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OVVERO

...the ol’ times are rolling

BUT the new times are coming

J. Lee Hooker, 1989



Dementia is the clinical syndrome
characterised by acquired losses of
cognitive and emotional abilities
severe enough to interfere with daily
functioning and the quality of life.

DS Geldmacher, PJ Whitehouse
N Engl J Med, 335:330-336, 1996



Definizione di demenza - XX secolo

Sindrome clinica caratterizzata da perdita delle
funzioni cognitive, di entita tale da interferire con
le usuali attivita sociali e lavorative

Sono presenti anche sintomi non cognitivi (sfera
della personalita, affettivita, ideazione e
percezione, funzioni vegetative, comportamento)

La natura progressiva non e’ costante, potendo
realizzarsi anche in forma statica o regressiva

Cause molteplici



CRITERI DIAGNOSTICI DI DEMENZA SECONDO IL DSM IV

A. Presenza di deficit cognitivi multipli caratterizzati da:

(1)
(2)
(@)
(b)
()

©)

compromissione mnesica (deficit delle abilita ad apprendere nuove
informazioni, oppure a richiamare informazioni apprese in precedenza)

uno (o piu) dei seguenti deficit cognitivi:
afasia (disturbi del linguaggio)

aprassia (incapacita ad eseguire attivita motorie nonostante l'integrita della
comprensione e della motricita)

agnosia (incapacita a riconoscere o identificare oggetti in assenza di deficit
sensoriali)

Deficit del pensiero astratto e delle capacita di critica (pianificare,
organizzare, fare ragionamenti astratti)

B. I deficit cognitivi dei criteri Al e A2 interferiscono significativamente nel

lavoro, nelle attivita sociali o nelle relazioni con gli altri, con un
peggioramento significativo rispetto al precedente livello funzionale

C. I deficit non si manifestano esclusivamente durante un delirium



CRITERI PER LA DIAGNOSI DI DEMENZA DI TIPO ALZHEIMER (DSM 1V)

A. Criteri per la diagnosi di demenza

B. Il decorso e caratterizzato da un esordio graduale e da una progressiva
evoluzione del deterioramento cognitivo

C. | deficit cognitivi del criterio A non sono dovuti alla seguenti condizioni:

(1) altre malattie del sistema nervoso centrale che provocano
deficit progressivi della memoria e delle funzioni cognitive
(malattie cerebrovascolari, M. di Parkinson, corea di
Huntington, ematoma subdurale, idrocefalo normoteso,
tumori cerebrali)

(2) malattie sistemiche cheéo_os_son_o provocare demenza
(ipotiroidismo, carenza di vitamina B12 o di acido folico,
deficit di niacina, ipercalcemia, neurolue, infezione da HIV)

(3) condizioni di tossicodipendenza

D. Il disturbo cognitivo non e sostenuto da altre condizioni dell'Asse | (per es.
depressione maggiore, schizofrenia)

Sulla base delle modalita di insorgenza e delle caratteristiche cliniche
predominanti si distinguono le seguenti forme:

a. Ad esordio precoce (<65 anni)
b. Ad esordio tardivo (> 65 anni)

Associata a disturbi comportamentali (deliri, allucinazioni, ansia, depressione,
irritabilita’, agitazione psicomotoria, affaccendamento, euforia,
disinibizione, alterazioni del sonno e dell’appetito)



CRITERI CLINICI (NINCDS-ADRDA) PER LA DIAGNOSI DI MALATTIA DI ALZHEIMER
(McKhann G. et al, Neurology 1984;34:939 939-44)

Malattia di Alzheimer probabile:

edemenza stabilita dall'esame clinico e documentata da MMSE, dalla Blessed Dementia Scale o
da esami simili, e con la conferma di test neuropsicologici.

sdeficit di 2 o piu aree cognitive.

speggioramento progressivo della memoria e di altre funzioni cognitive.
sassenza di disturbi di coscienza.

sesordio trai 40 e i 90 anni, piu spesso dopo i 65.

sassenza di patologie sistemiche o di altre malattie cerebrali responsabili di deficit cognitivi e
mnesici di tipo progressivo.

La diagnosi di AD probabile € supportata da:

sdeterioramento progressivo di funzioni cognitive specifiche quali il linguaggio (afasia), la
gestualita(aprassia), la percezione (agnosia).

scompromissione delle attivita quotidiane ed alterate caratteristiche di comportamento.

sfamiliarita/positiva per analoghi disturbi, soprattutto se confermati neuropatologicamente.



CRITERI CLINICI (NINCDS NINCDS-ADRDA) PER LA DIAGNOSI DI MALATTIA DI
ALZHEIMER (McKhann G. et al, Neurology 1984;34:939 939-44)

econferme strumentali di: normalita dei reperti liquorali standard, EEG normale o aspecifico,
come aumento dell'attivita lenta, atrofia cerebrale alla TAC con progressione documentata dopo
ripetute osservazioni.

Altre caratteristiche cliniche compatibili con la diagnosi di AD probabile, dopo aver escluso altre
cause di demenza:

splateau nella progressione della malattia

esintomi associati quali depressione, insonnia, disturbi di personalita, incontinenza sfinterica,
reazioni verbali emotive o fisiche di tipo catastrofico. disturbi sessuali, calo ponderale.

saltre anomalie neurologiche. soprattutto nei casi con malattia in fase avanzata, comprendenti
segni motori quali ipertono, mioclonie, disturbi della marcia.

crisi epilettiche in fase avanzata di malattia.

*TAC normale per I' eta.

Caratteristiche che rendono la diagnosi di AD probabile incerta:
sesordio acuto.

spresenza di segni neurologici focali nelle fasi precoci di malattia.

edisturbi della marcia all'esordio o in fase iniziale.



CRITERI CLINICI (NINCDS NINCDS-ADRDA) PER LA DIAGNOSI DI MALATTIA DI
ALZHEIMER (McKhann G. et al, Neurology 1984;34:939 939-44)

Malattia di Alzheimer possibile:

esindrome demenziale in assenza di disturbi neurologici, psichiatrici o sistemici in
grado di causare demenza e in presenza di variazioni nell'esordio, nella
presentazione o nel decorso clinico.

spresenza di una patologia neurologica o sistemica concomitante sufficiente a
produrre demenza, ma non considerata la vera causa della demenza. (coesistono
altre patologie oltre la dementigena)

sdovrebbe essere utilizzata nella ricerca quando un deficit cognitivo isolato,
progressivo e grave, sia evidenziabile in assenza di altre cause identificabili.

Malattia di Alzheimer certa:
spresenza dei criteri clinici per la diagnosi di AD probabile ed evidenza

neuropatologica autoptica.



NINDS-AIREN CRITERIA FOR VASCULAR DEMENTIA (VD)

DEFINITE VD:

* CLINICAL CRITERIA FOR PROBABLE VD

*« HISTOPATHOLOGIC EVIDENCE OF CVD

« ABSENCE OF NFT AND NP EXCEEDING THOSE EXPECTED FOR AGE

* ABSENCE OF OTHER CLINICAL OR PATHOLOGIC DEMENTING DISORDERS

PROBABLE VD:
« DEMENTIA
« CVD DEFINED BY FOCAL SIGNS AND CT OR MRI EVIDENCE OF SINGLE
STRATEGIC OR MULTIPLE INFARCTS, AS WELL MULTI PLE LACUNES OR
EXTENSIVE PERIVENTRICULAR WHITE MATTER LESIONS
« A RELATIONSHIP BETWEEN THE ABOVE TWO DISORDERS INFERRED BY:
ONSET OF DEMENTIA WITHIN 3 MONTHS OF A RECOGNIZED STROKE
ABRUPT DETERIORATION OR FLUCTUATING STEPWISE PROGRESSION
OF COGNITIVE DEFICITS.

POSSIBLE VD:

* DEMENTIA

* FOCAL SIGNS WITHOUT NEUROIMAGING EVIDENCE OF CVD

* ABSENCE OF CLEAR TEMPORAL STROKE-DEMENTIA RELATIONSHIP

AD with CVD:

PATIENTS FULFILLING CLINICAL CRITERIA FOR AD WITH CLINICAL OR
BRAIN IMAGING EVIDENCE OF RELEVANT CVD

(AVOID THE TERM MIXED DEMENTIA)



Il quadro sintomatologico della demenza:
| sintomi non cognitivi (tardivi)

Psicosi (deliri paranoidel, strutturati o misidentificazioni; allucinazioni)
Alterazioni dell'umore (depressione, euforia, labilita emotiva)

Ansia

Sintomi neurovegetativi (alterazioni del ritmo sonno-veglia, dell'appetito, del
comportamento sessuale)

Disturbi dell'attivita psicomotoria (vagabondaggio, affaccendamento
afinalistico, acatisia)

Agitazione (aggressivita verbale o fisica, vocalizzazione persistente)
Alterazioni della personalita (indifferenza, apatia, disinibizione, irritabilita)
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Behavioral syndromes in Alzheimer's disease:
description and correlates.

Frisoni GB, Rozzini L, Gozzetti A, Binetti G, Zanetti O, Bianchetti A, Trabucchi M, Cummings JL
Dement Geriatr Cogn Disord 1999 Mar-Apr;10(2):130-8

... alcune combinazioni di disturbi comportamentali possono
verificarsi assieme e possono rappresentare delle sindromi

separate e definibili. Questo suggerisce una possibile separata
eziologia.
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‘Temporal lobe asymmetry 1n patients with
Alzheimer’s disease with delusions

Cristing Geroldi, Nabil Maalikjy Akkawi, Samantha Gallue, ManaChiara Ubezio,
Cruliana Hineti, Orazo Saneil, Marco | rabacchi, Giovanme B bresomi

Conclusions—Predominantly right in-
volvement of the medial temporal lobe
might be a determinant of paranoid delu-

sions in the mild stages of Alzheimer’s
disease.

('F Neurol Neurosurg Psychiatry 2000;69:187-191)




Premorbid personality and behavioral and psychological symptoms in

probable Alzheimer disease.
Archer N, Brown RG, Reeves SJ, Boothby H, Nicholas H, Foy C, Williams J, Lovestone S Am J
Geriatr Psychiatry. 2007; 15:202-13

OBJECTIVES: Previous research investigating the influence of premorbid personality on
behavioral and psychological symptoms in dementia (BPSD) has produced mixed findings.

To investigate whether some of the common individual symptoms of BPSD (depression,
anxiety, irritability, and aggression) were associated with key aspects of previous personality
(neuroticism and agreeableness);

METHODS: 208 patients with a diagnosis of probable Alzheimer disease were assessed for the
presence of BPSD over the disease course using NPI. One or two knowledgeable informants
rated patients' midlife personalities using a retrospective version of the NEO-FFI
guestionnaire.

RESULTS: Premorbid neuroticism was correlated with anxiety and total NPI score, although
not with depression.

Premorbid agreeableness was negatively correlated with agitation and irritability. Principal
components analysis of the 10 NPI behavioral domains identified three syndromes:
"agitation/apathy,"” "psychosis," and "affect." In stepwise linear regression analyses, including
personality domains from the Five-Factor Model and a range of potential confounders as
independent variables; the only significant personality predictor of a behavioral syndrome was
"agitation/apathy," predicted by lower premorbid agreeableness.

CONCLUSION: Lower premorbid agreeableness is associated with agitation and irritability
symptoms and also predicts an "agitation/apathy" syndrome. The relationship between
premorbid neuroticism and BPSD is less straightforward, and premorbid neuroticism does not
appear to be associated with depression or predict an "affect" syndrome.
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BPSD: markers tardivi?

29% of family informants of AD parients failed to
recognize a relatives’ memory problem.

Where memory problems were recognised, only
39% received medical evaluation.

In univariate analysis, recognition by relatives was
associated with higher BPSD, greater functional
Impairment and greater cognitive impairment.

Eustace, et |. BPSD triggers recognition of dementia by family informants
Int J Ger Psych 2007;22:574-579. 17
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Il deficit cognitivo in AD e le sue
conseguenze funzionali:

» Deficit MNESICO

e Deficit di LINGUAGGIO

e Deficit del’ATTENZIONE

e Deficit della funzione VISUOSPAZIALE
» Deficit delle funzioni ESECUTIVE

19



Deficit cognitivo nella Malattia di Alzheimer

« AMNESIA (short term memory): ridotta capacita di ricordare
azioni gia eseguite, informazioni ricevute.

* ORIENTAMENTO SPAZIALE: difficolta nei compiti visuo-
costruttivi, anche in ambienti piu familiari.

« ORIENTAMENTO TEMPORALE: difficile collocazione nel
tempo (mattino-pomeriggio-notte).

 AFASIA: diminuita capacita di esprimere, comprendere,
chiedere informazioni, denominare.

20



Deficit cognitivo nella Malattia di Alzheimer

« APRASSIA: ridotta abilita nella programmazione delle attivita
(cura del sé e delllambiente).

« AGNOSIA: ridotta abilita nell'identificazione delle cose
(persone, oggetti, immagini).

 CRITICA E GIUDIZIO: difficoltosa soluzione di problemi
semplici e complessi, anche nelle attivita intra-domiciliari.

e ATTENZIONE: minore abilita di mantenere la concentrazione -
breve o0 sostenuta- su uno stimolo.

21



ORIENTATION

...Spatial deterioration reflects the impaired
linking of landmarks and routes (spatial
cognition) more than memory impairment...

Spatial deterioration in AD: the remembrance of things passed

Monacelli AM, et al. Neurology 2003;61:1491-7

Spatial recognition and spatial order memory in AD patients

Adelstein TB, et al. Neuropsychologia 1992;30:59-67
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ORIENTATION

..We suggest that a specific impairment in
locating objects relative to the environment
rather than relative to the perceived viewpoint
underlies the topographical disorientation..

Impaired allocentric spatial memory
underlying topographical disorientation
Burgess N, et al. Rev Neurosci 2006;17:239-51
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EXECUTIVE FUNCTIONS

...Executive-function deficits are mostly reported,
together with working memory and visuospatial
dysfunction, two areas that rely heavily on executive
skills.

Early cognitive changes and behavioral abnormalities in AD
Levin BE, et al. Adv Neurol 2005;96:84-94
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VISUOSPATIAL FUNCTIONS

We suggest that the integration of eye and hand
Information may be impaired in AD patients

Visuomotor integration is impaired in early stage AD

Tippett WJ, et al. Brain Res 2006;1102:92-102

Empirical evidence suggest that the functional level of
AD patients Is favorably affected by enriching the
environment with specific use of color and light.

The use of color in the environment of the elderly to enhance function

Cooper BA, et al. Clin Geriatr Med 1986;2:151-63
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AMBIENTE e Demenza

Ogni singolo deficit cognitivo, ma soprattutto la sua
combinazione con gli altri deficit cognitivi, determina
una limitazione che a sua volta comporta un handicap
nell’esecuzione delle attivita quotidiane.

Zanetti O, et al , 2005
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HANDICAP

Cognitive impairment, visual loss, and decreased mobility
may make difficult for older patients to use a hospital call
bell when they need help.

A low percentage (30%) of hospitalized elderly patients was
able to use their call bell.

50% of AD patients was not aware of their hospital call bell.

Ability of hospitalized older adults to use their call bell:
a pilot study in a tertiary care teaching hospital
Duffy S, et al. Aging Clin Exp Res 2005;17:390-3
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La valutazione cognitiva e funzionale

Aumentare la soglia di sensibilita:

-valutare (anche anamnesticamente) le AADL

-valutare le capacita decisionali vitali

Per riconoscere livelli precoci o preclinici di
malattia

28
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C. Task Specific Legal Definitions

Testamentary Capacity requires that the client:

(1) Understand the nature of the act of making
a will.

(2) Have a general understanding of the nature
and extent of his or her property.

(3) Have a general recognition of those persons
who were "the natural objects of his bounty."

(4) Understand the distribution scheme.
(5) Appreciate all of the above elements Iin
relation to each other.

38 AMJUR POF 3d 227 0



Contractual Capacity

The test of mental capacity to contract iIs
whether the person in question possesses
sufficient mind to understand, in a
reasonable manner, the nature, extent,
character, and effect of the particular
transaction in which she is engaged

Butler v. Harrison 578 A.2d 1098, *1100 (D.C.,1990)
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Contractual Capacity

B Courts generally assess the party’s ability to understand the
nature and effect of the act and the business being
transacted

B Accordingly, if the act or business being transacted is highly
complicated, a higher level of understanding may be needed
to understand its nature and effect, in contrast to a very
simple contractual arrangement.

Walsh, A., et al., Mental Capacity: Legal & Medical Aspects of
Assessment & Treatment, 2d ed. (1994)

32



Donative Capacity

Degree of capacity required to make a gift or
conveyance Is less than that required for the
conduct of ordinary business. However, the
capacity required to make a gift may be held
greater than that required for testamentary

purposes because a gift operates in the present....

The requisite capacity to make a gift is "an intelligent
perception and understanding of the dispositions
made of property and the persons and objects one
desires shall be the recipients of one's bounty.”

62 AMJUR POF 3d 197
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Incapacity to Make a Healthcare Decision

D.C. Code

"Incapacitated individual" means an adult individual who
lacks sufficient mental capacity to appreciate the nature
and implications of a health-care decision, make a choice
regarding the alternatives presented or communicate that
choice in an unambiguous manner.

DC ST § 21-2202 (5)

Uniform Health Care Decisions Act:

“Capacity” means an individual’s ability to understand the
significant benefits, risks, and alternatives to proposed
health care and to make and communicate a health-care
decision.
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Effect of Divided Attention on Gait in
Subjects With and Without Cognitive
Impairment

Anna F. Pettersson, RPT, MSc, Elisabeth Olsson, RPT, PhD, and Lars-Olof Wahlund, MD, PhD

ABSTRACT

The aim of this study was to investigate the influence of cognition on motor function using 2 simple everyday tasks,
talking and walking, in vounger subjects with Alzheimer’s disease and mild cognitive impairment. A second aim was
to evaluate reliability for the dual-task test Talking While Walking. Walking speed during single and dual task and
time change between single and dual task were compared between groups. The test procedure was repeated after 1
week. Subjects with AD had lower walking speed and greater time change between single and dual task compared
with healthy controls. Reliability for Talking While Walking was verv good. The results show that motor function in
combination with a cognitive task, as well as motor function alone, influences subjects with Alzheimer’s disease in a
negative way and that decreased walking speed during single- and dual-task performance may be an early symptom
in Alzheimer’s disease. (J Geriatr Psychiatry Neurol 2007;20:58-62)



Attention and Memory in the
Preclinical Stage of Dementia

Maria Caterina Silveri, MD, Giada Reali, PhD, Carina Jenner, PhD, and Maria Puopolo, PhD

ABSTRACT

The aim of this study was to investigate whether attention may be specifically impaired in Alzheimer’s disease from
the early stages of the disease. Subgroups of patients with different types of mild cognitive impairment were selected
according to standard criteria. Patients and controls were given tasks exploring various subcomponents of attention
and executive functions. Only subgroups of mild cognitive impairment characterized by memory disorders obtained
lower scores than controls on attention and executive tasks. On the basis of the scores obtained on the Clinical
Dementia Rating at the 1-vear follow-up, patients were redistributed into 2 groups: those who developed and those
who did not develop dementia. Patients who presented evolution to dementia already had, at baseline, lower scores
than patients who did not evolve on tasks exploring attention and executive functions. The results suggest that not
only memory disorders but also attention/executive deficits may characterize dementia at the onset. (J Geriatr
Psychiatry Neurol 2007;20:67-75)




Conversion to Dementia From
Questionable Dementia in an

Ethnic Chinese Population

Hsiu-Chih Liu, MD, Pei-Ning Wang, MD, Hsiao-Chien Wang, MS, Ker-Neng Lin, PhD,
Chen-Jee Hong, MD, Chia-Yih Liu, MD, and Ping-Huang Tsai, MD

ABSTRACT

We investigated the conversion rate and the rigk factors for conversion to dementia from questionable dementia in 124
ethnic Chinese subjects with questionable dementia at a memory clinic of a university hospital. They were evaluated
annually based on cognitive testing, the clinical dementia rating scale, and a psychiatrist’s interview for depression and
anxiety. Apolipoprotein E genotyping was performed on 111 of these questionable dementia subjects. All subjects were
evaluated at least twice during the follow-up period of 20.4 + 12.4 months. During that period, 42 questionable demen-
tia subjects were diagnosed as having Alzheimer’s disease, with an annual conversion rate to dementia of 19.9%.
Compared with the 82 nonconverters, the 42 converters were significantly older, had lower cognitive, depression, and
anxiety scores, and a higher frequency of the apolipoprotein E €4 allele. Cox regression analysis revealed that the
Alzheimer’s disease converters had lower scores for orientation, short-term memory, and anxiety, and a higher fre-
quency of the apolipoprotein E €4 allele than the nonconverters. (J Geriatr Psychiatry Neurol 2007;20:76-83)



Validity of the Cambridge Cognitive
Examination-Revised New Executive
Function Scores in the Diagnosis of

Dementia: Some Early Findings

Jeremia Heinik, MD, and Isaac Solomesh, MD

ABSTRACT

The Cambridge Cognitive Examination—Revised introduces 2 new executive items (Ideational Fluency and Visual
Reasoning), which separately or combined with 2 executive items in the former version (word list generation and sim-
ilarities) might constitute an Executive Function Score (EFS). The authors studied the validity of these new EFSs in
51 demented (dementia of the Alzheimer’s type, vascular dementia) and nondemented individuals (depressives and
normals). The new EFSs were found valid to accurately differentiate between demented and nondemented subjects;
however, they were considerably less so when specific diagnoses were considered. Correlations between the variously
combined executive scores and the cognitive scales and subscales studied were prevalently low to moderate, and
ranged from high and significant to low and nonsignificant when the 4 executive items were correlated to each other.
The ability of the executive scores to discriminate demented from nondemented individuals was lower compared with
the Cambridge Cognitive Examination—Revised scores. EFS was found internally consistent. (J Geriatr Psychiatry
Neurol 2007:20:22-28)
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Inquadramento clinico (2 steps)

Quando la persona arriva in ambulatorio o in
reparto, capire:

1. Se e affetto da demenza (sindrome)

2. Se e affetto da altre forme di demenza, o da
Alzheimer (eziologia)

40



Inquadramento clinico

ERGO:

La diagnosi di demenza e una
diagnosi di Inclusione (criteri definiti)

La diagnosi di Alzheimer e finora una
diagnosi di esclusione

41



Inquadramento clinico

La raccolta anamnestica
(% prevalente della diagnosi):

Anamnesi cognitiva

Anamnesi patologica remota e prossima
Anamnesi psichiatrica

Anamnesi farmacologica

42



Anamnesi cognitiva
Cosa chiedere al malato
Cosa chiedere al familiare

Tempo di insorgenza. Modalita di evoluzione,
cambiamenti sociali e psicologico, BPSD,
conseguenze funzionali

Adattare I'anamnesi in base alla:

Scolarita (istruzione) del paziente e del familiare
Grado di complessita lavorativo-sociale della persona
(Piu in alto sale, piu forte e Il tonfo che fa cadendo...)
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History

family history (of dementia or stroke in particular)
socio-economic conditions, informal and formal network
stroke risk factors

pre-existing medical, neurological, and psychiatric illness
specific cognitive and behavioral changes in the patient
their evolution over time

prescription drugs

the history should be obtained from others informant than patients itself

44



La valutazione cognitiva

- Informale

Il colloquio con la persona malata
oggettiva non verbale: il segno del collo
verbale: orientamento, memoria, critica,
linguaggio, prassia

-  Formale: test NPS

45



Social Cognition: An Early Impairment in Dementia
of the Alzheimer Type

Claire-Marie Verdon, MD* Philippe Fossati, MD, PhD,*1 Marc Verny, MD, PhD,}
Beneédicte Dieudonné, [ Laurent Teillet, MD, PhD,§ and Jacqueline Nadel, PhD*

46



Objective: A core component of social functioning i1s the
capacity to attribute mental states to others and to understand
intention as psychologic cause. The hypothesis of this study was

that dementia of the Alzheimer tyvpe (DAT) patients show an
impaired understanding of pswvchologic cause although they
remain able to understand physical causality.

Methods: To test this hypothesis, 20 elderly adults with DAT, 20
healthy age-matched controls, and 20 healthy voung adults were
presented a cartoon task requiring them to process physical or
psychologic cause of events.

Results: Patients with DAT at onset scored significantly lower
than controls when they had to reason about psychologic
causation. while they did not differ for reasoning about phyvsical
causation. Consistent with these results, patients with DAT
showed significantly lower scores in psychologic reasoning as
compared with their scores for physical causality. Instead yvoung
and elderly healthy adults scored similarly for the 2 types of
causality and the 2 groups did not differ in their scores. These
results suggest that impaired understanding of intention in
others may be considered as an early socio-cognitive index of
onset of DAT. A post hoc division of the group of patients with
DAT into 2 subgroups according to Mini Mental State (MMNMS)
scores showed that the group with the more severe MMS scores
not only had lower scores for psychologic causality but also
showed impairment in reasoning about physical causality
involving persons. Physical causality involving objects remained
relatively preserved.

Conclusions: The remarkable deficit in attribution of intention in
our patients with DAT at onset and the following deterioration
of their performance in reasoning about physical causality with
persons may reflect progressive dysfunction of the superior
temporal sulcus in Alzheimer disease.

Kev Words: dementia of the Alzheimer tvpe, intentionality,
social cognition, theory of mind

(Alzheimer Dis Assoc Disord 2007:21:25-30)




Romano Prodi e il papa di
Silvio Berlusconi?
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Esami strumentall

Tuttl | pazienti

B Emocromo

B Test di laboratorio:
glucosio, elettroliti,
calcio, azotemia,
creatinina, enzimi
epatici
TSH
Vitamina B12

B Neuroimaging:
RMN o TC

Maggior parte
deil pazienti

B Test
neuropsicologici
di
approfondimento

Alcuni pazienti

EEG

Puntura lombare
HIV

PET o SPECT
RPR/VDRL
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Diagnosi per esclusione

Diagnosi differenziale:

B delirium, depressione
B altre demenze
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Differenziazione del delirium dalla DA

Delirium

Improvvisa (eventuale data

precisa): da giorni a settimane

Insorgenza

AD

B Graduale: da mesi ad anni

B Usualmente si Reversibile? B Generalmente no: declino
progressivo

B Precoce e pronunciato Disorientamento | W  Sj verifica tardi nella malattia
(da mesi ad anni)

B Obnubilata, variabile Coscienza B Usualmente non
compromessa

O Intervallo di : :
B Straordinariamente breve _
ST B Non particolarmente ridotto
M Straordinariamente iperattivo Variazioni B Siverificano tardi

0 Ipoattivo

psicomotorie
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Differenziazione della depressione dalla DA

Depressione AD
B Improvvisa (eventuale data Insorgenza B Graduale: da mesi ad anni
precisa): da giorni a settimane
B Usualmente si Reversibile? B Generalmente no: declino
progressivo
B Variabile Disorientamento | ®m  S;j verifica tardi nella malattia

(da mesi ad anni)

B Variabile Coscienza B Usualmente non
compromessa
Intervallo di : :
B Normale .
attenzione B Non particolarmente ridotto
B [perattivo o ipoattivo Variazioni B Sjverificano tardi

psicomotorie

(Greeenwad 1995; Royall 1997; Raskind 1998)s2



Decorso clinico e anamnesi

Pseudodemenza

Familiari sempre consapevoli
della disfunzione e della sua
gravita

Esordio datato con precisione

Sintomi di breve durata prima
della richiesta di aiuto medico

Rapida progressione del
sintomi

Freguente anamnesi
psichiatrica positiva

Demenza

Familiari spesso
iInconsapevoli

Esordio imprecisato (solo
entro larghi limiti)

Sintomi di lunga durata
prima della richiesta di aiuto
medico

Lenta progressione dei
sintomi

Infrequente anamnesi
psichiatrica positiva

(Pancheri P, 2000) =



Depressive symptoms:
Associated with AD or preclinical AD?

..we conclude that conversion rate from
MCI to DSM IV AD was 21% over three
years. And that the occurrence of
depressive symptoms may constitute a
predictor for progression to AD.

Gabryelewicz, T. The rate of conversion of MCI to dementia:
predicitive role of depression. Int J Ger Psych 2007;22:563-567.
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Abstract

We developed prediction rules to guide the clinical diagnosis of Alzheimer’s disease
(AD) in two community-based cohort studies (the Religious Orders Study and the
Rush Memory and Aging Project).

Autopsies were performed at death and the pathologic diagnosis of AD made with a
modified version of the Consortium to Establish a Registry for Alzheimer’s Disease
(CERAD) criteria.

We compared the positive predictive value of the clinical diagnosis in the two
community based studies to the positive predictive value of the clinical diagnosis of
AD made by standard clinical practice in a clinicbased cohort study using AD
pathology as the gold standard.

The clinical diagnosis of AD can be made in community-based studies without the
use of informant interviews, neuroimaging, blood work or routine case conferencing.
This approach holds promise for reducing the operational costs of epidemiologic
studies of aging and AD.



The decision rules were implemented in multi-step process:

(1) History of cognitive decline was based on a structured
Interview with the participant. We previously reported that
self-report cognitive decline identified by this interview is
related to AD pathology.

(2) We developed cutoff scores for 11 commonly used tests,
adjusted them for 4 educational strata and used an
algorithm to convert the impairment ratings for the 11 tests
Into Impairment ratings in 5 areas of cognition (orientation,
attention, memory, language and visuospatial ability) as
previously described (Bennett et al.)
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3) A neuropsychologist, without access to subject age,
gender and race, reviewed the impairment ratings, the
remaining cognitive test results, education, occupation,
sensory and motor deficits, effort and comments from the
neuropsychological test technician regarding protocol
deviation (e.g. participant blind and test not administered)
and rendered a clinical judgment (i.e. agreed or disagreed
with the computer-generated impairment rating) regarding
the presence of impairment in each area of cognition.

Impairment in 1 or 2 areas was consistent with single- or
multiple-domain mild cognitive impairment , and impairment
In 3-5 areas was consistent with dementia. When 2 areas of
Impairment were present, the neuropsychologist rendered an
opinion regarding the presence of dementia.
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(4) A clinician (neurologist, geriatrician or geriatric nurse
practitioner) reviewed all available data and examined the
participant and entered selected data into a computer,
Including (a) history of cognitive decline, (b) the
neuropsychologist’s judgment of the number of impaired
domains and the presence of memory impairment and (c) a
clinical judgment regarding meaningful cognitive decline.

An actuarial decision tree generated a clinical diagnosis of
dementia and AD based on NINCDS/ADRDA criteria. The
clinician was then offered an opportunity to override the
actuarial decision. Similar procedures were used for
dementia related to stroke, Parkinson’s and Lewy body
disease, and depression. Other conditions (e.qg.
frontotemporal dementia) were made by strict clinical
ijudament. 59



Of 306 clinic cases with probable AD, 286 (93.5%) met
CERAD neuropathologic criteria for AD; the results were
comparable for those with possible AD (51 of 54, 94.4%). Of
141 study subjects with probable AD, 130 (92.2%) met
CERAD neuropathologic criteria for AD; the results were
lower but acceptable for those with possible AD (26 of 37,
70.3%). The results were similar in secondary analyses
using alternate neuropathologic criteria for AD.

The clinical diagnosis of AD can be made in community-
based studies without the use of informant interviews,
neuroimaging, blood work or routine case conferencing.
This approach holds promise for reducing the operational
costs of epidemiologic studies of aging and AD.
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Special Article Neurology 2001;56:1143-1153

CME Practice parameter:
Diagnosis of dementia
(an evidence-based review)

Report of the Quality Standards Subcommittee of the
American Academy of Neurology

D.S. Knopman, MD; S.T. DeKoskv, MD; J.L.. Cummings, MD; H. Chui, MD; J. Corey—Bloom, MD, PhD;
N. Relkin, MD, PhD; G.W. Small, MD:; B. Miller, MD; and J.C. Stevens, MD




Article abstract—Objective: To update the 1994 practice parameter for the diagnosis of dementia in the elderly.
Background: The AAN previously published a practice parameter on dementia in 1994. New research and clinical
developments warrant an update of some aspects of diagnosis. Methods: Studies published in English from 1985 through
1999 were identified that addressed four questions: 1) Are the current criteria for the diagnosis of dementia reliable? 2)
Are the current diagnostic criteria able to establish a diagnosis for the prevalent dementias in the elderly? 3) Do
laboratory tests improve the accuracy of the clinical diagnosis of dementing illness? 4) What comorbidities should be
evaluated in elderly patients undergoing an initial assessment for dementia? Recommendations: Based on evidence in the
literature, the following recommendations are made. 1) The DSM-III-R definition of dementia is reliable and should be
used (Guideline). 2) The National Institute of Neurologic, Communicative Disorders and Stroke—AD and Related Disor-
ders Association (NINCDS-ADRDA) or the Diagnostic and Statistical Manual, 3rd edition, revised (DSM-IIIR) diagnostic
criteria for AD and clinical criteria for Creutzfeldt—Jakob disease (CJD) have sufficient reliability and validity and should
be used (Guideline). Diagnostic criteria for vascular dementia, dementia with Lewy bodies, and frontotemporal dementia
may be of use in clinical practice (Option) but have imperfect reliability and validity. 3) Structural neuroimaging with
either a noncontrast CT or MR scan in the initial evaluation of patients with dementia is appropriate. Because of
insufficient data on validity, no other imaging procedure is recommended (Guideline). There are currently no genetic
markers recommended for routine diagnostic purpoges (Guideline). The CSF 14-3-3 protein is useful for confirming or
rejecting the diagnosiz of CJD (Guideline). 4) Screening for depression, B,, deficiency, and hypothyroidism should be
performed (Guideline). Screening for syphilis in patients with dementia is not justified unless clinical suspicion for
neurosyphilis is present (Guideline). Conclusions: Diagnostic criteria for dementia have improved since the 1994 practice
parameter. Further research is needed to improve clinical definitions of dementia and its subtypes, as well as to determine
the utility of various instruments of neuroimaging, biomarkers, and genetic testing in increasing diagnostic accuracy.

NEUROLOGY 2001;56:1143-1153




PRACTICE PARAMETER: DIAGNOSIS OF DEMENTIA

B¢E AMERICAN ACADEMY OF
NEUROLOGY

* The clinical criteria for AD are reliable (DSM-IIIR

definition; NINCDS-ADRDA and DSM-IV diagnostic — Linear or volumetric MR or CT measurement
criteria) strategies

* Vascular dementia, dementia with Lewy Bodies and - SPECT )
fronto-temporal dementia should be excluded, but the — Genetic testing for DLB or CJD
current diagnostic criteria for those diseases are imperfect. — APOE genotyping for AD

* Structural neuroimaging is appropriate to detect lesions — EEG
which may result in cognitive impairment. — Lumbar puncture (unless presence of metastatic

» The CSF-14-3-3 protein is useful when CJD is suspected cancer, suspicion of CNS infection, reactive serum
and recent stroke or viral encephalitis can be excluded. syphilis serology, hydrocephalus, age under 55,

* Evidence supports the following tests in the routine

evaluation of the demented patient: I"clpld"y Progressive or unusual dementia, immuno

— Complete blood cell count - Serum electrolytes supression, or suspicion of CNS vasculitis)
— Glucose | - BUN/creatinine * At this time, there is not enough evidence to support or
— Depression screening ~ Serum B12 levels refute the use of the following tests:
— Thyroid function tests — Liver function tests PET |
* Evidence indicates the following tests should not be _ Genetic markers for AD not listed above
included in the routine evaluation of the demented '

patient — CSF or other hiomarkers for AD

— Screening for syphilis (unless patient has a specific — Tau mutations in patients with FTD
risk factor, e.g., living in a high-incidence region| — AD gene mutations in patients with FTD



THE AMERICAN GERIATRICS SOCIETY

Dedicated to the Health of Older Americans

Diagnosis of dementia
The DSM-IIIR definition of dementia, which is identical to the DSM-1V definition, is reliable and should be used routinely
(Guideline).

Criteria for establishing the diagnosis of prevalent dementing illnesses

*The NINCDS-ADRDA criteria for the diagnosis of probable AD or DSM-IIIR criteria for DAT should be routinely used
(Guideline).

*The Hachinski Ischemic Index may be of use in the diagnosis of cerebral vascular disease in dementia (Practice Option).
*The consortium for Dementia with Lewy-bodies diagnostic criteria may be of use in clinical practice (Practice Option).

*The Consensus diagnostic criteria for frontotemporal dementia may be of use in clinical practice (Practice Option).
Clinical criteria for Creutzfeldt-Jakob disease should be used in rapidly progressive dementia syndromes (Guideline).
Structural neuroimaging for the differential diagnosis of dementing iliness

Structural neuroimaging with either a noncontrast CT or MR scan in the routine initial evaluation of patients with dementia is
appropriate (Guideline).

eLinear or volumetric MR or CT measurement strategies for the diagnosis of AD are not recommended (Guideline).
Functional imaging for the differential diagnosis of dementing iliness

*SPECT cannot be recommended for routine use in either initial or differential diagnosis (Guideline).

*PET imaging is not recommended for routine use in the diagnosis of dementia (Guideline).

Genetic biomarkers for counseling patients with dementia or their families

*Genetic testing for suspected AD, DLB and CJD is not recommended (Guideline).

*Testing for tau mutation or AD gene mutations is not recommended for routine evaluation in patients with FTD (Guideline).
CSF markers for evaluation of patients with dementing illness

*No CSF or other biomarkers are recommended for routine use in diagnosis AD (Guideline).

*The CSF 14-3-3 protein is recommended for confirming or rejecting the diagnosis of CJD in clinically appropriate circumstances
(Guideline) 64



The diagnosis of AD must be
primarily of inclusion, not
exclusion, as Is often supposed

Small GW et al. JAMA 1997, 278:1363-1371
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Affidabilita dei criteri finora utilizzati (1984-)

Criteri AD: sensibilita specificita
DSM e NINCDS 65-96% 23-88%

Dagli anni ‘80 ad oggi avanzamenti In:

1) -criteri diagnostici altre demenze (misdiagnosis)
2) -ricerca markers biologicl

3) -diagnosi strumentale

4) -studio genetico
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1) Criteri diagnostici di altre demenze
(AD misdiagnosis)

Demenza frontotemporale
Demenza a corpi di Lewy

Disease-specific criteria independently from
dementia

(afasia progressiva primaria, degenerazione
cortico-basale)
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Criteri diagnostici DLB

. Decadimento cognitivo che interferisce
con le AADL, che puo non essere

presente nelle fasi iniziali della malattia,

ma compare con la sua progressione

Due delle seguenti caratteristiche:

-fluttuazioni della cognitivita (attenzione,
coscienza)

-allucinazioni visive ricorrenti, strutturate
e dettagliate

-parkinsonismo
McKeith et al. Neurology 1996;47:1118



Criteri diagnostici DLB

Altri criteri che supportano la diagnosi:
-cadute ripetute

-sincopi

-alterazioni transitorie dello stato di
coscienza

-esagerata sensibilita ai neurolettici
-delir strutturati

-depressione dell’'umore




LBD:

visual hallucinations
(mute figures)
extrapiramidal signs
visuospatial impairment

Tiraboschi P, et al. What best differentiates Lewy body from Alzheimer’s
disease in early-stage dementia? Brain 2006;129:729-45
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Charles Bonnet syndrome

T 9 - §
Ptae T — i ¥
k. Sy

Charles Bonnet syndrome is a less frequently diagnosed but rather
common cause of complex visual hallucination. Its prevalence in patients
with visual impairment varies from 10% to 15%.

The condition is named after the Swiss naturalist and philosopher Charles
Bonnet.

In 1760 he reported the hallucinations of Charles Lullin, his 89 year old
otherwise healthy and cognitively sound grandfather, who was blind owing
to cataract and yet vividly saw men, women, birds, and buildings.

Rozzini R, Facchetti D, et al, Is it heaven? Pleasant hallucinations in the elderly. J Am Geriatr
Soc, 1995

Burke W. The neural basis of Charles Bonnet hallucinations: a hypothesis. J Neurol

Neurosurg Psych 2002;73:535-541
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Jacub A. Charles Bonnet syndrome-elderly people and visual hallucinations. BMJ
2004;328:1552-54
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Diagnostic criteria and clinical features

Though no universally approved diagnostic criteria for the
syndrome exist, the core features are the occurrence of
well formed, vivid, elaborate, and often stereotyped visual
hallucinations in a partially sighted person who has insight
Into the unreality of what he or she is seeing.

There should not be any feature of psychosis, impaired
sensorium, dementia, intoxication, metabolic derangement, or

focal neurological iliness

Jacub A. Charles Bonnet syndrome-elderly people and visual hallucinations.
BMJ 2004;328:1552-54
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FRONTO-TEMPORAL DEMENTIA (FTD) 1°

|. CORE DIAGNOSTIC FEATURES

A Insidious onset and gradual progresssion
B Early declinein social inter per sonal conduct

C Early impairment in regulation of personal conduct
D Early emotional blunting

E Early loss of insight

(D. Neary et al. Neurology 1998;51:1546)




FRONTO-TEMPORAL DEMENTIA (FTD) 2°

II. SUPPORTIVE DIAGNOSTIC FEATURES

A. Behavioral disorders
Declinein personal hygiene and grooming, mental rigidity and inflexibility
distractibility and impersistence, hyperorality and dietary changes
persever ative, stereotyped and utilization behavior.

B. Speech and language disorders
Alter ed speech output, stereotypy of speech,
echolalia, perseveration, mutism.

C. Physical signs
Primitive reflexes, incontinence, akinesia, rigidity, low and labile BP

D. Investigations

| mpairment of frontal lobe neur opsychologic testsin absence of severe
amnesia, aphasia or perceptuospatial disorders.
Predominant frontal or anterior temporal CT atrophic signs.




AFASIA PROGRESSIVA PRIMARIA

» Afasia non-fluente :
e comprensione relativamente ben conservata
e Spiccata riduzione linguaggio spontaneo
« anomia lieve (errori fonologici: casa/cada)

» Memoria per episodi recenti buona
» Funzioni visuo-spaziall e percettive conservate

> Non deficit ADL
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AFASIA PROGRESSIVA PRIMARIA
CRITERI DIAGNOSTICI

» Esordio insidioso e progressivo di afasia non fluente
» Deficit ADL solo da afasia

» Assenza di turbe comportamentali nei primi 2 anni

» Assenza di turbe visuo-spaziali nei primi 2 anni

» Memoria episodica conservata nei primi 2 anni

(Mod da Mesulam: Ann Neurol 2001;49:425-432)
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AFASIA PROGRESSIVA PRIMARIA
Neuropatologia

» Atrofia peri-silviana sinistra
» Meta del casi con patologia AD
» Meta deil casi con patologia Pick ma:

» senza corpi di Pick
» senza cellule di Pick

78



DEMENZA SEMANTICA

» Atrofia temporale prevalente a sinistra con:
 afasia fluente
e cOnservazione memoria episodica

e turbe comportamentali scarse o assenti
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1) Specific identification of AD phenotype

In most patients with AD (86-94%) there is a progressive
amnestic core that appears as an impairment of episodic
memory.

The episodic memory disorder correlates -early in the
course of the disease- with the pathological distribution of
NFT in the medium temporal lobe and with MRI volumetric
loss of the hippocampus.

Dubois B . Research criteria for the diagnosis of Alzheimer’s disease:

revising the NINCDS NINCDS-ADRDA criteria. Lancet Neurology 2007
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2)ricerca biologica
In AD:

lower CSF levels of amyloid precursor protein, b-
amyloid or other APP fragments,

altered plasma levels of Ab
elevated CSF levels of tau protein

biological abnormalities in peripheral cells (platelets
and fibroblasts) (alterations in transduction systems,
alterations in amyloid precursor protein metabolism,
In calcium homeostasis, or in oxidative metabolism)
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Abnormal cerebrospinal fluid biomarkers

Al342

T-tau

P-tau

\D,

()

LBD

HEVEN

FTD

HEVEN

VD

Dep.

* A combination of the three indexes reaches high sensitivity (85-94%) and specificity (83-100%) in AD versus controls

Blennow K, Hampel H. CSF markers for incipient Alzheimer’s disease. Lancet Neurol 2003; 2: 605-13.
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3) Diagnhosi strumentale

MRI:
atrofia delle strutture mediali temporali (correla col grado
di performance memoria episodica)

PET:

-ridotto metabolismo del glucosio in regioni temporali
bilaterali, cingolato posteriore (diagnosi diff da LBD e FTD)
-specifica localizzazione della Ab42 con Pib

SPECT:
piu disponibile, ma con sensibilita <80%
-ipoperfusione parietale e temporale

Choo, Il. Topographic patterns of brain functional impairment progression in AD: PET study. ADAD, June 2007
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4) Studi genetici

Tre mutazioni autosomiche dominanti sono state
identificate:

cromosoma 21 (proteina precursore dell’amiloide)
cromosoma 14 (presenilina 1)

cromosoma 1 (presenilina 2)

Bird TD. Genetic factors in Alzheimer’s disease. N Engl J Med 2005; 352: 862—-64.
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Research criteria for the diagnosis of Alzheimer’s disease:
revising the NINCDS-ADRDA criteria

Bruno Dubois*, Howard H Feldman®, Claudia Jacova, Steven T DeKosky, Pascale Barberger-Gateau, Jeffrey Cummings, André Delacourte,
Douglas Galasko, Serge Gauthier, Gregory Jicha, Kenichi Megura, John O'Brien, Florence Pasquier, Philippe Robert, Martin Rossor, Steven Salloway,

Yaakov Stern, Pieter | Visser, Philip Scheltens

The NINCDS-ADRDA and the DSM-IV-TR criteria for Alzheimer’s disease (AD) are the prevailing diagnostic
standards in research; however, they have now fallen behind the unprecedented growth of scientific knowledge.
Distinctive and reliable biomarkers of AD are now available through structural MRI, molecular neuroimaging with
PET, and cerebrospinal fluid analyses. This progress provides the impetus for our proposal of revised diagnostic
criteria for AD. Our framework was developed to capture both the earliest stages, before full-blown dementia, as well
as the full spectrum of the illness. These new criteria are centred on a clinical core of early and significant episodic
memory impairment. They stipulate that there must also be at least one or more abnormal biomarkers among
structural neuroimaging with MRI, molecular neurcimaging with PET, and cerebrospinal fluid analysis of amyloid 5
or tau proteins. The timeliness of these criteria is highlighted by the many drugs in development that are directed at

changing pathogenesis, particularly at the productionand clearance ofamyloid (f as well as at the hyperphosphorylation
state of tau. Validation studies in existing and prospective cohorts are needed to advance these criteria and optimise
their sensitivity, specificity, and accuracy.

Dementia

Dementia

thireshicld

Early stages

Figure: Alzheimers disease starts and showld be identified before the occurrence of full-bBlown dementia (as

for other dementing conditicons)
AD=Alzheimer's dissase; VD=vascular dementia; FTD=frontotermporal dementia; PPA=primary progressive
aphasia; DLE=dementia with Lewy bodies.




-Since the publication of the NINCDS—ADRDA, criteria FOR non-AD dementias
have been developed that aim for high specificity.

-The development of disease-specific criteria that are applicable in some cases
before dementia is fully manifested has enabled the criteria to be used without
going through the two-step process of dementia recognition (the syndrome)
followed by the specific disease (the aetiology).

-There is no doubt that progress in the clinical definition of non-AD dementia
Improves the sensitivity of the currently accepted diagnostic criteria for AD by
reducing the level of uncertainty.

-There Is accruing evidence that, years before the onset of clinical symptoms,
there is an AD process evolving along a predictable pattern of progression in the
brain. The neurobiological advantage of earlier intervention within this cascade is
clear.

By the time there is clear functional disability, the disease process is

significantly advanced and even definitive interventions are likely to be suboptimal.
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-Revised research criteria would allow diagnosis when symptoms
first appear, before full-blown dementia, thus supporting earlier
Intervention at the prodromal stage

-Our revised research criteria will eliminate the mild cognitive
Impairment construct, thus bypassing the binary outcome in the
clinical categorisation process associated with it as well as problems
with reliabllity.

-PET with fluorodeoxyglucose (FDG) has been approved in the USA
for diagnostic purposes and is sensitive and specific in detecting AD
In its early stages. Cerebrospinal fluid biomarkers for detecting the
key molecular pathological features of AD in vivo are available and
can be assessed reliably.
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Fanel 1: Glossary of terms
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Panel 2: Diagnostic criteriaforAD

Probable AD: A plus one ormore supportive features B, C, D, orE

Core diagnostic aritenia
A. Presence of an early and significant episodic memory impainment that includes the
following features:
1. Gradual and progressive change in memory function reported by patients or
informants over more than & months
2. Objective evidence of significantly impaired episadic memaory on testing: this
generally consists of recall deficit that does not improve significantly or does not
narmalise with cueing or recognition testing and after effective encoding of
information has been previously controlled
3. The episodic memory impairment can beisolated or associated with other cognitive
changes at the onset of AD or as AD advances

Supportive features
B. Presence of medial temporal lobe atrophy
« Volume loss of hippocampi, entorhinal cortex, amygdala evidenced on M EIwith
qualitative ratings using viswal scoring (referenced towell charactensed population
with age norms) or quanbtative volumetry of regions of interest (referenced towell
characterised populaton with age narmes)
L Abnormal cerebrospinal fluid biomarker
« Low amyloid B, concentrations, increased total tau concentrations, of increased
phospho-tau woncentrations, or combinations of the three
« Otherwellvalidated markers to be discovered inthe future
0. Specific pattern on functional neurcimaging with PET
« Reduced glucose metabolismin bilateral termporal parietal regions
« Otherwellvalidated ligands, including those that foresesably will emerge such as
Fitssburg compound B or FDDNFP
E. Froven AD avtosomal dominant mutation within the immediate family




Exclusion criteria
Histary
» Sudden onset
» FEarly occurrence of the following symproms: gait disturbances, seizures,
behavioural changes
Clinical features
« Focal neurclogical features including hemiparesis, sensory loss, visual field
deficits
« FEarly extrapyramidal signs
Other medical disorders severe enough to account for memory and related sy mptoms
MNon-AD dementia
Major depression
Cerebrovascular disease

Texic and metabolic abnormalities, all of which may require specific

investigations
MR FLAIR or T2 signal abnormalities inthe medial temporal lobe that are
consistentwith infectious orvascular insults

Criteria for definite AD
AD is considered definite ifthe following are present:
» Both dinical and histopathclogical (brain biopsy or autopsy) evidence of the
disease, as required by the NA-Eeagan criteria for the post-mortem diagnaosis of
AL; criteria must both be present®
« Both dinical and genetic evidence (mutation on chromosome 1, 14, or 21) of AL,
criteria must both be present




Implicazioni

The timeliness of these criteria is underscored by the many drugs in development
that are directed at changing the disease pathogenesis through amyloid
Immunotherapy,gamma or beta secretase inhibitors and modulators, alpha
secretase activators, tau kinase inhibitors, and nerve growth factors.

The requirement, for diagnosis, of a clinical phenotype in combination with any one
of the supportive features currently represents the most balanced approach
becausethe clinical phenotype of AD is better known than its biological phenotype.

Other combinations may prove to have greater diagnostic accuracy or new features
may be introduced. This will evolve as data sets gathered with all modalities are
assessed.

If a non-AD cause Is suspected, it must be ruled out carefully on a case-by-case
basis by applying in parallel the diagnostic criteria for the other disorders

In structural imaging, we have not presented a specific best test or method for MTL
atrophy. There remains uncertainty as to the most effective method of assessment,
gualitative or quantitative, and for the latter, the specific region within the MTL for
measurement. Finally, we have not specified which cerebrospinal fluid marker or

combination of markers should be used to support a positive diagnosis. o5



Problemi praticl

-ruolo dei BPSD nella diagnosi (non considerati)
-ruolo degli altri sintomi cognitivi?

-stato funzionale?

-demenza mista?

-preclinical AD-MCI?

-applicabilita clinica e di ricerca dei nuovi criteri
-validazione

Obiettivo
ldentificazione delle forme cliniche precoci
come target della terapia
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Aree (network) cerebrali condividono diversi compiti

Medial temporal lobe structures inluding the hippocampus are
Implicated in both episodic memory and spatial functioning.

Our approach unifies the spatial and episodic approaches to medial
temporal lobe function, showing that both types of representation must
be stored in the same network, if association between them are to be
lerned and retrieved.

We thus show that episodic memory and spatial theories of medial
temporal lobe function can be combined in a unified model.

Rolls TE. A unified model of spatial and episodic memory. The Royal Society
2002;269:1087-1093.
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Lo stato funzionale e indicativo di una malattia gia conclamata

Functional status, as indicated by ADLSs, deteriorates as AD
progresses.

In autopsy retrospective study on 22 patients, there was a significant
positive correlation between total ADL and mean neuritic plagues and
NFT (medial temporal, occipital, orbital frontal regions)

Total ADL score did not correlate with age at AD onset, age at death,
dementia duration, gender, education.

Marshall GA. Neuropathologic correlates of of ADLs in AD. Alzheimer Dis Assoc Dis
2006; 20:56-59.
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CONCLUSIONI

L’'inguadramento clinico della malattia sta
evolvendo verso |1 criteri di inclusione, piuttosto
che di esclusione, grazie alla creazione di
strumenti diagnostici compositi che riassumono
Il lavoro di ricerca (biologica,

strumentale, clinica) degli ultimi 20 anni.

Quali modificazioni epidemiologiche future?
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for the rest of usl

"Sarry, but my
neurans need it

L
—
1

~

Grazie per I'attenzione... ora si puo andare a mangiare!
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