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Abstract

Background: Robot-assisted gait training (RAGT) is expected to be an effective rehabilitative intervention for
patients with gait disturbances. However, the monotonous gait pattern provided by robotic guidance tends to
induce (sleepiness, and the resultant decreased (arousal during RAGT may negatively affect gait training progress.
This study assessed (electroencephalography (EEG)-based, objective sleepiness during RAGT and examined whether
verbal or nonverbal warning sounds are effective stimuli for counteracting such sleepiness.

Methods: Twelve healthy men walked on a treadmill for 6 min, while being guided by a Gait-Assistance Robot, under 3
experimental conditions: with(sine-wave sound stimulation (SS), verbal sound stimulation (VS), and no sound stimulation
(NS). The volunteers were provided with warning sound stimulation at 4 min (ST1), 4 min 20 s (ST2), 4 min 40 s (ST3), and
5 min (ST4) after the start of RAGT. EEGs were recorded at the central (Cz) and occipital (O1 and O2) regions (International
10-20 system) before and during RAGT, and 4-s segments of EEG data were extracted from the filtered data during the
8 experimental periods: middle of the eyes-closed condition; middle of the eyes-open condition; beginning of RAGT;
immediately before ST1; immediately after ST1, ST2, ST3, and ST4. According to the method used in the(Karolinska drowsiness
test, the power densities of the theta, alpha 1, and alpha 2 bands were calculated as indices of objective sleepiness.

Results: Comparisons of the findings between baseline and before ST showed that the power densities of the alpha 1 and
2 bands tended to increase, whereas the theta power density increased significantly (P < .05). During NS, the power densities
remained at a constant high level until after ST4. During SS and VS, the power densities were attenuated immediately to the
same degree and maintained at a constant low level until after ST4.

Conclusions: This study is the first to demonstrate that/EEG-measured arousal levels decrease within a short time during
RAGT, but are restored and maintained by intermittent warning sound stimulation.

Keywords: Robot-assisted gait training, Arousal state, Electroencephalography, Warning sound stimulation,
Verbal stimulation

Background

Stroke is a leading cause of death and a major contributor
to adult neurologic disabilities, including gait distur-
bances, which are considered among the most devastating
daily activity disabilities. Therefore, alleviation of gait
disturbances remains a major component of post-stroke
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rehabilitation. To restore gait function, modern concepts
of rehabilitation favor a repetitive, task-specific approach
[1]. Furthermore, in recent years, higher intensities and
repetitions of walking practices have been reported to
result in better outcomes in post-stroke patients [2,3].
Robot-assisted gait training (RAGT) is a method used
to provide adequate gait training to patients, in addition
to overground gait training [4] and treadmill gait training,
with and without partial body weight support [5]. A few
electromechanical devices for RAGT are commercially
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available. Lokomat (Hocoma, Zurich, Switzerland) is an
exoskeleton-driven gait orthosis consisting of frames and
servomotors positioned over a patient’s lower extremities,
a harness for suspension of body weight, and a treadmill
[6]. Gait Trainer (Reha-Stim, Berlin, Germany) is an end-
effector device, based on a double crank and rocker gear
system, consisting of 2 foot plates, 2 bars, 2 rockers,
and 2 cranks. The patient is suspended by a harness and
stands on the 2 foot plates, which symmetrically simulate
the stance and swing phases of walking [7]. The Gait-
Assistance Robot (GAR) is a prototype gait-training robot
developed by Yaskawa Electric Corporation (Kitakyushu,
Japan) [8,9]. GAR features 4 robotic arms that automatic-
ally and separately control both lower extremities, the cap-
acity for patients to walk on a treadmill with their full
body weight on both lower extremities, and a visual foot
pressure biofeedback system. Despite the availability of
these advanced rehabilitation systems, whether RAGT de-
vices facilitate or enhance the recovery of gait function
better than conventional overground gait training
(COGT) remains unclear [10]. In recent years, several ran-
domized controlled trials have compared RAGT with
COGT, showing that the outcomes of RAGT remain in-
consistent [11-14]. Hidler et al. [11] proposed several rea-
sons for RAGT being less effective than COGT in
facilitating recovery of walking ability, including the possi-
bility that “robotic guidance” might reduce volitional
muscle activity and subsequent learning. Moreover, pa-
tients’ effort might not be at the highest level during train-
ing sessions because of too much assistance being
provided by the robotic device. If RAGT is monotonous
and less volitional, patients may get bored and sleepy dur-
ing training sessions, as has been observed during
monotonous driving tasks [15]. In fact, we have encoun-
tered patients who feel sleepy during RAGT. We often
provide verbal encouragement to these patients to dispel
their sleepiness and enhance their motor learning, based
on the therapeutic process of rehabilitation [16]. Thus, pa-
tients must maintain their effort at the highest level and
refrain from becoming drowsy during RAGT.

Warning sound stimulation is an effective method for
focusing patients’ attention on a task and preventing
sleepiness. In sleep-related research, warning sounds have
been widely used as external stimuli for sleepy or sleeping
subjects [17,18]. Warning sound stimulation may be ef-
fective for maintaining patients’ attention or awakening
sleepy patients during RAGT, but studies involving object-
ive measures of arousal or sleepiness during RAGT have
not been reported. Sound stimulation affects the arousal
state of healthy adults, and the characteristics of sound
stimulation, such as its intensity [19], schedule (continu-
ous or intermittent) [20], and type [21], are important.
Verbal stimuli, in the form of encouraging statements, are
often used in the clinical setting to elicit the voluntary
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effort of patients. In several studies, verbal stimulation
during a task induced higher performance than that in-
duced by nonverbal stimulation [22-24].

Based on the background information and our clinical
experience, we hypothesized that the arousal of patients
during RAGT may be altered because of a monotonous
training pattern and that verbal stimulation may be ef-
fective in maintaining patients” attention and preventing
sleepiness. Thus, the aim of this study was to determine
whether (1) the arousal state of healthy volunteers could
be changed at an early period during RAGT, (2) the
arousal state during RAGT could be affected by inter-
mittent warning sound stimulation, and (3) whether ver-
bal stimulation is superior to nonverbal stimulation for
influencing electroencephalography (EEG)-measured arousal
states during RAGT.

Methods

Participants

The study participants included 12 healthy male volun-
teers (age, 39.3 + 1.8 years; height, 168.4 + 0.8 cm; weight,
64.9 + 2.3 kg). These individuals did not have a history of
neurologic, musculoskeletal, orthopedic diseases or oto-
logical disorder, and were not using psychotropic medica-
tions. The study was approved by the Ethics Committee at
the University of Occupational and Environmental Health,
Japan (approval number, 09-93), and all volunteers pro-
vided informed consent before participating in the study.

Gait-Assistance Robot

The GAR was the robotic device used in this study
(Figure 1). An additional movie file shows this in more
detail [see Additional file 1]. The main features distin-
guishing GAR from the Lokomat and Gait Trainer in-
clude the 4 robotic arms, a full weight-bearing system,
and a visual foot pressure biofeedback system. GAR has
3 exercise modes (active, passive, and active-assistive)
and can be used for providing RAGT to acute and sub-
acute stroke patients with severe gait disturbances. A
randomized controlled study has reported the out-
comes of RAGT with GAR in patients with severe gait
disturbance (in preparation for submission).

Types of warning sound stimulation
Three types of experimental conditions were investigated
in this RAGT study, including sine-wave sound stimula-
tion (SS) [25], verbal sound stimulation (VS), and no
sound stimulation (NS). SS was produced by software on
a personal computer, while VS was provided in the form
of a single Japanese word, “ganbatte,” which means “keep
it up” in English. During NS, sound stimulation was not
provided.

Before the experiment, we attempted to equalize the
sound intensity and duration between SS and VS. Sound
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Figure 1 Gait-Assistance Robot. The Gait-Assistance Robot consists of a) 4 robotic arms for the thighs and lower legs, b) thigh cuffs, €) lower
leg apparatuses, d) a generator, e) a control panel, f) lights for the foot pressure biofeedback system, and g) a treadmill.

intensity was monitored as A-weighted sound pressure
level (dBA) using a sound-level meter (Sound Level
Meter NL-20, Rion, Tokyo, Japan). Sound duration was
measured simultaneously using a digital sound editing
application on a personal computer. First, 5 trials of VS
were conducted, in which the examiner spoke with con-
sistent intonation and inflection. The average sound in-
tensities and durations of the 5 trials were 82.0+2.4
dBA and 2.0+ 0.1 s, respectively. On the basis of these
values, the sound intensity and duration of SS were set
at 82.0 dBA and 2.0 s, respectively.

General experimental procedure

Each subject was instructed to sit in the GAR, and thigh
cuffs and lower leg equipment were attached to the lower
extremities. The GAR automatically changed the subject’s
position from sitting to standing. Then, the subject was
asked to walk and synchronize his movements with those
of the robotic arms.

Figure 2 shows an outline of the experimental proto-
col. First, each participant, standing in the GAR, was
asked to close his eyes for 30 s and then open them for
30 s. Subsequently, the participant underwent RAGT for
6 min on the treadmill at a speed of 0.11 m/s in active-

assistive mode. SS, VS, and NS were provided at 4 min
(ST1), 4 min 20 s (ST2), 4 min 40 s (ST3), and 5 min
(ST4) after the start of RAGT. The order of the 3 stimu-
lations was randomized, and the participants were not
notified of the order. EEGs were recorded throughout the
experimental protocol by an experienced EEG technician.
During this experimental procedure, the GAR visual bio-
feedback system was switched off.

EEG recording

A portable bio-signal recorder (Polymate II AP216,
TEAC, Tokyo, Japan) was used to record EEGs. Active
electrodes were attached to the central (Cz) and occipital
(O1 and O2) scalp sites (International 10-20 system),
referenced to a linked earlobe (A1-A2). The sampling
rate for all channels was 1000 Hz, and the time constant
was 0.3 s. Electrode impedance was maintained below
10 kQ. A ground terminal was connected between the
personal computer and the ground to eliminate noise
from the alternating current power. Vertical and hori-
zontal electro-oculograms were recorded to monitor ar-
tifacts caused by eye blinks and movements. Unlike
during walking on the floor, the volunteers did not move
their bodies and heads while walking on the GAR
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Figure 2 Experimental protocol. Each subject stood in the Gait-Assistance Robot (GAR) with closed eyes for 30 s and then with open eyes for 30 s.
Subsequently, robot-assisted gait training (RAGT) proceeded for 6 min. Sine-wave sound stimulation (SS), verbal sound stimulation (VS), and no sound stimulation
(NS) were provided at 4 min (ST1),4 min 205 (ST2),4 min 40 s (ST3), and 5 min (ST4) after the start of RAGT. Electroencephalography (EEG) were recorded throughout
the experimental protocol, and each 4-s segment of EEG data (arrow, 1) was extracted from filtered data during the 8 experimental periods: middle of the eyes-
closed condition; middle of the eyes-open condition; beginning of RAGT (baseline); immediately before ST1; immediately after ST1, ST2, ST3, and ST4.
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treadmill, because the GAR controlled their lower ex-
tremities and loosely restrained the trunk. Therefore,
EEG noise was not contaminated by body movements and
did not influence the results of the experiment. An add-
itional movie file shows this in more detail [see Additional
file 2].

All raw EEG data were filtered with a high frequency
cut-off at 50 Hz using a wave viewer program (Vital Tracer,
Kissei Comtec, Matsumoto, Japan), and then transferred to
a multi-bioinformation analyzer program (Bimutas II,
Kissei Comtec) for further data processing. Distinct ar-
tifacts in the EEGs were excluded by visual inspection.

Each 4-s segment of EEG data was extracted from the
filtered data during the 8 experimental periods: middle of
the eyes-closed condition; middle of the eyes-open condi-
tion; beginning of RAGT (baseline); immediately before
ST1; immediately after ST1, ST2, ST3, and ST4 [26,27].
The power density of each segment was calculated using
fast Fourier transform with a Hamming window [26,27].
Absolute power density (uV?) was divided into 5 fre-
quency bands: delta (2.0-3.9 Hz), theta (4.0-7.9 Hz), alpha
1 (8.0-9.9 Hz), alpha 2 (10.0-12.9 Hz), and beta (13.0-
30.0 Hz). The Cz values represented the power density at
the central region, and the mean values at O1 and O2 repre-
sented the power density at the occipital region.

EEG measures during the eyes-closed and eyes-open
conditions

The EEG data were promptly inspected by the EEG
technician when the participant’s eyes were open or
closed. In normal adults, alpha activity is dominant
when the eyes are closed (alpha rhythm) and is attenu-
ated when the eyes are open (alpha attenuation) in the
occipital region. Confirmation of the obvious alpha
rhythm and its attenuation in the EEG raw data of each
participant was necessary before the warning sound
stimulation because objective sleepiness in this study
was evaluated based on EEG changes [28]. Therefore,
the absolute alpha power densities (8.0-12.9 Hz) in the
occipital region during the eyes-closed and eyes-open

conditions were analyzed, and the relative alpha power
densities were calculated as a percentage of the absolute
power density of the alpha band (8.0-12.9 Hz) relative
to the absolute power density of the global electroen-
cephalography band (2.0-30.0 Hz).

Estimation of objective sleepiness

The EEG-measured theta and alpha power densities in
the eyes-open condition were evaluated as an index of
objective sleepiness. EEGs were recorded using a method
similar to that used in the Karolinska drowsiness test
[29], based on the principle that the proportion of theta
and alpha activity increases from wakefulness to sleepi-
ness in the eyes-open condition [29-32]. During EEG
measurements, each subject was instructed to relax with
his eyes open, and to focus on a 5-cm dot attached to a
wall 1.5 m away, while avoiding head movement.

Statistical analysis
All values are shown as means + SE. Differences in alpha
power densities between the eyes-closed and eyes-open con-
ditions were analyzed using paired t-tests. Theta and alpha
power densities were compared among 6 segments (baseline,
before ST1, after ST1, after ST2, after ST3, and after ST4)
and 3 types of stimulation using 2-way repeated measures
analysis of variance. Dunnetts post-hoc test was conducted
to identify each variable between baseline and the subsequent
5 segments. Bonferroni’s multiple comparison was conducted
to clarify the differences among the 3 stimulations.

SPSS version 19 software (IBM, Tokyo, Japan) was
used for statistical analysis and a P value < .05 was con-
sidered significant.

Results

Differences in EEG data between eyes-closed and eyes-open
conditions

Table 1 shows the absolute and relative alpha power
densities in the occipital region. During the eyes-closed
condition, alpha activity occupied 60.8% of the global
EEG bands in the occipital region. Absolute and relative
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Table 1 Absolute and relative alpha power densities in
the occipital region

Absolute power density

Relative power density®
(mean * SE, pVv?)

(mean = SE, %)
Eyes closed
239+ 35%

Eyes open
2402

Eyes closed
60.8 +2.4*

Eyes open
260£17

*paired t-test, eyes closed vs. eyes open, P <.0001.
?Relative power density ={absolute power density of the alpha band (8.0-12.9 Hz)l/
{absolute power density of the global EEG band (2.0-30.0 Hz)} x 100 (%).

alpha power densities were significantly lower during the
eyes-open condition than during the eyes-closed condi-
tion (P < .0001).

EEG-measured arousal without warning sound stimulation
Figure 3 shows the absolute power densities of the theta,
alpha 1, and alpha 2 bands of the central and occipital
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regions during RAGT. During NS, the absolute theta power
density increased significantly in the central and occipital
regions before ST1 compared to baseline (P<.015), and
these increments were significantly or relatively maintained
until after ST4 (after ST3 in the central region, P< .01).
The absolute power densities of the alpha 1 and 2 bands
were significantly or relatively increased compared to base-
line (alpha 1, after ST1 and 3 in the occipital region, P < .05;
alpha 2, after ST2 and 3 in the central region, P < .05).

Effect of warning sound stimulation on EEG-measured
arousal state

Figure 4 shows a representative example of raw EEG
data around ST1. An immediate decrease in slow wave
activity was observed after warning sound stimulation in
the Cz, O1, and O2 regions.
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stimulation (P < .05, Bonferroni multiple comparison).

Figure 3 Absolute power densities of the theta, alpha 1, and alpha 2 bands. Blue, red, and green lines indicate the power densities of each
wave activity under sine-wave sound stimulation (SS), verbal sound stimulation (VS), and no sound stimulation (NS), respectively. There were
significant differences in the power densities between baseline and the other segments (*P < .05, Dunnett's test) and among the 3 types of
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Figure 4 A representative example of raw electroencephalography data around ST1. Decreases in slow wave activity were observed after
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Figure 5 shows a representative example of the power
spectral density at Cz, O1, and O2. Almost absent theta
activities and moderate decreases in alpha activities were
observed due to awakeness after ST1.

Figure 3 shows the influence on the absolute power
densities of warning sound stimulation. During SS and
VS, the absolute theta power density significantly in-
creased before ST1 (P <.001) in both the central and oc-
cipital regions. However, it immediately decreased after
ST1 and tended to remain at a baseline level until after
ST4. There were no significant differences between the
baseline level and that observed between after ST1 to after
ST4. The absolute power densities of both the alpha 1 and
2 bands were significantly and relatively increased before
ST (during SS, alpha 1 in the central region, P <.05; dur-
ing VS, alpha 1 and alpha 2 in the central and occipital re-
gions, P <.05). These increments promptly decreased after
ST1 and were maintained at a baseline level, thereafter;
there were no significant differences between the baseline
values and those recorded from after ST1 to after ST4.

Differences in sound stimulation types

Figure 3 shows the relationships between the absolute
power densities and the stimulation types. At baseline
and before ST1, there were no significant differences
among the 3 types of stimulation (P>.1). From after
ST1 to after ST4, all mean power densities during SS
and VS were significantly or relatively lower than those
during NS (during SS, alpha 1 after ST3 in the central
region, P <.05; during VS, theta after ST2 and alpha 2
after ST4 in the occipital region, P <.05). There were no
significant differences in the power densities between SS
and VS.

Discussion

To our knowledge, this is the first study to assess arousal
states during RAGT using EEG. The major findings of
this study were that arousal level decreased significantly
during RAGT in healthy volunteers and that warning

sound stimulation restored the decreased arousal state
to its original level. There was no difference in the
arousal level obtained between verbal and nonverbal
stimulation.

EEG-measured arousal state during RAGT

In this study, EEGs were recorded as objective indices of
sleepiness during RAGT. EEG measures are considered
to detect the changes from wakefulness to light sleepi-
ness, which would not be observed using self-reports
[33]. Without any sound stimulation, the power densities
of the theta, alpha 1, and alpha 2 bands increased within
4 min of the beginning of RAGT. Increments in theta
and alpha activity during the eyes-open condition are as-
sumed to be a reliable index of objective sleepiness
[30-32]. Therefore, the increments of theta and alpha ac-
tivities observed in this study indicate that RAGT in-
duced sleepiness. This result is compatible with our
clinical observations that many patients report sleepiness
during RAGT. Monotony is generally recognized as a
major factor causing boredom, which induces sleepiness
during a task, e.g., driver sleepiness is more likely to occur
on monotonous motorways [15,32,34]. The robotic arms
of the GAR guide the patients’ lower limbs through the
same trajectory patterns at the same frequency; thus,
RAGT may be a monotonous task that causes boredom.

Surprisingly, arousal levels started decreasing within only
4 min after the start of RAGT. This rapid decrease in arousal
level was also reported by Laure et al. [35] for another mon-
otonous task, taking a computer-based sustained attention
task. They reported increased sleepiness and decreased per-
formance in their participants within only 4.5 min after be-
ginning the task. RAGT may be monotonous enough to
induce more sleepiness than originally expected.

In our results, the increase in theta activity was greater
than the increase in alpha activity during RAGT. In gen-
eral, theta activity is mainly observed in the stage be-
tween drowsiness and light sleep, whereas alpha activity
is mainly seen in the relaxed state [29,36]. According to
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Figure 5 A representative example of power spectral density at Cz, O1, and O2. Power spectral densities of EEG data shows plenty of theta
and alpha activities 4 minutes after the start of RAGT (Before ST1), and almost absent theta activities and moderate decreases in alpha activities
immediately after warning sound stimulation (After ST1).

the changes in theta and alpha activities, we estimate
that the arousal state during RAGT was not relaxation,
but drowsiness. Indeed, the arousal level appreciably
decreased during RAGT. In this study, RAGT was per-
formed for only 6 min, whereas RAGT for a hemiplegic
patient is usually performed for more than 20 min;
therefore, a patient’s arousal state during RAGT may
decline to an even lower level. Such arousal states may
interrupt voluntary effort during RAGT and consequently
diminish the effectiveness of training. Numerous studies
have reported a relationship between sleepiness and per-
formance in prolonged monotonous tasks; for example,
monotonous driving has been shown to induce sleepiness

and impair driving performance [32,37]. The rapidly in-
creasing sleepiness during RAGT may also interrupt a
patient’s voluntary efforts and diminish the clinical bene-
fits. Therefore, sufficient stimulation is required to arouse
patients during the early stages of RAGT.

In this study, each 4-s segment of EEG data was ex-
tracted and analyzed using fast Fourier transform with a
Hamming window. However, fast Fourier transform has
limited temporal resolution, and it may be impossible to
detect slight, quick changes occurring during the 4-s in-
tervals. In future studies, we would like to examine the
use of time frequency analyses, such as wavelet trans-
formation, to detect immediate responses.
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Effect of warning sound stimulation

The decreased arousal level during RAGT was promptly
restored by either SS or VS. A study by Landstrom et al.
[18] used EEG to confirm that unpredictable sound has
an arousing effect and prevents drowsiness; sound en-
hances objective wakefulness [18]. Therefore, auditory
stimulation may be a method for preventing sleepiness
during RAGT. In addition, an increased arousal state
could be maintained by providing consecutive and inter-
mittent sounds during RAGT. Continuous and monoton-
ous sounds (e.g., white noise and wave sound) generally
induce sleep, whereas intermittent sounds maintain
arousal [18,38,39]. Landstrom et al. [18] reported that
wakefulness, enhanced by unexpected sounds, was main-
tained by intermittent sound. Thus, intermittent sound
stimulation may be effective in maintaining arousal during

RAGT.

Differences in sound stimulation types

In our study, SS increased patient arousal levels to ap-
proximately the same degree as VS. This phenomenon is
supported by the arousal state being strongly influenced
by sound intensity. The sound pressure levels of SS and
VS (82.0 dBA) had sufficient intensity to increase sub-
jects’” arousal. Studies on the effects of sound have re-
ported that loud and unpredictable noises tend to
increase arousal. Pearsons et al. [19] reviewed the find-
ings of 21 studies that investigated the effects of noise
on sleep. In their review, a strong correlation was found
between noise levels and EEG-measured arousal states.
Landstrom et al. [18] also found that unpredictable
70-dBA sound increased arousal levels and that inter-
mittent 70-dBA sound maintained an aroused state.
Although no differences in arousal levels were found
between SS and VS at 82.0 dBA, in our experiment,
differences in arousal levels, based on sound type,
would become clear if the sound intensity were lower
than the sound stimulation we used. Further studies on
intensities, schedules, and types of warning sound
stimuli are needed to investigate how to effectively
maintain an aroused state during RAGT.

Limitations

The current study has several limitations. First, RAGT is
a clinical intervention for patients with gait disturbances,
such as stroke. However, the subjects in our study were
healthy volunteers. Additional experiments are required,
using patients with gait disturbances. Second, although
RAGT, in the clinical setting, usually continues for
20-30 min, the present experimental RAGT conditions
lasted for only 6 min. In future studies, we would
like to investigate arousal changes during RAGT over
longer periods.
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Conclusions

This study demonstrated that EEG-measured arousal in
healthy persons quickly decreases during RAGT, but is
restored and maintained by intermittent warning sound
stimulation regardless of sound types. Further investiga-
tions are required to determine whether similar observa-
tions are made in an actual patient population with gait
disturbance and also to determine the most effective
encouragement.

Additional files

Additional file 1: Movement of Gait-Assistance Robot (GAR). The
Gait-Assistance Robot consists of 4 robotic arms for the thighs and lower
legs, thigh cuffs, lower leg apparatuses, a generator, a control panel,
lights for the foot pressure biofeedback system, and a treadmill. The GAR
enables full body weight-bearing while walking.

Additional file 2: Electroencephalography recording while robot-
assisted gait training (RAGT). Active electrodes were attached to the
central and occipital scalp sites, referenced to a linked earlobe. Vertical
and horizontal electro-oculograms were recorded to monitor artifacts
caused by eye blinks and movements. The participant underwent RAGT for
6 min on the treadmill at a speed of 0.11 m/s in active-assistive mode.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions

YN participated in data collection, the design of the study, statistical analysis,
and manuscript writing. FW contributed to the study design and coordination,
and helped draft the manuscript. SS contributed to the study design and
statistical analysis. KH oversaw the study design and coordination, contributed
to interpretation of the findings, assisted with revision of the manuscript,
obtained funding, and supervised the study. All authors read and approved
the final manuscript.

Acknowledgments

We thank Ms. Yoko Nakayama, who helped in performing the experiments.
We thank Prof. Shozo Tobimatsu, Ms. Yuko Kume (Department of Clinical
Neurophysiology, Kyushu University.), Prof. Nobuhiro Fuijiki, and Mr. Noriaki
Sato for their invaluable assistance in the methodology of the experimental
setting.

Author details

'Department of Rehabilitation Medicine, Faculty of Medicine, University of
Occupational and Environmental Health, Japan, 1-1, Iseigaoka, Yahatanishi-ku,
Kitakyushu 807-8555, Japan. “Department of Rehabilitation, Wakamatsu
Hospital of the University of Occupational and Environmental Health, Japan,
1-1 Hama Machi, Wakamatsu-ku, Kitakyushu 808-0024, Japan.

Received: 15 November 2013 Accepted: 4 April 2014
Published: 12 April 2014

References

1. French B, Thomas LH, Leathley MJ, Sutton CJ, McAdam J, Forster A,
Langhorne P, Price Cl, Walker A, Watkins CL: Repetitive task training for
improving functional ability after stroke. Cochrane Database Syst Rev 2007,
4:CD006073.

2. Kwakkel G, Wagenaar RC, Twisk JW, Lankhorst GJ, Koetsier JC: Intensity of
leg and arm training after primary middle-cerebral-artery stroke: a
randomised trial. Lancet 1999, 354:191-196.

3. Van Peppen RP, Kwakkel G, Wood-Dauphinee S, Hendriks HJ, Van der Wees PJ,
Dekker J: The impact of physical therapy on functional outcomes after
stroke: what's the evidence? Clin Rehabil 2004, 18:833-862.


http://www.biomedcentral.com/content/supplementary/1743-0003-11-59-S1.mov
http://www.biomedcentral.com/content/supplementary/1743-0003-11-59-S2.mov

Nakanishi et al. Journal of NeuroEngineering and Rehabilitation 2014, 11:59

http://www.jneuroengrehab.com/content/11/1/59

15.
16.

20.

21.

22.

23.

24.

25.

26.

27.

States RA, Pappas E, Salem Y: Overground physical therapy gait training
for chronic stroke patients with mobility deficits. Cochrane Database Syst
Rev 2009, 3:CD006075.

Mehrholz J, Pohl M, Elsner B: Treadmill training and body weight support
for walking after stroke. Cochrane Database Syst Rev 2014, 1:CD002840.
Colombo G, Joerg M, Schreier R, Dietz V: Treadmill training of paraplegic
patients using a robotic orthosis. J Rehabil Res Dev 2000, 37:693-700.
Hesse S, Sarkodie-Gyan T, Uhlenbrock D: Development of an advanced
mechanised gait trainer, controlling movement of the centre of mass,
for restoring gait in non-ambulant subjects. Biomed Tech (Berl) 1999,
44:194-201.

Hirata R, Sakaki T, Okada S, Nakamoto Z, Hiraki N, Okajima Y, Uchida S,
Tomita Y, Horiuchi T: Bio-responsive motion system (Rehabilitation
system for stroke patients). In Proceedings of the IEEE/RSJ International
conference on intelligent robotics and systems: 30 September - 4 October 2002;
Lausanne. 2002:1344-1348.

Hachisuka K, Saeki S, Wada F, Okazaki T, Watanabe T, Kimura A, Tomita Y,
Sakaki T: A prototype walking assist robot and its clinical application for
stroke patients with severe gait disturbance. In Advances in Physical and
Rehabilitation Medicine. Edited by Ring H, Soroker N. Bologna: Monduzzi
Editore; 2003:23-26.

Mehrholz J, Elsner B, Werner C, Kugler J, Pohl M: Electromechanical-assisted

training for walking after stroke. Cochrane Database Syst Rev 2013, 7, CD006185.

Hidler J, Nichols D, Pelliccio M, Brady K, Campbell DD, Kahn JH, Hornby TG:
Multicenter randomized clinical trial evaluating the effectiveness of the
Lokomat in subacute stroke. Neurorehabil Neural Repair 2009, 23:5-13.
Mayr A, Kofler M, Quirbach E, Matzak H, Frohlich K, Saltuari L: Prospective,
blinded, randomized crossover study of gait rehabilitation in stroke
patients using the Lokomat gait orthosis. Neurorehabil Neural Repair 2007,
21:307-314.

Werner C, Von Frankenberg S, Treig T, Konrad M, Hesse S: Treadmill
training with partial body weight support and an electromechanical gait
trainer for restoration of gait in subacute stroke patients: a randomized
crossover study. Stroke 2002, 33:2895-2901.

Hornby TG, Campbell DD, Kahn JH, Demott T, Moore JL, Roth HR:
Enhanced gait-related improvements after therapist- versus robotic-assisted
locomotor training in subjects with chronic stroke: a randomized controlled
study. Stroke 2008, 39:1786-1792.

Horne JA, Reyner LA: Driver sleepiness. J Sleep Res 1995, 4:23-29.
Pennycott A, Ureta V, Wyss D, Vallery H, Klamroth-Marganska V, Riener R:
Towards more effective robotic gait training for stroke rehabilitation:
a review. J Neuroeng Rehabil 2012, 9:65.

Loomis AL, Harvey EH, Horbart GA: Distribution of disturbance - patterns
in the human electroencephalogram, with special reference to sleep.
J Neurophysiolo 1938, 1:413-430.

Landstrom U, Englund K, Nordstrom B, Astrom A: Laboratory studies of a

sound system that maintains wakefulness. Percept Mot Skills 1998, 86:147-161.

Pearsons KS, Barber DS, Tabachnick BG, Fidell S: Predictng noise-induced
sleep disturbance. J Acoust Soc Am 1995, 97:331-338.

Davenport WG: Vigilance and arousal: effects of different types of
background stimulation. J Psychol 1972, 82:339-346.

Ogata S: Human EEG responses to classical music and simulated white
noise: effects of a musical loudness component on consciousness.
Percept Mot Skills 1995, 80:779-790.

Andreacci JL, LeMura LM, Cohen SL, Urbansky EA, Chelland SA, Von
Duvillard SP: The effects of frequency of encouragement on performance
during maximal exercise testing. J Sports Sci 2002, 20:345-352.

McNair PJ, Depledge J, Brettkelly M, Stanley SN: Verbal encouragement:
effects on maximum effort voluntary muscle action. Br J Sports Med 1996,
30:243-245.

Guyatt GH, Pugsley SO, Sullivan MJ, Thompson PJ, Berman L, Jones NL,
Fallen EL, Taylor DW: Effect of encouragement on walking test
performance. Thorax 1984, 39:818-822.

Sato H, Takeuchi T, Sakai KL: Temporal cortex activation during speech
recognition: an optical topography study. Cognition 1999, 73:B55-B66.
Campbell IG: EEG recording and analysis for sleep research. Curr Protoc
Neurosci 2009, Chapter 10:Unit10.2.

Borbely AA, Baumann F, Brandeis D, Strauch |, Lehmann D: Sleep
deprivation: effect on sleep stages and EEG power density in man.
Electroencephalogr Clin Neurophysiol 1981, 51:483-495.

Page 9 of 9

28. Santamaria J, Chiappa KH: The EEG of drowsiness in normal adults. J Clin
Neurophysiol 1987, 4:327-382.

29, Akerstedt T, Gillberg M: Subjective and objective sleepiness in the active
individual. Int J Neurosci 1990, 52:29-37.

30. Fruhstorfer H, Langanke P, Meinzer K, Peter JH, Pfaff U: Neurophysiological
vigilance indicators and operational analysis of a train vigilance
monitoring device: a laboratory and field study. In Vigilance. Edited by
Mackie RR. New York: Plenum Press; 1977:147-162.

31. Torsvall L, Akerstedt T: Extreme sleepiness: quantification of EOG and
spectral EEG parameters. Int J Neurosci 1988, 38:435-441.

32. O Hanlon JF, Kelly GR: Comparison of performance and physiological
changes between drivers who perform well and poorly during
prolonged vehicular orientation. In Vigilance. Edited by Mackie RR.

New York: Plenum Press; 1977:87-110.

33, Qgilvie RD, Wilkinson RT: The detection of sleep onset: behavioral and

physiological convergence. Psychophysiology 1984, 21:510-520.

34. Thiffault P, Bergeron J: Monotony of road environment and driver fatigue:

a simulator study. Accid Anal Prev 2003, 35:381-391.

35, Larue GS, Rakotonirainy A, Pettitt AN: Real-time performance modelling of
a sustained attention to response task. Ergonomics 2010, 53:1205-1216.

36. Daniel RS: Alpha and theta EEG in vigilance. Percept Mot Skills 1967,
25:697-703.

37. Torsvall L, Akerstedt T: Sleepiness on the job: continuously measured
EEG changes in train drivers. Electroencephalogr Clin Neurophysiol 1987,
66:502-511.

38, Webb WB, Agnew HW Jr: Sleep onset facilitation by tones. Sleep 1979,
1:281-286.

39, Brackbill Y: Acoustic variation and arousal level in infants.
Psychophysiology 1970, 6:517-526.

doi:10.1186/1743-0003-11-59
Cite this article as: Nakanishi et al: Rapid changes in arousal states of
healthy volunteers during robot-assisted gait training: a quantitative
time-series electroencephalography study. Journal of NeuroEngineering
and Rehabilitation 2014 11:59.

Submit your next manuscript to BioMed Central
and take full advantage of:

¢ Convenient online submission

¢ Thorough peer review

* No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

* Research which is freely available for redistribution

Submit your manuscript at
www.biomedcentral.com/submit

( BiolVied Central




	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Participants
	Gait-Assistance Robot
	Types of warning sound stimulation
	General experimental procedure
	EEG recording
	EEG measures during the eyes-closed and eyes-open conditions
	Estimation of objective sleepiness
	Statistical analysis

	Results
	Differences in EEG data between eyes-closed and eyes-open conditions
	EEG-measured arousal without warning sound stimulation
	Effect of warning sound stimulation on EEG-measured arousal state
	Differences in sound stimulation types

	Discussion
	EEG-measured arousal state during RAGT
	Effect of warning sound stimulation
	Differences in sound stimulation types
	Limitations

	Conclusions
	Additional files
	Competing interests
	Authors’ contributions
	Acknowledgments
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice




