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Lastly, we used an exploratory approach in our functional connectivity analysis, which is a limitation in terms 
of the generalization of our findings to the general population. �e present functional connectivity findings 
were also restricted to two pre-selected resting-state networks in agreement with our a-priory assumptions. �e 
current results on the association between negative affective burden and aberrant functional connectivity in 
older adults with and without SCD should be validated by studies in independent cohorts that may incorporate 
other measures of inter- and intra-network connectivity along with mediation models (e.g., using the clusters 
we observed as pre-defined ROIs).

In conclusion, our results demonstrate the functional relevance of negative affective burden in older adults, 
where it is associated with altered self-perceived cognitive functioning and functional brain connectivity irre-
spective of SCD status. In the SCD phenotype, greater negative affective burden relates to higher functional 
connectivity within brain networks that are vulnerable to AD, whereas in controls the inverse association is 
observed. Our findings imply that negative affect may be a worthy target of early intervention.

�e data that support the findings of this study are available in anonymized form from the corresponding authors 
on reasonable request.
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