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An important scientific innovation rarely makes its 
way gradually winning over and converting its 
opponents…What does happen is that its opponents 
gradually die out and the growing generation is 
familiarized with the idea from the beginning. 

Max Planck
The philosophy of physics
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Some scientists work so 
hard there is no time left 
for serious thinking.
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In some sciences accurate measurement is possible 
and important, in others it is difficult to find anything 
to measure which appears to have a fundamental 

bearing on the problem.

Sir George Thomson
The Inspiration of Science, 

1968



The scientist is not a person who gives the right answers, 
he's one who asks the right questions.

Claude Lévi-Strauss
Le Cru et le cuit, 1964
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ØAD pathology
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Bennett DA, et al. Neuroepidemiology 2005;25:163–175.



Religious Orders Study: Participating Sites





Ø>2,300 participants
ØRolling admission with up to 15 years of data (1/94)
Ø> 15,000 detailed (~4 hr) clinical evaluations as home 
visits across the US
ØAbout $1000 per person per year

ØDirect computer entry makes data rapidly available to study staff; 
computer scores and summarizes cognitive tests for clinicians; 
reduces training time
ØComputer-based actuarial decision tree enhances uniformity of 
diagnostic decisions across clinicians, time, and space
ØNo routine informant interviews
ØNo routine or special laboratory studies
ØNo routine neuroimaging
ØNo routine case conferences

Cost-Efficient Operation



Bennett DA, et al. Neuroepidemiology 2006;27:169-76.

1. History of cognitive decline by structured interview with 
participant

2. Education (not age) adjusted cutoff scores on 11 cognitive tests
3. Neuropsychologist rates impairment on five cognitive domains 

(orientation, attention, memory, language, visuospatial ability)
4. Clinician assigns diagnoses of dementia and its principal causes 

(e.g., AD, stroke, dementia due to stroke, PD)
5. MCI refers to persons with cognitive impairment who are not 

demented



Barnes LL, et al. Neurology. 2006;67:1581-5.

1) How often do you have trouble remembering things, with 
responses ranging from 5 = very often to 1 = never; 
2) How is your memory compared to 10 years ago, with
responses ranging from 5 = much worse to 1 = much better.



Bennett DA, et al. Neurology. 2000;59:198-205.
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Wilson RS, et al. Arch Neurol 2002;59:1154-1160.
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The apolipoprotein E e4 allele and incident Alzheimer’s disease 
in person’s with mild cognitive impairment
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Amnestic MCI

Non-amnestic MCI
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(5) hippocampus (CA1/subiculum) 
(6) entorhinal cortex proper (BA 28)
(7) angular/supramarginal gyrus (BA 39/40) 
(8) primary visual cortex (BA 17)Wilson RS, et al. JNNP 2007;78:30-35.

(1) anterior cingulate cortex (Brodmann area (BA) 24)
(2) dorsal lateral prefrontal cortex (BA 46/9)
(3) superior frontal cortex (BA 6/8)
(4) inferior temporal cortex (BA 20) 



Bennett DA, et al. Arch Neurol 61:378-384









Bennett DA, et al. Am J Geri Psych 2004;12:211-219.



Alpha-Synuclein in substantia nigra Alpha-Synuclein in hippocampus

Alpha-Synuclein 
in neocortex



Bennett DA, et al. Neurology 2005;64:834-842.










