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Thematic Issues  - Core WP

AP:Associated Partners, CP: Collaborating Partners; L: leader 

Transversal WP

ALCOVE HAS Coordination ALD, MG & NRD



Why a European Joint Action onWhy a European Joint Action on 
dementia ?

• Impact of dementia on social & health systems (ageing 
population, social and medical cost, burden for carers and 
f i l )for active people…) 
• Increase of the economical constraints in Europe
• Dementia is a priority for the European decision makers

>> ALCOVE was born out of a need to share knowledge & 
experiences between European Member States in order toexperiences between European Member States, in order to 
make health policy recommendations to improve care for 
dementia in Eu
>> ALCOVE collaborates & exchanges with other Eu>> ALCOVE collaborates & exchanges with other Eu 
projects & networks
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ALCOVE Core QuestionsALCOVE Core Questions

1 How to improve data on prevalence?1. How to improve data on prevalence? 

2. How to improve access to early diagnosis? 

3. How to improve care particularly for those with 
behavioural and psychological symptoms? p y g y p

4. How to improve people’s particularly with 
respect to advance declarations of will?respect to advance declarations of will? 

5. How to reduce the inappropriate use of 
antipsychotics in dementia?antipsychotics in dementia?
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OPPORTUNITA’ 

Contribuire alla policy europea sulla demenza:

- Aspetti epidemiologici (preventivi e descrittivi)
- Diagnosi pre-clinica precoce /tempestivaDiagnosi pre-clinica, precoce /tempestiva
- Uso off-label degli antipsicotici
- Organizzazione dei servizi socio-sanitari g
- Aspetti etici (Direttive anticipate, valutazione 
della competenza, consenso informato, fine-vita)
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7 workpackages

3 l WP l d b

p g

3 transversal WP led by
• France Haute Autorité de Santé (Main partner) Dr Armelle Leperre – Desplanques, 

Dr Nathalie Riolacci – Dhoyen, Christine Barr, Maggie Galbraith, ALCOVE 
coordination team, Haute Autorité de Santé, France

• Spain Instituto de Salud Carlos III (Dissemination) Tomás López-Peña Ordoñez,• Spain Instituto de Salud Carlos III (Dissemination) Tomás López Peña Ordoñez, 
Carlos Segovia, Gloria Villar Acevedo, Institudo de Salud Carlos III, Spain; 

• Slovakia Neuro Immunology Institute (Evaluation) Pr Michal Novak, Pr Rostislav 
Skabranova, Martina Jerzovicova, Slovenska Akademia Vied – Neuroimmunologicky 
Ustav, Slovakia; 

4 C WP l d b4 Core WP led by
• Italy Istitute Superiore di Sanita (Epidemiology) Pr Nicola Vanacore, Pr Francesca 

Galeotti, Pr Angela Giusti, Pr Fiorentino Capozzoli, Istituto Superiore di Sanita, 
Italy; 

• UK Department of Health, Worcester’s University (Early Diagnosis) Pr DawnUK Department of Health, Worcester s University (Early Diagnosis) Pr Dawn 
Brooker*; Dr Karim Saad, Regional Clinical Lead for Dementia, Coventry ; Dr Simon 
Evans, Dr Jerry La Fontaine, University of Worcester*; Jerry Bird, Prof. Alistair 
Burns, Department of Health, UK; 

• Finland National Institute for Health and Wellfare (Care & services) Pr Harriet 
Finne-Soveri Pr Matti Mäkelä Paivi Topo Ulla Eloniemi-Sulkava Dr Helka Hosia-Finne-Soveri, Pr Matti Mäkelä,, Paivi Topo, Ulla Eloniemi-Sulkava, Dr Helka Hosia-
Randel, National Institute of Health and Welfare, Finland; 

• Belgium King Baudoin Foundation (Ethics) Bénédicte Gombault, Gerrit Raws, Tom 
Goffin, King Baudoin Fundation, Belgium.
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www.alcove-project.euwww.alcove project.eu
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ALCOVE final report : a statement for 
decision makers in march 2013decision makers in march 2013 

WP4: Recommendations to improve epidemiological data on AD & 
dementia w/ overview data & def. of best practices for datadementia w/ overview data & def. of best practices for data 
collection

WP5: Recommendations to improve early diagnosis of dementia in 
ambulatory and nursing home settings with an assessment of MSambulatory and nursing home settings with an assessment of MS 
recommendations on Diagnostic Health Care Systems and their 
implementation

WP6: Recommendations to improve practices in ambulatory and 
nursing home settings with an assessment of practices and training, 
focus on BPSDfocus on BPSD 

WP7: Recommendations to improve rights & dignity of people w/ 
d i ( & d i i i h C )
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dementia (ADW & good practices in assessing the CAD)



ALCOVE methodALCOVE method

(i) 
Questionnaires

(ii)
Review &

(iii)
Exchange withQuestionnaires 

for European 
MS

*Review & 
analysis of 
the 

Exchange with 
European experts, 
projects & 

literature networks

Overview of the situation in Europe <<<<    >>>> Level of 
evidence  

[gap between real practices & evidence/good practices]
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ALCOVE a collaborative methodALCOVE, a collaborative method
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ALCOVE Final Report p

What do we know about ? How to improve ? 

WP4 
Epidemiology

Prevalence ?
Available databases  ?

How to improve the data notably 
for better knowledge regarding 
dementia prevalence

WP5
Diagnosis

Systems in place in Europe for the 
diagnosis?
Evaluation of their effectiveness?

How to improve the access to 
dementia diagnosis as early as 
possible

WP6
Care & Services

Care & supports systems dedicated 
to BPSD?
Evaluation of their effectiveness?

How to improve the care for people 
living with dementia and particularly 
those with behavioural disorders

WP7
Ethics

Advance directives of will and their 
implementation ?
Individuals’ competence 
assessment?

How to improve the rights of people 
with dementia, particularly with 
respect to advance declarations of 
will

WP4, WP5, WP6 & WP7
Risk reduction : Antipsychotics 
in dementia 

Exposure to AP in dementia
Early Ds & prevention of AP use
Alternatives to AP for BPSD 
Ethical & legal aspects of AP

Improve Knowledge about AP
Measure the risk 
Improve knowledge of good 
practices for BPSD
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Ethical & legal aspects of AP 
use

practices for BPSD



Diagnosis across Europe 

• Most countries estimate they are 
missing diagnosis for 40 -60% of g g
people

• When diagnosis does occur 
80% of countries report most usual 

at moderate stage (MMSE10-20)

©The Association for Dementia St dies

at moderate stage (MMSE10-20)
20% usual at Mild (MMSE 21-25)
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Tentative recommendations
f di iprocess of diagnosis 

• Ensure the diagnostic process is managed• Ensure the diagnostic process is managed 
to support good adjustment to the news 
such as promoting choice over whether tosuch as promoting choice over whether to 
go forward for diagnosis and provision of 
information and interventions postinformation and interventions post 
diagnosis. 

• Recent criteria for diagnosis of dementia• Recent criteria for diagnosis of dementia 
syndrome and its subtypes require further 
validation and possible revision but arevalidation and possible revision but are 
recommended for use in clinical practice. 
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STUDI DIAGNOSTICI E 
VALUTAZIONI 
PROBABILISTICHE

L i i P liLuigi Pagliaro, 
Marco Bobbio
Agostino ColliAgostino Colli.

LA DIAGNOSI IN MEDICINA
Raffaello Cortina Editore
2011.
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STUDI DIAGNOSTICI E 
VALUTAZIONI PROBABILISTICHEVALUTAZIONI PROBABILISTICHE

(esempio)(a)

Nella fase III il disegno utilizzato è quello del trial clinico
randomizzato (RCT). Il confronto avviene tra pazienti
randomizzati all’esecuzione o meno del test in un predefinitorandomizzati all esecuzione o meno del test in un predefinito
percorso diagnostico.
I pazienti vengono randomizzati in due gruppi, uno solo dei quali

il t t t t tt il i tesegue il nuovo test, mentre tutto il rimanente percorso
diagnostico e terapeutico rimane invariato.
Si misurano gli esiti clinici (clinical outcomes) e quindi i benefici o
i danni per il paziente (Sackett, Haynes 2002, Gluud, Gluud 2005).
Questo disegno è in grado di ridurre i fattori confondenti
(confounders) che possono inficiare i risultati degli studi( ) p g
osservazionali.

This presentation arises from the Joint Action ALCOVE which has received funding from the European 
Union in the framework of the  Public Health Programme.  (Grant Number 2010 22 01)



STUDI DIAGNOSTICI E 
VALUTAZIONI PROBABILISTICHE

U i di t i l li i d i t t t

VALUTAZIONI PROBABILISTICHE
(esempio)(b)

Un esempio di trial clinico randomizzato recentemente
condotto in Danimarca per valutare l’utilità delle
stadiazioni delle neoplasie polmonari (non a piccolestadiazioni delle neoplasie polmonari (non a piccole
cellule) Con PET, rispetto a quella tradizionale con TC.
Nei due gruppi, randomizzati a essere stadiati con TC og pp
con PET, nonostante rilevanti difformità nella
definizione dello stadio di malattia, non sono state
di t t i ifi ti i i i d i i lt ti li i idimostrate significative variazioni dei risultati clinici
(mortalità e recidive)(Fischer 2009, NEJM). Quindi la
maggiore accuratezza della stadiazione PET rispetto amaggiore accuratezza della stadiazione PET rispetto a
quella con TC non sembra aver prodotto risultati
clinicamente migliori.
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ALCOVE preliminary results  
All WPAll WP

What do we know about ?
Summaries of the situation

How to improve ? 
Propositions of different options Summaries of the situation 

in Europe and of the 
evidence

p p
with tools for implementation & 

evaluation

Safety issue Exposure to antipsychotics 
(AP) in AD in Europe – WP4
Earlier diagnosis & limitation 
of AP WP5of AP – WP5
Outstanding programmes to 
limit overuse of AP – WP6
Key ethical questions

ALCOVE Tool box

Key ethical questions 
regarding the AP use  – WP7
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Work Package 4
P l C hPrevalence: Cohorts, 
Epidemiology andEpidemiology and 

Registration Network
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Associated PartnersAssociated Partners

• ISS, Italy, WP4 leader; 
• National Institute of Health and welfare 

(THL), Finland 
• Institut National de la Sante et laInstitut National de la Sante et la 

Recherche Medical (INSERM), France 
• Karolinska Institute (IK) Sweden• Karolinska Institute (IK), Sweden 
• Athens Association of AD and Related 

Disorders (AAADRD) GreeceDisorders (AAADRD), Greece 
• Ministero della Salute (MINSAL), Italy 
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Collaborating PartnersCollaborating Partners

• Haute Authorite de Sante (HAS)• Haute Authorite de Sante (HAS), 
France;

i d d S l d C l• Institudo de Salud Carlos III 
(ISCIII), Spain; ( ), p ;

• Slovenska Akademia Vied –
Neuroimmunologicky Ustav (NIUNeuroimmunologicky Ustav (NIU 
SAV), Slovakia 
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Specific objectiveSpecific objective
Recommendations to improve epidemiologicalRecommendations to improve epidemiological 

data on AD and other dementia with an overview 
of available data and definition of best practices 

for data collection.
Milestone 1. Publication of a systematic review 
of available population‐based epidemiologicalof available  population based epidemiological 
studies on dementia 

Milestone 2. Publication of a survey on availableMilestone 2. Publication of a survey on available 
data on exposure to psychotropic drugs in people 
with dementia

Milestone 3. Publication of survey on available data on 
health and social care services for all other information 
in people with dementia

This presentation arises from the Joint Action ALCOVE which has received funding from the European 
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in people  with dementia 



Milestone 1
M th d ( )Methods (a)

Identification of the  studies to be included in the 
systematic review
d d fi iti d li ti f th f ll iand definition and application of the following 
inclusion criteria as

those defined in the Eurocode project:those defined in the Eurocode project:
• a. Community based study 
• b Minimum sample size 300• b. Minimum sample size 300 
• Study survey date including 2006 or thereafter. 

Use of standa di ed diagnostic c ite ia• Use of standardized diagnostic criteria 
• Participation rate over 50% 

This presentation arises from the Joint Action ALCOVE which has received funding from the European 
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Inclusion Criteria: 
1. Community based study

2. Minimum sample size 300 
3. Study survey date including 1990 or thereafter. 

4. Use of standardized diagnostic criteria 
5. Participation rate over 50% 

6. Available raw prevalence data 

A total of 194 articles were identified from the literature search. 31 
studies were identified as possible for inclusion in collaborative 
analysis and they were invited to submit data. Raw data was obtained 
from 17 studies and used in the collaborative analysis of dementia 

This presentation arises from the Joint Action ALCOVE which has received funding from the European 
Union in the framework of the  Public Health Programme.  (Grant Number 2010 22 01)

prevalence rates in Europe. 



Author Country Number of
participants

Age range Prevalence of
dementia (%) 

Gabryelewicz Poland 893 65-84 5.7 

Ravaglia Italy 1016 ?65 5.9 

Tognoni Italy 1600 ?65 6.2Tognoni Italy 1600 ?65 6.2 

Ott Netherlands 7528 >55 6.3 

De Ronchi Italy 7930 ?61 6.5 

Bdzan Poland 1000 ?60 6.7 

Andersen Denmark 3346 65-84 7.1 

Prencipe Italy 968 ?65 8 p y

Gascon-Bayarri Spain 1754 ?70 9.4 

Ferini-Strambi Italy 673 ?60 9.8 

Gostynski Switzerland 465 ?65 10.1 

Strauss Sweden 1424 77-84 13 

Vilalta-Franch Spain 1460 ?70 16.3 

Manubens Spain 1127 >70 17.2 

Riedel-Heller Germany 1265 ?75 17.4 

H l F 1461 ?75 17 8

This presentation arises from the Joint Action ALCOVE which has received funding from the European 
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Helmer France 1461 ?75 17.8 

Azzimondi Italy 727 >74 21.9 



2006-2008: 
European p

Collaboration 
on Dementia 
(EuroCoDe)
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Milestone 1

P li i lt ( )Preliminary results (a)

• The systematic review on prevalence rates 
for dementia in Europe using the same 
terms used by Eurocode systematic review 
(as reported in their web-site) in the 

hperiod January 1, 2008 to September 15th

2011, both as MeSH terms and as free text 
in title and abstract in the most recent 
period has allowed to identify the 14 
papers

This presentation arises from the Joint Action ALCOVE which has received funding from the European 
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Milestone 1
Preliminary results (a) – Prevalence studiesPreliminary results (a) Prevalence studies 
that adopted DSM IV clinical criteria(n=8) 

Total population
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Total population
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Milestone 1
The variability of clinical criteria adopted
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Milestone 1
The variability of clinical criteria adopted

• Out of 14 studies  identified in ALCOVE two (De Pedro Cuesta 
2009, Renvoize 2010) have been excluded because the first is a 

i d h d di h id i lreview and the second regarding the epidemiology on  young 
onset dementia (45-64 yrs).

• Out  of remaining 12 , 10 have adopted the DSM IV clinical g , p
criteria, one the CAMDEX criteria and one the DSM III.

• In the Eurocode out of 17 studies, 10 have adopted the DSM III 
R clinical criteria 3 the DSM IV two ICD 10 one CAMDEX andR clinical criteria, 3 the DSM IV, two ICD 10, one CAMDEX and 
one DSM III criteria.
The adoption of clinical criteria DSM III R entails probably an 

overestimation of about 26% of dementia prevalence rate 
compared to those of the DSM IV (see Erkinjuntti 1997)
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Milestone 1
M th d (b)Methods (b)

• Identification of the best• Identification of the best 
epidemiological methods toepidemiological methods to 
perform accurate and valid 
estimates of dementia 

l i Eprevalence in Europe. 
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Milestone 1

P eli i e lt (b)Preliminary results (b)

• The following principal 
characteristics influence the quality  q y
and the variability of prevalence 
studies in dementia:studies in dementia:

- Sample size
- Design
- Response proportion- Response proportion
- Diagnostic  assessment

This presentation arises from the Joint Action ALCOVE which has received funding from the European 
Union in the framework of the  Public Health Programme.  (Grant Number 2010 22 01)

- Clinical criteria adopted



Milestone 1
Preliminary results (b)

The adoption of a quality score (ADI 2009)The adoption of a quality score (ADI 2009) 
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EsempioEsempio

186/1754186/1754=186/1754=186/1754

Prevalenza  nei Prevalenza  nei screenedscreened negative = 3/162=2%negative = 3/162=2%
Casi fra i screened negative = 0 018*1133=21Casi fra i screened negative = 0 018*1133=21
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Casi fra i screened negative = 0.018*1133=21Casi fra i screened negative = 0.018*1133=21

Prevalenza  = 186/1754 =Prevalenza  = 186/1754 =10.6%10.6%
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SOURCE OF VARIABILTY IN PREVALENCE 
RATES OF ALHEIMER’S DISEASE 

(Corrada  et al.1995)

1. Inclusion of  mild cases of dementia
2. Inclusion of instituzionalized subjectsj
3. Use of CT scans in diagnosing AD
4. Use of laboratory blood test in diagnosing AD

f hi ki h i ( ) di5. Use of Hachinski Ischemic Score (HIS) to diagnose 
vascular dementia

6 Type of sample (random sample versus total6. Type of sample (random sample, versus total 
population ascertainment)

7. Rate adjustement for false negative in studies that j g
used a two stage procedure

8. Type of community (urban, rural or mixed 
b / l)
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urban/rural)



Milestone 2
Methods

• The aim of the literature search is to find 
published data on the proportion of people 
with dementia to whom antipsychotics are 
prescribed in European countries. Only 
studies that use large databases and only 
studies that have the assessment of the 
proportion of drug use among their primary 
aims will be assessed. The literature search 

ill b di id d b b lwill be divided between ambulatory care 
(community setting) and residential care 
(i i i li d i )
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(institutionalized setting)



MilestoneMilestone 22
PREVALENCE USE OF ANTIPYSHCOTICS IN DEMENTIAPREVALENCE USE OF ANTIPYSHCOTICS IN DEMENTIA 

PATIENTS IN GENERAL POPULATION
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MilestoneMilestone 22
PREVALENCE USE OF ANTIPYSHCOTICS INPREVALENCE USE OF ANTIPYSHCOTICS IN 

DEMENTIA PATIENTS IN SPECIALISTIC CENTRES
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MilestoneMilestone 22
PREVALENCE USE OF ANTIPYSHCOTICS INPREVALENCE USE OF ANTIPYSHCOTICS IN 
DEMENTIA PATIENTS IN NURSING HOMES
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Milestone 2

Preliminary results (a)Preliminary results (a)

The prevalence use of antipsychotics• The prevalence use of antipsychotics 
seems increase for the specific 
setting (although some data are 
conflicting) (community , home care, g) ( y , ,
memory clinic, nursing home)

• The ratio between conventional and• The ratio between conventional and 
atypical antipsychotics is probably 
diff f h ifi idifferent for the specific setting 
(higher in nursing home and home 
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( g g
care than memory clinic)



Milestone 2

Preliminary results (b)Preliminary results (b) 

• The difference between prevalence use of 
antipsychotics in dementia patients are probably 
also due to the methodological issues of thealso due to the methodological issues of the 
studies (retrospective,  cross-sectional and cohort 
studies; definition of exposure to antipsychoticsstudies; definition of  exposure to antipsychotics 
– at least one prescriptions  or not)

• From descriptive data available shows a large 
inappropriate use of antipsychotics: chronic use, 
concomitant use of two antipsychotics or with 
benzodiazepines , absence of use as second-line 

ft h l i l h
This presentation arises from the Joint Action ALCOVE which has received funding from the European 
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after a non-pharmacological approach.



A ti h ti i ti f l ith d ti hAntipsychotic prescriptions for people with dementia have 
reduced by 52 per cent in three years, according to an audit 
carried out by the NHS Information Centre.
The audit collected data from more than 3,800 GP practices in 
England, with information about nearly 197,000 people with 
dementia. The 52 per cent reduction is between 2008 and 2011. p
It was also found that there were strong regional variations, with 
rates of prescribing of antipsychotic drugs up to six times higher 
in some areas than others.
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in some areas than others. 
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IL CONSENSO INFORMATO NEI 
SOGGETTI INCAPACISOGGETTI INCAPACI

Il riferimento normativo sul consenso informato in soggetti
“incapaci” è il D.lgs 24 giugno 2003, n. 211 (“Attuazione della
direttiva 2001/20/CE relativa all'applicazione della buona praticadirettiva 2001/20/CE relativa all'applicazione della buona pratica
clinica nell'esecuzione delle sperimentazioni cliniche di medicinali per
uso clinico").

In particolare all’art. 5 la norma stabilisce che: 

(…) la partecipazione ad una sperimentazione clinica degli 
adulti incapaci che non hanno dato o non hanno rifiutato il p
loro consenso informato prima che insorgesse l'incapacità e' 
possibile solo a condizione che:
i t t tt t il i f t d l t t

This presentation arises from the Joint Action ALCOVE which has received funding from the European 
Union in the framework of the  Public Health Programme.  (Grant Number 2010 22 01)

sia stato ottenuto il consenso informato del rappresentante 
legale; 



Publication of a survey on available data on exposure to 
psychotropic drugs in people with dementia 

(September 2012)

Mil t 2
TASK 2.3; 2.4

Milestone 2
TASK 2.3; 2.4 

Development  and collection of a questionnaire 
for identification of  available data on 
psychotropic drug (antidepressant, 
antipsychotics, BDZ) prescriptions in dementia 
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TASK 2 5TASK 2.5 

Description of the possibility to 
identify subjects with a clinicalidentify subjects with a clinical 
diagnosis of dementia exposed to 

h t i d i t ipsychotropic drugs in countries 
included in WP4 of  ALCOVE 
project 
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Methods: possible approaches
in the identification of AD patientsin the identification of AD patients

A pilot study using a record linkageA pilot study using a record linkage
procedure

• Patients treated with acetylcholinesterase 
inhibitors (AChEI) 
H it li d ti t ( ith i• Hospitalised patients (with primary or 
secondary diagnosis of AD) 

• Patients followed by neurological centres• Patients followed by neurological centres
involved in the diagnosis and treatment of AD

• Patients (with diagnosis of AD) followed by• Patients (with diagnosis of AD) followed by 
GPs

• Patients in residential care centres
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Union in the framework of the  Public Health Programme.  (Grant Number 2010 22 01)

Patients in residential care centres



Milestone 3

h dMethods

• Survey for characterization of 
N ti l d di t d tNational programs dedicated to 
dementia in Europe

• Survey on available data on 
dementia strenghts and waknessessdementia, strenghts and waknessess 
of data collection systems
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Milestone 3

MethodsMethods

• Review of the grey literature: National Plans, Programs, 
Policies, Guidelines on dementia care available in English in 
EEurope

• Definition of the questionnaires main themes and 
categories based on the standards of care outlined in the g
literature

• First draft shared with Alcove partners and pre test
Q ti i d i i t ti i il t ll Al t• Questionnaire administration via email to all Alcove partner, 
then to all Collaborative Partners and Member States

• Data collection via email or fax
• Data analysis with EpiInfo and Nvivo (qualitative data)
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Milestone 3
Preliminary results – Survey on NationalPreliminary results – Survey on National 

Plans (NP)

• Response rate AP and CP 100%, 
other MS 37.5%

• EU Countries with a National Plan or 
Policy

Yes
48%

No

Due
17%

Policy 

• NP totally or partially based on 
i l d 92%

35%

national data 92%

• 9/11 NP have a set of defined /
outcomes, standards and indicators

• 7/11Have a system to measure
This presentation arises from the Joint Action ALCOVE which has received funding from the European 
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• 7/11Have a system to measure 
indicators on a regular basis



Milestone 3
Preliminary results – Survey available y y

data
Classes of data sources (82 different sources identified)Classes of data sources (82 different sources identified) 

Hospital Administrative data
Cohorts

Death register
Nursing homes

Surveys

Reimbursement files
Computerized medical file

Death register

NGOs, patient associations
International networks projects

Drugs file

Personal computerized file
Other registries

p
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