Prochlorperazine

Case 2: Ella
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Conclusion

▪ Multiple dementia subtypes exist, each with their own distinct 
pathophysiologies

▪ Neuropsychiatric changes from dementia vary based on the underlying disease

▪ Caregiver support and training is crucial to optimize both patient and caregiver 
outcomes

▪ Cognitive and neurocognitive therapies should be tailored when possible to the 
dementia subtype

Questions?
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