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AlzheimerAlzheimer’’s Dementias Dementia

Presenter
Presentation Notes
Slide ID: 24436
Speaker Highlights
Key point:
AD affects a large portion of the older population. As of 2008, approximately 5 million Americans have AD. In fact, every 71 seconds, someone in America develops AD.1

Supplemental notes:
About 5.0 million people with AD are aged ≥65 years. This number is expected to increase to nearly 8 million by the year 2030.1
The Alzheimer’s Association estimates that about 13% of people aged ≥65 years have AD; for persons age >85 years, the prevalence of AD is nearly 50%.1
Many people with AD have not been diagnosed.2
Life expectancy of people with AD is highly variable, but is significantly shorter than life expectancy of people of similar age without AD.3
As observed in longitudinal studies, life expectancy with AD is typically about 7 to 10 years.3-5

References
Alzheimer’s Association. Alzheimer’s Disease Facts and Figures 2008.
Boustani M, Peterson B, Hanson L, et al. Screening for dementia in primary care: a summary of the evidence for the U.S. Preventive Services Task Force. Ann Intern Med. 2003;138:927-937.
Bracco L, Gallato R, Grigoletto F, et al. Factors affecting course and survival in Alzheimer’s disease. Arch Neurol. 1994;51:1213-1219.
Taylor DH, Sloan FA. How much do persons with Alzheimer’s disease cost Medicare? J Am Geriatr Soc. 2000;48:639-646.
Walsh JS, Welch HG, Larson EB. Survival of outpatients with Alzheimer-type dementia. Ann Intern Med. 1990;113:429-434.



Epidemiology of ADEpidemiology of AD



 
26 M worldwide now; 100 M by 205026 M worldwide now; 100 M by 2050



 
Onset delay by 1 year reduces cases by Onset delay by 1 year reduces cases by 
12 M12 M



 
Onset delay  by 2 years  reduces cases by Onset delay  by 2 years  reduces cases by 
18 M      ( most in late stages)18 M      ( most in late stages)



AD CostsAD Costs

$1 Billion / year$1 Billion / year
Treatment saves $1,100Treatment saves $1,100-- $2500/yr$2500/yr
Reduces: hospital stays Reduces: hospital stays 

delays institutionalizationdelays institutionalization
Indirect effects through reducing caregiver Indirect effects through reducing caregiver 

burden ( missed work, etc.)burden ( missed work, etc.)



Potential Benefits of Potential Benefits of 
Early Recognition and TreatmentEarly Recognition and Treatment
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Slide ID: 24126
Speaker Highlights
Key points:
Early diagnosis and treatment allows the patient the opportunity to actively contribute to treatment decisions, arrange personal affairs, and maintain autonomy as long as possible.1,2 
Family members and caregivers should be encouraged to seek help from support groups.2
Supplemental notes:
Patients with mild to moderate AD should be treated with cholinesterase inhibitors, beginning when AD is first diagnosed.3 
Numerous clinical studies show that cholinesterase inhibitors offer symptomatic benefit in improving cognition and global functioning.3

References
Boustani M, Peterson B, Hanson L, et al. Screening for dementia in primary care: a summary of the evidence for the U.S. Preventive Services Task Force. Ann Intern Med. 2003;138:927-937.
Galvin JE. Alzheimer’s disease: diagnosis and treatment across the spectrum. Applied Neurology. 2005;(supplement):1-16.
Galvin JE. Improving behavioral and cognitive outcomes in Alzheimer’s disease: evolving strategies. Applied Neurology. 2007;(supplement):3-13.



Reasons Why AD Is Reasons Why AD Is UnderdiagnosedUnderdiagnosed
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Presentation Notes
Slide ID: 24125
Speaker Highlights
Key points:
Early signs and symptoms of AD are subtle and easily missed by physicians in the busy office setting.1,2 
Since the advent of cholinesterase inhibitors, initiation of therapy can reduce cognitive and functional decline in patients with AD.2 




References
Galvin JE. Alzheimer’s disease: diagnosis and treatment across the spectrum. Applied Neurology. 2005;(supplement):1-16.
Galvin JE. Improving behavioral and cognitive outcomes in Alzheimer’s disease: evolving strategies. Applied Neurology. 2007;(supplement):3-13.




Cognitive TrajectoriesCognitive Trajectories
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HistopathologicHistopathologic Hallmarks of AlzheimerHallmarks of Alzheimer’’s Disease (AD)s Disease (AD)

Presenter
Presentation Notes
Slide ID: 8599
Histopathologic hallmarks of Alzheimer's disease (AD) include amyloid- peptide deposits in senile plaques and blood vessels, neurofibrillary tangles, and neuronal and synaptic loss.1-3
Classic neuritic plaques in neurodegenerative disorders such as AD are spherical structures with a central core of fibrous protein—amyloid—surrounded by degenerating or dystrophic nerve endings.3 
Other pathologic alterations seen in the brains of patients with AD are neutrophil threads, granulovacuolar degeneration, and amyloid angiopathy.3
The photomicrograph on the left shows 2 large amyloid plaques. 
On the right, neurofibrillary tangles appear as dark staining spots within the neurons.



 Green RC. Professional Communications Inc. Caddo, Okla; 2001:79-107.
 Geula C. Pathological diagnosis of Alzheimer’s disease. In: Scinto LFM, Daffner KR, �eds. Early Diagnosis of Alzheimer’s Disease. Totowa, NJ: Humana Press, Inc;  2000:65-82.
 Corey-Bloom J. Alzheimer’s disease. In: American Academy of Neurology Continuum. 2004;10(1):29-57.



The  Original Amyloid Cascade Hypothesis
Alzheimer’s is the cumulative product of a series of pathological  events 

that may  begin with the deposition of beta-amyloid in the brain
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Risk/Protective Factors for ADRisk/Protective Factors for AD

RISKRISK


 

AgingAging


 

GeneticsGenetics


 

GenderGender



 

CholesterolCholesterol


 

HypertensionHypertension


 

DiabetesDiabetes


 

Head traumaHead trauma

PROTECTIVEPROTECTIVE


 

EducationEducation



 

AntiAnti--inflammatoriesinflammatories


 

StatinsStatins


 

Omega 3 oilsOmega 3 oils


 

ActivityActivity



Diagnostic EvaluationDiagnostic Evaluation



 
Cognitive Screen/Informant questionnaireCognitive Screen/Informant questionnaire



 
Laboratory testingLaboratory testing



 
Brain ImagingBrain Imaging



 
Early detection requires a high index of Early detection requires a high index of 
suspicionsuspicion



Which Older Adults Which Older Adults 
Should Be Evaluated for AD?Should Be Evaluated for AD?
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Presentation Notes
Slide ID: 24129
Speaker Highlights
Key points:
Several risk factors have been associated with AD, with age as the most predictive risk factor. 
Recent evidence suggests that risk factors for cardiovascular disease may also contribute to the development of AD. 


Supplemental note:
Memory impairment includes: repetition; difficulty remembering recent conversations, events, and appointments; and frequently misplacing items. 



Reference
Galvin JE. Alzheimer’s disease: diagnosis and treatment across the spectrum. Applied Neurology. 2005;(supplement):1-16.



AlzheimerAlzheimer’’s Disease (AD):s Disease (AD): 
Behavioral Symptoms Present PreBehavioral Symptoms Present Pre--DiagnosisDiagnosis
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Presentation Notes
Slide ID: 8588
Key speaker highlights:
Many behavioral symptoms of Alzheimer's disease (AD) precede the diagnosis by months or years.1,2 
In this scatter plot of data from autopsy-confirmed patients with AD, the �x-axis represents months before and after diagnosis.  Time zero represents the diagnosis.1
These data show the peak frequency of a number of symptoms before diagnosis,1 such as:
Social withdrawal
Depression
Day/night reversals


Jost BC, Grossberg GT.  The evolution of psychiatric symptoms in Alzheimer’s Disease: A natural history study. J Am Geriatr Soc. 1996;44:1078-1081. 
Grossberg G, Irwin P, Satlin A, et al. Rivastigmine in Alzheimer Disease. Efficacy over two years. Am J Geriatr Psych. 2004;12(4):420-431.



MiniMini--Mental State ExaminationMental State Examination
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Slide ID: 24130
Speaker Highlights
Key points:
The Mini-Mental State Examination (MMSE) is a brief, structured mental status examination that takes about 10 to 15 minutes to complete. Scores range from 0 to 30, and traditionally scores greater than 24 are considered normal.1,2 
The MMSE has limitations in terms of age, education, and race, and each of these factors should be taken into account when using the MMSE.1 
Patients with AD typically deteriorate by 3 to 4 points per year.1

Supplemental note:
Sensitivity for the MMSE varies between 71% to 92%. Specificity ranges from 56% to 96%. Positive predictive value ranges 15% to 72% and negative predictive value ranges from 95% to 99%.3 

References
Galvin JE. Improving behavioral and cognitive outcomes in Alzheimer’s disease: evolving strategies. Applied Neurology. 2007;(supplement):3-13.
Folstein MF, Folstein SE, McHugh PR. “Mini-mental state.” A practical method for grading the cognitive state of patients for the clinician. J Psychiatr Res. 1975;12:189-198.
Boustani M, Peterson B, Hanson L, et al. Screening for dementia in primary care: a summary of the evidence for the U.S. Preventive Services Task Force. Ann Intern Med. 2003;138:927-937.



Informant Interview: The AD8Informant Interview: The AD8
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Slide ID: 24131
Speaker Highlights
Key points:
The informant assessment, or AD8, is an 8-item questionnaire that probes for changes from the patient’s previous level of functioning.1
The informants (spouses, children, and close friends) are asked to assess whether there is a change in memory, orientation, executive function, or affect.1
The AD8 has a yes/no format and takes less than 2 minutes to complete. Two or more “yes” answers correlate strongly with dementia. The AD8 is minimally affected by age, gender, race, education, or relationship of informant.1


Supplemental note:
This test can be given by caregivers or self-administered by patients and does not have to be given in-office.


References
Galvin JE. Improving behavioral and cognitive outcomes in Alzheimer’s disease: evolving strategies. Applied Neurology. 2007;(supplement):3-13.
Galvin JE, Roe CM, Powlisthta KK, et al. The AD8: a brief informant interview to detect dementia. Neurology. 2005;65:559-564.



Other Things Cause Memory Other Things Cause Memory 
ProblemsProblems



 

DepressionDepression


 

DrugsDrugs


 

StrokeStroke


 

Vitamin deficienciesVitamin deficiencies


 

ThyroidThyroid



 

ParkinsonParkinson’’ss


 

TumorsTumors


 

SubduralsSubdurals


 

InfectionInfection


 

PrionPrion DisordersDisorders



Recommended Laboratory TestingRecommended Laboratory Testing
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Presentation Notes
Slide ID: 24133
Speaker Highlights
Key points:
As part of the assessment of dementia, laboratory studies are necessary to identify causes of dementia and coexisting conditions that are common in the elderly.1
Depression, vitamin B12 deficiency, and hypothyroidism commonly occur in the elderly, and particularly in patients with suspected dementia. Although treatment of these disorders may not completely reverse cognitive dysfunction, they should be recognized and treated.2

Supplemental note:
If there is an increase in pretest probability of syphilis, screening should be done in these patients.2



References
Cummings JL. Alzheimer’s disease. N Engl J Med. 2004;351:56-67.
Knopman DS, DeKosky ST, Cummings JL, et al. Practice parameter: diagnosis of dementia (an evidence-based review). Neurology. 2001;56:1143-1153.








Factors Affecting TrajectoryFactors Affecting Trajectory



 
GeneticsGenetics



 
Education/Cognitive reserveEducation/Cognitive reserve



 
LifestyleLifestyle



 
CoCo--morbiditiesmorbidities



 
MedicationsMedications



TherapeuticsTherapeutics



 
Symptomatic treatmentsSymptomatic treatments



 
Cholinesterase inhibitorsCholinesterase inhibitors



 
NMDA receptor antagonistNMDA receptor antagonist



 
Disease Modifying Disease Modifying 



 
AntiAnti-- amyloidamyloid??



CEI Class EffectCEI Class Effect



 
Modest cognitive improvementModest cognitive improvement



 
Slows symptomatic declineSlows symptomatic decline



 
Improves behaviorImproves behavior



 
TolerableTolerable



 
Effect in MCI not well definedEffect in MCI not well defined



LongLong--term Efficacy of Donepezil (Rogers)term Efficacy of Donepezil (Rogers)

Reprinted with permission from Rogers SL et al. Eur Neuropsychopharmacol. 2000;10:195-203.
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MementineMementine



 
NMDA receptor antagonistNMDA receptor antagonist



 
Indicated  in moderate to severe ADIndicated  in moderate to severe AD



 
Combination rx with CEI Combination rx with CEI 



 
Positive Positive pharmacoeconomicpharmacoeconomic impactimpact







Lifestyle InterventionsLifestyle Interventions



 
Social NetworkingSocial Networking



 
Mental ActivityMental Activity



 
Physical ActivityPhysical Activity



 
DietDiet
Omega 3 fish oilsOmega 3 fish oils
AntiAnti--oxidantsoxidants



 
OthersOthers



Manage Manage ComorbiditiesComorbidities



 
Cardiovascular risk factors associated with Cardiovascular risk factors associated with 
increased risk of ADincreased risk of AD

MidMid--life hypertension life hypertension 
DiabetesDiabetes
Peripheral Vascular Disease (?)Peripheral Vascular Disease (?)



 
Depression may be risk factor for ADDepression may be risk factor for AD



CaregivingCaregiving as a risk factoras a risk factor



 
As potent a risk factor as smokingAs potent a risk factor as smoking



 
2525--50% are clinically depressed50% are clinically depressed



 
More hospitalizationsMore hospitalizations



 
More medicationsMore medications



Dementia Dementia CaregivingCaregiving



 

More Challenging More Challenging 
because patientbecause patient……



 

Requires more supervisionRequires more supervision


 

Less likely to express Less likely to express 
gratitudegratitude



 

More likely to be       More likely to be       
depressed/ behavioral   depressed/ behavioral   
problemsproblems



 
Effects influenced Effects influenced 
by:by:



 
AgeAge



 

SESSES


 

Availability of informal     Availability of informal     
supportsupport



Dementia Dementia CaregivingCaregiving: + Effects: + Effects



 
Self worthSelf worth



 
Meaning to lifeMeaning to life



 
New skillsNew skills



 
+ effects may wane as disease progresses+ effects may wane as disease progresses



Caregiver IssuesCaregiver Issues



 
SafetySafety



 
LegalitiesLegalities



 
PlacementPlacement



 
Medical ManagementMedical Management



 
RespiteRespite



SummarySummary


 
AD is common and costly ( but often not AD is common and costly ( but often not 
addressed early)addressed early)



 
Detection is possible with available Detection is possible with available 
techniquestechniques



 
Therapies are available that can slow Therapies are available that can slow 
functional decline and reduce caregiver functional decline and reduce caregiver 
burdenburden







Thank you for participating in our webinar today!

To schedule an appointment for Cleveland 
Clinic Lou Ruvo Center for Brain Health, 
please call:  (702) 483-6000 
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