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Formen der Demenz

 Alzheimer-Demenz ca. 65 %

 Vaskulare oder Multiinfarktdemenz ca. 20 %
 Mischformen

e Lewy-Korperchen-Demenz

Differentialdiagnose
e Delirium (akute Verwirrtheit)
e Depression

e Andere KH, die zu einer Demenz fuhren kdnnen
(z.B. M. Parkinson)
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Das Gesicht der Alzheimer Krankheit

Auguste Deter

Die Patientin, bei der Alois
Alzheimer die klinischen
und neuropathologischen
Erscheinungsformen der

Krankheit zuerst beschrieb,

-

gdie von Kraepelin i9d2nach
RN ERARRIAWIEGES

Foto aufgenommen im November 1902.

Aus der Krankenakte von Auguste D.
Es gibt 4 Fotos in der Akte, von denen
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26. November (1901)

Sitzt im Bett mit ratlosem Gesichtsausdrt
Wie heilRen Sie?

Familienname?

Wie heil3t Ihr Mann?

Ihr Mann?

(versteht offenbar die Frage nicht)

Sind Sie verheiratet?

Frau Deter?

Wie lange sind Sie hier? (sie versucht sic
erinnern)

Was ist das? (Ich zeigte Ihr einen Bleistif

Sie benennt richtig eine Geldbdrse, einer
Schlissel,

“ ein Schreibheft, eine Zigarre
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membrane

Extracellular
space
A generation
Oxidation Excitotoxicity Ap aggregation  Inflammation Tau hyperphosphorylation

Ly

Senile plaque with microglial Neurofibrillary
activation tangles

JL Cummings — Alzheimer’s disease.
N Engl J Med 2004;351:56



Population pyramid Germany 1956, 2006, 2050

1956

2006

2050
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Christensen K et al. Ageing populations: the challenges ahead.
Lancet 2009;374:1196-1208
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Lebenserwartung USA 1997
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Pravalenz (Haufigkeit) in der Bevolkerung

Mittlere
Alters- Pravalenz- | Schatzung der Krankenzahl
gruppe rate (%) in Deutschland
65-69 1,2 48.000
70-74 2,8 99.000
75-79 6 171.000
80-84 13,3 173.000
85-89 23,9 272.000
90 und alter 34,6 172.000
65 und alter 7,2 935.000




Inzidenz (Neuerkrankung) pro Jahr

“_’"ttlere Schatzung der jahrlichen
Alters- Inzidenzrate Neuerkrankungen in Deutschland
gruppe pro Jahr (%) fiir das Jahr 1999
65-69 0,43 17.000
70-74 0,88 30.000
75-79 1,88 50.000
80-84 4,09 46.000
85-89 6,47 56.000
90 und alter 10,11 32.000
65 und alter 1,9 231.000




Morbiditatsprognose 2030/2050
i.Vgl. 2007 (%)
Diabetes +21 +21

CV-System — Hypertonie + 9 + 2
- AMI (Neuinzid./a) +42 + 75
- Stroke (Neuinzid./a) +37 + 62

Niereninsuffizienz — Dialyse +20 + 22
Lunge — COPD +23 + 23

- AEP +68  +149
Demenz — absolut +51 +104

- Neuinzidenz / a + 53 +113

Beske F et al. — Morbiditatsdiagnose 2050, Kiel 2009 (IGSF Schriftenreihe Band 114)



Risikofaktoren

Alter
Familiengeschichte

Schadel-Hirn-Verletzungen einschl.
Durchblutungsstorungen

Arteriosklerose infolge kardiovaskularer
Erkrankungen

Geringes Ausbildungsniveau



Verlauf und Intervention

Preclinical Subclinical Symptomatic disease

Diagnosis

nach: DeKosky ST; Science 2003;302:830-4




Diagnostik mit PET Positronen-Emissions Tomograhie

a
Low resclution

b
High resoclution

C
[F-18]FDDNP-PE

N\

Hippocampus

De Leon MJ, Mosooni L, Logan J. Sesing what Alzheimer saw. Mature Med 2007;13(21:219-31



FDDNP-PET

2-(1-{6-[(2-[F-18] fluoroethyl)(methyl)amino]-2-naphthyl}ethylidene)malononitrile (FDDNP)

Mild Cognitive Alzheimer's
Control Control Impairment Disease

FDDNP

Baseline Follow-up Baseline

small GW et al. PET of brain amyloid and tau in mild cognitive impairment, NEJM 2006, 265(25): 2652-63




MRI und FDG-PET |

B 2-deoxy- 2-[F-18]fluoro-D-glucose (FDG)
Mild Cognitive Alzheimer's
Control Impairment Disease

small GW et al. PET of brain amyloid and tau in mild cognitive impairment. HNEJM 2006, 255(25): 2652-63
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Biomarker

 Amyloid-Spiegel im Blut habe keinen
Vorhersage-Wert fur die Entstehung einer
Alzheimer-Demenz

Cardiovascular Health Study

o 274 Patienten, 79 = 3 Jahre, Follow-up
tber 4,5 Jahre

e A3-40 und AR1-42 ohne Assoziation in der
multivariaten Analyse

Lopez OL et al. — Neurology 2008;70:1664-71



CSF AR4.2:P-Tau-Ratio

CSF-Biomarker

1 Controls
@ [ncipient Alzheimer disease

| T ] t 1 ]
500 1000 1500 2000 2500 3000
Cerebrospinal Fluid T-Tau, ng/L

0

Stable mild cognitive impairment
D Incipient Alzheimer disease
2 Other mild cognitive impainment

.-"'.-...

500 1000 1500 2000 2500 3000
Cerebrospinal Fluid T-Tau, ng/L

N =750 MCI, 529 AD, 304 controls, Follow-up > 2 a

Mattsson N et al. - JAMA 2009;302:385-393



Neuropathologische Assoziation AD +

Alter
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456 Gehirne, Alter 69-103 a, OR mit 75 a 8,63 (3,81-19,60)
OR mit 95 a 2,48 (0,92-4,14)

Savva GM et al. — NEJM 209:360:2302-9



Tau, phusphuory lated tau
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Max. Meuronal integrity
Amyloid plaques
MNeurofibrillary tangles
Min.

_[fl_;:p_:.»_ﬂ_;_[i_l_i____________F_’_rga_:;l_i_r]i_:;g_l_._ﬂ:g_____________________ Very mild AD | Mild AD|Mod. AD|Sev. AD
Mon-demented (COR Q) (MCI) (CDRO.5) (CDR 1) [(CDR 2)({(CDR 3)
i T CSF tau and phosphorylated tau
Brain atrophy (CT/MRI)
Regional hypometabolism (fluorodeoxyglucose PET)
T Altered brain activation (fMRI)
E Microgliosis (for example PK11195 PET)
hc—; Inflammation/oxidative stress
Brain amyloid (for example PIB PET)
L C5ERENS
i Genetic predisposition (for example SNPs, APOE allele and so on)

Nature 2009:461:916-22



Microglial
cell

Vascular abnormality

Signallin
;_o g~ d;rnnlecule
@—Mitnchundrinn -‘... Nucleus >
[} . X
Truncated Y O
4 / @pob4d ey
Impaired =—
synapse %

bl
i
)

a-Synuclein

Amyloid
plague

Meurofibrillary
tangles

Figure 1| Some key players in the pathogenesis of AD. Nature 2009:461:895-7



TABLE1| ONGOING CLINICAL TRIALS FOR TREATING ALZHEIMER'S DISEASE

Approach or drug Proposed mechanism of action Phase
B-Secretase inhibition Decreases formation of AP from amyloid precursor protein Il
v-Secretase inhibition Decreases formation of AP from amyloid precursor protein /111

Active immunization with AR
peptides

Generates anti-Af antibodies that interact with Ap and remove it
from the brain by uncertain downstream mechanisms

Passive immunization with
anti-Afp antibodies

The antibodies interact with Ap and remowve it from the brain by
uncertain downstream mechanisms

Intravenous pooled
immunoglobulins

May enhance clearance of AP and other harmful proteins from the
brain; may decrease harmful inflammatory processes

Scyllo-inositol

Decreases formation and stability of pathogenic Ap assemblies

Latrepirdine

Prevents mitochondrial dysfunction

Inhibition of receptor for
advanced glycation

end products (RAGE)

Blocks stimulation of the cell-surface receptor RAGE, which binds
AP, decreasing A} levelsin the brain and preventing AR from
activating pathogenic pathways

Stimulation efinsulinsignalling

Prevents hyperglycaemia; may overcome insulin resistance
inthe brain

Selective cestrogen-receptor
modulator

Promotes neuroprotective effects of cestrogen without eliciting
its harmful effects

MNeurotrophicand
neuroprotective agents

Stimulate neurctrophic and antioxidant pathways or pathways
that protect against excitotoxicity

Nature 2009;461:895-7




Cardiovascular risks:
Stroke, HIN, CAD, Hyperlipidemia, Hyperhomocysteinemia,
smoking, Hommone Replacement Therapy

Understimulated Metabolic syndrome:

environment - i Insulin resistance
yion / Cligo : F
Low education, god"f'.- o <L -...r?l?ﬁ’e@f_ Obesily, Diabetes,
Physical inactivity oo = 6" @wwi{]ﬂﬂr} / AQQ%Q\”D/;: Dietary Fat
o \
/R Q%\
2\

_ell Stress:
Pro oxidants,
Metals (Cu?*, 2n?7),
aystermnic infection/
inflammation

Genetic factors:
APO E4

MECHANISMS OF DISEASE

Head injury

Alzheimer’s Disease
N Engl] Med 2010;362:329-44.



Nature 2009;461:908-15



Symptome der Demenz

» Gedachtnisstorung
- Langsam einsetzend, kontinuierlich fortschreitend

» Stimmungsschwankungen

» Verhaltensstorungen

» Lernstorung

» Aphasie, Apraxie, Orientierungsstorung
» Verlust der Urteilsfahigkeit

» Verlust ADL-Funktionen

» Halluzinationen, Agressionen, korperl. Aktivitat 1|,
gestorter Tag-Nacht-Rhythmus




Haufigkeit von Verhaltensstorungen bei

AD
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Haufigkeiten von Verhaltensstorungen
im progredienten Verlauf der AD
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Probleme am Lebensende

80+ Eating problem

Creath

e Febrile episode

Fneumania
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Cumulative Incidence (%)

T | | | | |
] 100 200 300 400 SO0 &0

Days from Baseline

Figure 1. Overall Mortality and the Cumulative Incidences of Pneumonia,
Febrile Episodes, and Eating Problems among Nursing Home Residents
| with Advanced Dementia.

SL Mitchell et al.
NEJM 2009:361:1529-38
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Residents with Symptoms (%)

Months before Death (no. of residents alive during interval)
[1>9-12 (N=67) M >6-9 (N=96) [0 >3-6 (N=128) [ 0-3 (N=177)

Dyspnea Pain Pressure Aspiration Agitation
ulcers

Distressing Symptoms




Decision making

Medical

Nonmedical
Life R I |
Expectancy Priorities Toadls and Approaches Priorities Tools and Approaches
Long Addrass the patient's concems Open-endad questions Lifestyle changes Health educator, CBOs®
(=5 Evidence-based disease management  Guidelines Engage in social and CBOs,® AAAS®
Identify and manage geriatric Tablz 1 wiork activities
conditions Ervironment safety Cecupational therapist,
Preventive services as indicated USPSTF interactive tool ™ and access home maodification
Coordinate care across health care Discharge summaries, e-mail, (eq, driving) companies, home
professionals and settings telephone health agencies
Advance directives (eq, designate Medical association and state forms
DPOAHC) [DPOAHC)
Midl Addrass the patient's concems Open-endad questions Ervironment safaty Home health agencies,
2-5v) Evidence-based disease management  Guidelines and nead for social workers, private
(must expect benefit within ADL and 1ADL care managers
patient’s lifetime) support
Identify and manage geriatric Tablz 1 Engage in social CBOs,® AAAs®
conditions activities (e,
Preventive services as indicated USPSTF interactive tool™ senior citizen
(eq, influenza vaccination) centers)
Coordinate care across health Discharge summaries, e-mall, telephone  |dentify and evaluate Social workers, financial
care professionals and resources plannars
settings (e, social
Advance directives Medical association and state forms sUpport,
(DPOAHC, living will, POLST*) financial)
Short Address the patient's concems and Open-ended questions Living situation Social workers
(=1-<2vy) identify patient goals Caragivers and their Open-ended guestions,

Symptom management

Coordinate care across health care
professionals and settings

Advance directives (eg, POLST fonm)

Falliative care guidelines

Discharge summaries, e-mail,
telephone

Medical association and state forms
(POLST,* DPOAHC)

health, respite care
Engage in social

activities (eq, adult

day care centers)

also se Table

Social workers, CBOs 2
AbAs # hospice
fwhen life expectancy
=06 ma)

Abbreviations: AfAs, Area Agencles on Aging; ADL, actiities of daily Iving; CBOs, community-based organizatiors; DPOAHC, durable power of attorney for heatth care; 1A0L, instru-
mental activities of daily lving; POLST, phivsician orders for life-sustaining treatrment; USFSTF, LS Prevertive Sendces Task Force,
AEvamples of community-basad organizations include Alzheimer's Association chapters, the Brallle Institute, and Lighthouse for the Blind. A list of relevant Web sites is available with the
artizle at hitps/Anean Jame.com.

1O —

Reuben DB. Medical care for the final years of life.
“When you're 83, it"s not going to be 20 years”. JAMA 2009;302:2686-2694.

w.,\ _____ .
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Medical

Life |
Expectancy Priorities Tools and Approaches
Long Address the patient’s concerns Open-anded guestions
(=5vy) Evidence-based disease management  Guidelines
ldentify and manage geriatric Table 1
conditions
Freventive senices as indicated USPSTF interactive tool™
Coordinate care across health care Discharge summaries, e-mail,
professionals and settings elephone
Advance directives (eg, designate Medical association and state forms
DPOAHC) (DPOAHC)
Mid Address the patient’s concerns Open-anded questions
(2-5 y) Evidence-based disease management  Guidelines
(must expect benefit within
patient’s lifetime)
ldentify and manage geriatric Table 1
conditions
FPreventive senices as indicated USPSTF interactive tool'
(eg, influenza vaccination)
Coordinate care across health Discharge summaries, e-mail, telephone
care professionals and
settings
Agvance directives Medical association and state forms
(DPOAHC, living will, POLST*")
Short Address the patient’s concems and Open-anded questions
(<<1-<2 y) identify patient goals

Symptom management

Coordinate care across health care
professionals and sefttings

Advance directives (eg, POLST form)

Falliative care guidelines

Discharge summaries, a-mail,
wlephone

Medical association and state forms
(POLST,* DPOAHC)

e
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DA

Initiative Demenzversorgung
in der Allgemeinmedizin

Hauptergebnisse der Studie - zweite, aktualisierte Auflage

IDA-Studie eroffnet Perspektiven
fur zukunftige Versorgungsforschung

Patienten mit leichter bis mittelschwerer Demenz, zu Hause lebend,
1 Unterstitzerperson, AOK-Patient, HA Teilnehmer an IDA



Aufbau der drei Studienarme
n= 171 109 110 Summe 390

A B EN Arzte 129

- - L]

- H -
Betreuung Betreuung Betreuung
durch den durch den durch den
Hausarzt Hausarzt Hausarzt

fidisdiaddsssddidddddddadaddiianddaediiidaddanann

Studienende nach 2 Jahren oder bei
Heimeintritt des Patienten



Ergebnisse

- Unterstiitzung von Arzten und Angehdrigen zu % positiv
beurteilt

- keine Anderung in der Heimrate

- 15 % der Beratenden nach 2 Jahren in einer
Angehorigengruppe im Vgl. zu 3 % ohne Beratung

- 68 % der Patienten sind welblich

- 70 % der Pflegenden sind weiblich (1/3 Ehefrauen, 60 %
Tochter bzw. Schwiegertochter

- nach 2 Jahren 12 % im Heim
- nach 2 Jahren 20 % verstorben



S3-Leitlinie Demenzen 11/2009
A-Empfehlungen

Apolipoprotein nicht isoliert bestimmen

cCT / cMRT zur Differentialdiagnostik

PET / SPECT — Spezialfragestellungen
Wenn AChE-Hemmer - dann hochste Dosis
Kein Memantin bei leichter Demenz

Kein Ginkgo / Vitamin E / NSAR / Nootropika

Antipsychotika: CAVE Morbiditat / Mortalitat / -
Dosis / Zeitdauer / Monitoring

Risperidon > Haloperidol bel Agitation
Melatonin nicht wirksam



Nationale Versorgungsleitlinie Demenz

e Gestartet 23.02.2010
* Projektende geschatzt Ende 2011
 Real ca. Sommer 2012



Zusammenfassung

Empfehlungen fur ein Altern mit Demenz

0 N OO 0 A ON -

. Korperliche Aktivitat ++

. Geistige Aktivitat +

. Gesunde Ernahrung ?

. Soziale Beziehungen ++ (+ Umgebung)

. Krisenmanagement ++

. CV-Risikofaktoren (RR, AF, ASS, Chol. ?)
. Moderater Alkoholkonsum ?

. Positive Lebenseinstellung ?



