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La iniciativa de Vallecas: programas de investigacion

El Proyecto Alzheimer FRS
* Una residencia para pacientes con demencia.

* Una cohorte de pacientes institucionalizados para
la investigacion en demencia.

El Banco de Tejidos CIEN

* Un banco de cerebros de enfermedades
neurodegenerativas.

("4

* Muestras neuroldgicas de pacientes incluidas
en cohortes de investigacion.

El Proyecto Vallecas

*Un estudio longitudinal de envejecimiento
cognitivo.

*Voluntarios para la investigacion en demencia.
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Programas de donacién de tejido cerebral 6fﬂ

Programa de donacion interno

e Centro Alzheimer Fundacién Reina Sofia 168
e Seguimiento semestral, RM, muestras de J
sangre

Programa de donacion externo

e Poblacion general, residencias, hospitales 59

e No hay seguimiento de los donantes
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The Vallecas Project: a cohort to
identify early markers and
mechanisms of Alzheimer’s disease
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El Proyecto Centro Alzheimer: Objetivos

* Crear y mantener una cohorte de pacientes con demencia moderada
0 avanzada en un solo centro, con evaluaciones semestrales,
obtencion de muestras de sangre, estudios de RM, y donacion de
tejido cerebral post mortem.

* Contribuir con datos primarios al conocimiento de la evolucion de las
fases avanzadas de la demencia.

* Analizar factores asociados a distintas patologias, y determinantes de
patrones evolutivos diferenciales (factores de riesgo, comorbilidad,
tasa de progresion, cognitivos, funcionales, etc).
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Journal of Alzheimer’s Discase 28 (2012) 211-222 21
DO 10.3233/IAD-2011-110875
108 Press

Promoting Research in Advanced Dementia:
Early Clinical Results of the Alzheimer
Center Reina Sofia Foundation

Javier Olazardn®*, Luis Agiiera-Ortiz", Ricardo S. Osorio®, Beatriz Le6n-Salas®, José Luis Dobato®,
Isabel Cruz-Orduia®. Belén Gonzilez", Meritxell Valenti*, Nuria Gil-Ruiz", Belén Frades®,

M.I. Ramos-Garcia® and Pablo Martinez-Martin®

YAlzheimer Disease Research Unit, CIEN Foundation, Carlos I Institute of Health, Alzheimer Center Reina Sofia
Foundation, Madrid, Spain

YCIBERSAM, Carlos Il Institute of Health, Madrid, Spain

CCIBERNED, Carlos lI Institute of Health, Madrid, Spain

Table 3
Scale measures in the final clinical protocol of the ACRSF
Area Scale Objective/Rationale Observations!
References?
Cognition MMSE General cognition, universal measurement B.6 [17, 18]
sMMSE General cognition, advanced dementia B.6 [19, 20]
Animals Verbal fluency, frontotemporal functions B.6 [22, 23]
SIB General cognition, avoid floor elfect B.6 [46, 47]
Behavior and mood NPI Overall picture of behavior problems B.6 [14-16]
APADEM Apathy in advanced dementia B.6 [48
CMAI Agitation, detailed assessment B. 12 [49, 50]
CSDD Depression, using both informant and patient observation B. 12 [51,52]
Personality NEO-FFI Premorbid personality traits, understand behavior problems B [56,57]
ADL FAST AD specific, detailed for severe dementia B.6 [26,27]
BI Basic ADL., sensitive to change B.6 [58,59]
IADL Instrumental AVD B.6.DC [60,61]
Motor arca SCOPA -motor Parkinsonism, predictor of gait dysfunction and functional B.6 [31,32]
dependence
Up & Go test Mobility, predictor of falls B.6 [33. 34]
ADGS Gait, predictor of functional dependence and QoL B.6 [35, 306]
POMA Balance, predictor of falls B.6 [63, 64]
QoL QUALID QoL in advanced dementia B. 6, NH [66, 67]
QoL- AD QoL as perceived by patient and caregiver B.6.DC [41,42]

IB: administered at baseline; 6: administered every six months; 12: administered every 12 months; NH: administered only to the nursing home
patients; DC: administered only to the day-care patients.
2The original reference appears first, followed by reference of the most relevant validation studies in Spanish samples.
ACRSF: Alzheimer Center Reina Sofia Foundation; AD: Alzheimer’s disease; ADL: activities of daily living; ADGS: Alzheimer’s Disease Gait
Scale; APADEM: Apathy in Dementia Scale; BI: Barthel Index; CMAI: Cohen-Mansfield Agitation Inventory: FAST: Functional Assessment
Staging; GDS: Global Deterioration Scale; IADL: Instrumental Activitics of Daily Living Scale; MMSE: Mini-mental State Examination;
NEO-FFI: NEO Five-Factor Inventory; NPI: Neuropsychiatric Inventory; POMA: Tinetti Performance Oriented Mobility Assessment; QoL-
AD: Quality of Life in Alzheimer’s Disease Scale; QUALID: Quality of Life in Late-stage Dementia Scale; SCOPA-Motor: motor evaluation
scale of the Scales for Outcomes in Parkinson’s Disease; SIB: Severe Impairment Battery; sMMSE: Severe Mini-mental State Examination.




Severe Mini-mental State Examination
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Current Topics in Research
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Algunas cifras de la CAV-CAFRS...

540 pacientes con demencia incluidos en la cohorte.

3738 evaluaciones realizadas por la UMA.

68% de pacientes con RM (3T).

3058 muestras de sangre (52812 alicuotas de hemoderivados).

168 cerebros extraidos (50% con RM seriadas previas).

26 exitus (17%) en la primera ola.

64 pacientes con COVID-19 sintomatico o
asintomatico (cohorte actual, 43%).




3T magnetic resonance Macroscopy of fixed brain
post mortem pre-extraction



N 167
Sex 79% female
T in CAFRS (mths) 52.9 (38.6)
Age at onset 75.4 (7.3)
Age at death 87.2 (6.5)
Survival time 11.9 (4.4)
PMI (hrs.) 4.5 (2.1)
APOE e4 45.2%
High ADNC 75.8%
High vascular path. 54.5%
Lewy path. (LPC>1)* 37.8%
LATE (HS) 71.2% (45.2%)
ARTAG 52.7%
AGD 12%

Main neuropathological diagnosis

Tauopathies Vascular

(Pick’s, PSP, GGT)

Lewy body
disease

B ALZHEIMER

B ESCLEROSIS HIP.
Oiewy

B TAUPATIA

] TUMOR 1°

B vASCULAR

Hippocampal
sclerosis

*| PC =1 (13.2%)

Alzheimer’s
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Table 2 “ABC” score for AD neuropathologic change

National Institute on Aging—Alzheimer’s Association guidelines

a practical approach

Thomas J. Montine + Creighton H. Phelps - Thomas G. Beach - Eileen H. Bigio - Nigel J. Cairns *
Dennis W. Dickson * Charles Duyckaerts - Matthew P. Frosch - Eliezer Masliah - Suzanne S. Mirra -
Peter T. Nelson - Julie A. Schneider + Dietmar Rudolf Thal + John Q. Trojanowski -

Harry V. Vinters - Bradley T. Hyman
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The problem of pathological heterogeneity and
comorbity in dementia

Alzheimer’s disease neuropathology change

* Cerebrovascular pathology

* Lewy type pathology

* Limbic-predominant age-related TDP-43
encephalopathy (LATE)

* Aging-related tau astrogliopathy (ARTAG)

* Argyrophilic grain disease

* Other pathologies
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Vallecas Alzheimer’s Study

Alzheimer’ pathology (Braak stage 0 — 6)
Cerebrovascular pathology (0 —5)

Lewy type pathology (0 — 6)

- TDP-43 pathology (LATE) (0 - 3)

B ARTAG(0-1)
~ Argyrophilic grain disease (0 — 3)
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Limbic-predominant age-related TDP-43

encephalopathy (LATE): consensus working

group report

Peter T. Nelson,' (®Dennis W. Dickson,2 John Q. Troianom.\'ski,3 Clifford R. Jack jr.,"
Patricia A. Boyle,5 Konstantinos Arfanakis,s"' Rosa Ra.demakers,2 Irina Alafuzoff,”

Johannes Attems,a Carol Brayne,9 lan T.S. Coer-GiIchrist,9 Helena C. Chui,'u
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Robert A. Rissman,'? ®William W. Seeley,?® Reisa A. Sperling,2' Charles L. White 111,22

Lei Yu® and Julie A. Schneider®

B LATE-NC related stages based on anatomic distribution of TDP-43 pathology

LATE-NC
Stages 0 - 3

s'.m piFea sang o.f Moo Josephs TDP-43 proteinopathy staging |Rush University TDP-43 proteinopathy staging
proteinopathy” for routine LATE-NC
4 (KA Josephs etal, 2013) (S Nag et al, 2017)
diagnosis (consensus recommendation)
0 None 0 None 0 None
1 Amygdala 1 Amygdala 1 Amygdala
2 Entorhinal cortex, subiculum 2 Entorhinal cortex, CA1
5 Hiopocaon 3 Donltato; O::?:hotomprr:i;orhx 3 Anterior temporal cortex
castidasi it idoniiuludince 4 Midtemporal and orbitofrontal cortex
5 Inf olive, midbrain
3 Middle frontal gyrus (MFG) 6 Basal ganglia, MFG 5 MFG
*-Any TDP-43 proteinopathy is seen in that anatomicregion

2019
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A novel histological staging of hippocampal sclerosis that is
evident in gray matter loss in vivo
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NATURE REVIEWS [ NEUROSCIENCE

A pathophysiological framework of
hippocampal dysfunction in ageing
and disease

Scott A. Small*, Scott A. Schobel?, Richard B. Buxton®, Menno P Witter!
and Carol A. Barnes"

VOLUME 12 [ OCTOBER 2011 | 585
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Neuropathological data of the Vallecas Alzheimer’s Study:
research lines at the CIEN Foundation
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