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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.

co de Tejidos cic la Fundacion Cien

brcren
.l * 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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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.
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Angiopatia amiloide cerebral (AAC)

AA tipo 2 (Thal) AA tipo 1, capilar (Thal)
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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

v

W N = o

“A” | Thal Phase for Ap plaque ‘
for the neuropathologic assessment of Alzheimer’s disease: —

(57]
0
1or2
3

E
(
1
2
3

4o0r5

2012

Braak and Braak NFT stage | “C”

[14,15]
None
[ orll
[l or IV
V or VI

—

W NN = O

;ERAD neuritic plaque score
[41]
None
Sparse
Moderate
“requent
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ENFERMEDAD DE ALZHEIMER ATIPICA

Variante logopénica de afasia progresiva primaria
(VIAPP)

Predominio inicial del trastorno del lenguaje, con frecuente
anomia, pérdida de fluencia, simplificaciones, sustituciones,
circunloquios, dificultades en la repeticion y comprension de
frases largas, parafasias fonémicas.

Atrofia cortical posterior (EA visual)

Presentacion inicial con agnosia visual, apraxia del vestido,
alexia, elementos de los sindromes de Balint y de Gerstmann,
apraxia ideomotora y prosopoagnoasia.

Variante frontal (conductual disejecutiva)

Predominio de disfuncion conductual y/o disejecutiva.
Diagndstico diferencial con la variante conductual de DFT
(aparicién mas temprana de déficit amnésico).
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AD+tau; 1.7%

AD+HS; 0.5%
AD+VaD+tau; 0.7%
AD+VaD+HS; 0.6%

AD+LBD+tau; 0.6%
AD+LBD+HS; 0.2%
AD+LBD+VaD+HS; 0.5%
~ AD+LBD+VaD+tau; 0.2%

I

Systematic review: This review summarizes the pre-
sentations made at the October 2014 Research
Roundtable meeting. Each presenter reviewed the
literature of recent work of their specific topic area
within the overall area of how overlapping pathol-
ogies affect the diagnosis and treatment of clinical
Alzheimer’s disease (AD) and other dementia pheno-

types.

Interpretation: This article posits that dementia syn-
drome is most commonly related to multiple pathol-
ogies especially in older individuals, rather than a
single process.




Heterogeneidad patologica y comorbilidad en demencia

Patologia de tipo Alzheimer
* Patologia cerebrovascular
* Patologia de tipo Lewy

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

* Aging-related tau astrogliopathy (ARTAG)

 Enfermedad de granos argirofilos

e Otras patologias



Staging and natural history of
cerebrovascular pathology in dementia

V. Deramecourt, MD,
PhD
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Vascular cognitive impairment neuropathology
guidelines (VCING): the contribution of
cerebrovascular pathology to cognitive
impairment

Olivia A. Skrobot,' Johannes Attems,? Margaret Esiri,> Tibor Hortobagyi,"*

James W. Iﬂ:mside,‘S Rajesh N. Kalar‘ia,2 Andrew King,7 George A. Lammie,a David Mann,g
James Neal,'? Yoav Ben-Shlomo,'' Patrick G. Kehoe' and Seth Love'

Likelihood that cerebral vascular disease
contributed to cognitive impairment - . Low (<50% Moderate (50-80%)| High (>80%)

One or more large (> 10 mm) ' F ' - b i
subcortical cerebral infarcts - = + + + iR

Moderate or severe occipital
leptomeningeal CAA

Moderate or severe occipital white
matter arteriolosclerosis

Mast

Figure I VCING model estimating the likelihood that cerebrovascular disease contributed to cognitive impairment.
Combinations of the three main determinants—at least one large (> 10 mm diameter) infarct, moderate/severe occipital leptomeningeal CAA,
and moderate/severe arteriolosclerosis in the occipital white matter—are used to assign a low, intermediate or high likelihood that cerebro-
vascular disease contributed to cognitive impairment in an individual case. Scale bars in the top, middle and bottom photomicrographs represent
I mm, 250 um and |00 um, respectively.




Table 3 “ABC” score for level of AD neuropathologic change

—_ NIA: A3, B3, C3 (alta probabilidad)

I I T .
- Vascular score: 15 (patologia intensa)

R remeae ‘ VCING: 3 (alta probabilidad)

0 or 1 g Intermediate ’ Intermediate

m Intermediate High




Newcastle-McKeith

Braak |

Olfactory only Braak stage 1
Amygdala predominant Braak stage 2
Brainstem Braak stage 3
Limbic (transitional) Braak stage 4

Meocortical

Braak stage 5
Braak stage 6

Leverenz et al. Beach et al.

Brainstem | Olfactory only

Limbic (transitional) lla Brainstem predominant
Meocortical llb Limbic predominant
Amygdala Il Brainstem and Limbic

predominant jwithiwithout IV Neocortical
brainstem or limbic involvement)
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Neuropathological consensus criteria for the evaluation of Lewy
pathology in post-mortem brains: a multi-centre study
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Limbic-predominant age-related TDP-43

encephalopathy (LATE): consensus working

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

LATE-NC
Stages0 - 3

Sl.m piisec stang 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 Donrato; O::?:hotomprr:i;orhx 3 Anterior temporal cortex
st i i o 2 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

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



TDP-43 .

Esclerosis del
hipocampo




Received: 6 October 2022 Revised: 5 December 2022 Accepted: 21 December 2022

DO 10.1002/a2.12942 . s .
Alzheimer’s & Dementia’

RESEARCH ARTICLE THE JOURNAL OF THE ALZHEIMER'S ASSOCIATION

A novel histological staging of hippocampal sclerosis that is
evident in gray matter loss in vivo
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Argyrophilic grain disease

A. Rabano et al. / Tau Propagation in Argyrophilic Grains

Perirhinal
cortex

Transentorhinal
cortex

l Entorhinal cortex

i

Rabano et al., 2014

Saito et al., 2004




Aging-related tau astrogliopathy (ARTAG)

Acta Neuropatiiol. 2016 January : 131(1): 87-102. doi:10.1007/500401-015-1509-x.

Aging-related tau astrogliopathy (ARTAG): harmonized
evaluation strategy

A full list of authors and affiliations appears at the end of the article.
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dark colours reflect higher severity scores
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Sequential stages and distribution patterns @
of aging-related tau astrogliopathy (ARTAG)

in the human brain
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