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Arg-ADNI

1st Arg-ADNI: FLENI Cohort (2011-2014)
Single-Center, Pilot Study-60pts

Main Project
2" Arg-ADNI: Multicenter Cohort (2015-2018)
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Arg-ADNI

1st Cohort (FLENI)
Study Timelines

06/08/2014
Copenhagen
‘ 11/20/2013 Study report
Last patient / first visit
@ 01/19/2012
First patient / first visit

1. Recruitment: 24 months

® 02/10/2011
FLENI Review Board
approval

2. Follow-up: 24 months



Patients Invited to
ADNI
o= 73

Healthy Controls
°= 10

Arg-ADNI

1st Cohort (FLENI)
Patients’ Flowchart

Patients Screened

at FLENI 2 Claustrophobia
o= 60 1 Psychiatric Disease
1 Cancer
1 Adult ADHD

2 without informant

2 removed inform.cons
1 by distance/caregiver

Patients Followed
(15t year)

Early MCI Late MCI Dementia AD

=15 °= 16 Ne=




Arg-ADNI

1st Cohort (FLENI)

Table 1: Demographic Data

Healthy Early Late Dementia
Controls MCI MCI AD
10 15 16 9

Age (years) 68 70 75 75
Education (years) 14 12.9 13.6 12.1
Sex (%fem) 70% 40% 68.8% 44.4%
MMSE 30 28.9 27.1 21.4

I



Arg-ADNI

1t Cohort (FLENI)
Methods: ADNI

1. Demographic and Neurological Exams
2. Neuropsychological Assessment
3. Cognitive Reserve Inventory

4. Blood sampling including DNA banking
5. Cerebro Spinal Fluid (AB42 , tau and f-tau)

6. MRI (3.0T)
FDG PET-CT scan
8. IC-PiB PET-CT scan

~
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Arg-ADNI

1t Cohort (FLENI)
Results

T ST

PET Follow-up Follow-up

FDG PiB 1 year 2 year
Healthy Controls 10 10 10 7 10 9 6
Early MCI 15 15 15 12 15 12 8
Late MCI 16 16 16 11 15 13 7
Dementia AD 9 9 9 8 9 9 2
TOTAL 50 ) 50 50 38 i 49 43 23
(76%) X (98%) A (86%)
NS—— NS—— NS—— NS——



Alzheimer's Association QC program for CSF Alzheimer's Association QC program for CSF

T-tau

AB42

Buenos Aires (Lab 85)

Longitudinal evaluations Longitudinal evaluations

Buenos Aires (Lab 85) All 59 labs in this round

All 57 labs in this round

Round: 2012:10QC-L Mean: 418 pg/mL Round: 2012:10QC-L Mean: 171 pg/mL
Result: 437 pg/mL SD: 77 pg/mL Result 126 pg/mL SD: 38 pg/mL
Method: INNOTEST cv 18,5% Method: INNOTEST CVv: 22,1%
Longitudinal QC-sample Longitudinal QC-sample
Values in current sample Dotted lines: Averages2 SD Values in current sample Dotted lines: Average+2 SD
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Brain '8FDG PET scan Brain "'C-PiB PET scan
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Arg-ADNI

1st Cohort (FLENI)
Results

Table 3: PET Scanning as of June 2014

FDG-PET FDG-PET PiB-PET PiB-PET
Normal Pathol Negatlve Possitive

Healthy Control s

Early MCI 2 9 5 3
Late MCI 3 11 4 8
Dementia AD 0 9 1 3
Total 10 34 20 19




Brain Bank.

FLENI houses the only brain bank in Argentina.
ADNI participants are being asked to consent brain donation at the time of death.

Nature Reviews | Neuroscience

Brain banking: opportunities, challenges and meaning for the future
Kretzschmar
Nature Reviews Neuroscience 10, 70-78 (January 2009)
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April 2014

MRI Volumetric Analysis, Cognitive profiles and biomarkers
in a sample of Argentina - ADNI patients

\WELCOME

“Utility of Amyloid Neuroimaging in
Clinical Practice”

Patricio Chrem Méndez, Gabriela Cohen,
Julieta Russo, Marcos Femandez Suarez, Jorge
Campos, Griselda Russo, Janus Kremer, Alejandra
Amengual, Silvia Vazquez, Ramon Leiguarda
Gustavo Sevlever and Ricardo F. Allegri

Aging and Memory Center, (FLENI)
Buenos Aires, Argentina
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POSTER in AAIC>14
Alzheimer’s Imaging Consortium (AIC) pre-conference

1. Discrepancy between PiB amyloid imaging in typical and
atypical clinical diagnosis. (n2: IC-P-005)

2. Hippocampal atrophy. Automated volumetry vs visual
examination: Arg-ADNI cohort analysis (n2: IC-P-006)
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Alzheimer’s

Alzheimer’s & Dementia 10 (2014) S84-S87 Dementla

ELSEVIER

Research News
Creation of the Argentina-Alzheimer’s Disease Neuroimaging Initiative

Maria Julieta Russo™*, Deborah Gustafson”, Silvia Vazquez", Ezequiel Surace”,
Salvador Guinjoan®, Ricardo F. Allegri”, Gustavo Sevlever”, members of the
Argentina-Alzheimer’s Disease Neuroimaging Initiative

“Aging and Memory Center; Instituto de Investigaciones Neurolégicas Raitl Carrea (FLENI), Buenos Aires, Argentina
"l)z’parmlenl of Neurology, State University of New York-Downstate Medical Center, Brooklyn, NY, USA. Neuropsychiatric Epidemiology Unit
“Institute for Neuroscience and Physiology, University of Gothenburg, Gothenburg, Sweden

Management Committee :, _.' ? ?
Sevlever, G; Allegri, RE.; Guinjoan, 5. Gustafson, D.; Vzquez, S. 9 0
r T I T 1 | - ’

CUNICAL NEUROIMAGING LABORATORY EPIDEMIOLOGY
STREAM STREAM STREAM STREAM
T T T T

Pa—

Vi, 5. — X

Verwrkce, !, Sormce, L) Lo =
Py

Table |
Neurocognitive assessments for the Argentina-Alzheimer’s Disease

Paciente Cat 1c.re 04/102012

5 . Neuroimaging Initiative Table 2
Stream Chair L graphi ychological, and CSF charactenistics at bascline
Screening visit

ina-ADNI : : Characteristic Control, mean =SD  EMCI,mean = SD  LMCI,mean = SD  ADdementia, mean = SD  ANOVA P value
Argentina-ADNI, Argefiig Modified Hachinski Score [7)
Fig. 1. Structural organizationof.  Mini-Mental State Examination Test [8] Age,y 62.38 £ 4.1 61.09 = 6.1 13.13£72 77.00 = 4.7 8.275 000
. Female, % 60 40 583 50
.ogical Memory T ang Delayed Paragraph Recall) [9
LogealMemory Land T (Delayed Eacapraph Recall) (31 MMSE score, pt 2990 = 0316 2887 = 19 2764% 17 2175 %29 21576 000
Spanish Geriatric Depression Scale [10] GDS 170 = 1.7 207 =19 173+ 18 120+ 1.0 0.309 819
Clinical Dementia Rating [11] WMS I1I-Delay 8.00 =19 20925 0.00 = 0.00 12,145 000
Baseline visit Boston Test 28.11 £33 2340 = 2217 %48 2311 093
Alzheimer's Disease Assessment Scale Cognitive Subscale [12] Categorical VFT 22.50 £3.3 17.30 = 3.6 11.83 438 11.615 000
: Letter VFT 18.80 =38 1540 =50 1340 =54 1.309 288
4 r Test [13
B,mm" N_flmlml' '];m (1] o s . RAVLT-Delay 860 =25 2.56 + 2.0 1.00 + 2.4 14.078 000
Categorical and Phonological Fluency Test [14] RAVLT-Recog 770 = 66 467+47 5.50 = 4.9 0.746 532
Clock Drawing Test [16] CSF biomarkers, n 4 s 4 2
Digit Span Test [16] Ap1-42 758.9 + 210 943.7 = 3752 4573 = 48.8 6789 + 4823 2 130
Rey Auditory Verbal Learning Test [ 17) p-Tau 403 =79 95+ 17.5 266 2.3 000
f : : Tau 2132 +44 5.1 = 5979 + 61.7 137 = 20036 000
Trail Making Test, parts A and B [18
= S p.u\ and B (18] AD CSF profile 1505 209 = 1.09 0.48 + 0.08 L7x I-J 3.242 054
Digit Symbol Substitution Test [ 16]
Functional Activities Questionnaire [19] Abbreviations: CSF, i id: S ion: E , early mild cognitive impairment; LMCI, late mild cognitive impairment; AD, Alz-

heimer's d Depression Scale [11]: WMS II-Delay, Wechsler
Memory Swh, Il delayed [10]; \I1 Verbal Fluency Test [15]; RAVLT-Delay, Rey Auditory Verbal Learning Test delay recall trial; RAVLT-Recog, RAVLT
recognition trial (trial VIIT) [18); AB, amyloid-f; p-Tau, phosphorylated tau.

&Y FLENI

Neuropsychiatric Inventory Q [20]
Scale of Cognitive Reserve [21]




LATIN AMERICAN EXPERIENCE WITH
ALZHEIMER’S DISEASE CEREBROSPINAL FLUID
BIOMARKERS

JULY 2013-VOL, 61, NO, 7 JAGS
Table 1. Results
Frontotemporal
Mild Cognitive Impalrment AD,n~7 Dementia, n -~ 3
Progressed to Did Not Progress
AD,n ~5 to AD,n -5
Marker Mean = SD P-Value Mean = SD
Amyloid-beta 42, pa/mlL 355 4 88 800 + 345 02 4436 + 658 855 + 270
Total tau, pg/mL 304 + 242 1896 = 113 21 3586 + 218 108.3 + 45
Hyperphosphorylated tau, pg/mL 66.2 + 52.1 358 + 185 30 428 16.3
Amyloid- beta 42Myperphosphorylated tau 12.7 + 128 306 + 221 1 118 + 5.7 485 + 6.9
Cerebraspinal luid biomarkers for AD profile 068 £ 041 19 £ 1.17 02 075 + 0.32 23 + D50

AD « Alzheimer’s disease; SD « standard devianion

points for the group with AD, and 22 for the group with
FTD. CDR was 0.5 for the group with MCI and 1 for the
orther groups. RAVLT mean results were 31 points for the
group with MCI, 20 for the group with AD, and 15 for
the group with FTD.

APByz, t-tau, and p-tau were quantified in CSF using an
enzyme-linked immunosorbent assay. Ranos of Ap-42 ro
p-tau and CSF AD profile (AP42/(240 + [1.18 x t-tau]))'”
were calculated. (A CSF ratio <1.3 was considered sugges-
tive of AD pathology.) The Mann-Whitney one-railed test
was used o determine the difference between groups,

Mean clinical follow-up was 4.7 vears (range 1
8 years), As expected, functional status and overall cogni-
tive rests dereriorared over nime for individuals with AD
and FTD. CDR was 2 for the groups with AD and FTD.
For the group with MCI, parricipants were classified based
on clinical and cognitive evolution into a group that
progressed to AD (n = 5), with a mean MMSE score of 24
and CDR of 1, and a group that did not (n = 5), with
MMSE and CDR scores that did not change from
bascline.

The mean value of biomarkers and the ratios were not
significantly different in the three main groups (AD, MCI,
FID) because of the high dispersion observed in the MCI
group. There were significant differences between the

K) FLENI

clusions of this study should be taken cautiously because
of the small sample size and lack of confirmatory patho-
logical examinarion, bur acrive partient recruitment is
underway to strengthen these observations. Overall, this
first AD biomarker study in Latin America supports that
combined analysis of all three core AD biomarkers repre-
sent a powerful ool in clinical setting,

Ezequiel Surace, PhD
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Horacio Martinetto, PhD

Patricio ChremMendez, MD

Eugenia Martin, PhD

Elisa Smyth, PhD

Griselda Russo, MD

Alejandra Amengual, MD

Ricardo Allegri, MD

Ramaon Leignarda, MD

Gustavo Sevlever, MD

Jorge Campos, MD

Fundacton para la Lucha contra las Enfermedades
Neuroltgicas de la Infancia, Instituto de Investigaciones
Newrologicas Raul Carrea, Buenos Aires, Argentina



Neurologia Argentina

www.elsevier.es/neurolarg

Articulo original

Utilidad de la neuroimagen amiloidea en @ S—
Neurologia asistencial

Patricio Chrem Méndez“*, Gabriela Cohen’, Maria Julieta Russo®, PaCients Cat nC.PB 041102012
Marcos Fernandez Suarez®, Federico Nahas®, Griselda Russo, Claudio R. Wierszylo®,

Santiago Paz/, Leonardo Tabaschi/, Jorge Campos?, Alejandra Amengual?,

Janus Kremer", Salvador Guinjoan?, Ramén Leiguarda', Gustavo Seulever/,

Silvia Vdzquez"* y Ricardo Allegri'

100 —
Hasta la fecha, en el Instituto FLENI se han realizado 100 90 B PiB Negativo
estudios con 1C-PiB-PET, en colaboracién con el Instituto Kre- S
’ 80 [ PiB Positivo
mer de Cérdoba y una parte de ellos en el marco de estudio
. . . . e . 70 H
de Alzheimer’ Disease Neuroimaging Iniciative Argentina (ADNI
Arg). €07
50 —
40
Tabla 2 - Caracteristicas demogréficas basales de la muestra de estudio
Categoria diagnéstica n Mujeres (n) Edad, media + DE MMSE, media + DE 30 -
Controles 12 7 63,9 £87 29,9+0,3
DCL amnésico 29 13 70,0 7,3 27,8+2,1 20 —
DCL amnésico plus 7 6 71,0 +£8,4 27,5+2,1
DCL no amnésico 10 3 68,3 +£4,9 282+1,9
DTA 11 10 70,9 +7,3 21,7+2,5 10 +
DET 3 1 68,0+17 20,0+113
APP 9 8 65,8+10,4 24,5+2,5 0 —
ACP 3 0 62,6+14,8 225+127 Baia Alta
DCB 1 1 70 24 J
Angiopatia amiloide 1 1 61 26 . . .. ..
Demencia mixta 3 1 68,3 £87 23 Figura 1 - Comparacion de participantes con marcacion con
ACP: atrofia cortical posterior; APP: afasia primaria progresiva; DCB, degeneracién corticobasal; DCL: deterioro cognitivo leve; DFT: demencia 11C_PiB'PET SEgﬁn pIObabi]idad diagnéSﬁca pIEtESt de
frontotemporal; DTA: demencia tipo Alzheimer. patologia de enfermedad de Alzheimer.

&Y FLENI




Brain Pathology ISSN 1015-6305

RESEARCH ARTICLE

Familial Dementia With Frontotemporal Features Associated
With M146V Presenilin-1 Mutation

Miguel A. Riudavets'; Leonardo Bartoloni®*; Juan C. Troncoso*; Olga Pletnikova?;
Peter St. George-Hyslop®; Marcelo Schultz'; Gustavo Sevlever'; Ricardo F. Allegri®

" Department of Neuropathology, FLENI. Buenos Aires, Argentina.
? Department of Neurology, FLENI. Buanos Aires, Argentina.
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Papers submitted

1. Concordance between C!!-PiB amyloid imaging and clinical
diagnosis in a memory clinic. American Journal of
Alzheimer’s Disease and other Dementias.

2. Discriminability and Response bias Indices in recognition
memory performance in amnestic mild cognitive impairment
and Alzheimer’s disease. Alzheimer & Dementia

3. Hippocampal atrophy. Automated volumetry vs visual
examination: an ARG ADNI cohort analysis
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Future Tasks

I
Dominantly Inherited
Alzheimer Network

Arg-DIAN (Dominantly Inherited Alzheimer Network)

» National grant application (CONICET) June 2014
» to study an Argentine DIAN cohort of 40 participant.

« Start-up October 2014



Future Tasks

Arg -ADNI 2 Cohort (Argentine Multicenter Study)

« National grant application (2015-2018)
.| etostudy larger Argentina ADNI 2 cohort of 180pts
" * involving at least 8 new sites (AD Centers).

Y Buenos Aires

,.é_,/ “1.- FLENI

+2.- Hospital Zubizarreta (GCBA)

*3.- INEBA
*4 - Hospital Fernandez (GCBA)
*5.- Hospital Borda (GCBA)

La Plata
*6.- Instituto Neuropsiquiatrico Luria

Mar del Plata
*7.- CEMA

Cérdoba
+8.- Instituto Neuropsiquiatrico Kremer

Mendoza
9.-Univ. Mendoza
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