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Prodromal / Preclinical AD

 Memory complaints by patient or family

 Progressive onset

 Normal or mildly impaired complex ADLs

 Amnestic syndrome of the ‘hippocampal type’

 Persistence of memory impairment at a 
subsequent assessment

 Absence of fully developed syndrome of dementia

 Exclusion of other disorders that may cause MCI 
(e.g., neuroimaging & biomarkers)



Metamemory
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cf., Brown, 1975; Tarricone, 2011 



Person Metamemory

 Knowledge of memory relevant attributes or 

abilities

 Mnemonic self concept - accurate 

understanding or knowledge about memory 

abilities

 Includes beliefs about one’s own memory

 Knowledge of enduring mnemonic qualities, 

capabilities and limitations

cf., Flavell, 1977; Tarricone, 2011 



SMC: Subjective Memory Complaint

 Have you noticed a change in your 
memory since the last visit?

 “YES” response implies a state called SMC
○ 55.7% answered “YES” on average 8.3 yrs. after 

study entry

 Determine risk factors associated with 
transitions into impaired states

 Assess neuropathology examinations for the 
243 participants who came to autopsy 



Awareness of Memory Changes: 

Subjective Memory Complaint

NIA: P30AG028383

NIA: R01AG038651

NIA: R01AG019241

Kryscio et al., Neurology, 2014;  J Prev Alzheimers Disease, in press; Abner et al., J Prev

Alzheimers Disease, 2015



SMC & Incident Dementia (PREADViSE)



SMC, Risk Factors & Progression
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• Positive dementia family history & overweight decrease time 

to SMC by 2 years

• Smoking history reduces time from SMC to MCI by 3 years

• ApoE4+ doubles risk of an event once in SMC

• Baseline HTN & female gender promote SMC to dementia



Neuropathology, SMC & Conversions 

to MCI / Dementia 
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Memory Trajectories in SMC

SMC+ No Impairment

SMC+ With Impairment

P<.0001



Naming Trajectories in SMC

SMC+ With Impairment

SMC+ No Impairment

P<.001



AD Pathologies in SMC

SMC with Impairment SMC NO Impairment



Implications of SMC
 Over half of volunteers have Subjective Memory 

Complaints during follow-up

 SMC accounts for most MCI/dementia transitions 

(OR = 2.8)

 SMC is no guarantee MCI/dementia will occur

 Identified risks affect the time and probability for 

transitions to occur    

 Autopsy results indicate a subset of individuals 

(but not all) have AD type pathology

 Can inform the design of future prevention trials
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Neocortical NP Counts
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PART: Neuropathological Evidence

NFTs but No NPs

Few NFTs with NPs
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P=.004

P=.003
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