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Sleep disturbances are common in post-traumatic stress disorder (PTSD), although

which sleep microarchitectural characteristics reliably classify those with and without

PTSD remains equivocal. Here, we investigated sleep microarchitectural differences

(i.e., spectral power, spindle activity) in trauma-exposed individuals that met (n = 45)

or did not meet (n = 52) criteria for PTSD and how these differences relate to

post-traumatic and related psychopathological symptoms. Using ecologically-relevant

home sleep polysomnography recordings, we show that individuals with PTSD exhibit

decreased beta spectral power during NREM sleep and increased fast sleep spindle

peak frequencies. Contrary to prior reports, spectral power in the beta frequency

range (20.31–29.88Hz) was associated with reduced PTSD symptoms, reduced

depression, anxiety and stress and greater subjective ability to regulate emotions.

Increased fast frequency spindle activity was not associated with individual differences

in psychopathology. Our findings may suggest an adaptive role for beta power during

sleep in individuals exposed to a trauma, potentially conferring resilience. Further, we

add to a growing body of evidence that spindle activity may be an important biomarker

for studying PTSD pathophysiology.

Keywords: post-traumatic stress disorder, sleep, spectral power, sleep spindles, beta power

INTRODUCTION

Post-traumatic stress disorder (PTSD) is an emotional disorder characterized by the persistence
of heightened reactivity 1 month or more after exposure to a traumatic event. Symptoms include
intrusions, avoidance behaviors, and hyperarousal (1). Sleep disturbances are extremely common
in PTSD, present in ∼70% of patients (2). Two meta-analyses have identified polysomnographic
(PSG) findings common across multiple studies of PTSD including decreased total sleep time (TST)
and sleep efficiency (SE) and increased wake time after sleep onset (WASO) (3), increased light
(N1) sleep and reduced slow-wave (N3) sleep (3, 4), and increased rapid eye movement density
(4). Certain moderators (e.g., age, sex) also reveal subgroup specific features relative to controls
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and illustrate the heterogeneity but also the ubiquity of sleep
disturbance in individuals with PTSD (4, 5). However, reliable
microarchitectural markers of PTSD during sleep remain elusive
(6). This is of critical importance as sleep macroarchitecture
(i.e., time spent in different sleep stages) only provides a broad
characterization of the sleeping brain that varies widely from
night-to-night, potentially hindering their utility as reliable
biomarkers of sleep in PTSD (7).

The quantification of sleep electroencephalography (EEG)
signals through spectral power analysis allows for a more fine
grained analysis of frequency-specific neural activity that is
reflective of underlying brain states. Emerging evidence suggests
that PTSD patients exhibit a reduction in low frequency (slow
oscillation-delta band range; <4Hz) power during non-rapid
eye movement (NREM) sleep, and increased high frequency
power (beta and gamma frequency range; >20Hz) during both
NREM and REM sleep (6, 8–12), though see (13, 14). In
addition, trauma exposed individuals who do not go on to
develop PTSD have been found to show higher REM theta (4–
7Hz) power compared to patients who did subsequently develop
PTSD (15). These findings are hypothesized to indicate lower
restorative functioning and increased hyperarousal during sleep
in PTSD.

Another sleep oscillation that has been suggested as a
potential pathophysiological biomarker are sleep spindles. These
waxing and waning (∼9–16Hz) oscillations are characteristic
signatures of NREM sleep (16). Generated by the thalamic
reticular nucleus (TRN), spindles travel to cortical regions
via thalamocortical pathways (17, 18). A number of putative
functions of sleep spindles have been suggested, including sleep
maintenance, induction of synaptic plasticity, and memory
consolidation [see (17) for detailed review]. Given their relatively
well-understood generation by thalamo-cortical circuitry, scalp-
EEG detected sleep spindles may provide an indirect, non-
invasive readout of thalamocortical functioning during sleep
(19). Unlike sleep macroarchitecture, sleep spindle properties are
highly stable night-to-night, showing high test-retest reliability
(20). Surprisingly, only two studies to date have examined
sleep spindle activity in PTSD (6, 21), with one study
suggesting a higher sleep spindle peak frequency in PTSD
patients (21).

The aim of the present study was to compare NREM and REM
sleep microarchitecture in PTSD patients to trauma-exposed
individuals who did not go on to develop clinically diagnosed
PTSD. We focused on differences in the NREM and REM power
spectrum, and properties of sleep spindles. These were examined
both in terms of group differences in sleep microarchitecture
and correlations between sleep microarchitecture measures
and psychiatric symptomatology. Our pre-registered hypotheses
(https://osf.io/z6gfw) were as follows:

H1: PTSD patients would exhibit increased high frequency
(>20Hz) and decreased low frequency (<4Hz) NREM
spectral power compared to trauma-exposed controls (TEC).
H2: PTSD patients would exhibit increased high frequency
(>20Hz) and decreased theta (4–7Hz) REM spectral power
compared to TEC.

H3: PTSD patients would show higher frequency sleep
spindles during NREM sleep compared to TEC.

Further exploratory analyses are described in sections below.

METHODS

We analyzed data from an existing dataset examining sleep
and neuroimaging correlates of fear extinction learning in
trauma exposed individuals. All reported analyses are novel,
and the analysis plan was pre-registered on Open Science
Framework (https://osf.io/z6gfw).

Participants
A total of 133 right-handed participants from the greater
Boston metropolitan area were recruited via online and posted
advertisements and passed initial telephone screening and had
satisfied inclusion/exclusion criteria following clinical interviews
(22, 23). All participants had experienced a DSM-V criterion-
A traumatic event (“index trauma”) within 1 month to 2
years of study participation. Current and lifetime histories
of psychiatric disorders were assessed using the Structured
Clinical Interview for DSM-IV-TR for Non-Patients [SCID
1/NP; (24)]. PTSD was diagnosed by a highly experienced
interviewer (N.B.L.) using the Clinician-Administered PTSD
Scale for DSM-5 [CAPS-5; (25)]. The PTSD Checklist for DSM-
5 [PCL-5; (26)] was used to further assess symptom severity. In
alignment with the National Institutes of Mental Health Research
Domain Criteria (RDoC) Framework (27, 28), our study
aimed to recruit participants across a range of post-traumatic
symptomatology, including those with concurrent anxiety and
depressive disorders. However, participants could not have a
lifetime history of psychosis, bipolar disorder, autism spectrum or
other neurodevelopmental disorder, suicide attempt or current or
chronic suicidal ideation; neurologic conditions such as seizure,
neurodegenerative disease, stroke, or other brain lesions; history
of head trauma with concurrent loss of consciousness; severe
medical conditions including cardiovascular or other systemic
disease, chronic pain, or endocrine disorders. Participants
could not have a current diagnosis of disorders known
to influence sleep such as fibromyalgia, severe GERD, or
chronic fatigue syndrome. However, participants were not
excluded if they indicated a lifetime history of DSM-IV-
TR Primary Insomnia, Insomnia Related to Another Mental
Disorder or Nightmare Disorder. Participants could not meet
criteria for current drug or alcohol abuse or dependence. To
confirm presence of current drug use, participants completed a
urine test, which identified commonly abused drugs (cocaine,
THC, opiates, amphetamines, MDMA, PCP, benzodiazepines,
barbiturates, methadone, tricyclic antidepressants, oxycodone,
and buprenorphine). Participants treated with antidepressants
were required to be on a stable dose and were accepted into
the study on a case-by-case basis in consultation with the
study physicians.

Of the 133 study participants, 68 participants met criteria
for PTSD based on their CAPS-5 score. Sleep disorders were
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screened using the Pittsburgh Structured Clinical Interview
for Sleep Disorders (SCID-SLD), a widely used (29, 30),
but unpublished, in-house instrument. Lastly, participants
completed a urine toxicology screening for 11 abused substances.
The present analysis included 114 participants who successfully
completed a baseline night of polysomnographically-recorded
sleep (see Procedures below). Of these participants, 17 were
excluded due to having unusable EEG data (e.g., excessive noise,
recording error, corrupted file). As such, a total of 97 participants
(52 TEC, 45 PTSD) were included in this analysis. Participant
characteristics are displayed in Table 1.

Procedure
Participants completed a ∼2-week sleep assessment period
during which they continuously wore an Actiwatch-2 (Philips
Respironics, Bend, OR) and filled out a sleep and nightmare
diary. Over this period, participants also completed an
online battery of questionnaires assessing trauma history,
habitual sleep quality, circadian preference, anxiety, mood, and
personality variables using the Research Electronic Data Capture
(REDCapTM) system (© 2013, Vanderbilt U). Approximately
midway through the assessment period, participants completed
a combined sleep-disorders-diagnostic and acclimation night
of ambulatory polysomnography (PSG). This was followed by a
second night of PSG recording (“baseline night”), a night prior
to participants completing a fear conditioning and extinction
protocol during functional magnetic resonance imaging followed
by a third night of PSG-recorded sleep [see (23)]. Alcohol and
recreational drugs were prohibited throughout the protocol.
In the present analysis we focus solely on the baseline night
of PSG. We chose to use this night for our analysis to avoid
potential first-night effects as participants became acclimated to
the PSG device during the acclimation/diagnostic night and the
influence of learning on sleep physiology, as has been previously
reported (31–33).

Ambulatory Polysomnography
Participants underwent three nights of ambulatory
polysomnography (PSG) wearing the Somte-PSG recorder
(Compumedics USA, Inc., Charlotte, NC). Electrodes were
attached in the laboratory and participants were sent home to
sleep. The montage included 6 EEG channels (F3, F4, C3, C4,
O1, O2) with reference to contralateral mastoids (M1, M2), 2
electrooculogram (EOG) channels, 2 submental electromyogram
(EMG) channels, and 2 electrocardiogram (ECG) channels
(right clavicle and left 5th intercostal space). The first sleep
recording was considered an acclimation and sleep-disorders
screening night and included additional channels for respiration
transducer belts, pulse-oximeter, nasal cannula, and tibialis
movement sensors. Signals were recorded at 256Hz, using
high (0.16Hz), and low (102Hz) pass filters. Records were
subsequently exported, with a 0.3–35Hz band pass filter (plus
60Hz notch filter) for sleep scoring. Records from the baseline
PSG night (the focus of this analysis) were scored in 30-s epochs
by an experienced, Registered Polysomnographic Technologist
(K.G.) following American Academy of Sleep Medicine criteria
(34). The acclimation night was examined by the same scorer for

clinically significant obstructive sleep apnea and periodic limb
movement disorder, though no participants in the current study
met clinical criteria for a diagnosis of either of these disorders.
The scored records from the baseline night were used to obtain
sleep macroarchitecture measures (Table 1), and were exported
as European Data Format files for further analysis of sleep
microarchitecture. All subsequent analyses were carried out in
MATLAB using custom code (35).

Artifact Detection
Artifactual epochs of PSG data were detected using an automated
algorithm. For each EEG channel we calculated per-epoch
summary metrics of three Hjorth parameters [signal activity,
mobility, and complexity; (36)], and any epochs in which at least
1 channel was >3 standard deviations from the mean on any of
the three parameters were marked as artifact and removed from
subsequent analysis (37). Artifact detection was performed twice
(in case of extreme outlying epochs), and performed separately
for each sleep stage (given the inherent differences in the EEG
signal between different sleep stages).

Power Spectral Density
Estimates of power spectral density (PSD) were obtained for both
NREM (N2 + N3) and REM sleep at frontal (F3, F4) and central
(C3, C4) electrodes. PSD was estimated using Welch’s method
with 5 s Hamming windows and 50% overlap. To minimize 1/f
scaling, PSD estimates were derived from the derivative of the
EEG time series (20). PSD estimates at each channel and sleep
stage were then normalized within-subject by dividing power
at each frequency between 0 and 30Hz by the average power
in the 0–30Hz range [see (38) for a similar approach]. PSD
estimates at the two frontal sites were averaged together to obtain
a measure of frontal PSD activity, and PSD estimates at the two
central sites were averaged together to obtain ameasure of central
PSD activity.

Sleep Spindles
Sleep spindles were automatically detected at frontal and central
electrodes during NREM sleep using a previously-validated
wavelet based detector (35, 39, 40). As a first step, individualized
fast and slow spindle peak frequencies were identified through
visual inspection of the NREM sleep power spectrum (using both
frontal and central electrode sites, with PSD estimated using the
same procedure described above). An individual’s fast spindle
peak was defined as the most prominent peak between 12.5 and
16Hz, and a slow spindle peak was defined as themost prominent
peak between 9 and 12.5Hz. Any spindle peaks occurring
at exactly 12.5Hz were considered fast spindles. Detection of
spindle peaks was performed blind to the patient group. Three
participants did not show a clearly identifiable fast spindle peak,
and 24 participants failed to exhibit a clearly defined slow spindle
peak. Because the lack of a peak in the power spectrum does
not necessarily indicate the lack of oscillatory activity (if those
events are infrequent or of low amplitude), participants without
a fast peak frequency had their fast spindle peak frequency set to
14Hz, and participants without a slow peak frequency had their
slow peak frequency set to 11Hz. A sensitivity analysis, where
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TABLE 1 | Sample characteristics.

TEC (n = 52) PTSD (n = 45) Sig Effect size

DEMOGRAPHICS

Age (years) 23.8 (4.79) 24.2 (4.80) 0.66 0.09

Sex

Female 28 (54%) 36 (80%) 0.007

Male 24 (46%) 9 (20%) 0.25

Race

American Indian or Alaskan Native 1 (2%) 2 (4%)

Asian 6 (12%) 5 (11%)

Black or African American 9 (17%) 7 (16%)

More than one race 4 (8%) 5 (11%)

White 30 (58%) 26 (58%)

Prefer not to say/unreported 2 (4%) 0 (0%)

Ethnicity

Hispanic or Latino 3 (6%) 8 (18%)

Not Hispanic or Latino 46 (88%) 37 (82%)

Prefer not to say/unreported 3 (6%) 0 (0%)

Marital status

Married 4 (8%) 2 (4%)

Separated 0 (0%) 1 (2%)

Single 44 (84%) 40 (89%)

Prefer not to say/unreported 4 (8%) 2 (4%)

Highest level of education

High school degree or equivalent 3 (6%) 0 (0%)

Associate’s degree 3 (6%) 1 (2%)

Some college 22 (43%) 16 (36%)

Bachelor’s degree 15 (29%) 16 (36%)

Graduate degree 4 (8%) 10 (22%)

Prefer not to say/unreported 5 (10%) 2 (4%)

Income

<$20,000 10 (19%) 9 (20%)

$20,000–$34,999 10 (19%) 10 (22%)

$35,000–$49,999 7 (14%) 1 (2%)

$50,000–$74,999 6 (12%) 5 (11%)

$75,000–$99,999 3 (6%) 5 (11%)

$100,000–$149,999 2 (4%) 3 (7%)

$150,000–$199,999 1 (2%) 1 (2%)

$200,000 + 6 (12%) 0 (0%)

Prefer not to say/unreported 6 (12%) 6 (13%)

Employment status

Employed (1–39 h per week) 21 (40%) 20 (44%)

Employed (40+ h per week) 14 (27%) 15 (33%)

Not employed, looking for work 1 (2%) 2 (4%)

Not employed, not looking for work 1 (2%) 1 (2%)

Unemployed, looking for work 6 (12%) 3 (7%)

Unemployed, not looking for work 4 (8%) 1 (2%)

Prefer not to say/unreported 5 (10%) 3 (7%)

PTSD SEVERITY

Months from trauma to study 12.5 (6.99) 12.4 (6.34) 0.93 0.02

CAPS total 11.0 (6.31) 31.8 (7.87) <0.001 2.92

CAPS hyperarousal 2.94 (2.53) 9.0 (3.36) <0.001 2.04

PCL-5 total 18.1 (9.89) 40.5 (12.6) <0.001 1.98

(Continued)
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TABLE 1 | Continued

TEC (n = 52) PTSD (n = 45) Sig Effect size

PCL-5 hyperarousal 3.35 (2.63) 8.51 (3.75) <0.001 1.60

PSYCHOPATHOLOGY MEASURES

DASS 19.4 (17.5) 47.0 (23.6) <0.001 1.32

DERS 109 (19.6) 85.4 (25.3) <0.001 1.03

HVQ 22.7 (10.2) 32.3 (12.1) <0.001 0.86

RETROSPECTIVE SLEEP MEASURES

PSQI 5.68 (2.66) 8.34 (3.18) <0.001 0.91

PSQI PTSD 4.22 (4.28) 6.95 (3.78) 0.002 0.68

ESS 6.66 (3.43) 9.14 (4.94) 0.007 0.58

MEQ 48.4 (8.79) 44.1 (9.24) 0.02 0.48

SLEEP DIARY MEASURES

Total sleep time (min) 451 (56.7) 441 (59.7) 0.40 0.18

Sleep onset latency (min) 20.3 (13.9) 28.6 (18.9) 0.021 0.50

Sleep efficiency (%) 92.8 (6.50) 90.1 (6.12) 0.037 0.44

Number of nightmares 0.64 (1.03) 1.34 (1.90) 0.033 0.46

ACTIGRAPHY MEASURES

Total sleep time (min) 423 (59.9) 429 (66.0) 0.64 0.10

Sleep onset latency (min) 32.3 (35.5) 26.7 (19.4) 0.35 0.20

Sleep efficiency (%) 86.5 (7.46) 87.3 (8.26) 0.63 0.10

BASELINE NIGHT POLYSOMNOGRAPHY MEASURES

Total sleep time (min) 384 (105) 336 (136) 0.062 0.39

Sleep onset latency (min) 25.5 (32.8) 25.6 (39.7) 0.99 < 0.01

Sleep efficiency (%) 86.7 (9.26) 83.4 (14.2) 0.23 0.27

N1 % 6.85 (3.88) 5.11 (3.35) 0.020 0.48

N2 % 57.0 (7.42) 52.4 (13.0) 0.042a 0.43

N3 % 18.6 (9.56) 25.5 (16.7) 0.017a 0.51

REM % 17.9 (6.33) 17.4 (8.32) 0.74 0.07

All values reflect the mean (standard deviation) with the exception of sex through employment status, where frequency (percentage) are displayed. Significant differences between

groups assessed using independent samples t-test with Cohen’s d used as the measure of effect size, with the exception of sex, where differences were assessed using a chi-square

test and Cramer’s V measure of effect size. CAPS, Clinician Administered PTSD Scale; Higher score, greater symptomatology; PCL, PTSD checklist (self-report); Higher score, greater

symptomatology; DASS, Depression Anxiety Stress Scales; A higher score, greater negative emotional states; DERS, Difficulties in Emotion Regulation Scale; A higher score, better

able to regulate negative emotions; HVQ, hypervigilance questionnaire; A higher score, increased hypervigilance; PSQI, Pittsburgh Sleep Quality Index; A higher score indicates poorer

overall sleep quality. PSQI PTSD, Pittsburgh Sleep Quality Index for Post-traumatic Stress Disorder; A higher score, higher frequency of sleep disturbances common to PTSD; ESS,

Epworth Sleepiness Scale; A higher score, increased daytime sleepiness; MEQ, Morning Evening Questionnaire; A higher score indicates greater preference for mornings. Bold values

indicate cases where p < 0.05 (uncorrected).
aGroup difference was not significant after controlling for total sleep time.

all spindle based analyses were re-run excluding participants
without a discernible peak, led to the same pattern of results
(not reported).

After deriving each participant’s individualized fast and slow
spindle peaks, spindles were automatically detected using a
wavelet-based detector. The raw, artifact-free, NREM EEG signal
was subjected to a time-frequency decomposition using complex
Morlet wavelets. The peak frequency of the wavelet was set to
each individual’s fast or slow spindle peak. In order to minimize
overlap between fast and slow spindle ranges, the full-width half-
max bandwidth was set as a 1.3Hz window centered on the
peak spindle frequency (35). Spindle detection was performed
on the squared wavelet coefficients after being smoothed with
a 100ms moving average. A spindle was detected whenever the
wavelet signal exceeded a threshold of six times the median
signal amplitude for at least 400ms (35, 41). Spindle detection

was performed twice, once for fast spindles, and again for
slow spindles.

For fast spindle analysis, fast spindle activity at central
electrodes were averaged together for subsequent analyses. For
slow spindles, activity at frontal electrodes were averaged. For
both spindle types, the following parameters were extracted: Peak
frequency (Hz), density (spindles/min), amplitude (µV), and
duration (seconds).

Age Correction
Age can act as a confounding variable in sleep macro- and
microarchitecture studies (42). Most notably, increasing age is
linked to a reduction in slow wave sleep, and thus a reduction
in low frequency spectral power. During study recruitment, an
upper age limit of 40 was selected to ensure participants retained
a measurable amount of slow wave sleep. However, because the
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TEC and PTSD groups were not strictly age-matched, we tested
for associations between age and our main sleep measures of
interest (NREM spectral power, REM spectral power, and sleep
spindle frequency). In all cases, no significant associations were
observed between age and key sleep metrics (all r’s < 0.16, all
p’s > 0.11).

Clinical Measures
Clinician-Administered PTSD Scale for DSM-5 (CAPS-5). The
CAPS-5 (25) is the “gold standard” clinical assessment for PTSD.
Administration of the CAPS-5 involves clinician ratings for each
of the 20 symptoms of PTSD on a 5-point severity scale ranging
from 0 (absent) to 4 (extreme). Total scores range from 0 to 80.

The PTSD Checklist for DSM-5 (PCL-5). The PCL-5 (26)
is a self-report scale that includes 20 questions based on
the DSM-5 diagnostic criteria for PTSD. Participants rated
symptom severity on 5-point scales. PCL-5 hyperarousal was the
combined hyperarousal (Cluster E) PTSD symptoms on the PCL-
5 excluding sleep item 20 (“Trouble falling or staying asleep”).

Depression and Anxiety Stress Scale (DASS). The DASS
(43) is a 42-item self-report scale which measures the
three related negative emotional states of depression, anxiety
and tension/stress.

Difficulties in Emotion Regulation Scale (DERS). The DERS
(44) is a 36-item self-report scale which measures subjective
emotion regulation by asking respondents to identify the
frequency in which participants engage in adaptive and
maladaptive emotion regulation strategies using a 5 point scale
from 5 (almost never) to 1 (almost always). In this dataset, the
DERS was reverse scored meaning a higher score indicates less
difficulty regulating emotions.

Hypervigilance Questionnaire (HVQ). The HVQ (45)
is an 11-item assessment of subjective hypervigilance in
which participants rate items on a scale from 1 (not at
all true) to 5 (extremely true) about their experience of
hypervigilance symptoms.

Pittsburgh Sleep Quality Index (PSQI). The PSQI (46) is a
19 item self-report questionnaire that assesses several different
aspects of sleep quality over a 1-month period including
subjective sleep quality, sleep latency and duration, sleep
efficiency, sleep disturbances, use of sleep medication, and
daytime dysfunction.

Pittsburgh Sleep Quality Index for Post-traumatic Stress
Disorder (PSQI PTSD). The PSQI PTSD (47) is a self-report
instrument designed to assess the frequency of seven disruptive
nocturnal behaviors including anxious nighttime thoughts and
experiencing or acting out nightmares.

Epworth Sleepiness Scale (ESS). The ESS (48) is an 8-item self-
report questionnaire in which respondents are asked to rate their
usual chances of dozing off or falling asleep while engaged in
different activities. Ratings are made on a 4-point scale from 0
(would never doze) to 3 (high chance of dozing).

Morning Evening Questionnaire (MEQ). The MEQ (49) is a
19-item self-report measure that identifies individuals’ preference
for a morning, evening or intermediate chronotype. Questions
include preferred sleep and wake times and preferred times for
daytime activities.

Statistical Analysis
Our a priori planned analyses can be found in the study
pre-registration (https://osf.io/z6gfw). Group differences in PSD
between TEC and PTSD were assessed using cluster-based
permutation tests implemented in the FieldTrip toolbox for
MATLAB (50). This approach allowed us to take the full
power spectrum into account whilst also accounting for multiple
comparisons. The ft_statfun_indsamplesT function was used
with the following parameters: 10,000 iterations, a clusteralpha
of 0.1 with the default maxsum method to determine cluster
significance, and a significance threshold of 0.05. Separate tests
were run for NREM and REM PSD. To test for significant
associations between spectral power and symptomatology, our
pre-registered a priori approach was to average PSD across each
frequency in significant clusters to obtain a single value that could
then be correlated with PCL hyperarousal score. In the absence
of any significant group-differences, our unplanned post-hoc
approach was to perform the spectrum-wide correlations with
symptomatology utilizing the same cluster-based permutation
approach, though with the ft_statfun_correlationT function. In
this report, we focus on PSD at central electrode sites. Sensitivity
analyses (not reported) using the frontal electrode sites revealed
a highly similar pattern of results. Group differences in fast
and slow spindle frequency was assessed using two independent
samples t-tests.

As additional planned exploratory tests, we assessed group
differences and symptomatology correlations for PSD estimates
obtained separately for N2 and N3 sleep, and also for early and
late NREM/REM periods. Here, early NREM/REM was defined
as NREM or REM sleep occurring in the first half of the night.
Late NREM/REM was defined as NREM or REM sleep occurring
in the second half of the night. Similarly, we also examined
group differences and symptomatology correlations for sleep
spindle frequency during N2 and N3 sleep separately, as well as
during early and late NREM sleep. Finally, exploratory analyses
of group differences in spindle density, amplitude, and duration
were performed, as well as exploratory correlations between these
spindle properties and symptomatology. Additional, unplanned
exploratory tests are highlighted in the results section as relevant.

RESULTS

Participant Characteristics
Demographic, psychometric, and sleep characteristics of the
sample of participants included in this analysis are displayed
in Table 1. There was no difference in age between the two
groups [t(87.2) = 0.02, p = 0.98, d < 0.01], however there was
a difference in sex between groups [X2

(1) = 6.66, p = 0.010, V =

0.25]. Sleep diary reported sleep onset latency was significantly
shorter in the TEC group [t(75.9) = 2.37, p = 0.020, d = 0.50],
and diary reported sleep efficiency was significantly greater [t(90.9)
= 2.12, p = 0.037, d = 0.44] compared to the PTSD group.
The frequency of nightmares during the diary reporting period
was significantly higher in the PTSD group [t(64.1) = 2.18, p =

0.033, d= 0.46]. The two groups did not differ on any actigraphy
measures. On the baseline PSG night (the focus of this report),
N1 and N2 percentage was both significantly greater in TEC
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FIGURE 1 | Power spectral density during NREM sleep. (A) 0–30Hz power spectrum during NREM sleep. Note that PSD at each frequency is relative to the average

PSD in the 0–30Hz range. Shaded area around lines denotes the standard error. Gray box marks frequencies showing significant group differences following cluster

correction. (B) PSD averaged across frequencies in the significant cluster. (C) Correlation between spectral power (averaged across frequencies in the significant

cluster in A) and symptoms of hyperarousal.

participants (p’s < 0.043, d’s > 0.42). Conversely, N3 percentage
was significantly greater in the PTSD group [t(68.1) = 2.44, p
= 0.017, d = 0.51]. However, when controlling for total sleep
time, only the difference in N1 percentage remained significant
(p = 0.038). Sleep onset latency and sleep efficiency were also
equivalent between groups (all p’s > 0.30).

Power Spectral Density
Spectral power during non-rapid eye movement (NREM) sleep
is displayed in Figure 1A. A cluster-based permutation test
revealed a significant group difference in spectral power at 20.31–
29.88Hz (tsum = 122.77, p = 0.015, d = 0.56). Spectral power in
this band was higher in TEC participants (M = 0.55, SD = 0.03)
compared to PTSD patients (M = 0.46, SD = 0.02; Figure 1B).
As planned exploratory analyses, we tested whether these group
differences would be seen in both N2 and N3 sleep, and in both
early and late NREM sleep. For N2 sleep, we observed a similar
significant cluster differentiating groups in frequencies spanning
24.41–29.88Hz (tsum = 75.07, p = 0.034). No significant clusters
differentiating groups emerged for N3 sleep PSD. Conversely,
when we compared early (which typically contains more N3
sleep) and late (which typically contains more N2 sleep) NREM,
a non-significant cluster emerged differentiating groups during
early NREM (23.63–29.88Hz; tsum = 70.80, p = 0.056). A
significant cluster differentiating groups emerged during late
NREM sleep (23.24–29.88Hz; tsum = 98.21, p = 0.018). In all
cases, TEC participants showed increased spectral power relative
to PTSD participants.

Next, we correlated cluster-averaged spectral power with
PCL hyperarousal symptomatology (Figure 1C). Across all
participants, we observed a significant negative correlation (r =

−0.27, p= 0.008), indicating that increased 20–30Hz power was
associated with fewer hyperarousal symptoms. Correlations were
not significant when run separately within the TEC (r = −0.13,
p = 0.34) and PTSD (r = −0.23, p = 0.14) groups. A similar
magnitude correlation was found when the total PCL was used
(all participants: r = −0.20, p = 0.047; TEC: r = 0.06, p = 0.68;
PTSD: r = −0.17, p = 0.27), and also when correlated with
CAPS-measured hyperarousal (all participants: r = −0.27, p =

0.008; TEC: r =−0.13, p= 0.37; PTSD: r =−0.13, p= 0.42) and
CAPS total score (all participants: r = −0.26, p = 0.01; TEC: r =
−0.08, p= 0.56; PTSD: r =−0.11, p= 47).

We next turned our attention to rapid eye movement (REM)
sleep (Figure 2A). For REM sleep, no significant clusters emerged
when we compared the REM power spectrum between the
TEC and PTSD groups (all p > 0.23). Similarly, no group
differences were found when groups were compared during
early and late REM sleep separately (all p > 0.21). As such,
we performed spectrum-wide correlations across all participants,
again using a cluster-based permutation test. Here, we found
a significant negative correlation between spectral power in
a band ranging from 23.24 to 29.88Hz and PCL measured
hyperarousal (tsum = −81.35, p = 0.026, cluster-averaged r =

−0.27; Figures 2A,B). This same pattern was observed during
early (25–29.88Hz; tsum = −64.89, p =0.042) but not late (p =

0.18) REM sleep. As with NREM sleep, correlations were not
significant when run within the two groups separately (TEC:
r = −0.17, p = 0.34; PTSD: r = −0.22, p = 0.18). The
pattern of results remained unchanged when using the PCL
total score (all participants: r = −0.22, p = 0.035; TEC: r
= −0.08, p = 0.58; PTSD: r = −0.14, p = 0.41) and when
using CAPS-measured hyperarousal (all participants: r = −0.28,
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FIGURE 2 | Power spectral density during REM sleep. (A) 0–30Hz power spectrum during REM sleep. Note that PSD at each frequency is relative to the average

PSD in the 0–30Hz range. Gray box marks frequencies showing significant correlations with hyperarousal symptomatology across all participants following cluster

correction. Shaded area around lines denotes the standard error. Note that no overall group differences were observed. (B) Scatterplot visualizing the relationships

between cluster-averaged spectral power and hyperarousal symptomatology.

p = 0.007; TEC: r = −0.18, p = 0.20; PTSD: r = −0.22, p
= 0.18) and CAPS total score (all participants: r = −0.30, p
= 0.004; TEC: r = −0.20, p = 0.16; PTSD: r = −0.25, p =

0.12). These results suggest a pattern of increased spectral power
in high (>20Hz) frequencies being associated with reduced
PTSD symptomatology.

To supplement these unexpected results, we next performed
unplanned exploratory tests directly comparing high frequency
spectral power in participants who were asymptomatic-to-low
levels of symptomatology (defined as a score of 10 or less
on the CAPS, n = 28) with those exhibiting moderate-to-
severe symptoms (defined as a score of >22 on the CAPS,
n = 44). NREM high frequency power was defined as PSD
averaged between 20.31 and 29.88Hz. REM high frequency
power was defined as PSD averaged between 23.24 and 29.88Hz
(i.e., we averaged across frequencies in the significant clusters
that emerged in our primary analyses; Figures 1, 2). In this
analysis, high frequency spectral power was significantly higher
in asymptomatic-to-mild symptoms participants compared to
moderate-to-severe participants for both NREM [t(39.3) = 2.74,
p = 0.01, d = 0.70] and REM [t(38.2) = 2.79, p = 0.009, d =

0.72] sleep (Figure 3A). Within-groups, there were no significant
correlations with either PCL or CAPS hyperarousal scores (all p’s
> 0.063) or PCL or CAPS total score (all p’s > 0.16).

Heightened spectral power in the 20–30Hz range has
previously been linked to hyperarousal in insomnia patients.
Although the current dataset lacked a validated measure of
insomnia symptoms, we were able to examine how spectral
power differed between generally good and poor sleepers, as
defined using the Pittsburgh Sleep Quality Index (PSQI). As
an unplanned exploratory analysis, we divided the sample into

participants with either good or poor sleep quality. Those with
good sleep quality were defined as participants with a PSQI score
in the bottom two quintiles of the distribution of PSQI scores (M
= 3.96, SD = 1.36, n = 27). Those with poor sleep were defined
as participants with a PSQI score in the top two quintiles (M
= 10.6, SD = 1.78, n = 28). We again defined high frequency
power by averaging across frequencies in the significant clusters
that emerged in our primary analyses (Figures 1, 2). We did not
see any differences between good and poor sleepers with regards
to either NREM [t(52) = 0.93, p = 0.35, d = 0.25] or REM [t(48.2)
= 0.83, p= 0.41, d = 0.23] spectral power (Figure 3B).

This set of results, that high frequency spectral power
is inversely associated with PTSD symptomatology, directly
contradicting our original hypotheses. To better understand
these findings, we next performed unplanned exploratory
correlations between high frequency PSD and other measures
of psychopathology and well-being. In particular, we focused on
symptoms of depression, anxiety, and stress (as measured by the
DASS), ability to regulate emotions [asmeasured by theDERS, on
the basis of other research linking oscillatory EEG activity during
wake is related to emotion regulation PTSD; (51)] and nightmare
frequency [on the basis that nightmares in PTSD have been
theorized to reflect hyperarousal; (52, 53)]. High frequency power
during NREM sleep showed a trend toward being associated with
lower overall DASS-measured psychopathology (r = −0.20, p =
0.054) along with significantly better emotion regulation (r =

0.23, p = 0.027) and significantly fewer nightmares (r = −0.26,
p = 0.011; Figure 4). For REM sleep, high frequency PSD was
associated with lower overall psychopathology (r = −0.24, p
= 0.028) and better emotion regulation (r = 0.23, p = 0.033;
Figure 4). No other correlations were significant.
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FIGURE 3 | High and low symptomatology participants. (A) High frequency spectral power in low and high PTSD symptomatology participants, as defined by CAPS

scores. (B) High frequency spectral power participants with good and poor sleep quality, as defined by global PSQI score. Note that PSD at each frequency is relative

to the average PSD in the 0–30Hz range Error bars = standard error. **p < 0.01, ns, not significant.

TABLE 2 | Correlations between sleep spindle properties and symptomatology.

PCL hyperarousal PCL total

Fast spindle frequency r = 0.09

p = 0.38

r = 0.05

p = 0.66

Slow spindle frequency r = −0.08

p = 0.44

r = −0.11

p = 0.27

Fast spindle density r = −0.10

p = 0.32

r = −0.14

p = 0.16

Slow spindle density r = 0.06

p = 0.53

r = 0.03

p = 0.80

Fast spindle amplitude r = 0.06

p = 0.53

r = 0.13

p = 0.19

Slow spindle amplitude r = 0.24

p = 0.02

r = 0.25

p = 0.01

Fast spindle duration r = −0.09

p = 0.38

r = −0.11

p = 0.29

Slow spindle duration r = 0.04

p = 0.70

r = 0.12

p = 0.23

Bold values indicate cases where p < 0.05 (uncorrected).

Sleep Spindles
Group differences in sleep spindle properties are displayed
in Figure 5. Our pre-registered a priori hypothesis was that
sleep spindle peak frequency would be faster in PTSD patients
compared to TEC. For fast spindles, a small but significant
difference was observed [t(94.94) = 2.51, p = 0.014, d = 0.51]
with spindle peak frequency being slightly faster in PTSD (M
= 13.56Hz, SD = 0.57Hz) compared to TEC (M = 13.28Hz,
SD = 0.52Hz). No difference in peak frequency was found for
slow spindles [t(94.53) = 0.77, p = 0.44, d = 0.15]. The same
pattern of results were observed when fast spindle frequency was
examined during N2 [t(94.87) = 2.52, p = 0.013, d = 0.51], N3

[t(94) = 2.31, p = 0.023, d = 0.47], early NREM [t(95) = 2.53, p
= 0.013, d = 0.51], or late NREM [t(94.84) = 2.52, p = 0.016, d
= 0.50] sleep. One possibility is that a higher spindle frequency
is a by-product of faster EEG activity. To test this hypothesis,
we correlated fast spindle frequency with high frequency power
(20.31–29.88Hz, frequencies derived from our primary analysis;
see Power spectral density results). We did not find a significant
correlation either across all participants (r =−0.16, p= 0.12), or
when TEC (r=−0.09, p= 0.51) and PTSD (r=−0.21, p= 0.17)
were assessed separately.

We next ran planned exploratory tests on other spindle
properties. The only significant difference (uncorrected) was
reduced fast spindle density in PTSD (M = 6.14, SD = 1.75)
relative to TEC [M = 6.82, SD = 1.54; t(94.94) = 2.05, p = 0.043,
d = 0.42]. We note that the difference in fast spindle density was
no longer significant after controlling for multiple comparisons.
All other comparisons were non-significant (all p’s > 0.36, all
d’s < 0.19). Correlations between spindle properties and PTSD
symptomatology are shown in Table 2. The only (uncorrected)
significant results were a positive correlation between slow
spindle amplitude and symptomatology.

DISCUSSION

In this report, we investigated the relationship between
sleep microarchitecture (power spectral density and spindles)
and psychopathology symptom severity in trauma-exposed
participants with and without diagnosed PTSD. Contrary to our
hypothesis, we observed elevated beta spectral power activity
for TEC compared to PTSD participants during both NREM
and REM sleep. We did not replicate prior reports implicating
REM theta power for PTSD resilience. Beta power was further
associated with reduced hyperarousal, decreased nightmare

Frontiers in Psychiatry | www.frontiersin.org 9 November 2021 | Volume 12 | Article 766647

https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org
https://www.frontiersin.org/journals/psychiatry#articles


Denis et al. Sleep Spectral Power in PTSD

FIGURE 4 | Exploratory correlations. Top row: correlations between NREM high frequency power and general psychopathology (higher score = more symptoms of

depression, anxiety, and stress) (A), emotion regulation (higher score = better able to regulate emotions) (B), and nightmare frequency (C). Bottom row: correlations

between REM high frequency power and general psychopathology (D), emotion regulation (E), and nightmare frequency (F). Note that PSD at each frequency is

relative to the average PSD in the 0–30 Hz range.

FIGURE 5 | Group differences in sleep spindle properties. Gray dots represent individual data points, and error bars indicate the standard error. *p < 0.05.

frequency, decreased depression, anxiety and stress, and better
ability to regulate emotions. Interestingly, we also observed fewer,

but higher frequency fast sleep spindles in PTSD compared to
TEC participants while slow spindle amplitude was positively
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associated with hyperarousal. The following sections aim to
interpret these findings.

Beta Spectral Power Decreased in PTSD
High frequency EEG rhythms (e.g., beta rhythms) during
sleep are theorized to be a component of a hyperarousal
syndrome present in Insomnia Disorder [(54–60); though see
(61) who failed to detect this in a large meta-analytic study], a
condition commonly comorbid with anxiety and traumatic-stress
disorders, such as PTSD. However, associations between elevated
beta power and PTSD symptomatology remains mixed. For
example, in PTSD compared to non-PTSD controls, some studies
have observed higher waking beta EEG power (62), higher beta
power across a whole night of sleep (8, 9), higher REM-NREM
sleep beta power ratios (12), and greater high frequency activity
(including beta power) during NREM sleep (63). Nonetheless,
others have failed to observe such group differences (13, 14).

Here, we surprisingly observed that beta power was
increased in trauma-exposed non-PTSD participants compared
to participants that met criteria for PTSD. Inconsistencies among
studies of sleep beta activity in PTSD may be explained by
a number of factors. First, it is unclear whether beta power
represents a biomarker of trauma exposure as opposed to a
marker of hyperarousal or PTSD severity. In support of the
former interpretation, NREM beta power has been shown to
be positively associated with prior combat exposure in those
with PTSD (13). Second, beta power may be an indicator of
adaptive emotional processing (64). For example, a prospective
study linked increased REM beta power soon after a trauma
to decreased PTSD and nightmare severity at a follow-up 2
months later (14). We similarly observed a negative association
between beta power and PTSD symptomatology, including self-
reported hyperarousal and nightmare frequency, albeit during
NREM sleep. These associations gain convergent validity by
the fact that the DASS, DERS, and nightmare frequency
varied with PTSD symptomatology in the same manner. To
our knowledge, no prospective studies have assessed whether
beta power is a trait vulnerability factor or a marker of
PTSD pathogenesis. While we recognize such a study might
be difficult to perform, others have studied baseline sleep
and subsequent PTSD development in groups with a high
likelihood of experiencing subsequent trauma [e.g., military
personnel; (65)]. Third, studies to date differ as to when
sleep was measured relative to the index trauma, with some
measuring sleep in close proximity to the traumatic event
[e.g., (14)] and others measuring sleep decades after trauma
exposure [e.g., (12)].We report here associations between current
sleeping patterns and psychopathology in individuals with a
relatively recent (1 month to 2 years) index trauma. Future
work might focus on prospectively mapping trajectories of
sleep microarchitecture over the course of PTSD development
and maintenance.

Another potential reason for heterogeneity among prior
reports may be that whereas beta power may be a marker
of insomnia severity, a sleep disorder commonly comorbid to
PTSD and associated with a daytime hyperarousal syndrome
(66), it may not reflect PTSD-specific hyperarousal over and

above trauma exposure itself. While we did not directly
measure insomnia severity in the present study, we did
not find that poorer sleep quality (measured by comparing
widely separated PSQI scores) were associated with greater
beta power. Interestingly, a prospective treatment study for
patients experiencing insomnia found that improvements in
psychopathology and insomnia severity were associated with
increased beta power during NREM sleep (64). Contrary to
earlier theories (58), beta power appears to be adaptive to
regulating emotions or learning emotion control techniques.
Further, other studies have failed to find an association between
beta power during sleep and insomnia symptomatology (63)
or subjective hyperarousal symptoms (12). Nonetheless, current
evidence is far from definitive and requires further exploration.

Lastly, several studies to date likely lack the power to
detect consistent sleep microarchitectural features related to
PTSD symptomatology owing to small sample sizes, and
underpowered studies are highly susceptible to Type 2 error
(67). To our knowledge, our study constitutes the largest sample
size to date that spans the full spectrum of post-traumatic
stress symptomatology. Increasing power through meta-analytic
techniques is a practical and important next step to update
current trends in the literature related to sleep spectral power and
PTSD symptomatology.

Sleep Spindle Frequency Differences in
PTSD
Here, we report increased fast spindle frequency during NREM
sleep in PTSD compared to TEC. This aligns with recent reports
of sleep spindle morphology differences in PTSD (6, 21, 63).
We found that spindle peak frequency was not correlated with
activity at faster frequencies (>20Hz), suggesting that the group
difference in spindle frequency was independent to EEG activity
at faster frequencies.

While we did not find that these group differences predicted
symptom severity, other reports have found that spindle activity
predicted daytime intrusive symptoms (63) and fragmented sleep
(21). Interestingly, several other reports have linkedNREM sigma
power (the frequency band encompassing sleep spindles) with
increased susceptibility to post-traumatic symptomatology in
rodent models (68) and humans (12, 69). Specifically, human
studies have shown a positive association between NREM sigma
activity and subjective hyperarousal (12) as well as intrusive
symptoms (69) in those with PTSD.

While speculative, fast spindle activity, when coupled with
cortical slow oscillations and hippocampal sharp-wave ripples,
has been linked to enhanced consolidation of fear memories in
rodent models of PTSD (70). This aligns with targeted memory
reactivation studies in humans showing that fear memory
cueing during post-learning NREM sleep alters subsequent
conditioned-fear responses (71, 72). Moreover, consolidation
of extinction memories may be impaired when fear reminders
are presented during slow wave sleep following extinction
learning (73). However, like beta power, it remains unknown
whether changes in spindle morphology in PTSD is an
indicator of disorder pathogenesis or a trait vulnerability factor.
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While spindle activity has been shown to be stable across
multiple nights of sleep (37), associative learning (including fear
conditioning) has been shown to increase NREM sleep post-
learning in rodents (74) and sleep spindle density in humans
(32). An important next step will be to determine whether
spindle activity alone, or spindles specifically coupled with slow
oscillations [which have been predictive of emotional memory
consolidation; e.g., (31, 70, 75, 76)], alters the processing of
conditioned fear and extinction memories both in healthy
participants as well as those with anxiety and traumatic
stress disorders.

Limitations
The current study was limited in a number of ways. First,
the study is cross-sectional, including analysis of only a single
night of recorded sleep. We therefore could not investigate
some key questions addressed above including whether specific
sleep oscillatory rhythms are trait vulnerability factors, diagnostic
of PTSD disorder sequelae or a combination of the two. We
limited our analysis to a single night in order to reduce
potential confounds from first night effects (i.e., not analyzing
the acclimation/diagnostic recording) and learning (i.e., not
analyzing the post-fear conditioning night). Second, our sleep
recordings took place in participants’ own homes, reducing
experimental control. However, we believe this approach was a
strength as such recordings may be more indicative of the typical
sleep our participants obtain on a nightly basis. Thirdly, the
stored PSG files limited our ability to look beyond 30Hz activity,
into the gamma frequency range. Gamma activity during sleep
has been associated with reduced overnight emotional processing
[as indexed by behavioral responses and functional brain activity
in emotional brain regions; (77)] and has been shown to be
increased in PTSD (6), and could be an interesting range to
investigate in future research. Fourthly, because antidepressant
treatment is extremely common among those with moderate
to severe PTSD, individuals receiving a stable dose of an
antidepressant were accepted into the study on a case-by-case
basis and these drugs may have influenced EEG spectral power
in certain participants.

Conclusions
In a large sample of trauma-exposed participants expressing a
wide range of post-traumatic symptomatology, we found NREM
beta power to be decreased and fast spindle peak frequency
increased in participants meeting criteria for PTSD compared to
trauma-exposed participants without PTSD. Contrary to several
prior reports, beta power was associated with better, rather
than poorer mental health on a variety of measures. Whether

these sleep rhythms may be protective from PTSD pathogenesis
remains to be determined.

DATA AVAILABILITY STATEMENT

The data analyzed in this study is subject to the following
licenses/restrictions: the data underlying this article will become
available in the future in the NIMH Data Archive (NDA) at
https://nda.nih.gov, and can be accessed following instructions
at https://nda.nih.gov/get/access-data.html. Requests to access
these datasets should be directed to https://nda.nih.gov/get/
access-data.html.

ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by Massachusetts General Hospital Internal Review
Board. The patients/participants provided their written informed
consent to participate in this study.

AUTHOR CONTRIBUTIONS

DD, RB, TC, SZ, and EP-S conceived the hypotheses and analysis
plan. DD analyzed the data. RB and DD wrote the paper. TC,
SZ, and EP-S read and edited drafts of the paper. CD, KO, KM,
and SG collected the data. CD, KO, KM, SG, AK, and UM
carried out data reduction, management, and initial processing.
KG performed the sleep scoring. NL performed the diagnostic
clinical interviews. All authors contributed to the article and
approved the submitted version.

FUNDING

This project was supported by NIMH grants R01MH109638
and R21MH115279 to EP-S. RB and TC were funded by the
Research Training Program in Sleep, Circadian and Respiratory
Neurobiology (NIH T32 HL007901) through the Division of
Sleep Medicine at Harvard Medical School and Brigham &
Women’s Hospital. Research was carried out at the Athinoula A.
Martinos Center for Biomedical Imaging, Charlestown MA, and
the Massachusetts General Hospital, Department of Psychiatry,
Psychiatric Neuroimaging Division.

ACKNOWLEDGMENTS

We would like to thank Dr. Michael Goldstein for his helpful
comments during the drafting of this manuscript.

REFERENCES

1. American Psychiatric Association. Diagnostic and Statistical

Manual of Mental Disorders: DSM-5. Arlington, VA: American
Psychiatric Association (2013). doi: 10.1176/appi.books.9780890425
596

2. Ohayon MM, Shapiro CM. Posttraumatic stress disorder in
the general population. Comprehens Psychiatry. (2000) 41:469–
78. doi: 10.1053/comp.2000.16568

3. Zhang Y, Ren R, Sanford LD, Yang L, Zhou J, Zhang J, et al.
Sleep in posttraumatic stress disorder: a systematic review and
meta-analysis of polysomnographic findings. Sleep Med Rev. (2019)
48:101210. doi: 10.1016/j.smrv.2019.08.004

4. Kobayashi I, Boarts JM, Delahanty DL. Polysomnographically measured sleep
abnormalities in PTSD: a meta-analytic review. Psychophysiology. (2007)
44:660–9. doi: 10.1111/j.1469-8986.2007.537.x

5. Germain A. Sleep disturbances as the hallmark of PTSD: where are we now?
AJP. (2013) 170:372–82. doi: 10.1176/appi.ajp.2012.12040432

Frontiers in Psychiatry | www.frontiersin.org 12 November 2021 | Volume 12 | Article 766647

https://nda.nih.gov
https://nda.nih.gov/get/access-data.html
https://nda.nih.gov/get/access-data.html
https://nda.nih.gov/get/access-data.html
https://doi.org/10.1176/appi.books.9780890425596
https://doi.org/10.1053/comp.2000.16568
https://doi.org/10.1016/j.smrv.2019.08.004
https://doi.org/10.1111/j.1469-8986.2007.537.x
https://doi.org/10.1176/appi.ajp.2012.12040432
https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org
https://www.frontiersin.org/journals/psychiatry#articles


Denis et al. Sleep Spectral Power in PTSD

6. Wang C, Ramakrishnan S, Laxminarayan S, Dovzhenok A,
Cashmere JD, Germain A, et al. An attempt to identify reproducible
high-density EEG markers of PTSD during sleep. Sleep. (2020)
43:zsz207. doi: 10.1093/sleep/zsz207

7. Lewandowski A, Rosipal R, Dorffner G. On the individuality of sleep EEG
spectra. J Psychophysiol. (2013) 27:105–12. doi: 10.1027/0269-8803/a000092

8. Germain A, Hall M, Shear MK, Nofzinger EA, Buysse DJ. Ecological
study of sleep disruption in PTSD. Ann N Y Acad Sci. (2006) 1071:438–
41. doi: 10.1196/annals.1364.038

9. Germain A, Hall M, Shear MK, Nofzinger EA, Buysse DJ. Sleep disruption in
PTSD: a pilot study with home-based polysomnography. Sleep Biol Rhythms.

(2006) 4:286–9. doi: 10.1111/j.1479-8425.2006.00230.x
10. Neylan TC, Lenoci M, Maglione ML, Rosenlicht NZ, Metzler TJ, Otte C,

et al. Delta sleep response to metyrapone in post-traumatic stress disorder.
Neuropsychopharmacology. (2003) 28:1666–76. doi: 10.1038/sj.npp.1300215

11. Richards A, Metzler TJ, Ruoff LM, Inslicht SS, Rao M, Talbot LS, et al. Sex
differences in objective measures of sleep in post-traumatic stress disorder and
healthy control subjects. J Sleep Res. (2013) 22:679–87. doi: 10.1111/jsr.12064

12. Woodward SH, Murburg MM, Bliwise DL. PTSD-related
hyperarousal assessed during sleep. Physiol Behav. (2000)
70:197–203. doi: 10.1016/S0031-9384(00)00271-7

13. Cohen DJ, Begley A, Alman JJ, Cashmere DJ, Pietrone RN, Seres
RJ, et al. Quantitative electroencephalography during rapid eye
movement (REM) and non-REM sleep in combat-exposed veterans
with and without post-traumatic stress disorder. J Sleep Res. (2013)
22:76–82. doi: 10.1111/j.1365-2869.2012.01040.x

14. Mellman TA, Pigeon WR, Nowell PD, Nolan B. Relationships between REM
sleep findings and PTSD symptoms during the early aftermath of trauma. J
Traum Stress. (2007) 20:893–901. doi: 10.1002/jts.20246

15. Cowdin N, Kobayashi I, Mellman TA. Theta frequency activity during rapid
eye movement (REM) sleep is greater in people with resilience versus PTSD.
Exp Brain Res. (2014) 232:1479–85. doi: 10.1007/s00221-014-3857-5

16. Fogel SM, Smith CT. The function of the sleep spindle: a
physiological index of intelligence and a mechanism for sleep-
dependent memory consolidation. Neurosci Biobehav Rev. (2011)
35:1154–65. doi: 10.1016/j.neubiorev.2010.12.003

17. Fernandez LMJ, Lüthi A. Sleep spindles: mechanisms and functions. Physiol
Rev. (2020) 100:805–68. doi: 10.1152/physrev.00042.2018

18. Klinzing JG, Niethard N, Born J. Mechanisms of systems
memory consolidation during sleep. Nat Neurosci. (2019)
22:1598–610. doi: 10.1038/s41593-019-0467-3

19. Manoach DS, Stickgold R. Abnormal sleep spindles, memory
consolidation, and schizophrenia. Ann Rev Clin Psychol. (2019)
15:451–79. doi: 10.1146/annurev-clinpsy-050718-095754

20. Cox R, Schapiro AC, Manoach DS, Stickgold R. Individual differences in
frequency and topography of slow and fast sleep spindles. Front Hum

Neurosci. (2017) 11:433 doi: 10.3389/fnhum.2017.00433
21. Wang C, Laxminarayan S, David Cashmere J, Germain A, Reifman J. Inter-

channel phase differences during sleep spindles are altered in veterans with
PTSD. Neuroimage Clin. (2020) 28:102390. doi: 10.1016/j.nicl.2020.102390

22. Mäder T, Oliver KI, Daffre C, Kim S, Orr SP, Lasko NB, et al. Autonomic
activity, posttraumatic and nontraumatic nightmares, and PTSD after trauma
exposure. Psychol Med. (2021). doi: 10.1017/S0033291721002075. [Epub
ahead of print].

23. Seo J, Oliver KI, Daffre C, Moore KN, Lasko NB, Pace-Schott EF. In
trauma-exposed individuals, self-reported hyperarousal and sleep architecture
predict resting-state functional connectivity in frontocortical and paralimbic
regions. Biol Psychiatry. (2019) 4:1059–69. doi: 10.1016/j.bpsc.2019.06.
013

24. First MB. Structured Clinical Interview for DSM-IV Axis I Disorders.
Washington, DC: Biometrics Research Department (1997).

25. Weathers FW, Blake DD, Schnurr PP, Kaloupek DG,Marx BP, Keane TM. The
Clinician-Administered PTSD Scale for DSM-5 (CAPS-5). National Center for
PTSD (2013). p. 6. Available online at: www ptsd va gov. (accessed August 29,
2021).

26. Weathers FW, Litz BT, Keane TM, Palmieri PA, Marx BP, Schnurr PP. The
PTSD Checklist for DSM-5 (PCL-5). The National Center for PTSD (2013). p.
10. Available online at: www ptsd va gov. (accessed August 29, 2021)

27. Cuthbert BN. The RDoC framework: facilitating transition from ICD/DSM
to dimensional approaches that integrate neuroscience and psychopathology.
World Psychiatry. (2014) 13:28–35. doi: 10.1002/wps.20087

28. Insel T, Cuthbert B, Garvey M, Heinssen R, Pine DS, Quinn K, et al.
Research domain criteria (RDoC): toward a new classification framework
for research on mental disorders. Am Psychiatric Assoc. (2010) 167:748–
51. doi: 10.1176/appi.ajp.2010.09091379

29. Insana SP, Hall M, Buysse DJ, Germain A. Validation of the Pittsburgh
Sleep Quality Index Addendum for posttraumatic stress disorder (PSQI-
A) in U.S. male military veterans. J Traum Stress. (2013) 26:192–
200. doi: 10.1002/jts.21793

30. Stocker RPJ, Paul BTE, Mammen O, Khan H, Cieply MA, Germain A.
Effects of blast exposure on subjective and objective sleep measures in
combat veterans with and without PTSD. J Clin Sleep Med. (2016) 12:49–
56. doi: 10.5664/jcsm.5392

31. Cairney SA, Guttesen AÁV, El Marj N, Staresina BP. Memory consolidation
is linked to spindle-mediated information processing during sleep. Curr Biol.
(2018) 28:948–54.e4. doi: 10.1016/j.cub.2018.01.087

32. Gais S, Mölle M, Helms K, Born J. Learning-Dependent
increases in sleep spindle density. J Neurosci. (2002) 22:6830–
4. doi: 10.1523/JNEUROSCI.22-15-06830.2002

33. Wilhelm I, Diekelmann S, Molzow I, Ayoub A, Mölle M, Born J. Sleep
selectively enhances memory expected to be of future relevance. J Neurosci.
(2011) 31:1563–9. doi: 10.1523/JNEUROSCI.3575-10.2011

34. Iber C, Ancoli-Israel S, Chesson A, Quan S. The AASMmanual for the scoring
of sleep and associated events: Rules, terminology and technical specifications.
Am Acad. Sleep Med. (2007).

35. Denis D, Mylonas D, Poskanzer C, Bursal V, Payne JD, Stickgold R. Sleep
spindles preferentially consolidate weakly encoded memories. J Neurosci.

(2021) 41:4088–99. doi: 10.1523/JNEUROSCI.0818-20.2021
36. Hjorth B. EEG analysis based on time domain properties. Electroencephalogr

Clin Neurophysiol. (1970) 29:306–10. doi: 10.1016/0013-4694(70)90143-4
37. Purcell SM, Manoach DS, Demanuele C, Cade BE, Mariani S, Cox R, et al.

Characterizing sleep spindles in 11,630 individuals from the National Sleep
Research Resource.Nat Commun. (2017) 8:15930. doi: 10.1038/ncomms15930

38. Cunningham TJ, Bottary R, Denis D, Payne JD. Sleep spectral power
correlates of prospective memory maintenance. Learn Mem. (2021) 28:291–
9. doi: 10.1101/lm.053412.121

39. Mylonas D, Tocci C, CoonWG, Baran B, Kohnke EJ, Zhu L, et al. Naps reliably
estimate nocturnal sleep spindle density in health and schizophrenia. J Sleep
Res. (2019) 29:e12968. doi: 10.1111/jsr.12968

40. Wamsley EJ, Tucker MA, Shinn AK, Ono KE, McKinley SK, Ely AV,
et al. Reduced sleep spindles and spindle coherence in schizophrenia:
mechanisms of impaired memory consolidation? Biol Psychiatry. (2012)
71:154–61. doi: 10.1016/j.biopsych.2011.08.008

41. Djonlagic I, Mariani S, Fitzpatrick AL, Van Der Klei VMGTH,
Johnson DA, Wood AC, et al. Macro and micro sleep architecture
and cognitive performance in older adults. Nat Hum Behav. (2021)
5:123–45. doi: 10.1038/s41562-020-00964-y

42. Muehlroth BE, Werkle-Bergner M. Understanding the interplay of
sleep and aging: methodological challenges. Psychophysiology. (2020)
57:e13523. doi: 10.1111/psyp.13523

43. Lovibond PF, Lovibond SH. The structure of negative emotional states:
comparison of the Depression Anxiety Stress Scales (DASS) with the
beck depression and anxiety inventories. Behav Res Ther. (1995) 33:335–
43. doi: 10.1016/0005-7967(94)00075-U

44. Gratz KL, Roemer L. Multidimensional assessment of emotion regulation
and dysregulation: development, factor structure, and initial validation of the
difficulties in emotion regulation scale. J Psychopathol Behav Assess. (2004)
26:41–54. doi: 10.1023/B:JOBA.0000007455.08539.94

45. Kimble MO, Fleming K, Bennion KA. Contributors to hypervigilance
in a military and civilian sample. J Interpers Violence. (2013) 28:1672–
92. doi: 10.1177/0886260512468319

46. Buysse DJ, Reynolds CF, Monk TH, Berman SR, Kupfer DJ. The Pittsburgh
sleep quality index: a new instrument for psychiatric practice and research.
Psychiatry Res. (1989) 28:193–213. doi: 10.1016/0165-1781(89)90047-4

47. Germain A, Hall M, Krakow B, Katherine Shear M, Buysse DJ. A
brief sleep scale for posttraumatic stress disorder: Pittsburgh sleep

Frontiers in Psychiatry | www.frontiersin.org 13 November 2021 | Volume 12 | Article 766647

https://doi.org/10.1093/sleep/zsz207
https://doi.org/10.1027/0269-8803/a000092
https://doi.org/10.1196/annals.1364.038
https://doi.org/10.1111/j.1479-8425.2006.00230.x
https://doi.org/10.1038/sj.npp.1300215
https://doi.org/10.1111/jsr.12064
https://doi.org/10.1016/S0031-9384(00)00271-7
https://doi.org/10.1111/j.1365-2869.2012.01040.x
https://doi.org/10.1002/jts.20246
https://doi.org/10.1007/s00221-014-3857-5
https://doi.org/10.1016/j.neubiorev.2010.12.003
https://doi.org/10.1152/physrev.00042.2018
https://doi.org/10.1038/s41593-019-0467-3
https://doi.org/10.1146/annurev-clinpsy-050718-095754
https://doi.org/10.3389/fnhum.2017.00433
https://doi.org/10.1016/j.nicl.2020.102390
https://doi.org/10.1017/S0033291721002075
https://doi.org/10.1016/j.bpsc.2019.06.013
https://doi.org/10.1002/wps.20087
https://doi.org/10.1176/appi.ajp.2010.09091379
https://doi.org/10.1002/jts.21793
https://doi.org/10.5664/jcsm.5392
https://doi.org/10.1016/j.cub.2018.01.087
https://doi.org/10.1523/JNEUROSCI.22-15-06830.2002
https://doi.org/10.1523/JNEUROSCI.3575-10.2011
https://doi.org/10.1523/JNEUROSCI.0818-20.2021
https://doi.org/10.1016/0013-4694(70)90143-4
https://doi.org/10.1038/ncomms15930
https://doi.org/10.1101/lm.053412.121
https://doi.org/10.1111/jsr.12968
https://doi.org/10.1016/j.biopsych.2011.08.008
https://doi.org/10.1038/s41562-020-00964-y
https://doi.org/10.1111/psyp.13523
https://doi.org/10.1016/0005-7967(94)00075-U
https://doi.org/10.1023/B:JOBA.0000007455.08539.94
https://doi.org/10.1177/0886260512468319
https://doi.org/10.1016/0165-1781(89)90047-4
https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org
https://www.frontiersin.org/journals/psychiatry#articles


Denis et al. Sleep Spectral Power in PTSD

quality index addendum for PTSD. J Anxiety Disord. (2005) 19:233–
44. doi: 10.1016/j.janxdis.2004.02.001

48. Johns MW. A new method for measuring daytime sleepiness: the Epworth
Sleepiness Scale. Sleep. (1991) 14:540–5. doi: 10.1093/sleep/14.6.540

49. Horne JA, Östberg O. A self-assessment questionnaire to determine
morningness-eveningness in human circadian rhythms. Int J Chronobiol.

(1976) 4:97–110. doi: 10.1037/t02254-000
50. Oostenveld R, Fries P, Maris E, Schoffelen J-M. FieldTrip:

open source software for advanced analysis of MEG, EEG, and
invasive electrophysiological data. Comput Intell Neurosci. (2011)
2011:156869. doi: 10.1155/2011/156869

51. Cohen JE, ShalevH, AdmonR,Hefetz S, Gasho CJ, Shachar LJ, et al. Emotional
brain rhythms and their impairment in post-traumatic patients. Hum Brain

Mapp. (2013) 34:1344–56. doi: 10.1002/hbm.21516
52. Germain A, Nielsen TA. Sleep pathophysiology in posttraumatic stress

disorder and idiopathic nightmare sufferers. Biol Psychiatry. (2003) 54:1092–
8. doi: 10.1016/S0006-3223(03)00071-4

53. Blaskovich B, Reicher V, Gombos F, Spoormaker VI, Simor P. Hyperarousal
captured in increased number of arousal events during pre-REM
periods in individuals with frequent nightmares. J Sleep Res. (2020)
29:e12965. doi: 10.1111/jsr.12965

54. Hall M, Thayer JF, Germain A, Moul D, Vasko R, Puhl M, et al.
Psychological stress is associated with heightened physiological arousal
during NREM sleep in primary insomnia. Behav Sleep Med. (2007) 5:178–
93. doi: 10.1080/15402000701263221

55. Krystal AD. NREM sleep EEG frequency spectral correlates of sleep
complaints in primary insomnia subtypes. Sleep. (2002) 25:630–40.
doi: 10.1093/sleep/25.6.626

56. Merica H, Blois R, Gaillard JM. Spectral characteristics of sleep
EEG in chronic insomnia. Eur J Neurosci. (1998) 10:1826–
34. doi: 10.1046/j.1460-9568.1998.00189.x

57. Merica H, Gaillard J-M. The EEG of the sleep onset period
in insomnia: a discriminant analysis. Physiol Behav. (1992)
52:199–204. doi: 10.1016/0031-9384(92)90258-4

58. Perlis ML, Merica H, Smith MT, Giles DE. Beta EEG activity and insomnia.
Sleep Med Rev. (2001) 5:365–76. doi: 10.1053/smrv.2001.0151

59. Riedner BA, Goldstein MR, Plante DT, Rumble ME, Ferrarelli F,
Tononi G, et al. Regional patterns of elevated alpha and high-
frequency electroencephalographic activity during nonrapid eye
movement sleep in chronic insomnia: a pilot study. Sleep. (2016)
39:801–12. doi: 10.5665/sleep.5632

60. Spiegelhalder K, Regen W, Feige B, Holz J, Piosczyk H,
Baglioni C, et al. Increased EEG sigma and beta power during
NREM sleep in primary insomnia. Biol Psychol. (2012) 91:329–
33. doi: 10.1016/j.biopsycho.2012.08.009

61. Zhao W, Van Someren EJW, Li C, Chen X, Gui W, Tian Y, et al.
EEG spectral analysis in insomnia disorder: a systematic review and
meta-analysis. Sleep Med Rev. (2021) 59:101457. doi: 10.1016/j.smrv.2021.1
01457
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