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• Subjective Memory Complaint (SMC) is considered a prodromal stage in the 
pathway to dementia, preceding Mild Cognitive Impairment (MCI). 
However, its predictive utility as a clinical state remains unclear. 

• We aimed to estimate transition probabilities between SMC and other 
states on the continuum from normal cognition to dementia.

BACKGROUND

METHODS

• A retrospective cohort of initially dementia-free research participants was 
created using data from the National Alzheimer’s Coordinating Center 
(NACC) Uniform Data Set, drawn from visits occurring between September 
2005 and March 2025. 

• SMC was considered present if the participant was diagnosed with normal 
cognition in the visit while positively answering the question “Do you feel 
you have more problems with memory than most?” from the Geriatric 
Depression Scale or “Does the subject report a decline in memory (relative 
to previously attained abilities)?” from the Clinician Judgment of Symptoms 
section.

• Using Markov chain analysis with multinomial logistic regression models, 
we estimated adjusted probabilities of transition between different 
cognitive states (Normal, SMC, MCI, Impairment non-MCI, Dementia, and 
Death without dementia), as well as the factors associated with the 
transitions. 

• This study provides additional evidence that SMC is a meaningful cognitive 
state on the pathway to dementia. 

• SMC’s predictive utility is still limited by the fact that a higher proportion of 
individuals with SMC remained stable or returned to normal cognition than 
declined during the study period

• Transitions to SMC from normal, and from SMC to worse states, were most 
associated with depression. 

• SMC predictive utility is still limited by the fact that a higher proportion of 
individuals with SMC remained stable or returned to normal cognition than 
declined during the study period.

• More textured measures of SMC may yield different results with fewer false 
positives.

CONCLUSIONS

RESULTS
Figure 2: State transition probabilities from SMC adjusted by fixed covariates sex, years 
of education, and dose of APOE ε4 and APOE ε2 alleles, and time-varying covariates age, 
history of depression, hypertension, and diabetes. Forest plot showing the OR (CI) for 
variables that were statistically significant for each transition.
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