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Implementing The Hallmarks Of Aging In The

PINSPIRE Inspire T-cohort

e A human cohort has little value if researchers don’t mine the data

The goal is to make the cohort more appealing to researchers

The Inspire T cohort has a deep covering of clinical variables, and a rich biobank

On the other hand, biological variables are explored only as a result of individual
researcher’s interests

GOAL: To measure hallmarks of aging in the entire cohort, as they are being
developed by the geroscience community
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Clocks Are All The Rage
Epigenetic Clocks
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DEVELOPING A FRAILTY CLOCK
FOR PREVENTIVE INTERVENTIONS
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Senescence accumulation and epigenetic drift as potential
readouts to evaluate aging progression
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INSPIRE-T cohort for physiological aging evaluation

PBMC DNA methylation Clocks
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Road map for developing INSPIRE-T Clock

PBMC DNA methylation Clocks
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Implementing The Hallmarks Of Aging In The
Inspire T-cohort

Clocks Are All the Rage

Clocks are based on the analysis of omics signatures: DNA methylation,
transcriptomics, proteomics, lipidomics, etc.

A potentially productive view is to do the entire omics as we go along,
rather than specialized subsets useful for available clocks:
 Total DNA methylation: Horvath, but also others
 Total transcriptome for iAGE, but also other analyses
 Total proteome for Wyss-Coray’s clock... and others
* [Etcetera
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King to the Future
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VINSPIRE Inspire T-cohort

he Plan

* We are starting with the « low hanging fruit »: the epigenetic clock (DNA
methylation), through a collaboration with Jean-Marc Lemaitre

* Immediately (because funds are available), we will also launch an effort on the
inflammation clock (iAGE), through a collaboration with David Furman

 We are exploring a potential exploratory measurement on metabolism, using the
Scenith technology. A collaboration between 12MC and INFINITy

 We are forming an international committee to help guide us on the selection of
future hallmarks/measurements that could be of interest
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In Summary

* We are poised to measure epigenetics (DNA methylation)

* |n the near future, we are considering:

* Immunological aging (iAGE)
* Mitochondrial function aging (Scenith)

* Later, we might consider:
* Microbiome
* Cell Senescence
e Autophagy
* Telomeres



