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Subjective Cognitive Decline: Are there Reliable Biomarkers?

Background: Subjective Cognitive Decline (SCD) is a common entity among elderly population and despite that it has been 
associated with an increased risk of future progression to Alzheimer’s Diseases (AD) or other dementias, is still unexplored. The 
examination of this stage of AD spectrum is among the most important research subjects currently.

Methods: The literature review was performed across a number of electronic databases in October 2020, including Medline 
(via PubMed), EMBASE, PsycINFO (Psychological Abstracts), Cochrane Database and CINAHL Database. Among the several 
terms, the search included the following: ‘‘subjective cognitive decline’’, ‘‘memory complaint’’, “neuropsychological assessment”, 
“tests”, “Subjective memory/cognitive impairment” and ‘‘subjective memory loss’’, “EEG”, “MRI”, “APOE4”, “neuroimaging”. The 
searches were not limited by date of publication or study design. Only English studies were included.

Results: 875 citations were identified, 432 papers were obtained, of which 80 were selected for containing neuropsychological 
examination, neuroimaging assessment and biomarker detection of SCD. Although they may not present detectable signs 
of disease, SCD score lower on several neuropsychological tests than the healthy controls (HC) and they also have a higher 
incidence of future cognitive decline. Regarding the APOE ε4, the results provide mixed evidence linking coincident APOE 
ε4-positive genotype and SCD. On the other hand, magnetic resonance imaging studies in SCD reveal a pattern of hippocampal 
atrophy similar to that of amnestic mild cognitive impairment, while brain connectivity as found after EEG examination shows 
aberrant connections and local dysfunction in several network metrics in the SCD compared to HC.

Conclusions: Narrative review provided mixed evidence linking worse neuropsychological performance, brain atrophy 
and brain network organization in SCD compared to HC. Though there was little evidence to suggest that a particular test 
predisposes individuals to developing SCD, several assessments found to be promising in order to discriminate this population.
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