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Amyloid-β and Orexin-A Moderate Associations Between REM Sleep Theta-Gamma 
Coupling and Cognition in Alzheimer’s Disease

• Phase–amplitude coupling supports memory consolidation and is disrupted in AD.

• REM sleep theta–gamma coupling (REM-TGC) not previously been investigated in humans.

• Amyloid-β42 and orexin-A may modify relationships between REM-TGC and cognition.

• Whether these biomarkers moderate REM-TGC–cognition associations remains unknown.

• Aim: To determine whether amyloid-β42 and orexin-A moderate associations between REM 
theta-gamma coupling and cognitive performance in persons with mild-to-moderate AD.
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Figure 1. Preferred REM theta–gamma coupling phase 
across cortical regions.


