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Development of Alzheimer’s disease

- .
S -_*'?, Amyloid plaques Normal

memory

Mild memory
Impairment

l

Dementia

Dementia is end
stage of long
disease process



 Project duration: 2013-2018

« AIms:
 Increase understanding cause of the disease
« Estimate prevalence and outcome of predementia AD

 Discovery biomarkers and risk factors for predementia AD
nefore the onset of dementia

 Improving access to existing data




EMIF

e Vision:
« European hub for health care data intelligence, enabling new insights into
diseases and treatments

* Three subprojects:
 EMIF-Platform
 EMIF-Metabolic
« EMIF-AD

e 56 partners from
countries




EMIF: Partners
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 EMIF-AD catalogue
* Find existing data/samples/scans

 EMIF-AD tranSMART data platform
e Sharing data



EMIF

EMIF-AD catalogue: search for cohorts
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EMIF-AD catalogue: search for cohorts
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EMIF-AD Dataplatform for storage and analysis {
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Prevalence amyloid pathology in non-
demented individuals
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Prevalence AD pathology and AD dementia

20 year predementia stage




Course of AD: from preclinical AD to death &y
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Collaboration ICTUS, Descripa, ADC, Gothenburg 70+, AIBL, ADNI Vermunt et al Alz Dem 2019



Pathophysiology- monozygotic twins €y

PreclinAD Twin study: 100 monozygotic twin pairs older than 60

Konijnenberg et al Alz Res Therapy 2018



concordant normal discordant

Amyloid concordance in cognitively normal monozygotic
Twin correlation 0.55

Konijnenberg et al in preparation



Protective factors for cognitive impairment in @
nonagenerians

EMIF-AD 90+ study (n=120)
Legdeur et al BMC Geriatric 2018



Protective factors for memory impairment in €y
nonagenerians
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Legdeur et al under review



e AIm

* Find diagnostic and prognostic markers for predementia AD

« 1200 subjects across AD spectrum selected from existing cohorts

e Analysis
 MRI volumetry
o CSF targeted and untargeted proteomics
* Plasma proteomics and metabolomics
« GWAS, exome sequencing, DNA methylation

Amsterdam Dementia Cohort
Antwerp cohort

Lausanne

San Sebastian — GAP

EDAR

DESCRIPA

PharmaCog

Bos et al Alz Res Therapy 2019



Plasma metabolites and AD

., cognition

CSF amyloid and tau

Kim et al 2019 Alz Dem



AD subtypes based on CSF proteomics
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