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Objectives

� Dementias
� Alzheimer’s 
� Vascular
� Lewy Body
� Frontal Lobe (Pick’s)

� Behaviors

� Medications 
� Cholinesterase Inhibitors
� Atypical Antipsychotics
� Glutamate Channel Blockade

Differential Diagnosis of Dementia

AD

Vascular dementias
Multi-infarct dementia
Binswanger’s disease

Vascular dementias
and Alzheimer’s disease 
(AD)

AD and Lewy
body dementias

Lewy body dementias
Parkinson’s disease
Diffuse Lewy body disease
Lewy body variant of AD

Other dementias
Frontal lobe dementia
Creutzfeldt-Jakob disease
Corticobasal degeneration
Progressive supranuclear palsy
Many others

5%5% 10%10% 65%65% 5%5% 7%7% 8%8%

Adapted with permission from Zurad E. Drug Benefit Trends. 2001;13:27-40.



Benefits of Early Diagnosis and Treatment of 
Alzheimer’s Disease

� Alzheimer’s disease can be diagnosed with 80% to 100% 
accuracy in most specialized centers 

� Early diagnosis has many advantages
� Allows time for planning
� Empowers the patients to make treatment decisions early on
� Facilitates caregiver participation 

� May slow the progression of symptoms

� Offers the patient potential for greater functioning and 
independence

� Can help ease the stress of caregivers

5

The Prevalence of Alzheimer’s Disease 
Is Projected to Increase Dramatically
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Need for Improved Recognition and 
Treatment of Alzheimer’s Disease in LTC

� Underrecognized
• 72.8% of long-term care (LTC) residents have cognit ive 

impairment indicating dementia

� Underdiagnosed
• Approximately 70% of dementia is AD. Only 11.5% of LTC 

residents are diagnosed with AD

� Undertreated
• 42% of LTC residents with an AD diagnosis receive n o AD 

treatment

� Treatment is associated with benefits for the 
patient and the caregiver

Bright-Long L. J Am Med Dir Assoc. 2006;7:90-95; Omnicare analysis of matched MDS records and prescription claims. July 25, 2006.
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Importance of Early and Accurate 
Diagnosis of Alzheimer's Disease

� Patient’s and family’s right to know 

� Clarification of symptoms (may be misinterpreted at first 
as psychiatric illness or normal aging) 

� Management of comorbidities

� Advance planning while patient is competent (living will, 
durable power of attorney, advance directives)

� Early treatment—what is lost can rarely be recovered

Alzheimer’s Association. 2006. Available at: http://www.alz.org/AboutAD/WhatIsAD.asp. Accessed December 5, 2006; Relkin N. Am J 
Manag Care. 2000;6(22 suppl):S1111-S1118.
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DSM-IV-TR: Diagnostic Criteria 
for Dementia of the Alzheimer’s Type

1. Memory impairment

2. At least 1 of the following:

3. Disturbance in 1 and 2 interferes with daily functi on

4. Does not occur exclusively during delirium

5. Other etiologies ruled out prior to diagnosis

American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition. Text Revision. 2000:157.

Ability to think abstractly and to plan, initiate, sequence, 
monitor, and stop complex behavior

Disturbances in recognition—unable to recognize objects 
even though sensory function remains intact

Disturbances in skilled movements—unable to perform 
motor activities even though physical ability remains 
intact

Disturbances in language—misuse of words or inability to 
remember and use words correctly

Disturbances in 
executive functioning

Agnosia

Apraxia

Aphasia 
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Recognize the Early Signs of 
Alzheimer’s Disease 

� Question patients and family about any change in cognitive and 
functional performance

� Consider routine screening of patients age � 65 using simple cognitive 
screening tests (eg, Clock Drawing Test, 3-Item Recall)

Alzheimer’s Association. 2005. Available at: http://www.alz.org/AboutAD/Warning.asp. Accessed May 19, 2006; Borson S, et al. J Am Geriatr Soc. 
2003;51:1451-1454; Chandler MJ, et al. J Clin Exp Neuropsychol. 2004;26:1128-1133; Christensen DD. Prim Care Companion J Clin
Psychiatry. 2002;4:63-69.

10. Loss of initiative5. Poor or decreased judgment

9. Changes in personality4. Disorientation to time and place 

8. Changes in mood or behavior 3. Problems with language

7. Misplacing things2. Difficulty performing
familiar tasks

6. Problems with abstract thinking1. Memory loss 

The Alzheimer’s Association’s 10 Warning Signs of AD







Vascular Dementias

Neuronal loss 
from amyloid 
plaques and 
tangles

Gradual onset of 
cognitive and 
functional decline

None

Atrophy present—
no infarct or white 
matter changes

0

Neuronal loss from 
amyloid plaques and 
tangles +/- some 
neuronal loss from 
cerebrovascular injury

Gradual onset of 
cognitive and 
functional decline

A comorbid medical 
condition with AD (eg, 
AD with hypertension)

Atrophy present—
+/- infarct or white 
matter changes

1-4

Neuronal loss from 
amyloid plaques and 
tangles + some 
neuronal loss from 
cerebrovascular injury

Gradual onset of 
cognitive and +/-
functional decline with 
stepwise deterioration

A comorbid medical 
condition with AD (eg, 
AD with hypertension)

Atrophy present—
+ infarct or white 
matter changes

³ 4

Neuronal loss from 
cerebrovascular 
injury

Sudden onset of 
cognitive and 
functional decline 
with stepwise 
deterioration

Cause of dementia 
(eg, dementia within 
3 months of a stroke)

+/- Atrophy—
+ infarct or white 
matter changes

>4

Etiology of 
dementia

Distinguishing Between Alzheimer’s Disease 
and Vascular Dementia

Pure 
Alzheimer’s 
disease (AD)

AD with 
vascular risk 

factors

Vascular 
dementia 

(VaD)

*Modified Hachinski Ischemic Score.

AD with cerebro-
vascular disease/
mixed dementia

Clinical 
symptoms 
without 
treatment

Association 
with VRFs

Imaging

MHIS*

Normal vs Alzheimer’s



Normal vs Vascular Dementia

Lewy Body Dementia

Presentation of Lewy Body Dementia

� Between 70-80% or the majority of DLBD (Diffuse Lewy Body 
Dementia), patients present with an early neuropsychiatric 
syndrome

� Features of: psychosis, paranoid ideations, delusional thoughts 
and hallucinations (often more visual than auditory)

� Spontaneous parkinsonian features including rigidity, 
bradykinesia, hypophonia, flexed posture and shuffling gait occur 
in 20-60% of patients with DLBD



Lewy Body Dementia (Cont.)

� Psychotic features may be the first and most prominent 
symptoms

� Concomitant depressive symptoms occur in 35% of 
patients with DLBD vs. 16% of patients with AD

� Dementia is of insidious onset

� Majority of patients progresses to an end stage of deep 
and profound dementia

Frontal Lobe Syndromes

Frontal Lobe Symptoms

� Mood lability or inappropriate affect

� Poor impulse control

� Verbally rude, caustic, bigoted, etc.

� Episodically physically aggressive

� Perseverative

� Apathy

� Restless/grabbing/reacts strongly to stimuli

� Difficult to redirect

� Sexually inappropriate/aggressive



Normal vs Pick’s Temporal Lobe

Frontal Lobe Impairment: 
Nonpharmacologic Management

� Maintain professional distance
� Exaggerated manners
� Professional attire
� Emphasize courtesy, avoid overly friendly

� Communicate concretely, no open-ended comments

� Define the activity, give few and clear choices

� Shape the behavior, acknowledge improved behavior

� ���������	
��
	��������������	
��
	��������������	
��
	��������������	
��
	�����
� Safety concerns
� Not responsive to nonpharmacologic interventions

Behaviors in Dementia



“Agitation”

� Generally, is a poor descriptor of behavior

� Excessive motor or verbal activity
� Disruptive
� Unsafe
� Distressing to the patient
� Interferes with care and is not because of need

� When severe, may be the target for urgent intervention       

� Appears similar despite great variety of causes

� Need to make diagnosis, not focus only on symptoms

Delusions in Dementia

� Delusions are common (40-50% of patients with Alzheimer’s 
disease)

� Most common delusions
� Theft
� House is not home
� Caregiver will abandon or is an impostor
� Mate is unfaithful
� Need to go to work

� Impaired memory is easily mistaken for psychosis (i.e., not all 
delusions are “psychotic”)  

Questions?

� Take a break!!



Alzheimer’s Disease

in Long-term Care

© 2007 Eisai Inc. and Pfizer Inc. AR281934A

Jeste DV et al. Arch Gen Psychiatry. 1995;52(9):756-765; Jeste DV et al. Am J Psychiatry. 
2000;157(7):1150-1155
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Symptoms of Blockade

� Cholinergic
� Tachycardia
� Blurred vision
� constipation
� urinary retention
� confusion
� delirium

� Histaminergic
� sedation
� dizziness
� falls
� hypotension
� constipation
� nausea



Quality  Indicators Affected
Quality
Indicator/Consumer
Quality Measure

Antihistaminergic Anticholinergic

1. Fractures X X
2. Falls X X
3. Behavioral
Symptoms

X X

7. Cognitive
Impairment

X X

8. Incontinence X
10. Indwelling Catheter X
11. Fecal Impaction X
17. Activities of Daily
Living

X X

18. Range of Motion X
22. Daily Physical
Restraints

X

23. Little or no Activity X X
24. Stage 1-4 Pressure
Ulcers

X X

25. Delirium X X

Long-term Care Considerations
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Team Approach to Managing 
Alzheimer’s Disease 

Professional

� Nurse practitioners

� Physician assistants

� Primary care physicians

� Specialists
• Geriatric psychiatrists
• Neurologists
• Geriatricians

� Other therapists

Nonprofessional

� Family/friends

� Alzheimer's Association

� Community programs
• Respite care
• Adult day care

� Religious affiliations



Diagnosis of Alzheimer’s Disease
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Tools for Screening and Diagnosis

� Patient history

� Clock Drawing Test

� Mini-Cog

� Functional Activities Questionnaire (FAQ)

� MMSE

� Physical examination and laboratory tests



Treatment of Alzheimer’s Disease
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Deficient Cholinergic Transmission 
Is a Core Deficit in Alzheimer’s Disease

ACh = acetylcholine; AChE = acetylcholinesterase; cAMP = cyclic adenosine monophosphate; CoA = coenzyme A; Pl = phosphoinositol. 
Wilkinson DG, et al. Drugs Aging. 2004;21:453-478.

PostsynapticPostsynapticPostsynaptic

Presynaptic Presynaptic Presynaptic 

AChACh

AChACh

AChACh

ACh
ACh

AChE

AChACh

Acetyl CoA

Choline

ACh

acetyltransferase
Choline

AChE inhibitor

Choline
+ acetate

PI turnover cAMP Ionotropic

ACh release

+

++–

AChACh
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Baseline

109
107

Month 6

95
98

Aricept n =
Placebo n =

Month 6
Modified ITT-LOCF

(109)
(107)

Month 3

109
107

P =.003
P  =.008 P  =.008
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Results from a 24-week, double-blind, randomized, placebo-controlled trial. Patients with severe AD (MMSE 1-10) were treated with either Aricept 10 mg/d (following 
30 days of treatment with the 5-mg/d dose) or placebo. The primary outcome measures were the Severe Impairment Battery (SIB) and the modified Alzheimer’s 
Disease Cooperative Studies–Activities of Daily Living Inventory for severe AD (ADCS-ADL-severe). Winblad B, et al.  Lancet. 2006;367:1057-1065.
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Aricept Improves Cognition in Patients With 
Severe Alzheimer's Disease: SIB Results

ITT = intent-to-treat; LOCF = last observation carried forward.
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Aricept Reduced Functional Decline in Severe 
Alzheimer's Disease Patients: ADCS-ADL-Severe

Aricept n =
Placebo n =

P =.09

P =.03
P =.03
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107
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109
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ImprovementImprovement

ClinicalClinical
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BaselineBaseline

Aricept 

Placebo

Results from a 24-week, double-blind, randomized, placebo-controlled trial. Patients with severe AD (MMSE 1-10) were treated with either Aricept 
10 mg/d (following 30 days of treatment with the 5-mg/d dose) or placebo. The primary outcome measures were the SIB and the modified 
ADCS-ADL-severe.  Winblad B, et al. Lancet. 2006;367:1057-1065. 

Clinical Scenarios in the
Long-term Care Setting
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Successful Treatment Outcomes

� Response to treatment may be judged by a global 
impression of change or objective assessment of 
• Cognition
• Behavior
• Activities of daily living

� Three types of clinical response may be observed
• Improvement (days to weeks)
• Stabilization (weeks to months)
• Less than expected decline (months)

Fillit H, Cummings J. Manag Care Interface. 2000;13:51-56.
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Scenario 1

� Patient enters LTC with a diagnosis of AD 

� Patient is already taking medication for AD

Should you continue the patient’s AD medication?
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Donepezil 10 mg/d 

*Week 24 LOCF.

Discontinuing Aricept Treatment Led to 
Significant Cognitive Decline

Placebo 
Washout 

End Point*

Cognition improved in patients who were treated con tinuously over 24 weeks with Aricept

Results from a 24-week, randomized, double-blind, placebo-controlled trial of mild to moderate AD patients (MMSE 10-26) followed by a single-
blind washout phase of 6 weeks. The maximum dosage group was randomized to Aricept 10 mg/d (following 1 week of treatment with the 5-mg/d 
dose) or placebo. Rogers SL, et al. Neurology. 1998;50:136-145. 

P <.0001

P <.0001
P <.0001

Clinical
Improvement

Clinical
Decline

Baseline
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Discontinuing Aricept Treatment Led to 
Significant Behavioral Worsening in Mild to 
Moderate AD Patients
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†
*

*

*P <.05 vs placebo.
†P <.0001 vs baseline.

Results from a 24-week, randomized, double-blind, withdrawal trial of patients with mild to moderate AD (MMSE 10-27). All patients received  
Aricept 5 mg/d for 6 weeks followed by Aricept 10 mg/d for 6 weeks. At Week 12, patients were randomized to receive either Aricept 10 mg/d or placebo for the 
remaining 12 weeks. The primary outcome measure was the NPI; secondary measures included the NPI-distress (NPI-D). 
Holmes C, et al. Neurology. 2004;63:214-219.

Behavior was significantly improved in patients who were treated 
persistently over 24 weeks with Aricept

†

Patients in this study resided in the community
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Behavior in a 6-Month Trial of Aricept 
in Severe AD in the Nursing Home Setting: NPI

Clinical
improvement

Clinical
decline
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Aricept    n  = 109
Placebo  n  = 107

Month 6

95
97

Month 6
Modified

ITT

(109)
(107)

Month 3

108
107

Baseline

Winblad B, et al. Lancet. 2006;367:1057-1065.

P = NS P = NSP = NS

Results from a 6-month, double-blind, randomized, placebo-controlled trial in patients with severe AD who were living in assisted care nursing homes. The 
primary outcome measures were the SIB and ADCS-ADL-severe. Mean MMSE scores at baseline were 6.0 for ARICEPT patients and 6.2 for placebo 
patients. All patients were treated with ARICEPT 10 mg (following 4 weeks of treatment with the 5 mg dose) or placebo.
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Scenario 2

� Patient enters LTC with no evidence of dementia 

� Patient develops and is diagnosed with AD while in 
LTC

Should you consider initiating AD medication?
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a 24-Week Trial in Mild Alzheimer’s Disease: 
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Seltzer B, et al. Arch Neurol. 2004;61:1852-1856.

Results from a 24-week, double-blind, randomized, placebo-controlled trial. Mild AD patients (MMSE 21–26) were treated with either 
ARICEPT 10 mg (following 6 weeks of treatment with the 5 mg dose) or placebo.

P =.03
P =.008 P =.001
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Seltzer B, et al. Arch Neurol. 2004;61:1852-1856.

Results from a 24-week, double-blind, randomized, placebo-controlled trial. Mild AD patients (MMSE 21–26) were treated with either 
ARICEPT 10 mg (following 6 weeks of treatment with the 5 mg dose) or placebo.

P =.02

P =.03
P =.002

P =.04
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Scenario 3

� Patient enters LTC with a diagnosis of AD 

� Patient is not taking any medication for AD

Should you consider initiating AD medication?

41

3-Year Study of Aricept Therapy in 
Alzheimer’s Disease: Effects of Early and 
Continuous Therapy (MMSE 10-26)

Objective

� To assess the effects of delaying Aricept treatment  for 1 year 

Study design

� 2-year open-label extension of 1-year, placebo-cont rolled trial
• Continuous Aricept group: Aricept 5 mg/d for 4 week s, then 10 mg/d for 

1 year, followed by 5 mg/d for 4 weeks and 10 mg/d for 2 years
• Delayed start Aricept group: placebo for 1 year, th en Aricept 5 mg/d for 

4 weeks, followed by 10 mg/d for 2 years

� Primary outcome measure was the Gottfries-Bråne-Ste en (GBS)   
scale ( P=.056)

� Secondary efficacy assessments included MMSE, Geria tric 
Depression Scale (GDS), Progressive Deterioration S cale (PDS), 
and NPI

Winblad B, et al. Dement Geriatr Cogn Disord. 2006;21:353-363.
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Winblad B, et al. Dement Geriatr Cogn Disord. 2006;21:353-363.

Results from a 52-week, double-blind, randomized, placebo-controlled trial. Mild to moderate AD patients (MMSE 10-26) were treated with either 
Aricept 10 mg (following 4 weeks of treatment with the 5-mg dose) or placebo.  Patients were then enrolled in a 2-year open-label extension trial; 
all patients received Aricept. The primary outcome measure was the Gottfries-Bråne-Steen (GBS) scale; secondary measures included the MMSE.   
Winblad B, et al. Neurology. 2001; 57:489-495; Winblad B, et al. Dement Geriatr Cogn Disord. 2006;21:353-363.

P <.01
P <.05

P <.001

P <.05
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