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INTRODUCTION METHODS

Isolated REM sleep behavior disorder (iRBD) is widely
recognized as a prodromal stage of a-synucleinopathies
[1]. Cholesterol metabolism has been implicated in
several neurodegenerative mechanisms [2], and
recently linked to a-synuclein aggregation [3]. No study
so far has examined the role of cholesterol in iIRBD.

Seventyseven (77) video-polysomnography-confirmed iRBD
patients. Measurement of total cholesterol (TC) levels. A
comprehensive neuropsychological assessment across
the following domains: Global Cognition, Short-term Memory,
Verbal Long-term Memory, Language,, Visuospatial Function,
Visuospatial Long-term Memory, and Executive/Attentive
Functions.

Cognitive status (CS) was defined as: “cognitively
impaired” (Cl), if they exhibited a deficit in at least one test;
“‘cognitively unimpaired” (CU) if they exhibited no deficits in
any neuropsychological test.

To perform the first analysis to explore the relationship
between cholesterol levels and cognitive performance in
individuals with IRBD.

RESULTS

Table 1. Individuals Iin the cognitively
unimpaired group were significantly younger
and had a significantly higher level of
education compared to those In the
cognitively impaired group. Cognitively
impaired individuals performed significantly
worse on all neuropsychological tests,
except for digit span forward (after FDR

Figure 1. Linear models revealed a significant interaction between
cholesterol and cognitive status on language, verbal long-term memory,
and visuospatial long-term memory. Cholesterol levels were positively
associated with performance on language (p = 0.047) and visuospatial
long-term memory (p = 0.041) in cognitively unimpaired participants. A
trend for a negative effect of cholesterol levels on verbal long-term
memory (p = 0.089) appeared in cognitively impaired patients (Fig 1).
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Progressive Matrices. Values quoted in the table are medians (IQR)

_ , _ Figure 1. Scatter plots of cholesterol and cognitive domains, with slopes for cognitively unimpaired
for continuous variables, and frequencies (percentage) for

(red) and cognitively impaired (blue) subjects.

categorical variables. * = significance lost after FDR correction.

CONCLUSION

* A bidirectional associations between TC levels and CS suggest that cholesterol may have a differential impact on cognitive
function depending on cognitive status in iRBD, highlighting its role in early neurodegenerative processes.

* From a pathological perspective, it could shed light on a modifiable factor involved in the development of a-synucleinopathies.

* From a clinical standpoint, future studies might explore the therapeutic potential of cholesterol modulation as a strategy to mitigate
cognitive decline in at-risk populations.
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