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Towards the development of a management protocol for Subjective Cognitive Decline:
Insights from a cross-sectional and longitudinal analysis of multimodal data from a memory clinic

BACKGROUND AND AIMS

Subjective cognitive decline (SCD) is the earliest manifestation of Alzheimer's Disease (AD). There is currently no consensus on the
optimal clinical management of individuals with SCD, leading to considerable heterogeneity across centers, variability in diagnostic
and therapeutic approaches. We aimed to investigate the relationships between features in Subjective Cognitive Decline (SCD) and
to assess the importance of these features in the future development of dementia to inform a targeted management protocol.
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METHODS

The PREVIEW project is a longitudinal study funded by the Tuscany Region, Italy [1]. 440 patients with SCD were consecutively recruited among patients referred to Careggi Hospital in Florence between
January 1994 and November 2023. Participants underwent neurological and neuropsychological assessments, MRI scans and APOE genotyping. Forty-three patients had AD biomarker assessment (CSF
and/or amyloid-PET). Patients were followed for a median of 10 years. Relationships among features were first assessed univariately, focusing on differences across stratified subgroups. To capture
multivariate associations, we applied network analysis using a Markov Random Field (MRF) [2]. Baseline features were related to dementia progression using an XGboost machine learning model [3].

Proposal for a management protocol for SCD

We suggest distinguishing between clinical and research settings and define three time points:
baseline, short-term follow-up, and long-term follow-up. We recommend short-term follow-up intervals
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Cross-Sectional Analysis

three trajectories: Reverted SCD; Stable SCD and Progressing SCD (p-SCD). In clinical setting, we
suggest AD biomarker testing only in the p-SCD group. In all other cases, AD biomarkers should be
assessed solely for research purposes. For patients undergoing AD biomarkers, we recommend
classifying SCD patients with positive biomarkers as “AD with SCD” and patients with negative
biomarkers as "SCD not due to AD".
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