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● Davos Alzheimer’s Collaborative 
● Cohort Mapping 
● Funded Projects 
● Previously Proposed Projects and 

New Directions



• Extensive foundation work done in 2020 bringing together over 70 
experts across all disciplines of AD (Co-Dir: Zerhouni/Hakonarson)

• Culminated in a document presented by DAC management at the 
World Economic Forum in January 2021 (founded by them in 
2020)

• Principal focus to research diversity cohorts globally
• Pilot program being funded by DAC to demonstrate ability of 

diversity cohort leaders to work together and execute
• DAC has established a 5 year plan to complete the project

Global Cohort 
Development

Build a global cohort with high-quality, detailed data 
on a well-characterized, diverse population, readily 
available to researchers, to increase discovery of 
targets for drug development with associated 
biomarkers

Diversity 

1. Davos Alzheimer’s Collaborative 



Davos Alzheimer’s Collaborative 



Cohort Foundation 
Phase (Pillar-1)

• Create a uniform, 
minimum dataset

• Enable consistent data 
collection across 
regionally diverse 
cohorts

• Aim for 12,000+ subjects 
in this initial PRS pilot



IHCC-DAC Cohort Collaborative



Davos Alzheimer’s Collaborative 



Davos Alzheimer’s Collaborative 

● Polygenic Risk Score Pilot:

○ Underway 
○ Focus on non-European Participants
○ Opportunity for other cohorts to join in later phase(s) 
○ Will focus on addressing gaps in later phase(s)



• Identify high-risk individuals with no/minimal AD sxs and invest in 
omics/imaging/clinical/digital biomarker measures and follow 
prospectively

• Validate a PRS algorithm and have sites run a transethnic algorithm  
for this pilot project, using UKB as reference cohort

• The endpoint is elevated PRS for AD in subjects who have had 
some cognitive testing in the form of AD or dementia rating scale 
assessment. 

• Our goal for the pilot is to demonstrate that PRSs are elevated in 
diversity cohorts similar to EA (or ideally more) and even more 
importantly, demonstrate we can get access multiple cohort data.

IHCC-DAC Objective with PRS



● Ultimate goal is to provide sites with PRS to identify those 
individuals who do have highest PRS and have not developed 
AD yet (or are minimally affected). 

● The proposed plan would then be to follow those subjects 
prospectively over the next few years and get additional 
omics work done on them, as well as imaging studies and 
clinical/digital biomarker measures to try to understand the 
disease progression.

● These subjects will be the population foundation for future 
biomarker guided precision medicine trials.  

IHCC-DAC Objective with PRS



2. Mapping Cohorts to Atlas 



3. Pilot Project Funding Applications



4. Future Directions, Including Revisiting 
Previously Proposed Projects

● Genetic risk factors in low income countries: To begin addressing the diversity gap in 
human genetics a pilot project within IHCC that would genetically characterize a large 
well-phenotyped samples, including:
○ Low-depth whole-genome sequencing: Scientifically optimal and most visionary approach  

(but also the most costly). This would allow extensive characterization (e.g., ultra-rare 
variants, structural variants) facilitating ethnic-specific analyses

○ Array genotyping and ethnic-specific imputation

● Loss-of-function variants (LoF): Produce a catalogue of high-confidence loss-of-
function variants from existing exome and genome data:

• Develop a public database of LoF variants, including aggregate-level associated 
phenotypes and availability of biobanked specimen and health record data

• Develop (where permissible) a framework for re-contacting individuals worldwide who are 
heterozygous or homozygous for LoF variants 



Future Directions

● Cross-cohort analysis of millions of samples
● Phenotype harmonization across cohorts
● GWAS and CNV analysis prior to sequencing
● WES/WGS analysis with focus on RD/OD samples
● Epigenetic analysis
● pQTL (SomaScan or alike platform) data generation
● Execute on Nightingale lipid and inflammatory biomarkers
● Integrative OMICS/phenotype data analysis with focus on high-impact publications in 

diversity populations
● Pursue grant funding across continents



Questions/Comments? 
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