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Tutto su mia nonna. La generazione dei figli
cresciuti sulle gambe dei genitori dei genitori. Gli
occhi, le mani, il profumo di Nivea.

La foto di Alessandro Florenzi con la sua, e le nostre. Indagine su un abbraccio che ci ha

insegnato a vivere
di Claudio Cerasa | 24 Settembre 2014, Il Foglio.

L'abbraccio tra la nonna e il nipote oggi non € solo un
abbraccio simbolico tra due generazioni che si uniscono
strette in un istante solo e che siritrovano vicine per
necessita: perché lui non ha lavoro, non porta a casa ‘na
lira, non ha finito gli esami, non ha un soldo per andare a
cena fuori con la tipa, e allora la nonna si sostituisce al

papd e alla mamma e allo stato e al ministro del Welfare e
alzando la mattonella tira fuori dalla busta delle lettere
qualche soldino accartocciato e conservato per
arrotondare il non stipendio del nipote scapestrato — ugnu
Ccapiscu: e ca sugnu scema chi ava purtariisurdi ‘n banca,
cha chiddi poi mi fannu pure pagari I'animae



http://www.ilfoglio.it/lista/f/fa/19/

Tutto su mia nonna. La generazione dei figli
cresciuti sulle gambe dei genitori dei genitori. Gli
occhi, le mani, il profumo di Nivea.

La foto di Alessandro Florenzi con la sua, e le nostre. Indagine su un abbraccio che ci ha

insegnato a vivere
di Claudio Cerasa | 24 Settembre 2014, Il Foglio.

Lo scatto dilei che tiracconta felice quando laggiu era tutta campagna e
la sera non c’erano storie da cercare su Infernét ma ¢’erano solo storie da
raccontare, legami da costruire, ricordi da dissotterrare, futuri da
immaginare — chi minchia € du cosu cu cui firrii cu ‘i manie Lo scatto dilei
che ti studia con lo sguardo di chi vede se stessa rinascere nei tuoi occhi,
di chi € pronta a dare a te tutto quello che ha dentro di sé e di chi non
chiede nulla in cambio se non un sorriso, un racconto, un’emozione, un
cenno o, appunto, semplicemente un abbraccio - torni stasera? Ma
quando torni¢ Ti aspetto? lo ti aspetto, va, un me vado a curcari se nun
sentu tirari appresso ‘a porta. Lo scatto dilei che la sera, dopo una full
immersion di Radio Maria, Tele Vaticano, Papanews 24, ti fa trovare |l
cuscino sul divano e ti chiede senza dirti nulla di sederti per qualche minuto
accanto a lei per spiegarle che succede fuori dalle mura di casa — perché
lei ha le ginocchia che ha, e in pratica € come se non le avesse, e per lei
arrivare in bagno dalla seggiolina in salone e impresa quasi piu complicata
che scegliere, per questo Parlamento
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Brief history
® The world’s population is ageing.

" mprovements in health care have contributed fo
people living longer and healthier.

m Ageing populations face an increase in disease
burden from chronic neurodegenerative condifions.

» Dementia will be a major contributor fo this
increased burden

International statistical classification of diseases and related health problems, 10th Revision. Geneva, World Health
Organization, 1992.

World Alzheimer’s Report 2009. London, Alzheimer’s Disease International, 2009. Neurological disorders: public health
challenges. Geneva, World Health Organization, 2006.
World Population Ageing 2009. New York, NY, United Nations, 2009

(http://www.un.org/esa/population/publications/ WPA2009/WPA2009_WorkingPaper.pdf accessed 4 February 2012).
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THE BRAINS BEHIND SAVING YOURS™

of all seniors who die in

a given year have been
diagnosed with Alzheimer'’s
or another dementia.
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figure 2 Proportion of People Age 65 and Older with Alzheimer’'s Disease and Other Dementias®
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figure 5 Projected Number of People Age 65 and Older {Total and by Age Group)
inthe U.S. Population With Alzheimer’s Disease, 2010 to 2050
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m Cerebrovascular disease is thought to be the second most common
cause of dementia

m A specfrum of cognitive disorders relafed fo cerebrovascular disease
iS now recognised

Alzheimer's disease Vascular dementia MM Mixed dementia  HE Dementia with Lewy bodies Alzheimer's disease Vascular dementia  HEM Mixed dementia  HEE Dementia with Lewy bodies
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LO SCENARIO DELLE DEMENZE NELL'ASL DI BRESCIA
ANNO 2014

Il quadro generale di contesto demografico ASL evidenzia che, a fronte di una popolazione di
1.171.759 abitanti, il 19,7% e >= ai 65 anni ed il 2,7% agli 85 anni. L'incremento dal 2002 al
2013 del 29,9% degli anziani ed in particolare del 67% degli over 85 anni conferma |I'aumento
dell’aspettativa di vita, che comporta anche un incremento delle disabilita e della non

autosufficienza. L'eta media delle persone affette da demenza & di 82,4 per i pazienti con
alzheimer e di 84,1 per le altre forme di demenza, con una forte prevalenza femminile, in
progressione in relazione all’eta. Come e noto, le demenze si presentano prevalentemente
nella popolazione anziana, pertanto € una tematica che deve essere posta in primo piano,
ancor piu nello scenario attuale.
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LO SCENARIO DELLE DEMENZE NELL'ASL DI BRESCIA
ANNO 2014

La prevalenza di Alzheimer e demenze & pari a 12,8/1.000 per l'intera popolazione (IC95%
12,6-13,0) notevolmente piu elevata nelle donne (18,0/1.000) che negli uomini (7,5/1.000),
anche se tale differenza € meno forte standardizzando per eta (13,9 nelle donne e 10,4 nei

maschi). La prevalenza, infatti, aumenta esponenzialmente con l'avanzare dell’eta (tabella 5 e
figura-1): i casi sono meno di 1 per 1.000 prima dei 60 anni mentre dopo i 90 anni ne e affetto
un soggetto ogni 4, confermando l'incremento della demenza in relazione all'invecchiamento
della popolazione. Dopo i 65 anni la prevalenza & maggiore tra le femmine.




What is Vascular Dementia (VaD)

First described in the late 19° century by Binswanger and
Alzheimer who described variety of underlying pathologic
mechanisms including the role of multiple infarction and
chronic ischemia.

There are no pathological criteria for the diagnosis of
VaD, as there are for AD. A number of clinical diagnosfic
criferia exist.



Diagnostic Criteria

There are four widely used diagnostic criteria for VaD:

= National Institute for Neurological Disorders and Siroke-
Association Internationale pour la Recherche et
I'Enseignement en Neurosciences (NINDS-AIREN)

m State of California Alzheimer's Disease Diagnostic and
Treatment Centers (ADDTC)

m [nternational Classification of Diseases, tenth edition
(ICD-10)

= Diagnostic and Statistical Manual of Mental Disorders
(now DSM-5)



Diagnostic Criteria

The criteria vary by:

= How dementia is defined

= What types of CVD are included and what other disorders must be
specifically excluded (i.e. TIA)

= Whether focal examination findings are required

= Whether the presence of vascular disease must be corroborated by
neuroimaging

= Whether a temporal relationship between stroke event and cognitive
decline is required



NINDS-AIREN criteria for diagnosis of VaD

. The criteria for the clinical diagnosis of probable vascular dementia includeall of the following:

1. Dementia defined by cognitive decline from a previously higher level of functioning and manifested by
impairment of memory and of two or more cognitive domains (orientation, attention, language, visuospatial
functions, executive functions, motor control, and praxis), preferable established by clinical examination and

documented by neuropsychological testing; deficits should be severe enough to interfere with activities of daily

living not due to physical effects of stroke alone.
Exciusion criteriz cases with disturbance of consciousness, delirium, psychosis, severe aphasia, or major
sensorimotor impairment precluding neuropsychological testing. Also excluded are systemic disorders or other
brain diseases (such as AD) that in and of themselves could account for deficits in memory and cognition.

. Cerebrovascular disease, defined by the presence of focal signs on neurologic examination, such as
hemiparesis, lower facial weakness, Babinski sign, sensory deficit, hemianopia, and dysarthria consistent with

stroke (with or without history of stroke), and evidence of nof relevant CVD by brain imaging (CT or MRI)
|

including muitiple large vessel infarcts or a single strategically placed infarct (angular gyrus, thalamus, basal
forebrain, or PCA or ACA territories), as well as multiple basal ganglia and white matter lacunes, or extensive
periventricular white matter lesions, or combinations thereof.

. A relationship between the above two disorders, manifested or inferred by the presence of one or more of the

following: (a) onset of dementia within 3 months following a recognized stroke; (b) abrupt deterioration in
cognitive functions; or fluctuating, stepwise progression of cognitive deficits.




II. Clinical features consistent with the diagnosis of probable vascular dementia include the following:

(a) Early presence of gait disturbance (small-step gait or marche a petits pas, or magnetic,
apraxic-ataxic or parkinsonian gait); (b) history of unsteadiness and frequent, unprovoked

falls; () early urinary frequency, urgency, and other urinary symptoms not explained by

urologic disease; (d) pseudobulbar palsy; and (e) personality and mood changes, abulia,

depression, emotional incontinence, or other subcortical deficits including psychomotor

retardation and abnormal executive function.

lll. Features that make the diagnosis of vascular dementia uncertain or unlikely include (a) early onset of of memaory
deficit and progressive worsening of memory deficit and progressive worsening of memory and other cognitive
functions such as language (transcortical sensory aphasia), motor skills (apraxia), and perception (agnosia), in the
absence of corresponding foecal lesions on brain imaging; (b) absence of focal neurclogical signs, other than cognitive
disturbance; and (c) absence of cerebrovascular lesions on brain CT or MRL

IV. Clinical diagnosis of possible vascular dementia may be made in the presence of dementia (section |-1) with focal
neurclegic signs in patients in whom brain imaging studies to confirm definite CVD are missing; or in the absence of

clear temporal relationship between dementia and stroke; or In patients with subtle onset and variable course

(plateau or improvement) of cognitive deficits and evidence of relevant CVD.




V. Criteria for diagnosis of definite vascular dementia are (a) clinical criteria for probable vascular dementia; (b)

histopathelogic evidence of CVD obtained from biopsy or autopsy; (c) absence of neurofibrillary tangles and neuritic

plagues exceeding those expected for age; and (d) absence of other clinical or pathological disorder capable of
preducing dementia.

VI. Classification of vascular dementia for research purposes may be made on the basis of clinical, radiologic, and

neuropathologic features, for subcategories or defined conditions such as cortical vascular dementia, subcortical
vascular dementia, BD, and thalamic dementia.

The term "AD with CVD" should be reserved to classify patients fulfilling the clinical criteria for possible AD and who
also present clinical or brain imaging evidence of relevant CVD. Traditionally, these patients have been included with
VaD in epidemioclogic studies. The term “mixed dementia,” used hitherto, should be aveided.

Reference

Roman GC, Tatemnichi TK, Erkinjuntti T, Cummings JL, Masdeu JC, Garcia JH, Amaducci L, Orgogozo JM, Brun A,
Hofman A, et al. Vascular dementia: diagnostic criteria for research studies. Report of the NINDS-AIREN International
Worlkshop.

Meurology 1993 Feb;43(2):250-60.




ADDTC criteria of VaD

The ADDTC criteria

Dementia definition

Probable VaD

Possible Wald

The NINDS-AIREN criteria

Dreterioration from a known level of intellecmal
function sufficient to interfere with the patient s
CLBIOMETY affairs of life, and which is not
isolated to a single category of intellectual
performance

Requires all the following:

1. Dementia

2. Evidence of two or more atrokes by history,
neurological signs, and/or neuroimaging, or a
single stroke with a clear tempaoral
relationship to the onset of dementia

3. Evidence of at least one infarct outside the

cerchellum by CT or T1-weighted MRI

1. Dementiaand one or more of the following:

2a. Historv or evidence of a single stroke
without a clear temporal relationship to
dementia onset or

2b. Binswanger's disease that includes all the
following: (1) early onset of urinary
incontinence or galt disturbance;
{i1) vascular riask facrors; (i} extensive
white mater changes on neuroimaging.

Impairment of memo lus at least two other
arces of cognitive domaina, which should be
gevere enough to interfere with activities of daily
hving and not due to physical effects of stroke
glone

Requires all the following:

1. Dementia

2. Cerebrovazcular disease:
focal signs on examination +evidence of
relevant CVD by brain imaging (CT/MRI)

3. A relationship between the above two dis-
orders, manifested by one or more of the
following:

(&) dementia onset within 3 months of a stroke

{b} abrupt deterioration in cognitive functions,
or Auctuating stepwise course

May be made in the presence of dementia and
focal neurological signs in patienta with:
1. No evidence of CVD on neuroimaging; or
1. In the absence of clear temporal relationship
between stroke and dementia; or
1. In panents with subtle onset and
varishle course of cognitive deficit and

evidence of CVI,

KHALED AMAR, GORDON K. WILCOCK, MARGARET SCOTT; The Diagnosis of Vascular Dementia in the Light of the New
Criteria. Age and Ageing 1996:25:51 -55




DSM IV criteria of VaD

A. The development of multiple cognitive deficits manifested by both:

1. Memory impairment (impaired ability to learn new information or to recall previously learned information)

2. One or more of the following cognitive disturbances:
(a) aphasia (language disturbance)

(b) apraxia (impaired ability to carry out motor activities depite intact motor function)
() agnosia (failure to recognize or identify objects despite intact sensory function)

(d) disturbance in executive functioning (i.e., planning, organizing, sequencing, abstracting)

B. The cognitive deficits in criteria A1 and A2 each cause significant impairment in soclal or occupational functioning
and represent a significant decline from a previous level of functioning.

C. Focal neurological signs and symptoms (e.g., exggeration of deep tendon reflexes, extensor plantar response,

psuedobulbar palsy, gait abnormalities, weakness of an e:{tremirfaboramrf evidence indicative of cerebrovascular

disease (e.g., multiple infarctions involving cortex and underlyig white matter) that are judged to be eticlogically
related to the disturbance.

D. The deficits do not ocurr exclusively during the course of a delirium.

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



Comparison of Criteria

TABLE 1. Elements of 5 Guidelines for the Diagnosis of Vascular Cause of Dementia Among
the 107 Patients Diagnosed as Demented According to DSM-III Criteria

DSM-Il ADDTC  ICD-10  MINDS-AIREN DSM-IV
Slepwise deterioration + =
“Patchy"” {unequal) distribution of cognitive deficits +
Facal neurclagical signs +

Fecal neurological symptoms
=2 lschamic strokes
Evidance of significant CVD
Etiologic relation to the disturbance + - + +
Temporal relationship between stroke and dementia - 2 - + (1)

3
3

+ indicates obligatory; —, not needed; 1, either onsat of dementia within 3 mo after a recopnized stroke andfar
abrupt deterioration in cognitive functions, or fluctuating, stepwide prograssion of cogmitive deficits; 2, evidence of =2
ischemic strokes by history, or neurglogical signs, and/or neurgimaging studies, or occurrence of a single stroke with
a chearly documented temporal relationship o the onset of dementia and evidence of =1 infarct cutside the
cerabellum by CT or T1-weighted MAI; 3, ether multiple strokes or a single strateqically placed infarct; and 4, focal
neurclagical signs and symptoms or laboratory evidence indicative of CVD that are judged to be etiokgically related
to the disturbance.




Nevuropathological lesions capable to
determinate Vascular Dementia

1. Multi infarct dementia:

Multiple large complete infarcts, cortico-subcortical in loca
perifocal incomplete infarction involving the white matter.

2. Strategic infarct dementia:

A single brain infarct, often lacunar in size, da
of the brain (angular gyrus, thalamus, basal fo
and anterior cerebral artery territories).



3. Small Vessel disease with
dementia

Subcortical: Binswanger disease;
CADASIL; multiple lacunes with
extensive perifocal incomplete
infarctions

Cortical and Subcortical:
Hypertensive and arteriosclerofic
angiopathies, collagen vascular
disease with dementia

4. Ischemic-Hypoxic dementia
(hypoperfusive)

Diffuse anoxic ischemic
encephalopathy; restricted injury
due to selective vulnerability;
incomplete white matter infarction;
border zone infarction



5. Hemorraqgic dementia

Traumatic subdural hematoma;
subarachnoid hemorrage;
cerebral hematoma; venous
fhrombosis

6.0Other Mechanisms

Modified from A. Brun.



Neuroimaging

Neuroimaging should be performed in patients with suspected
VaD by virtue of stroke history, vascular risk factors, abnormal
neurologic examination, or a course or symptom complex atypical
for AD.

MRI is significantly more sensitive than CT

MRI will show the fundamental hallmarks of VaD including cortical
and subcortical infarctions as well as the presence of subcortical
ischemic changes or leukoaraiosis

However, radiographic criteria alone have been shown to be
inadequate at differentiating between poststroke patients with
and without dementia.




Nevuropsychological testing

Testing can help detect cognitive patterns suggestive of certain disorders such
as VaD, AD, Lewy Body disease, and frontotemporal dementia.

One review found that patients with VaD have similar deficits compared with
AD patients (on tests of language, construction, and memory registration) but
are significantly less impaired on tests of recognition memory and are more
impaired on measures of executive functioning.

Deficits in this area are common to all dementias but are distinctive in VaDb, in
that measurable deficits often occur prior to the diagnosis of dementiq,
correlate best with neuroimaging findings, and cause most of the early
impairments prior to the development of severe memory loss.

When attempting fo distinguish static cognitive deficits affer a stroke from
dementia, serial neuropsychological testing, usually annually, is often
invaluable. Deficits detected on neuropsychological tests can frequently be
helpful clinically and guide decisions regarding independent living, safety and
restrictions.




Cortical syndrome

m Medial frontal: executive dysfunction, abulia, or apathy. Bilateral medial
frontal lobe infarction may cause akinetic mutism.

m Left parietal: aphasia, apraxia, or agnhosia

m Right parietal: hemineglect (anosognosia, asomatognosia), confusion,
agitation, visuospatial and constructional difficulty.

» Medial temporal: anterograde amnesia

Onset may appear more insidious as a resulf, and if is not uncommon for
the patient to improve again before the next event. The course is thus
offen perceived as fluctuating or stepwise. As few as one-third of patients
with multi-infarct dementia (MID) experience both an abrupt onset and
stepwise deterioration.




Vascular Cognitive
Impairment



Disturbi Neurocognitivi DSM V

= Anche se i deficit cognitivi sono presenti in molti, se non in tutti, |
disturbi mentali (per es .. schizofrenia, disturlbi blpolorl) solo i disturbi
le cui caratteristiche di base sono cognitive sono inclusi nella
categoria DNC.

® Nei DNC la compromissione delle funzioni cognitive rappresenta un
declino rispetto a un livello di funzionamento precedentemente
raggiunto.

= La demenza e sussunta softo I'entita rinominata disturbo
neurocognitivo maggiore, anche se non e precluso |'utilizzo del
termine demenza nei sottoftipi eziologici in cui tale termine &
standard.

= || termine demenza viene mantenuto nel DSM-5 per continuita e
puo essere utilizzato in contesti in cui medici e pazienti sono abituafi
a usarlo.



Disturbi Neurocognitivi DSM V

m Lo demenza e sussunta sotto I'entita rinominata disturbo
neurocognitivo maggiore, anche se non e precluso I'utilizzo
del termine demenza nei sottoftipi eziologici in cui tale
termine e standard.

m || termine demenza viene mantenuto nel DSM-5 per
confinuita e puo essere utilizzato in contestiin cui medici e
pazienti sono abituati a usarlo.

m || termine disturbo neurocognitivo € ampiamente utilizzato e
spesso preferito per quelle condizioni che colpiscono
individui piu giovani, come nel caso della
compromissione secondaria a frauma cranico o a infezione
da HIV.



Disturbo neurocognitivo
maggiore

Criteri diagnostici

a)

b)

d)

Evidenza di un significativo declino cognitivo da un precedente livello di prestazioni in uno o piu
domini cognitivi (attenzione complessa, funzione esecutiva, apprendimento e memoriq,
linguaggio, funzione percettivo-motoria o cognizione sociale) basato su:

1) Preoccupazione dell'individuo, di un informatore attendibile o del clinico che vi e stato
un significativo declino delle funzioni cognitive e

2) Una significativa compromissione della performance cognitiva, preferibilmente
documentata da test neuropsicologici standardizzati o, in loro assenza, da un'altra valutazione
clinica quantificata .

| deficit cognitivi interferiscono con l'indipendenza nelle attivitd quotidiane (per es., come
minimo, necessitano di assistenza nelle attivita strumentali complesse della vita quotidianag,
come pagare le bollette o gestire i farmaci).

| deficit cognitivi non si verificano esclusivamente nel contesto di un delirium.

| deficit cognitivi non sono meglio spiegati da un altro disturbo mentale (per es., disturbo
depressivo maggiore, schizofrenia).



Specificare
-se dovuto a malattia di Alzheimer, Malattia vascolare ecc.
-senza alterazione comportamentale

-con dlterazione comportamentale

Specificare la gravita attuale:

Lieve: Difficolta con le afttivita strumentali della vita quotidiana (per
es., lavori domestici, gestione del denaro).

Moderata: Difficolta con attivita di base della vita quoftidiana (per
es., alimentazione, vestirsi).

Grave: Completamente dipendente



Disturbo neurocognitivo lieve

Criteri diagnostici

a)

b)

d)

Evidenza di un modesto declino cognitivo da un precedente livello di prestazioni in uno o piu
domini cognitivi (attenzione complessa, funzione esecutiva, apprendimento e memoriq,
linguaggio, funzione percettivo-motoria o cognizione sociale) basato su:

1) Preoccupazione dell'individuo, di un informatore attendibile o del clinico che vi e stato
un lieve declino delle funzioni cognitive e

2) Una modesta compromissione della performance cognitiva, preferibilmente
documentata da test neuropsicologici standardizzati o, in loro assenza, da un'altra valutazione
clinica quantificata .

| deficit cognitivi interferiscono con l'indipendenza nelle attivitd quotidiane (per es., attivita
strumentali complesse della vita quotidiana, come pagare le bollette o gestire i farmaci, sono
conservate ma richiedono uno sforzo maggiore, strategie compensatorie o adattamento).

| deficit cognitivi non si verificano esclusivamente nel contesto di un delirium.

| deficit cognitivi non sono meglio spiegati da un altro disturbo mentale (per es., disturbo
depressivo maggiore, schizofrenia).



Disturbo neurocognitivo lieve

Specificare
-se dovuto a malattia di Alzheimer, Malattia vascolare ecc.
-senza alterazione comportamentale

-con alterazione comportamentale



Caratteristiche diagnostiche

| DNC maggiore e lieve si pongono in uno spettro di
deterioramento cognitivo e funzionale. Il DNC maggiore
corrisponde alla condizione in cui nel DSM-IV ci si riferiva
come demenza, termine mantenuto come alternaftiva.



Caratteristiche diagnostiche

La caratteristica principale del DNC ¢ il declino cognitivo acquisito
in uno o piu domini cognitivi basato sia su

(Criterio A)
m 1) una preoccupazione circa le funzioni cognitive da parte
dell'individuo, di un informatore attendibile o del clinico, sia sulla

m 2) performance a una valutazione oggettiva che & inferiore al

livello atteso o che e stata osservata diminuire nel corso del tempo.

Sono necessarie sia la preoccupazione sia le evidenze oggettive
perché sono complementari.




Caratteristiche diagnostiche

|l (Criterio B) si riferisce al livello individuale di indipendenza nel funzionamento
quotidiano.

Gli individui con DNC maggiore hanno un deterioramento di gravitd sufficiente da
interferire con l'indipendenza, tanto che altri dovranno assumere i compiti che gl
individui in precedenza erano in grado di completare da soli.

Gliindividui con DNC lieve hanno conservato l'indipendenza, anche se ci possono
essere interferenze sottili con il funzionamento o lamentele riguardo al fatto che le

attivita richiedono piu sforzo piu tempo rispetto al passato.

La distinzione tra DNC maggiore e lieve € intrinsecamente arbitraria, e i disturbi si
pongono su un continuum. E quindi difficile determinare delle soglie precise. E
necessario raccogliere con attenzione 1'anamnesi, osservare e integrare tutti i risultafi,
e quando le manifestazioni cliniche di un individuo si frovano sul confine, devono
essere considerate le implicazioni della diagnosi.




Disturbo neurocognitivo
vascolare maggiore o lieve

Criteri diagnostici
A) Sono soddisfattii criteri per il disturbo neurocognitivo maggiore o lieve.

B) Le caratteristiche cliniche sono coerenti con un'eziologia vascolare, come suggerito
da uno dei seguenti:

1)L'esordio dei deficit cognitivi e temporalmente legato a uno o piu eventi
cerebro vascolari.

2)L'evidenza di declino € prominente nell'attenzione complessa (tra cui la

velocita di elaborazione) e nella funzione esecutiva frontale.

Cisono evidenze della presenza di malattia cerebrovascolare dall'lanamnesi,
dall'esame fisico e/o dal neuroimaging considerate sufficienti a spiegare i deficit
neurocognitivi.

| sinfomi non sono meglio spiegati da un'altra malattia cerebrale o da un disturbo
sistemico.




Disturbo neurocognitivo
vascolare maggiore o lieve

Viene diagnosticato probabile disturbo neurocognitivo
vascolare se € presente uno dei seguenti;
m | criteri clinici sono supportati da evidenze al neuroimaging di
significative lesioni parenchimali attribuite a malattia
cerebrovascolare (supportata dal neuroimaging).

La sindrome neurocognitiva e temporalmente correlata a uno

O piu eventi cerebrovascolari documentati.

m Sono presenti evidenze di malattia cerebrovascolare sia
cliniche sia genetiche (per es., arteriopatia cerebrale
autosomica dominante con infarti sottocorticali e
leucoencefalopatia).




Disturbo neurocognitivo
vascolare maggiore o lieve

Viene diagnosticato | possibile disturbo
neurocodginitivo vascolare se sono soddistatfi
| criteri clinici, ma i neuroimaging non €
disponibile e non € stata stabilita una re

azione temporale della sindrome
neurocognitiva con uno o piu eventi
cerebrovascolari.




Prevalenza

Negli Stati Uniti
0.2% /5-70 anni
16% 80 anni e piu

Entro tre mesi successivi all'ictus 20-
30% pazienti diagnosticati affetti da
demenza.




Post Stroke Dementia (PSD)

m PSD includes all types of dementias that happen after stroke,
irrespective of their cause.

VaD is a direct consequence of cerebral infarcts, haemorrhages, and
white-matter changes, but not all patients who have had a stroke, have
VaD.

Patients, followed up after stroke, can be diagnosed as affected by
vascular dementia (VaD), degenerative dementia (especially
Alzheimer’s disease), or mixed dementia (dementia as a result of the
coexistence of vascular lesions of the brain and neurodegenerative
lesions).




Epidemiology

" |n community-based studies with adjustment for age,
the prevalence of dementia in people with a history of
stroke is about 30%.

Prencipe M, Ferretti C, Casini AR, Santini M, Giubilei F, Culasso F. Stroke, disability, and dementia: results of a population
survey. Stroke 1997; 28: 531-36.

® |n hospital-based studies, the prevalence of PSD (table
1) ranges from 5-9 to 32%.

Rasquin SM, Verhey FR, van Oostenbrugge RJ, Lousberg R, Lodder J. Demographic and CT scan features related to
cognitive impairment in the first year after stroke. J Neurol Neurosurg Psychiatry 2004; 75: 1562-67.




Epidemiology

m |[ncidence of PSD changes if pre-existing dementia was
included or not in PSD.

m Pre- existing dementia is present in 7-16% of stroke patients,
and undiagnosed before stroke in many patients.

® |n o community-based study done over 25 years, the
cumulative incidence of PSD was 7% after 1 year, 10% after 3
vears, 15% after 5 years, 23% after 10 years, and 48% after 25
years.

® |n hospital- based studies, the incidence of PSD ranged from
9%47 to 16 -8% after 1 year, 24% to 28 -5%17 after 3 years,

21-5%48 to 33-3%38 after 4 years, and was 32%38,49 after 5
years.




Epidemiology

50— ®
@ Hospital based stody Kokmen et al, 190646
® Community-based study

40—
= Tatemichi et al, 199438  Bornstein et al, 199647
2 L]
g 30— P Tatemichi et al, 199438
= Henon et al, 200117
=
= L]

45
E 20— Inzitari et al, 19982 Altieri et al, 200448 Kokmen et al, 1996
E b .
Ballard et al, 200347 Kakmen et al, 1996
10— - -»
Kokmen et al, 100646
- "
Kokmen et al, 19954
e e
O T T ] T | I o 1
12 24 36 48 G0 120 300
Delay after stroke {months)

Figure: Incidence of poststroke dementia at different time intervals after stroke onset, in hospital-based
studies (red) and community-based studies (blue)

When the reference appears several times, data provided correspond to different assessments at different time
intervals in the same cohort of patients.



Risk factors of PSD

® [ncreasing age is a major determinant of PSD.

® The risk of PSD did not depend on gender in most studies .

m A low education level was an independent predictor of PSD
iIn most studies; when it wasn't might be the result of poor
statistical power, or a lack of patients with a high level of
education in the study.

m Arterial hypertension has not been clearly identified as a risk
factor for PSD.

m |n several other studies diabetes mellitus, atrial fibrillation, and
myocardial infarction, were also independent risk factors for
PSD.




Causes of PSD

Vascular lesions :

- patients with stroke but too young to have AD, and have dementia just
after stroke;

when a specific vascular condition cause stroke and dementia (eg,
cerebral autosomal dominant arteriopathy with subcortical infarcts and
leucoencephalopathy);

when the lesion is located in a strategic areaq.

= Most patients with previous cognitive decline and no dementia who
developed PSD have a clinical presentation of Alzheimer’s disease, but it
occurs months affer a stroke.

® These patients should be treated for Alzheimer’s disease but should also
receive an appropriate therapy to prevent stroke.




What about pre morbid conditions?

® The risk of PSD is higher in patients who were dependent before
stroke.

m Pre-Stroke cognitive decline (no dementia), assessed by
standardized questionnaires, is also associated with a higher risk
of PSD after 3 months and 3 years.




Pre Stroke Dementia

To have the ability to accurately interpret the impact of stroke on the risk
of PSD, prestroke level of cognitive function must be taken into account.

It requires assessment of prestroke cognitive status using an adequate
neuropsychological test battery, a long enough follow-up time between
prestroke cognitive assessment and occurrence of stroke, and
subsequently a long enough follow-up time between the incident stroke
and subsequent dementia or censoring.

ldeally, the impact of prestroke cognitive status should be assessed using
the slope of prestroke cognitive performance over time because the
effect of stroke on risk of cognitive impairment may depend on the rate of
decline in cognitive function before stroke.




Evaluation of pre-existing cognitive
decline and dementia

The systematic assessment of pre-existing dementia uses the short
version of the Informant Questionnaire on Cognitive Decline in the
Elderly (IQCODE). (Jorm, 1994)

This questionnaire consists of 16 questions regarding the changes
experienced by the patient over the last 10 years in aspects of daily

behaviour requiring memory and other intellectual abilities.

m A close relative needs to be interviewed and therefore the IQCODE
does not require the participation of the patient when
neuropsychological functions and consciousness may be influ- enced
by infracerebral haemorrhage.




Prestroke Dementia: Characteristics and
Clinical Features in Consecutive Series of
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Table 1. Baseline sociodemographic and clinical characteristics of patients (n = 158) with an acute cerebrovascu-
lar event grouped by IQCODE score

PSD group PSND group P

(IQCODE =3.3; n=37) (IQCODE =3.3;n=121)

mean sD n mean SD n
Age, years 77.4 10.5 68.4 14.3 0.000
Female 23 (62) 46 (38) 0.008
Education, years 5.7 2.6 7.5 34 0.003
Living at home with relatives 28 (76) 97 (80) NS
Comorbidity: number of diseases 6.3 3.5 4.9 2.9 0.013
IADL: tunctions lost 2.1 2.8 0.4 1.2 0.000
Barthel Index (prestroke) 87.1 23.3 97.3 11.2 0.000
Family history of dementia 13 (19) 7(11) NS

All variables refer to the prestroke condition. Figures in parentheses represent percentages. IADL = Instru-
mental Activities of Daily Living; NS = not significant.




...Neuroradiological evaluation

= Detection in life of confirmed Alzheimer’s
disease using a simple measurement of
medial temporal lobe atrophy by
computed tomograpy.

KA Jobst et al. The Lancet, 1992

= Medial temporal lobe atrophy in stroke
patients: relation to pre-existing dementia.

HHF Pasquier et al. J Neurol Neurosurg Psychiatry, 1998

® Poststroke Dementia: Influence of
Hippocampal Atrophy.

MA Cordoliani-Mackowiak et al. Arch Neurol, 2003




Table 4. Logistic regression analysis with PSD as dependent vari-

able

OR 95% CI p
Age (years) .05 1.0-1.1 0.05
Female gender 2.3 0.9-55  0.05
Education (years) 1.1 0.9-1.3 NS
MPI total score 1.1 1.0-1.2 0.001
MTLA 1.1 0.9-1.3 0.05
Comorbidity (number of diseases) 1.0 0.8-1.2 NS
Previous cerebrovascular events 1.0 0.3-2.9 NS

NS = Not significant.




These findings support the
hypothesis that cognitive
impairment in patients with siroke
may not only be a direct

consequence of the acute
cerebrovascular event but also a
consequence of underlying
neurodegenerative pathology.




New onset of dementia or previous cognitive
impairment: a 3-month and 1 year after
stroke overview.

Salvatore Caratozzolo, Giulia Mombelli, Maddalena Riva, Marina
/anetti, Federica Gottardi, Luca Rozzini, Alessandro Padovani.



Table 1. Baseline socio-demographic and clinical characteristics of patients grouped by diagnosis of Post Stroke Dementia (PSD) and Post Stroke non Dementia
(PSND) three month (n= 114) and one year (n= 105) after a cerebrovascular event.

T3 T12
PSD PSND PSD PSND
n=28 n= p n=37 n=68 p
Mean 8D )% Mean SD (N) % Mean Y N} % Mean RY L (N) %

Age, years 70,8 102 653 14,0 047 724 10,7 65,2 12,0 0,003
Female gender 12(43) 30(33) NS 17(45) 22(32) NS
Education, years 5.2 1.1 7.9 34 000 6.6 29 83 32 0,011
Comorbidity; number of diseases 5.1 3.0 4,7 2.7 NS 4.6 2.8 4,7 28 NS
Number of drugs 4.9 39 3.6 30 NS 38 37 39 31 NS
Living at home with relatives 22(79) T1(83) NS 31(83) 55(81) NS
IQcode score i3 0.3 29 0,3 003 3.0 0.2 3.4 0.8 0,000
IADL pre stroke 1,3 1,2 0.4 1,2 040 1.5 1.6 0.5 1.3 0.000
Barthel Index pre stroke 588 339 75,2 28,8 0,045 96,0 7.9 95.4 136 NS
Familiarity for dementia 2(7) 9(10) NS 0{0) 913y 0,021

All the variables referring to previous stroke condition;

T3 =3 month follow up; T12= 1 year follow up;

PSD = MMBSE <24 and IADL=1 lost; PSND = MMSE=24 and IADL<1 lost;
Figures in parentheses represent percentage;

IADL = Instumental Activities of Daily Living;

[Qcode = Informant Questionnaire on Cognitive Decline in the Elderly;
NS= not significant.



51 Table la. Baseline vascular risk factor of patients grouped by diagnosis of Post Stroke Dementia (PSD) and Post Stroke non Dementia (PSND) three month (n= 114)
and one year (n= 105) after a cerebrovascular event.

T3 T12
PSD PSND PsD PSND
n=18 n=86 P n=37 n=68 p
Mean 8D IN%  Mean 5D NI % Mean 85D (N})%  Mean 5D N %

Cardiovascular nsk factors 12 L8 17 1.4 NS 21 L8 17 14 NS
Previous cerebrovascular event 829 17(20) NS 10(27) 2432) NS
Smoking

Smokers Elie) 16{19) NS 1 5{40) 26(38) NS

Previous smokers 21} 21{24) NS B2l 14{21) NS
Aleoholism

Adequate consume of aleohol 10 36) 35(41) NS 10{27) {43} NS

Inadequate consume of aleohol 5(18) 15{17) NS 10{27) 12{18) NS
Hypertension 10 36) 34(39) NS 21{57) {57) NS
Heart diseases

Angina pecloris 14} 3{3) NS 25 34 NS

Myocardial infarction #21) 910y NS 9{24) 6{9) NS

Atrial fibrillation 4{32) 34(39) NS 821 2425 NS
Diabeles (21) 16{19) NS T{19) 12{18) NS
COPD 2T &) NS 35 5T NS
Hypertriglyceridemia 2T T8} NS K1ES] 6{9) NS
Hypercholesternlemia 6(21) 21{24) NS 9{24) 16{24) NS
Carotid atherosclerosis

Carotid stenosis <50% 104 36) la{42) NS 14{3%) 20{43) NS

Carotid stenosis from 30% 1o 75% (21) &9} NS 9{24) 6{9) NS

Carotid stenosis >73% Bi20) Tig) NS L1{3} 5T NS

All the vanables reterning to acute stroke condition. T3 = 3 month follow up; T12= 1 vear follow up; PSD = MMSE <24 and [ADL>] lost; PSND = MMSE=24 and IADL<1 lost; Figures in paretheses
represent percentage. 3moking descnibing history of custom to cigarette smoke. Alcoholism refermng to daily consumes: paticnts has an adeguate consume of aleohol if xonsuption 15 not over 240ml;
patients has an inadequate consume of alcohol if consuption is over 240ml. Hypertension is considered as blood pressure above 140/90 mmHg. Patents with diabetes diagnosis including subjects wath
Fasting plasma glucose level = 7.0 mmolL {126 mg/dL). COPD = Chronic ebstructive pulmonary disease. Hypeririglycendemia considenlz a tnglycenide concentration greater than 1000 mg/dl or

12 mmoll. Hypercholesterolemia is considered as value over the ideal cholesterol level (less than 4 mmol/ with a LDL cholestero] less than 2 mmol/l) Previous cerebrovascular events was considered
ad a previous history of stroke (schemic or hemorragic) NS: Not Significant
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Table 3. Premorbid neuropsychiatre disturbances of patients grouped by diagnosis of Post Stroke Dementia (PSD) and Post Stroke non Dementia (PSND) three month (n= 114) and
one year (n= 03] after a cerehrovascular event.

T3 Ti12
PsD PSND PSD PSND
n=28 n=86 P n=37 n=68 p
Mean 8D (N)%  Mean XD (N)% Mean SD (N)%  Mean SD (N)%

Delusgion 0.1 [ 0.1 0g NS 0,1 0.5 0,1 04 NS
Hallucination ol 07 0.6 0.6 NS 0.0 0.0 0.0 0.0 NS
Agitation U S W 0.4 12 NS 03 1.1 0.3 L1 NS
Depression .6 LB L0 20 NS 0.8 1.4 0.6 1,2 NS
Anxiety 1.9 23 1.7 23 NS |4 1.8 [ [ NS
Euphoria 00 00 0.1 04 NS 0.0 0.0 0.0 0.0 NS
Apathy 1.0 LB 03 0g 0,000 0.8 1,7 0.3 L1 0,001
Disinhibition 0l 04 02 0g NS 02 02 0.0 03 NS
Irrilability 1,2 LB 0.9 1.7 NS 0.5 0.9 0.6 L1 NS
Wandering 0y 09 0.9 0.3 NS 0,1 04 0,1 0.5 NS
Sleep disorders 0E 14 0.9 16 NS 0,0 0.0 0.0 0.0 NS
Eating disorders 05 Lo 03 1l NS 0.4 02 0.3 L1 NS
NPT total score 83 77 b2 0 NS 18 47 459 55 NS

Variables referning to pre stroke and follow up condition,

T3 =1 month follow up; T12= 1 vear follow up;

PSD = MMSE <24 and IADL>1 lost; PSND = MMSE=24 and [ADL<1 lost;
Figures in parentheses represent percentage.

NP1 = Kewuro Psychiatrie Inventory

MS: Mot Significant



Table 4. Nevroradiological characteristics evaluated by CT scan of patients grouped by diagnosis of Post Stroke Dementia (PSD) and Post Stroke non Dementia (PSND) three month

(n= 145} and one year (n= 105} after a cerehrovascular event.

T3 T12
PsSD PSND PsSD PSND
n=218 n=86 P n=37 n=68 P
Mean 35D (N)%  Mean S0 (N)% Mean SD (N)% Mean A0 (N
MTL widih, mm o9 35 10.6 29 0,050 83 il 10,6 43 0,040
Leukaraiosis 414 17(19) NS 6(16) 13(19) NS

All the variables referring to acute stroke condition.

Figures in parentheses represent percentage.

T3 =3 month follow up; T12= 1 vear follow wp;

PSD = MMSE <24 and IADL=1 lost; PSND = MMSE>24 and [ADL<1 lost;

MTL = Medial Temporal Lobe considered as thinkness not over 11.5 found in Zmm contiguous slice of CT scan.

MS: Not Signiticant



Table 5. Logistic regression analysis with PSD as dependent variable 1 vear after a cerebrovascular event.

T3 T12

OR 95% Cl p OR 95%Cl p
Age, years 1.11 1,0-1,2 0,021 1.1 1,0-1,2 0,019
Education, years 0,6 04-0.8 0,012 0.8 0.6-1.1 N&
IQeode pre stroke 0,78 0,1-59 0,045 0,05 0,0-0,9 0,047
IADL 1,0 0,5-2.1 NS 1.3 0,7-2.2 NS
Barthel 1,3 0,7-2.3 NS - - -
Apathy 2,03 1,1-3,7 0,023 1,2 0,7-2.0 NS
MTLA .14 1,4-26.2 0,014 1.3 1,0-1.6 0,009
Apache Il - - - 0.6 0.4-09 0,037

N5= Not significant
MTLA = Medial Temporal Lobe Atrophy considered as thinkness not over 11.5 found in 2mm contiguous slice of CT scan.
NP1 = Neuwropsychiatric Inventory



These findings support the hypothesis that
cognitive impairment in patients with stroke
may not only be a direct consequence of

acute cerebrovascular event but also a
consequence of underlying
neurodegenerative pathology.




