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The Religious Orders Study
Rush Memory and Aging Project

A Began in 1993 and 1997

A > 3,800 older persons without known dementia
from across the U.S.

A All agreed to annual clinical evaluation
A All agreed to organ donation

A > 750 have developed dementia

A > 1200 have developed MCI

A > 1800 brain autopsies



The Rush Memory and Aging
Project: Study Design and Baseline
Characteristics of the Study Cohort
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Global cognition (raw data)
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To what degree is late life cognitive decline
driven by age-related neuropathologies?

Global cognition
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Boyle PA, et al. Brain. 2021;144:2166-75.






To what degree is late life cognitive decline
driven by age-related neuropathologies?
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To what degree is late life cognitive decline
driven by age-related neuropathologies?

Residual cognitive decline: 57%

Boyle PA, et al. Brain. 2021;144:2166-75.



Residual Decline in Cognition After Adjustment for Common
Neuropathologic Conditions
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Yu L, et al. Neuropsychology. 2014;29:335-43.




Much of Late Life Cognitive Decline
Is Not due to Common
Neurodegenerative Pathologies

Complexin-1 SNAP-25-syntaxin interaction
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Boyle PA, et al. Annals Neurology. 2013;74:478-89




Neural reserve, neuronal density in the
locus coeruleus, and cognitive decline
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