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REM sleep Behavior Disorder (RBD)

✓Complex and often violent behaviors occurring during REM sleep.

✓Patients ‘acting out their dreams’ because of the loss of REM atonia.

✓1% in general population older than 50 yo.

✓ ‘Idiopathic’ = no evident neurological or psychiatric signs

Johann Heinrich Füssli, The nightmare, 1781



’Typical’ RBD



 24 centers worldwide

 1280 patients

 Risk of phenoconversion:

 2 y → 10.6 %

 3 y → 17.9 %

 5 y → 31.3 %

 8 y → 51.4 %

 10 y → 60.2 %

 12 y → 73.5 %

 Disease manifestation

 56.5 % Parkinsonism first (4.5 % MSA)

 43.5 % Dementia first



Clinical symptoms and time course of LBD progression

Nat Rev Dis Primers. 2017 Mar 23;3:17013. 



Diverse traiettorie del paziente con iRBD
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 Neurophysiology

 Motor function

 Cognition

 Olfaction

 Ophthalmic function

 Autonomic function

 Biofluids

 Neuroimaging

 Tissue biopsy

 Genetic testing
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Sleep Med Rev. 2018 Apr 22



 Nine centers worldwide

 263 iRBD patients

 67.6  7.3 y, 229 males

 243 Healthy controls

 67.2  10.1 y, 110 males

 Baseline variables


123I-FP-CIT-SPECT (DAT-SPECT)

 MDS-UPDRS-III

 MMSE

 Constipation

 Hyposmia



Combination of clincal and imaging features

 Age over 70 years

 Most affected hemisphere (MAH) putamen uptake below 1.31 (1.5 SD) 

 Presence of constipation

HR (95% C.I.) 5.71 (2.85-11.43) 



PD vs DLB

 Clinicamente non è 

facile distinguere le 

diverse traiettorie



Mild Cognitive Impairment (MCI) e iRBD







 I pazienti iRBD con MCI hanno 

ridotto flusso cerebrale rispetto ai 

pazienti iRBD con cognitività

normale



Metabolismo glucidico cerebrale nell’iRBD con MCI

 Cuneo/precuneo

 Hub per la funzionalità cognitiva nell’iRBD

 Correla con

◼ DAT-SPECT

◼ Funzioni esecutive

◼ Memoria verbale

Mattioli et al. EJNMMI 2021



 I pazienti iRBD con MCI hanno

 Peggiori performance cognitive (per definizione)

 Più severa disfunzione dopaminergica

 Più alto rischio di conversione (DLB)





 Essential

 Dementia

 Core clinical features

 Fluctuating cognition

 Visual hallucinations

 RBD

 Parkinsonism

 Supportive clinical features

 Sensitivity to antipsychotic; Postural instability; Repeated falls; Severe 

autonomic dysfunction; Hypersomnia; Hyposmia; Psychiatric symptoms.







90% iRBD → alpha-synuclein positive

CSF – RT-QuIC





Skin biopsy

86.7 % iRBD → alpha-synuclein positive

82 % iRBD → alpha-synuclein positive



Esiste l’RBD ‘idiopatico’?

 80-90% dei pazienti ha evidenze biologiche di alfa-sinucleinopatia (Iranzo et 

al. 2021, Poggiolini et al. 2022, Antelmi et al. 2019, Al Qassabi et al. 2021)

 Oltre il 70% dei pazienti sviluppa parkinsonismo e/o demenza (se seguiti per 

follow-up sufficientemente lungo) (Postuma et al. 2019)

I pazienti con RBD (la maggior parte) sono già affetti da alfa-sinucleinopatia

Quando un paziente iRBD svilupperà parkinsonismo/demenza?



Disease-modifying therapies in synucleinopathy



Where are we?





DAT-SPECT as a surrogate efficacy endpoint?



Grazie dell’attenzione!!!
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