
06/06/2026 11:01

REM Sleep EEG Instability in REM Sleep Behavior Disorder and Clonazepam Effects / Ferri, R., Rundo, F.,
Silvani, A., Zucconi, M., Bruni, O., Ferini Strambi, L., Plazzi, G., Manconi, M.. - In: SLEEP. - ISSN 0161-8105.
- 40:8(2017), pp. 1-7. [10.1093/sleep/zsx080]

Terms of use:
The terms and conditions for the reuse of this version of the manuscript are specified in the publishing
policy. For all terms of use and more information see the publisher's website.

(Article begins on next page)

This is the peer reviewd version of the followng article:



Acc
ep

te
d 

M
an

us
cr

ipt

 
© Sleep Research Society 2017. Published by Oxford University Press on behalf of the Sleep Research Society. All 
rights reserved. For permissions, please e-mail journals.permissions@oup.com. 

REM Sleep EEG Instability in REM Sleep Behavior Disorder and Clonazepam Effects 

 

 

Raffaele Ferri, MD,
1
 Francesco Rundo, MEng,

1
 Alessandro Silvani, MD,

2
 Marco Zucconi, MD,

3
 

Oliviero Bruni, MD,
4
 Luigi Ferini-Strambi, MD,

3
 Giuseppe Plazzi, MD,

5,6
 Mauro Manconi, MD

7
 

 

 

 

 

1
Sleep Research Centre; Department of Neurology I.C., Oasi Institute for Research on Mental 

Retardation and Brain Aging (IRCCS), Troina, Italy; 
2
PRISM laboratory, Department of 

Biomedical and Neuromotor Sciences, University of Bologna, Bologna, Italy; 
3
Sleep Disorders 

Center, Department of Neurology, Scientific Institute and University Ospedale San Raffaele, Vita-

Salute University, Milan, Italy; 
4
Department of Social and Developmental Psychology, Sapienza 

University, Rome, Italy; 
5
Department of Biomedical and Neuromotor Sciences (DIBINEM), 

University of Bologna, Bologna, Italy; 
6
IRCCS, Istituto delle Scienze Neurologiche, ASL di 

Bologna, Bologna, Italy
6
Sleep and Epilepsy Center, Neurocenter of Southern Switzerland, Civic 

Hospital (EOC) of Lugano, Lugano, Switzerland 

 

 

 

 

 

 

 

 

 

 

 

Address correspondence to: Dr. Raffaele Ferri,
 
Sleep Research Centre, Department of Neurology 

I.C., Oasi Institute (IRCCS), Troina, Italy; E-mail: rferri@oasi.en.it. Tel. +39-0935-936111; Fax 

+39-0935-936694.  



Acc
ep

te
d 

M
an

us
cr

ipt

2 

 

Abstract 

Study Objectives: We aimed to analyze quantitatively REM sleep EEG  in controls, drug-

naïve idiopathic REM sleep behavior disorder patients (iRBD), and iRBD patients treated with 

clonazepam.  

Methods: Twenty-nine drug-naïve iRBD patients (mean age 68.2 years), 14 iRBD patients 

under chronic clonazepam therapy (mean age 66.3 years) and 21 controls (mean age 66.8 years) 

were recruited. Power spectra were obtained from sleep EEG (central derivation), using a 2-second 

sliding window, with 1-second steps. The power values of each REM sleep EEG spectral band (one 

every second) were normalized with respect to the average power value obtained during sleep stage 

2 in the same individual.  

Results: In drug-naïve patients, the normalized power values showed a less pronounced REM-

related decrease of power in all bands with frequency <15 Hz than controls and an increase in the 

beta band, negatively correlated with muscle atonia; in patients treated with clonazepam there was a 

partial return of all bands <15 Hz towards the control values. The standard deviation values of the 

normalized power were higher for untreated patients in all EEG bands and were almost completely 

normalized in patients treated with clonazepam.  

Conclusions: The REM sleep EEG structure changes found in this study disclose subtle but 

significant alterations in the cortical electrophysiology of RBD that might represent the early 

expression of the supposed neurodegenerative processes already taking place at this stage of the 

disease and might be the target of better and effective future therapeutic strategies for this condition. 

 

 

Keywords: REM Sleep, REM Sleep Behavior Disorder, REM sleep without atonia, 

Electroencephalography, Neurodegeneration, Synucleinopathy  

 

Statement of Significance 

Previous studies on the sleep EEG in patients with REM sleep behavior disorder have been 

able to detect changes only during NREM sleep and also the effects of clonazepam in these patients 

have been detected only during NREM sleep. This study shows EEG changes during REM sleep in 

patients with REM sleep behavior disorder, characterized by  less pronounced difference from 

NREM sleep and increased instability, that are partially recovered after chronic therapy with 

clonazepam. The knowledge of the mechanisms underlying the effects of clonazepam in this 

disorder might prove to be essential to better understanding its physiopathology and to arrange new 

and more effective (neuroprotective) drug approaches. 
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Introduction  

 

REM sleep behavior disorder (RBD) is a parasomnia
1
 characterized by abnormal behaviors 

emerging during REM sleep, often causing injury.
2,3

 RBD is frequently associated or precedes 

neurodegenerative diseases such as synucleinopathies and is regarded as an early marker and an 

heraldic symptom of neurodegeneration.
4-6

 The term idiopathic RBD (iRBD) is used for patients 

without other clinical conditions.
7
 The presence of REM sleep without atonia (RSWA) is the main 

polygraphic feature of RBD.
1
 

Bedtime clonazepam, together with melatonin, is a first-line treatment for iRBD because of the 

response rate of close to 90%
3
 and its relative safety (it is not indicated in patients with dementia, 

gait disturbance or obstructive sleep apnea),
8
 even after years of nightly therapy;

9
 however, there 

are no double-blind, placebo-controlled, randomized trials with clonazepam in iRBD.
10,11

 Moreover, 

it is difficult to devise such a study in an ethically feasible manner, given the risk of recurrent 

injuries (and potential lethality) usually associated with iRBD.
12

  

Only few studies have quantitatively analyzed the EEG changes during REM sleep in iRBD 

patients
13,14

 and none, to our knowledge, has evaluated the eventual modifications induced by 

clonazepam on REM sleep EEG. The aim of this study was to analyze the differences in 

quantitative EEG features during REM sleep between normal controls and drug-naïve iRBD 

patients and another group of iRBD patients under a long-lasting regular therapy with clonazepam. 

 

 

Method 

 

Subjects and Experimental Design 

For this observational study we retrospectively collected recordings that followed a 

standardized protocol in consecutive iRBD patients who were considered for participation in 

previous studies published by our groups
15-20

 and whose recordings corresponded to the technical 

specifications reported below in the “Nocturnal polysomnography” section.  

The diagnosis was based on the International Classification of Sleep Disorders, 3
rd

 Edition 

criteria
1
 for RBD. Secondary forms of RBD were excluded on the basis of historical data, 

neurologic examination, and encephalic MRI findings. For this study we then identified a subgroup 

of consecutive patients with at a video-polysomnography (vPSG) carried out when they had never 

been treated before with clonazepam and another subgroup with a vPSG recorded after a period of 

at least one year of regular and effective treatment with clonazepam (0.5-2 mg at bedtime). 
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None of the normal volunteers recruited had any physical, neurological or psychiatric disorder 

or history of sleep problems and none was taking medication at the time of recording or had ever 

used a neuroleptic agent or selective serotonin reuptake inhibitors, or venlafaxine. 

The original studies were approved by the local ethics committees and all subjects had 

provided informed consent before entering the study. 

 

Nocturnal polysomnography 

Standard nocturnal vPSG was carried out which included EEG, electrooculogram, EMG of the 

submentalis muscle and of both tibialis anterior muscles, and ECG. Sleep signals were sampled at 

128 Hz and stored on hard disk for further analysis. The sleep respiratory pattern of each patient 

was monitored using oral and nasal airflow thermistors and⁄or nasal pressure cannula, thoracic and 

abdominal respiratory effort strain gauge and by monitoring oxygen saturation. Patients with an 

apnea⁄hypopnea index >5 were not included. Sleep stages were scored following standard criteria
21

 

on 30-s epochs; since muscle atonia can be absent in RBD, REM sleep was scored without 

submental EMG atonia, using EEG and electrooculogram only. Onset and offset of a REM sleep 

period were defined according to a method specifically developed for RBD
22,23

 and available only 

for the old Rechtschaffen and Kales sleep staging criteria.
21

 Epochs containing technical artifacts or 

extremely elevated muscle activity causing saturation of amplifiers were carefully detected and 

marked for exclusion from the subsequent quantitative EEG analysis. 

A quantitative analysis of the submentalis muscle EMG activity was carried out using an 

established automatic scoring algorithm (REM sleep Atonia Index),
15,16

 which correlates 

significantly with the percentage of epochs of RSWA detected with the visual method by Lapierre 

and Montplaisir.
15,22,24

 Finally, periodic leg movements were also detected and analyzed using 

international standard criteria.
25

 

 

Computation and Analysis of EEG Power Spectra 

For this study, the C3/A2 or C4/A1 EEG derivation was used, for each recording, sampled at 

128 Hz. Sleep epochs containing artifacts were carefully excluded from the analysis, as specified 

above. A Fast Fourier Transform was performed with a 2-second sliding window, every second, on 

EEG signals from all sleep stages, after Welch windowing. Subsequently, the total absolute power 

(0.5-32 Hz) and that of five different EEG bands of interest was computed for each EEG epoch 

analyzed (delta 0.5-2.5 Hz; theta 4.5-7.5; alpha 8-11.5 Hz; sigma 12-15 Hz; beta 15.5-30 Hz).  

Finally, relative power values were obtained by calculating the ratio of the absolute power of each 
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band to the total power and then multiplying the value by 100. The relative power values obtained 

were then averaged for each sleep stage in all subjects. 

We chose to compare the relative spectral power obtained in the different groups because of 

the well-known important inter-individual differences in EEG amplitude connected with several 

factors, such as skull thickness and sex, also previously reported in RBD patients.
13

  

 

Analysis of REM sleep instability 

Subsequently, we carried out a careful normalization of data taking the average absolute power 

of the different EEG bands of interest during sleep stage 2 as the reference power, in each subject. 

Several alternatives were evaluated but this was considered to be the best because sleep stage 2 is 

the sleep stage most represented in all recordings (accounting for approximately 50% of total sleep 

time) and it seems to be substantially unchanged in RBD.
18,26

  

These average absolute power values were used as reference (Vref) for the subsequent, point-

by-point calculation of the normalized values (Vnorm) of the observed absolute power values (Vobs) 

obtained in REM sleep, following the formula: 

Vnorm = (Vobs – Vref)/Vref 

In this way, if Vobs is higher than Vref, a positive Vnorm value is obtained, on the contrary, Vnorm 

is negative. The mean and standard deviation of the REM sleep Vnorm values for each EEG band 

were further used in this study for statistical analysis, with the first representing the normalized 

changes of REM sleep values vs. sleep stage 2 and the latter representing the magnitude of their 

variability. We will refer to these new normalized EEG values as “EEG power ratio” in the 

following sections of this paper. 

 

Statistical analysis 

Before running the final analyses, a power/sample size analysis was performed on the data 

obtained for the delta band during REM in all subjects recruited and a sample size of 11 subjects per 

group was found for a power 80% and alpha 0.05 or 13 subjects per group with power 80% and 

alpha 0.025. Between-group comparisons were performed by means of the ANOVA, followed by 

the post-hoc LSD test. The chi-square test was used for frequencies. Finally, the multiple regression 

analysis, with the calculation of the partial correlation coefficient was carried out between Atonia 

Index and the relative power of the different EEG bands during REM sleep. Differences were 

considered significant when they were below the p<0.05 level. 
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Results 

 

Twenty-nine consecutive drug-naïve iRBD patients were retrospectively recruited (all men), as 

well as 14 iRBD patients under clonazepam (0.5-2 mg at bedtime) therapy (12 males and 2 females) 

and 21 normal controls (8 males and 13 females). The number of subjects in each group was higher 

than the sample size needed, according to the power analysis described above. The gender 

composition of the groups was evidently different (chi-square = 26.8, p <0.0001); however, this was 

felt to be of low impact because of the normalization of data and because no differences were found 

in relative power spectra between genders in normal controls. 

The comparison between age and the different polygraphic sleep parameters obtained in the 

three groups of subjects is reported in table 1. Mean age at onset of RBD was 62.4 years (7.20 SD) 

in drug-naïve patients and 59.0 (4.01 SD) in treated patients (t=1.68, NS). Only clonazepam was 

taken by the treated group and none of the patients had comorbid conditions. Normal controls 

showed a higher number of awakenings, lower sleep efficiency, higher percentage of wakefulness 

after sleep onset, lower amount of slow-wave sleep and higher REM sleep atonia index than both 

untreated and treated iRBD groups, and a lower number of sleep stage shifts than iRBD patients. 

Drug-naïve iRBD only differed from treated iRBD because of a lower amount of sleep stage 2.  

None of the comparisons made between the three groups of subjects with the absolute EEG 

power spectra values, during all sleep stages, was significant (supplemental table e-1). The 

comparison between the relative EEG power obtained for the delta, theta, alpha, sigma, and beta 

bands in the three groups of subjects, during each sleep stage is depicted in figure 1. Treated iRBD 

patients had lower delta band relative power than drug-naïve iRBD with statistical significance 

during REM sleep. The theta band was significantly higher in controls than in both patient groups 

only during slow-wave sleep. The alpha band tended to be lower in controls but the difference 

reached statistical significance only vs. treated iRBD in sleep stage 2 and slow-wave sleep. The 

sigma band was lowest in drug-naïve iRDB and statistically significant in sleep stages one, two, and 

slow-wave sleep. The beta band was higher in REM sleep in treated iRBD vs. drug-naïve iRBD. A 

positive correlation was found between the beta band and the REM sleep Atonia Index 

(supplemental fig. e-1). 

Figure 2 shows the comparison between the EEG power ratio obtained for all EEG bands in the 

three groups of subjects. It is possible to note that the clear decrease in delta, alfa, and sigma bands 

occurring in controls during REM sleep was significantly smaller in drug-naïve iRBD. Also patients 

with treated iRBD showed a decrease in these bands smaller than that of controls, but not vs. 
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untreated iRBD and the difference was statistically significant for the sigma band. The beta band 

EEG power ratio was, conversely, increased in both untreated and treated iRBD vs. controls. 

The average standard deviation of the EEG power ratio are shown in figure 3. Drug-naïve 

iRBD patients show the highest values and controls the lowest; patients with treated iRBD having 

intermediate average values in all cases. In particular, the average values of the EEG power ratio 

standard deviation obtained in patients taking clonazepam is significantly smaller than that of drug-

naïve iRBD for the delta, sigma, and beta bands. 

 

 

Discussion 

 

The present study is the first clear demonstration of EEG changes during REM sleep in iRBD 

patients in whom EEG power spectrum seems to be characterized by a lower degree of difference 

from that of stage 2 (vs. normal controls) and by a higher degree of instability. Moreover, chronic 

treatment with clonazepam seems to be able to revert only partially these changes. 

Fantini et al.
13

 were the first to report that, compared with controls, untreated iRBD patients 

had a lower spectral EEG power in the beta band, over the occipital regions during REM sleep. 

However, the observed effects were of marginal statistical significance and some methodological 

flaws affected their results because their beta1 band (13-22 Hz) included some sigma band 

frequencies, with the remaining sigma band frequencies included in the alpha band (8-13 Hz). 

Iranzo et al.
14

 tried to replicate the study by Fantini et al.
13

 and extended the analysis to untreated 

iRBD patients with mild cognitive impairment, but used the same frequency bands. These authors 

only found, in REM sleep, small increases in power of the theta and beta2 bands in iRBD patients 

vs. controls, in the C4 EEG channel, but a decrease in the beta1 band in the O1 lead. More 

significant changes were found for iRBD with mild cognitive impairment. Additionally, Sasai et 

al.
27

 found different results with iRBD patients (most of whom with mild cognitive impairment) 

showing decreased alpha and beta band power over the central and occipital regions in REM sleep. 

Massicotte-Marquez et al.
26

 did not analyze REM sleep but restricted their analysis to the whole 

NREM sleep and found an increase in the delta band (paralleled by the increase in the percentage of 

slow-wave sleep) in iRBD patients. Finally, O’Reilly et al.
28

 reported a lower spindle (automatically 

detected) density during NREM sleep in iRBD vs. controls. 

Thus, the small differences reported, with marginal statistically significance, and the 

discrepancy between the studies indicate that a careful normalization of data is necessary when 

studying EEG signals as small in amplitude as those during REM sleep. Well-known sources of 
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inter-individual variability can disturb the analysis, such as those connected with the physical 

features of the volume conduction of EEG potentials (thickness of the skull and of other tissues), 

different between individuals and genders. A less important role can be foreseen for muscle 

potential contamination in normal controls, while it might assume a higher importance in iRBD 

patients with RSWA. 

For these reasons, we preferred to use relative spectral values and found that the drug-naïve 

iRBD patient delta band tended to be higher than that of controls in all sleep stages; clonazepam 

therapy was able to reduce significantly this band only during REM sleep (fig. 1). The increase in 

delta band in drug-naïve iRBD vs. controls was paralleled by a decrease in the sigma band, 

statistically significant in all NREM sleep stages. Only during slow-wave sleep, also a significant 

decrease in the theta band was found in untreated iRBD patients, compared to controls. These data 

seem to confirm the already reported “slowing” of the EEG activity during wakefulness and sleep in 

RBD patients
13,14

 and the relative decrease in sigma (or spindles)
28

 and theta bands might be 

considered, at least in part, the counterpart of the relative increase in delta band in drug-naïve 

iRBD. The differences between untreated iRBD and controls in the beta band were not statistically 

significant.  

Normal controls were also found to have a slightly less deep sleep architecture than drug-free 

iRBD patients (higher number of awakenings, lower sleep efficiency, higher percentage of 

wakefulness after sleep onset, lower amount of slow-wave sleep but a lower number of sleep stage 

shifts than iRBD patients). This is in some agreement with previous reports of a relatively preserved 

sleep architecture in iRBD patients who have increased slow-wave sleep
29

 but also an increased 

sleep stage shift rate.
30

 

Relative to drug-naïve iRBD subjects, patients taking clonazepam had significantly decreased 

delta in REM sleep, increased alpha in sleep stage 2 and slow-wave sleep, increased sigma in all 

NREM sleep stages, and increased beta in REM sleep only. These data seem to be in agreement 

with some previous findings indicating a major effect of this benzodiazepine on NREM sleep but 

only a minor effect on REM sleep in iRBD patients.
17,18

 Although specific data on the effects of 

clonazepam on the spectral content of the normal sleep EEG are lacking, it is known that almost all 

benzodiazepines have similar acute effects involving a reduction of EEG activities <10 Hz together 

with an enhancement of the sigma band during NREM sleep stage 2 and slow-wave sleep and of the 

beta band in REM sleep and stage 1.
31,32

 However, their chronic use, as in our case probably, is 

followed by less prominent changes that have been described to be detectable only in some part of 

the night (cycle).
33
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In normal controls, fast EEG activities during sleep (beta band) seem to show a behavior 

opposite to that of the delta band, reaching their maxima during REM sleep, when the slow-wave 

activity, as well as all other EEG bands with frequency below the beta range, show their minima.
34-

36
 This effect of REM sleep on EEG was used in our study to achieve a reliable individual 

normalization of the highly inter-individual variable power spectra, by calculating the degree by 

which REM sleep decreased or increased the power of each EEG band, taking the average value in 

sleep stage 2 as a reference. Sleep stage 2 has been found to be preserved in iRBD,
18,26

 (also in the 

present study). The normalized second-by-second REM EEG power spectra values obtained in this 

study allowed us to go further into a detailed analysis of the REM sleep EEG of drug-naïve iRBD 

patients and of the effects of clonazepam therapy.  

Overall, our results on the power ratio in REM sleep were well consistent with previous work 

on healthy volunteers.
37

 With our normalized data, we observed that the evident suppression of <15 

Hz EEG bands seen in normal controls was clearly less pronounced in drug-naïve iRBD patients 

(fig. 2). The smaller EEG power REM suppression in the delta, alpha and sigma bands in drug-free 

iRBD patients was partially recovered in iRBD patients taking clonazepam. 

The beta band was increased by REM sleep in all groups, especially in both iRBD groups. This 

can be partially explained with muscle potential contamination by the RSWA in iRBD patients, as 

supported by the correlation between this band and the REM sleep Atonia Index (supplemental fig. 

e-1). Moreover, it remained unchanged also in iRBD patients taking clonazepam that has been 

shown to have little, if any, effect on RSWA.
17,18,22

  

These data seem to indicate that a smaller difference exists in iRBD patients between NREM 

and REM sleep which might indicate a generally weaker REM mechanism strength. Probably, our 

final observation of a higher variability of the normalized EEG power values in REM sleep of drug-

naïve iRBD patients, which was clearly reduced in iRBD patients taking clonazepam (fig. 3), 

further supports the idea that weaker neurophysiological REM mechanisms are present in these 

patients that undergo fluctuations higher than those observed in controls and are reduced by 

clonazepam. Interestingly, a significant reduction in the variability measure was observed also for 

the beta band in patients taking clonazepam, suggesting that at least part of the beta band increase in 

REM sleep in drug-naïve iRBD might not be due only to the increased muscle activity  REM sleep 

Atonia index has been reported to be unaffected by clonazepam,
17,18

 see also table 1  but to a true 

brain activity. 

The REM sleep EEG instability reported here should not be confused with the decreased REM 

sleep stage stability in iRBD patients, indicated by an increased rate of sleep stage shifts, recently 

reported by Christensen et al.
30
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Descending REM-on glutamatergic neurons of the sublaterodorsal tegmental nucleus (SLD) 

exert a central role in generating atonia.
38

 Small bilateral lesions of the SLD result in RSWA and 

RBD-like behaviors in animals, but do not seem to modify the amount of REM sleep; only larger 

lesions also affect the amount and duration of REM sleep.
39,40

 Two distinct populations of SLD 

neurons might control REM sleep atonia and REM sleep amount; however, REM sleep has usually 

been reported to be unaffected in iRBD, suggesting that only the SLD cells controlling REM sleep 

atonia might be involved. The results of the present study indicate, on the contrary, that even if the 

macroscopic aspects of REM sleep are grossly preserved, REM sleep EEG structure is indeed 

involved in iRBD. This involvement might be connected with the suggested activation of the cortex 

during REM sleep (including the motor cortex) exerted by exciting intralaminar thalamocortical 

neurons, activated by ascending glutamatergic SLD neurons.
38

 

The empirical notion that clonazepam is strongly effective in suppressing aggressive behaviors 

and oneiric contents, but not effective in restoring RSWA,
17,18

 is in line with our findings, 

suggesting that the therapeutic effect of clonazepam is probably exerted by acting on supratentorial 

rather than subtentorial networks, reducing the negative effects of the brainstem dysfunction on the 

supratentorial regions, without affecting the pathogenetic core of the disease.  

One limitation of this study should be mentioned because even if none of the subjects had an 

evident cognitive impairment, a mild cognitive impairment might have been present in some 

patients of both groups that might have affected, to some extent, some results.   

In conclusion, the REM sleep EEG structure changes found in this study disclose subtle but 

significant alterations in the cortical electrophysiology of iRBD that might represent the early 

expression of the supposed neurodegenerative processes already taking place at this stage of the 

disease
6,41,42

 and might be the target of better and effective future therapeutic strategies for this 

condition.   

 

 

Disclosures 

OB reports consulting for Sapio Life. GP has consulted for UCB Pharma, Jazz, and Bioproject. 

MM has received a grant from Vifor. The remaining authors report no conflict of interest. 

 

Funding 

This work (RF) was partially supported by a grant of the Italian Ministry of Health (“Ricerca 

Corrente”). MM is supported by the Swiss National Science Foundation (Grant No. 

320030_144007). 



Acc
ep

te
d 

M
an

us
cr

ipt

11 

 

 

References 

 

 1.  American Academy of Sleep Medicine, eds. International classification of sleep disorders, 3rd 

ed. Darien, IL: American Academy of Sleep Medicine., 2014. 

 2.  Schenck CH, Bundlie SR, Ettinger MG, Mahowald MW. Chronic behavioral disorders of 

human REM sleep: a new category of parasomnia. Sleep 1986;9:293-308. 

 3.  Schenck CH, Mahowald MW. REM sleep behavior disorder: clinical, developmental, and 

neuroscience perspectives 16 years after its formal identification in SLEEP. Sleep 

2002;25:120-38. 

 4.  Boeve BF, Saper CB. REM sleep behavior disorder: a possible early marker for 

synucleinopathies. Neurology 2006;66:796-7. 

 5.  Schenck CH, Boeve BF, Mahowald MW. Delayed emergence of a parkinsonian disorder or 

dementia in 81% of older men initially diagnosed with idiopathic rapid eye movement sleep 

behavior disorder: a 16-year update on a previously reported series. Sleep Med 2013;14:744-

8. 

 6.  Iranzo A, Tolosa E, Gelpi E, et al. Neurodegenerative disease status and post-mortem 

pathology in idiopathic rapid-eye-movement sleep behaviour disorder: an observational cohort 

study. Lancet Neurol 2013;12:443-53. 

 7.  Iranzo A, Santamaria J, Rye DB, et al. Characteristics of idiopathic REM sleep behavior 

disorder and that associated with MSA and PD. Neurology 2005;65:247-52. 

 8.  Aurora RN, Zak RS, Maganti RK, et al. Best practice guide for the treatment of REM sleep 

behavior disorder (RBD). J Clin Sleep Med 2010;6:85-95. 

 9.  Schenck CH, Mahowald MW. Long-term, nightly benzodiazepine treatment of injurious 

parasomnias and other disorders of disrupted nocturnal sleep in 170 adults. Am J Med 

1996;100:333-7. 

 10.  Gagnon JF, Postuma RB, Montplaisir J. Update on the pharmacology of REM sleep behavior 

disorder. Neurology 2006;67:742-7. 

 11.  Gugger JJ, Wagner ML. Rapid eye movement sleep behavior disorder. Ann Pharmacother 

2007;41:1833-41. 

 12.  Schenck CH, Montplaisir JY, Frauscher B, et al. Rapid eye movement sleep behavior 

disorder: devising controlled active treatment studies for symptomatic and neuroprotective 

therapy-a consensus statement from the International Rapid Eye Movement Sleep Behavior 

Disorder Study Group. Sleep Med 2013;14:795-806. 

 13.  Fantini ML, Gagnon JF, Petit D, et al. Slowing of electroencephalogram in rapid eye 

movement sleep behavior disorder. Ann Neurol 2003;53:774-80. 

 14.  Iranzo A, Isetta V, Molinuevo JL, et al. Electroencephalographic slowing heralds mild 

cognitive impairment in idiopathic REM sleep behavior disorder. Sleep Med 2010;11:534-9. 

 15.  Ferri R, Manconi M, Plazzi G, et al. A quantitative statistical analysis of the submentalis 

muscle EMG amplitude during sleep in normal controls and patients with REM sleep behavior 

disorder. J Sleep Res 2008;17:89-100. 

 16.  Ferri R, Rundo F, Manconi M, et al. Improved computation of the atonia index in normal 

controls and patients with REM sleep behavior disorder. Sleep Med 2010;11:947-9. 

 17.  Ferri R, Zucconi M, Marelli S, Plazzi G, Schenck CH, Ferini-Strambi L. Effects of long-term 

use of clonazepam on nonrapid eye movement sleep patterns in rapid eye movement sleep 

behavior disorder. Sleep Med 2013;14:399-406. 



Acc
ep

te
d 

M
an

us
cr

ipt

12 

 

 18.  Ferri R, Marelli S, Ferini-Strambi L, et al. An observational clinical and video-

polysomnographic study of the effects of clonazepam in REM sleep behavior disorder. Sleep 

Med 2013;14:24-9. 

 19.  Ferri R, Marelli S, Cosentino FI, Rundo F, Ferini-Strambi L, Zucconi M. Night-to-night 

variability of automatic quantitative parameters of the chin EMG amplitude (Atonia Index) in 

REM sleep behavior disorder. J Clin Sleep Med 2013;9:253-8. 

 20.  Ferri R, Bruni O, Fulda S, Zucconi M, Plazzi G. A quantitative analysis of the submentalis 

muscle electromyographic amplitude during rapid eye movement sleep across the lifespan. J 

Sleep Res 2012;21:257-63. 

 21.  Rechtschaffen A, Kales A, eds. A Manual of Standardized Terminology, Techniques, and 

Scoring System for Sleep Stages of Human Subjects. Washington: Washington Public Health 

service; US Government Printing Office, 1968. 

 22.  Lapierre O, Montplaisir J. Polysomnographic features of REM sleep behavior disorder: 

development of a scoring method. Neurology 1992;42:1371-4. 

 23.  Dauvilliers Y, Rompre S, Gagnon JF, Vendette M, Petit D, Montplaisir J. REM sleep 

characteristics in narcolepsy and REM sleep behavior disorder. Sleep 2007;30:844-9. 

 24.  Ferri R, Gagnon JF, Postuma RB, Rundo F, Montplaisir JY. Comparison between an 

automatic and a visual scoring method of the chin muscle tone during rapid eye movement 

sleep. Sleep Med 2014;15:661-5. 

 25.  Zucconi M, Ferri R, Allen R, et al. The official World Association of Sleep Medicine 

(WASM) standards for recording and scoring periodic leg movements in sleep (PLMS) and 

wakefulness (PLMW) developed in collaboration with a task force from the International 

Restless Legs Syndrome Study Group (IRLSSG). Sleep Med 2006;7:175-83. 

 26.  Massicotte-Marquez J, Carrier J, Decary A, et al. Slow-wave sleep and delta power in rapid 

eye movement sleep behavior disorder. Ann Neurol 2005;57:277-82. 

 27.  Sasai T, Matsuura M, Inoue Y. Electroencephalographic findings related with mild cognitive 

impairment in idiopathic rapid eye movement sleep behavior disorder. Sleep 2013;36:1893-9. 

 28.  O'Reilly C, Godin I, Montplaisir J, Nielsen T. REM sleep behaviour disorder is associated 

with lower fast and higher slow sleep spindle densities. J Sleep Res 2015;24:593-601. 

 29.  Schenck CH, Callies AL, Mahowald MW. Increased percentage of slow-wave sleep in REM 

sleep behavior disorder (RBD): a reanalysis of previously published data from a controlled 

study of RBD reported in SLEEP. Sleep 2003;26:1066. 

 30.  Christensen JA, Jennum P, Koch H, et al. Sleep stability and transitions in patients with 

idiopathic REM sleep behavior disorder and patients with Parkinson's disease. Clin 

Neurophysiol 2016;127:537-43. 

 31.  Borbely AA, Mattmann P, Loepfe M, Strauch I, Lehmann D. Effect of benzodiazepine 

hypnotics on all-night sleep EEG spectra. Hum Neurobiol 1985;4:189-94. 

 32.  Tan X, Uchida S, Matsuura M, Nishihara K, Kojima T. Long-, intermediate- and short-acting 

benzodiazepine effects on human sleep EEG spectra. Psychiatry Clin Neurosci 2003;57:97-

104. 

 33.  Bastien CH, LeBlanc M, Carrier J, Morin CM. Sleep EEG power spectra, insomnia, and 

chronic use of benzodiazepines. Sleep 2003;26:313-7. 

 34.  Aeschbach D, Borbely AA. All-night dynamics of the human sleep EEG. J Sleep Res 

1993;2:70-81. 

 35.  Ferri R, Cosentino FI, Elia M, Musumeci SA, Marinig R, Bergonzi P. Relationship between 

Delta, Sigma, Beta, and Gamma EEG bands at REM sleep onset and REM sleep end. Clin 

Neurophysiol 2001;112:2046-52. 

 36.  Ferri R, Elia M, Musumeci SA, Pettinato S. The time course of high-frequency bands (15-45 

Hz) in all-night spectral analysis of sleep EEG. Clin Neurophysiol 2000;111:1258-65. 



Acc
ep

te
d 

M
an

us
cr

ipt

13 

 

 37.  Tinguely G, Finelli LA, Landolt HP, Borbely AA, Achermann P. Functional EEG topography 

in sleep and waking: state-dependent and state-independent features. Neuroimage 

2006;32:283-92. 

 38.  Peever J, Luppi PH, Montplaisir J. Breakdown in REM sleep circuitry underlies REM sleep 

behavior disorder. Trends Neurosci 2014;37:279-88. 

 39.  Boissard R, Gervasoni D, Schmidt MH, Barbagli B, Fort P, Luppi PH. The rat ponto-

medullary network responsible for paradoxical sleep onset and maintenance: a combined 

microinjection and functional neuroanatomical study. Eur J Neurosci 2002;16:1959-73. 

 40.  Lu J, Sherman D, Devor M, Saper CB. A putative flip-flop switch for control of REM sleep. 

Nature 2006;441:589-94. 

 41.  Postuma RB, Gagnon JF, Montplaisir JY. REM sleep behavior disorder: from dreams to 

neurodegeneration. Neurobiol Dis 2012;46:553-8. 

 42.  Ferini-Strambi L. Does idiopathic REM sleep behavior disorder (iRBD) really exist? What are 

the potential markers of neurodegeneration in iRBD? Sleep Med 2011;12 Suppl 2:S43-S49. 

 
 

  



Acc
ep

te
d 

M
an

us
cr

ipt

14 

 

Figure Legends 

 

Fig. 1. Comparison between the relative EEG power obtained for the delta, theta, alpha, sigma, 

and beta bands in the three groups of subjects, during each sleep stage. The numbers in the 

graph indicate the post-hoc LSD test p values obtained when the relative EEG band 

ANOVA was statistically significant; Data are shown as mean (bars) and S.D. (whiskers). 

 

Fig. 2. Comparison between the EEG power ratio obtained for the delta, alpha, sigma, and beta 

bands in the three groups of subjects. All band ANOVAs were statistically significant; The 

numbers in the graph indicate the post-hoc LSD test p values. Data are shown as mean 

(bars) and S.E. (whiskers). 

 

Fig. 3. Comparison between the standard deviation of the EEG power ratio (see fig. 1) obtained 

for the delta, alpha, sigma, and beta bands in the three groups of subjects. The numbers in 

the graph indicate the post-hoc LSD test p values obtained when the relative EEG band 

ANOVA was statistically significant; Data are shown as mean (bars) and S.E. (whiskers). 
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Table 1. Comparison between age and different polygraphic sleep parameters obtained in the three groups of subjects. 

 

 1. Controls 

(n=21) 

2. Drug-naïve iRBD 

(n=29) 

3. Treated iRBD 

(n=14) 

ANOVA post-hoc LSD tests 

 

mean SD mean SD mean SD F(2,61) p< 1 vs. 2 2 vs. 3 1 vs. 3 

Age, years 66.8 7.24 68.2 6.46 66.3 4.88 0.520 NS 
   

Total sleep time, min 356.7 90.62 342.3 68.04 368.5 38.06 0.676 NS 
   

Sleep latency, min 23.6 25.90 28.5 48.65 16.0 8.06 0.564 NS 
   

REM sleep latency, min 94.0 84.75 88.7 46.81 106.0 60.02 0.341 NS 
   

Number of stage shifts/hour 12.2 3.93 16.6 6.52 14.3 5.07 3.923 0.025 0.007 NS NS 

Number of awakenings/hour 7.2 2.90 5.1 2.96 4.0 2.32 5.946 0.0044 0.012 NS 0.002 

Sleep efficiency, % 68.3 12.55 76.5 13.62 83.5 7.85 6.744 0.0023 0.022 NS 0.0006 

Wakefulness after sleep onset, % 27.3 12.20 17.1 9.89 11.5 8.75 10.623 0.0001 0.0012 NS 0.00005 

Sleep stage 1, % 7.1 4.05 9.2 3.90 7.3 3.47 2.161 NS 
   

Sleep stage 2, % 41.3 10.89 38.5 8.53 46.6 9.14 3.393 0.04 NS 0.012 NS 

Slow-wave sleep, % 10.4 7.82 17.5 7.45 17.5 6.75 6.434 0.003 0.0014 
 

0.0076 

REM sleep, % 13.9 3.98 17.7 6.99 17.2 6.59 2.573 NS 
   

REM sleep Atonia Index 0.94 0.039 0.73 0.203 0.78 0.154 11.136 0.000075 0.00002 NS 0.0042 

PLMS index 11.0 14.33 27.2 31.60 14.9 19.66 2.895 NS 
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Figure 1. 
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Figure 2. 
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Figure 3. 

 

 


