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SIRACH 3, 2-5

> “My sons, take care of your father w
IS old. Grieve him not as long as he
Even if his mind fail be consoling to
Revile him not. Kindness to a father
not be forgotten.”

nen he
IVes.

AIm.
will



el =2 CAS=E 0F AUGUSTE B

51 y/o Wk admittea 1902 expiea
4/8/06; case presented Nev: S, 1906:
No gUESTHIONS GF COmMMERES at
conclusion.

CC “ | have lost myseli*

S/SXS: poor memory, aphasia,
confusion, paraneia, negativism;
wandering

Treatment plan: dietary, activity,
exercise, massage, balneotherapy.
Alcohol, and later chloral hydrate for
sleep



First described by AloisSIAlzZREmENR St EA
a Gernman neuropathologiISEAINELO0N -
Observed in a 51-year-old female

patient with memory loss, disehent
and hallucination

> R : e -
Postmortem studies characterized senie
plaqu,e's\gmd neurofibrillary tangles (INFTs) i
the cerebral cortex
= Senile plagues: Extracellular accumulation of
Insoluble
fragments of beta-amyloid (AB; 45)

— NFTs: Intracellular accumulation
of hyperphosphorylated
tau strands



Yy Barriers to Diagnosis and Treatment
%né

Cognitive impairment overshadowed by other
comorbid medical/psychiatric illnesses

Time for diagnosis

Lack of understanding of diagnostic tests
Therapeutic nihilism

Cost associated with diagnosis and treatment

Perception that lack of improvement equates
to lack of efficacy




Pathology

AD is a progressive
neurodegenerative
disorder associated with:

= Accumulation of
extracellular senile
(beta-amyloid [AB])
plaques

=  Accumulation of
intracellular NFTs

MFTs = neurofibrillany tangles.




HISTORY

1906 A. Alzheimer reports “Atguste: D
1950s ldentity of senile dementia
1970s Cholinergic deficit discoveread
“Coming epidemic*
1980s Amyloid patholc ey/yneur nHUEences
1990313f,esent treatments introduced
/ Né\n -AD identified
2 Ml
- Disease-modification- interfere with APP.
processing; decrease AB accumulation-or
Increase AB clearance



DSM-1V Definition
of Alzheimer’s Disease

Development of multiple cognitive deficits manifested by both
memory impairment and 1 or more of the following cognitive
disturbances: aphasia, apraxia, agnosia, or disturbance in
executive functioning

Cognitive deficits cause significant impairment in social
functioning and represent a significant decline from a previous
level of functioning

Course Is gradual in onset with continuing
cognitive decline

Deficits are not due to any other CNS disorder, systemic iliness,
or substance-induced condition

m Deficits do not occur exclusively during the course
of delirium



Differential Diagnosis:

Dementia Etiology

Alzheimer’'s disease (AD)
Vascular dementia (VaD) + AD
VaD

Lewy body dementia

Frontal lobe dementia/
other degenerative dementias

Depression, tumor, hydrocephalus,
metabolic disorders, and
other potentially reversible dementias

Adapted from: Green RC. Disgnosis and Management of Alzheimer's Dizease and Other Dementizs.

Caddo, Okla: Professional Communications; 2005,




Forecast of Alzheimer’'s Disease
Prevalencelnrtherurs:

M 65-74 Years 75-84 Years 85+ Years
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Sources: 1. Hebert LE, Scherr PA, Bienias J, et al. Arch Neurol. 2003;60:1119-1122.
2. Datamonitor AD Treatment Algorithms. 2002.
3. Market Measures. 2003.
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NG
Clinical DISEaSE PIoUESSIoN

Mild

Cognitive
Symptoms

Moderate Severe

Diagnosis

Loss of Functional
Independence

MMSE Score

Behavioral Problems

Nursing Home Placement

Death

3 4 5 6
Years From Diagnosis

Reprinted from Clinical Diagnosis and Management of Alzheimer’s Disease, H Feldman and S Gracon; AlzheimersiDiSease:
symptomatic drugs under development, pages 239-259, copyright 1996, with permission from ElSevier.



PIOgIESSIVENIOSSIO]] TN
ctivitiest eirDaNVASVIRG
1ld Moderate Severe
A 4 6 8 10

Keep Appointments
Use the Telephone k.
Obtain Meal/Snack
Travel Alone
Use Home Appliances
Find Belongings
Select Clothes
Dress
Groom
Maintain Hobby
Dispose of Litter |

Clear Table
Walk




EMERGING! CLINICAL TARGE i
DIAG OSJ@
Genetics: APOE4, SORIE

Imaging: MRI (volume), FDE=PET
(metabolism), FDGNP= P?T/ PET=PIBE

Biomarkers: CSE
» A Serum measures
TeStlng Memaory SCreens- OQA
SLEUNV

MCI: Amnestic type



MRI and PET Scan of Patient
* With Alzheimer’s Disease
71NN,

MRI PET

Used with permission from GYY Small, UCLA School of Medicine.




Positron Emission Tomography (PET):
Cerebral Metabolism in Alzheimer’s Disease

/ 3 : :
* Progression and in Normal Brains

Early Late
Normal Alzheimer’s Alzheimer’s
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Usedwith permission fram G Small UCLA School of Medicine.




Human Amyloid Imaging Using
Pittsburgh Compound-B

Appearance in
expected gray
maltter areas

Absence in
areas where
there is

no amyloid

MR [C-11]PIB PET

{2y University of Pittsburgh
&= PET Amyloid Imaging Group

Control
o &
N ‘
A
Ii:-!_:i,'l'

[C-11]PIB PET MR

Very little
labeling

Absence of
labeling in
gray matter




Dementia in Long-Term Care:
* Suggested Diagnostic Workup
N

P, Patient and informant interviews

= Clinical assessment
— Comprehensive physical exam
— Brief neurological and mental status exams

— Brief, quantified cognitive function
evaluation (eg, MMSE)

— Laboratory evaluation (CBC, chemistries,
RPR, liver function, thyroid, vitamin B,,)

— Optional imaging studies
(eg, CT head scan, MRI)

= Neuropsychological testing can be beneficial

MMSE = Mini-Mental State Examination; CBC = complete blood count, RPR = Rapid Plasma Reagin.




| Conditions/Factors That Mimic and/or Exacerbate
* Alzheimer’s Disease Symptoms
I\

Drug use
Emotional disorders
Metabolic disorders

Eye and ear disorders

Z m = m O

Nutritional disorders and normal-pressure
hydrocephalus

-]

Tumors and trauma
| Infection

A Atherosclerosis and alcoholism

Source: Gambert SR, Postgrad Med 1997 101(6):42-43 4843 5254 passim.




Overview of Assessment Methods
* Useful in the Long-Term Care Setting
I\

Cognition: Behavior:

= MMSE = NPI-NH

= Clock Drawing Test = BPRS

* Mini-Cog Caregiver stress:
Function: = Burden Interview

= |nstrumental ADL Global monitoring:

Mood: = CIBIC-Plus
= GDS

= Cornell Scale
for Depression

502 = Genatric Depression Scale; NPI-MH= Neuropsychiatric Inventors—Nursing Home version,
BPRZ = Brief Psychiatic Rating Scale; CIBIC-Flus = Clinician’s Intervew-Based Impression of Change Plus Caregrer Input.
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Brief Mental Status Assessments

Mini-Mental State Examination

= Brief, structured cognitive screener

Senim | tor sach Blank spscs. Plaass lall me he

Ve Bsmson __ Dale Dy [V |

- o Buis __ Counly Cay Lozaton [
" Sections evaluate in i g s i, AR
e numbed repaaled on the frel sl oaly] Afes padlsnt

— Orientation TR PR e

Owge ____ Aplare _____ Toeees
Mkt 0 o nl tews Bema ___ |

== Reg i St rat i O n Eubirget 7 from 100 and hen subirect 7 o sich answ,

i paliend missss two sublrections, siop. M palienl miseas
oo il micuralely wddiauls T om e DOOmed anawsr,

= Atte ntion ::--u:w:n [T w::: .80, r: uuum:;-

i ra palient can't 9o senal T, you osn subsilluie: Sped (e

— word WORLD hacicwards.  Goore T ior dbch el ghean
eca tha coiTect icked ewan I ihare s n missing lafier [ag, DLW
socwe d) OF & rovemal of two eies (DLOFYW soore 30,

— Language/comprehension Tt ——
— PraXiS Pedrd o il mesks fre padiend 1o nams &

sl L
Mgl I fuluwing gl sse.

= 10 to 15 minutes to administer o

_ sl and oy CLOSE YOUR EYES

Tk this piaca of paper with your fghl harmd, __ fela
H in haalf, e dhedsn i of Tl G

= Scores range from 0 (worst) to ERS——

'

30 (best) worsss |}

Modifiad from: Folsein MP, ot al J Prochisre Res, 1575112
- 1UR.

Source: Folstein M, et al. J Pevohialy Res 1975121858158




Brief Mental Status Assessments
%‘ % (cont)
IS Clock Drawing Test

= Quick screening tool

__Instruclions:  Mese nesi the filowisg imstrocions f S ptint:
L “Drmw aurskers In the el bs muke the sl ook M e e of 2 ceck”
2. “Deaw i Diee Bvnds 30 Dhmt the clack shows B B 1 minutes afler plevmn”

= Brief (1-5 minutes)

= Minimal language
requirement

= Does not require
specialized testing
materials

1 il D s 8, o e T k) o W) @ e s, | e phakes Al W] D Curim BELE 58

—Intorpretation: & soe of 3 or sbews ineates » need bar lortber evountion for Alsheimer's divssss wiisg
& slindesdued copalim acesemenl swch a3 the Misi Mevtsl Siate Exmiestios [MNLEE]

Source: Shulman K, et al. fnf J Gerlglr Favchiaine. 19932487 496




Brief Mental Status Assessments
X7~ (cont)

Mini-Cog

7IN

= Brief (3 minutes)

“,
i
.,

ol

* Includes 3-word

recall and Clock =
Drawing Test

i’ *
DEMENTED / b NON-DEMENTED
P \\.

i

= Relatively little bias .
by language or [t | [cornems |

educational level

COT = Clock Drawing Test.
Figure used with permission from: Borson S, et al. inf J Gerlalr Pavehialne 2000:15:1021-1027.
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= Assess the ability to perform the following:

Assessment of Function

Instrumental Activities of Daily Living

— Telephoning — Doing laundry

— Shopping — Getting transportation
— Preparing food - Taking care of finances
— Keeping house - Taking medication

= Rated by caregiver

= Scores range from 4 to 30 points, and higher
scores indicate better functioning

Source: Lawton M. Geronfologiz!, 18639178186,




TREAJIVIENI}

+ (Cholinesterase InnivItersS=-new.
developments

+ New formulations= ntamine ER

\E;\ g 4 D—T
4! ernantipeER]

+ Expanded indications- Donepezil for
severe AD

+ New indications- Rivastigmine for PDD



ITREATHVIEINAE

NMDA antagenist="\Memeantine
Moderate: tor severe Al
Monotherapy
Cgmblnatlon therapy With €
- Few\drug -drug Interactions

~ Well tolerated

+« Multiple effects: cognitive, A
behavior



PATHOGENESIS

AMYLOID; PRECURSOR PROTEINI(ARPP)
PRODUCTION: "AB42
ACCUMULATION
CONSOLIDATION (senile plagues)
TRANSFORMATION! (micreglia)
DEGENERATION
SYMPTOMS



ITREATHVIEINAE

Disease-moditying therapies:

Anti-amyloid:  “active” —AN 1792

“passive” —IVIGE

Neuroprotective: Tau-related agents

y '\\ Antioxidants
Anti-inflammatoery agenits

Homocysteine-lowering

agents

Anti-excititoxic agents

ot {

]
A 4
-1



DEVELOPMENTS

¢ 1) Late-onset AD causing gene:
SORL1

¢ 2) Neurochem’s Alzhemed
(Transiposate)-binds to seluble
Abeta; keeps it nonfibrillar

¢ 3) Myriad Genetics Flurizan
(TFarenfiuril) —selectively, lIewers
AbReta 42 In animals and Atmans

& 4)Sanofi-Aventis Xaliproeden-
REUretrePRIC and neurepretective
effects



AAGP RECOMMENDATIONS FOR
CAREGIVERS

1) Education

2) Teach problem-solving
3) Access resources

4) Long range planning
5) Emotional support

6) Respite



What do you think?

SURVEY

Please Click Here To Take Our Survey!

B Your feedback Is Important to us.

m Click on ‘SURVEY’ In the upper right
of the presentation screen.

m |t will take less than 5 minutes.







Info@mmlearn.org
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