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&= ROADMAP

The precision medicine

challenge
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é ROADMAP | ROADMAP Goals - Phase 1

= Develop a natural history
model across disease
stages

= Develop appropriate
health economic and
budget impact models

= Set new standards for the
collation and evaluation of
RWE to inform decisions
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&= ROADMAP | Final results of WP2

= D2.3 Stakeholder generated lists of priority outcomes
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Quality of carer’s and family’s lives

Spouses’ “duty” to care -

Quality of the patienl-caregiver relationship =
Available
. No
. Yes

Caregiver social support -
Caregiver Quality of Life -

Caregiver co-morbidities -

Caregiver-perceived burden -
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D2.5 gap analysis

Example outputs: Challenging to obtain

Significant disease related life events
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&= ROADMAP | EMIF-AD tools

EMIF-AD Catalogue including cohort meta data  Data analysis tools: Transmart, Switchbox
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&= ROADMAP | DPUK tools
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DPUK data platform: Meta data catalogue and data analyses platform
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é ROADMAP | Three models selected for external validation

= Handels’ MMSE model
— Predict MMSE for incident AD dementia cases
— Predictors: age, time since onset
= Eli Lilly’s institutionalization model
— Predict time to institutionalization for AD dementia cases
— Predictors: MMSE, NPI, ADCS-ADL, spousal caregiver
= Novartis’ presymptomatic model
— Predict APCC and time to diagnosis of MCI or AD for cognitively normal patients
— Predictors: age, sex, APCC, ApoE4, education

This project has received funding from the Innovative Medicines Initiative 2 Joint Undertaking under grant agreement No
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= Despite extensive effort, data access
= ROADMAP remained the key roadblock

Milestones: Approached Fingerprinted Negotiated Accessed
15t choice: MEMENTO _ _ ®)
Sept. 17th, 2018
2"d choice: GOTHENBURG H70 & PPSW O @ @ O
2"d choice: AMSTERDAM Cohort o O ®

BioFINDER @
Other data fingerprinted within EMIF

and DPUK ® ®
Remote access,
4C dataset (clinical course of cognition Sept. 17th, 2018
and comorbidity in mild cognitive o - O o

impairment and dementia study)
*an extra small dataset provided by
WP3, Maastricht university

Legend: @ milestone passed @ roadblock
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e SLR on HRQoL of people with
= ROADMAP | pre-dementia or dementia

Meta-analysis of HRQoL measured using EQ-5D
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&= ROADMAP | EXAG: Perspective

= Complexity:
— Broad scope of interest:
e full range of disease stages
— Breadth and depth of data
e EHRs, population/clinical cohorts, trials, wearables

— Comprehensive range of stakeholders

e |Industry, HTA, academic, patients, carers, HCP
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&= ROADMAP | Data Cube

Axis: European (EU) Data sources

Sx,’b%es
O3 W
67 EU Data sources 7 SO(/r
Including: Ceg
=  (Clinical trials
= Electronic Health

Records
= Cohorts

AD-Qutcomes
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&=ROADMAP | Data Cube

Axis: Alzheimer’s disease (AD) outcomes

148 AD-outcomes
. es
Gathered from: S&’b‘«"o
= Literature Reviews 06{ 1\
(Pragmatic & 7%,
Systematic) “re. s

= Consultation with
working groups

= Survey shared among
people with dementia,
carers and health

professionals —
= Refined with feedback

from data sources

AD-Qutcomes
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&= ROADMAP | Data Cube
Axis: AD-Stages

3 AD-Stages

defined:

=  Mild Cognitive
Impairment (MCI)

= Mild dementia

* Moderate to severe
dementia
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ROADMAP Data Cube

Facet: EU Data sources against AD outcomes

Sorted by data type Sorted by country
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&= ROADMAP | Data Cube

AD outcomes prioritisation per stakeholders

People with dementia Carers Healthcare professionals

www.roadmap-alzheimer.org
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Data Cube at the 6th GAM:

?-
= ROADMAP
Data Sources vs AD-Stages

AD Outcomes’ Relevance within the AD-Stages AD-Outcomes availability within the Data Sources
3=vVvV 5 = Yes, directly

2=V 4 =Yes, indirectly

1=-- 3 =Yes,partially

2 = We can access to this information via other sources

= ROADMAP LIST OF OUTCOMES - RELEVANCE OF OUTCOMES TO 1 = N 0
ROADMAP DISEASE STAGE
, 0 = “Empty”
LFAN LFAN
Mild Mode Mod
Availab MCI
Deme _ rate Dem_erate) o . Moderate
P Mild

All All

evidence evidence evid:

—
MCI . Severe
ROADMAP Dementia .
Dementia

1 1 1 1

1 1 1 1 1 1
Mild Cognitive Impairment (MCIl 1 1 1 Mo 1 1 1
Amnestic MCI (aMCD 1 1 1 Mo 1 1 1
Non-amnestic MCI (naMCl} 1 1 1 Mo 1 1 1
Dementia 1 1 1 Mo 1 1 1
Alzheimer's disease 1 1 1 es, directly 5 5 S
Prodromal AD [pAD) 1 1 1 ko 1 1 1
Preclinical AD 1 1 1 Mo 1 1 1
Vascular dementia 1 1 1 Mo 1 1 1
Mixed dementia 1 1 1 Mo 1 1 1
Frontotemporal dementia 1 1 1 Mo 1 1 1
Dementia with Lewy bodies 1 1 1 Mo 1 1 1
Dementia in other diseases classified elsewhere 1 1 1 Mo 1 1 1 SIDIAP
Staging severity of dementia 1 1 1 Yesdiecth 5 5 5 SIDIGI
Global improvementistabilityl decline 1 z 1 Yesdiecth 5 5 0
Memory 3 3 1 Yesindreetl 4 2 2
Language and communication 3 z 1 Yesindreatl 4 2 8
Visuospatial ability 1 1 1 Yesindrectl 4 4 4
Attention/Executive functions z 3 1 Yesindrectl 4 8 2
Intelligence 1 1 1 Ho 1 1 1
Getting lost in own home 1 1 z Mo 1 1 1
Not recognising family 1 1 3 Mo 1 1 1
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&= ROADMAP | Data Cube

Concept

ROADMAP’s Interactive Data Cube is a 3D
heat map assessment which allows the
visualisation of the landscape on available
Alzheimer’s disease data in Europe,
together with their relevance for different
stages of the disease.

https://datacube.roadmap-alzheimer.org

This project has received funding from the Innovative Medicines Initiative 2 Joint Undertaking under grant agreement No
www,roadmap-alzheimer,org 116020 (“ROADMAP”). This Joint Undertaking receives support from the European Union’s Horizon 2020 research and I 5-Nov-19 I 19
innovation programme and EFPIA.


https://datacube.roadmap-alzheimer.org/

&= ROADMAP Enhanced data collection:

the importance of a controlled environment

= Fit for purpose

— Population based at scale

— Frequent cognitive assessment (before and after diagnosis)

— Regulatory approved standard assessments

— Outcomes: Research partners / Record linkage (Primary Care)
= Depletables ring-fenced for dementia

— Biosamples

— Recruitment to early disease stage experimental studies
=  Cost effective technologies

— Remote assessment: information technology hub

— Purpose driven (risk prediction, disease progression)

— De-novo or enhancement of existing data

This project has rec
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