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Body weight-supported treadmill training (BWSTT) can be usefully employed to facilitate gait recovery in
patients with neurological injuries. Specifically, lower body positive pressure support system (LBPPSS)
decreases weight-bearing and ground reaction forces with potentially positive effects on qualitative gait
indices. However, which gait features are being shaped by LBPPSS in post-stroke patients is yet poorly
predictable. A pilot study on the effects of LBPPSS on qualitative and quantitative gait indices was carried
out in patients with hemiparesis due to stroke in the chronic phase. Fifty patients, who suffered from a
first, single, ischemic, supra-tentorial stroke that occurred at least 6 months before study inclusion, were
enrolled in the study. They were provided with 24 daily sessions of gait training using either the AlterG
device or conventional treadmill gait training (TGT). These patients were compared with 25 age-matched
healthy controls (HC), who were provided with the same amount of AlterG. Qualitative and quantitative
gait features, including Functional Ambulation Categories, gait cycle features, and muscle activation pat-
terns were analyzed before and after the training. It was found that AlterG provided the patients with
higher quantitative but not qualitative gait features, as compared to TGT. In particular, AlterG specifically
shaped muscle activation phases and gait cycle features in patients, whereas it increased only overall
muscle activation in HC. These data suggest that treadmill gait training equipped with LBPPSS specifically
targets the gait features that are abnormal in chronic post-stroke patients. It is hypothesizable that the
specificity of AlterG effects may depend on a selective reshape of gait rhythmogenesis elaborated by
the locomotor spinal circuits receiving a deteriorated corticospinal drive. Even though further studies

Peer review under responsibility of Cairo University.
* Corresponding author at: Rocco Salvatore Calabro, IRCCS Centro Neurolesi Bonino Pulejo; via Palermo, SS 113, ctr. Casazza, 98124 Messina, Italy.

E-mail address: salbro77@tiscali.it (R.S. Calabro).

https://doi.org/10.1016/j.jare.2019.09.005

2090-1232/© 2019 The Authors. Published by Elsevier B.V. on behalf of Cairo University.
This is an open access article under the CC BY license (http://creativecommons.org/licenses/by/4.0/).


http://crossmark.crossref.org/dialog/?doi=10.1016/j.jare.2019.09.005&domain=pdf
https://doi.org/10.1016/j.jare.2019.09.005
http://creativecommons.org/licenses/by/4.0/
mailto:salbro77@tiscali.it
https://doi.org/10.1016/j.jare.2019.09.005
http://www.sciencedirect.com/science/journal/20901232
http://www.elsevier.com/locate/jare

16 R.S. Calabro et al./Journal of Advanced Research 21 (2020) 15-24

are warranted to clarify the role of treadmills equipped with LBPPSS in gait training of chronic post-stroke
patients, the knowledge of the exact gait pattern during weight-relief is potentially useful to plan patient-

tailored locomotor training.

© 2019 The Authors. Published by Elsevier B.V. on behalf of Cairo University. This is an open access article

under the CC BY license (http://creativecommons.org/licenses/by/4.0/).

Introduction

Employing treadmill training in gait rehabilitation can be of sig-
nificant help in achieving functional ambulation in patients with
neurological damage, including stroke. In fact, treadmill training
augments the ability to walk independently of patients with
stroke, although in the short term, and provide them with higher
walking speed and walking endurance as compared to traditional
overground gait training. These effects are magnified further when
coupling treadmill training with BWS (body weight-supported
treadmill training - BWSTT) [1-6]. Indeed, BWSTT can alleviate
post-stroke survivors’ weight bearing and effort (and physiothera-
pist’s effort) during gait training, allowing the patient to walk
when muscle strength and postural control are still non-
sufficient for functional ambulation. Consequently, they may allow
for mobilization and training early [7,8]. Last, BWSTT is useful
because it provides for walking with reduced ground reaction
forces and normal ranges of motion of lower limb joints [9]. Alto-
gether, these aspects of BWSTT may facilitate the improvement in
qualitative and quantitative gait indices, although controversial
data is available [6,10-19]. However, some innovative BWSTTs
give the patient a from-below lifting force by employing lower
body positive pressure support system (LBPPSS). These systems
implement differential air pressure technology using a chamber
to reduce the weight of an individual while walking up to 100%
of the original body weight, instead of using a body-suspension
harness system.

LBPPSS is increasingly used after knee surgery to reduce ground
reaction forces during walking and running to facilitate postopera-
tive rehabilitation [20,21]. It has also been successfully employed
in children with cerebral palsy [22]. Conversely, there are no data
on LBPPSS usefulness in post-stroke rehabilitation. There are sev-
eral issues to be although considered before employing LBPPSS in
post-stroke patients. The use of LBPPSS may be relatively con-
traindicated in such patients, given that LBPP can affect systemic
blood pressure and cerebral blood flow [23]. Further, whether
LBPPSS can affect kinematic (including spatiotemporal variables)
and kinetic parameters of gait still has to be clearly determined
[23-34]. In fact, LBPP may generate unwanted horizontal assis-
tance due to the interface between the chamber and the subject,
thus irregularly modifying locomotion kinematics and Kkinetics
[25]. In addition, there is no clear correlation between BWS and
the results of ground-reaction forces during overground walking
with different percentages of BWS [29,30]. Moreover, LBPP would
influence only the stance phase. In fact, the swinging limb remains
subject to full gravity given that it cannot be pulled in proportion
to the simulated gravity level [35]. Therefore, muscle activity
decreases as BWS increases without, however, any proportionality
[35]. Finally, the metabolic cost of BWS has still to be clearly deter-
mined [36,37].

To synthesize, the effects of LBPPSS on gait kinematic variables
could be neither predictable nor necessarily useful to recovering
functional gait in post-stroke patients. Indeed, whether improve-
ments in temporal variables of gait correspond to progress in func-
tional gait is unknown. This study was aimed at offering a
preliminary estimation of the safety and the effectiveness of the
LBPPS AlterG (AlterG Inc.; Fremont, CA, USA) on temporal variables
of gait and on functional ambulation measures in a sample of

patients with hemiparesis due to stroke in the chronic phase. The
hypothesis was that LBPPSS would significantly improve functional
gait in comparison to conventional treadmill gait training (TGT)
thanks to specific, gait phase-related, changes in temporal vari-
ables of gait and muscle activations.

Materials and methods
Experimental procedure

The study was designed as a single-blind, prospective, random-
ized controlled trial (RCT) to compare the effects of LBPPSS (pro-
vided using AlterG) and TGT in patients with stroke. Clinical and
gait data of the patients were compared with those of 25 age-
matched (by a frequency-matching approach) healthy controls
(HC).

Participants

Fifty patients among the 250 attending the Robotic Neuroreha-
bilitation Unit of the institute in 2018 were enrolled in the study
according to the following inclusion criteria: (i) age > 55 years;
(ii) first, single, ischemic supra-tentorial stroke occurred at least
6 months before study inclusion; (iii) a Functional Ambulatory Cat-
egories (FAC) score of > 2; (iv) the ability to control head and trunk
posture; (v) no systemic or cardiovascular contraindication to
LBPP; and (vi) the ability to give personal consent, understand
instructions and learn through practice (Abbreviated Mental
Test > 7/10). The exclusion criteria were as follows: (i) recurrent
stroke; (ii) recent brain surgery; (iii) spasticity of modified Ash-
worth scale greater than 3; (iv) fixed contracture of any lower limb
joint or painful joints; (v) ataxia, dystonia, or tremor of lower
limbs; (vi) cervical myelopathy; (vi) severe aphasia; and (vii) a his-
tory of seizures in the past 12 months. The study also included a
sample of 25 HC (i.e., without any evidence of neurological, psychi-
atric, cardiovascular, orthopedic, or systemic disease). The institu-
tional review board approved the study (IRCCSME#19/17); all
participants gave their written informed consent to study
inclusion.

Intervention

Patients were randomized into two groups (with a 1:1 alloca-
tion ratio). A group practiced one session a day of AlterG (for
40 min), six days a week, for four weeks (for a total amount of
24 sessions). The other group practiced one session a day of TGT
(for 40 min), six days a week, for four weeks (for a total amount
of 24 sessions). HCs were provided with one session a day of AlterG
(for 40 min), six days a week, for four weeks (for a total amount of
24 sessions).

The LBPPSS AlterG consists of a treadmill with handrails
equipped with a waist-high inflatable chamber. The subject wears
neoprene shorts that zip into the chamber, creating an airtight seal
around the subject’s waist. During training, positive pressure
inflates the chamber, and the difference in pressure around the
waist seal produces a lifting force [26]. The LBPP makes the patient
feel more comfortable than overhead harness systems to support
body weight, and it allows for a kinematic walking pattern similar
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to overground walking. The subject can walk freely or use the
handrails of the treadmill, with physiotherapist supervision.

The patients undergoing AlterG were trained with the assis-
tance/supervision of a trained physiotherapist depending on the
patient’s FAC score (FAC 2: to walk with the intermittent support
of one physiotherapist to help with balance and coordination;
FAC 3: to walk with the visual supervision of one physiotherapist;
FAC 4: to walk independently without using the handrails). BWS,
physiotherapist assistance, and treadmill speed (TS) were checked
and adapted to subjects’ progress in terms of FAC scoring across
the AlterG sessions. Also, the participants who practiced TGT were
trained using a FAC-tailored approach. The HC initially practiced
the AlterG at the same amount of BWS and TS administered to
the patients. BWS and TS were reduced and increased, respectively,
in pre-established steps across the AlterG sessions. It was neces-
sary to provide also HC with LBPP to have a better reference value,
given that even healthy people can display normal variations from
the normal pattern of walking.

Outcomes

All outcome measures were obtained the day before and the
day after the training, so to avoid any interference on the training
and biasing effect of fatigue. The primary outcome was the FAC
score for the qualitative gait assessment. FAC is a 6-point scale (rat-
ing from O to 5) that evaluates ambulation status by determining
how much human support the patient requires when walking,
regardless of assistive device use. A score of zero indicates that
the patient cannot walk (non-functional ambulation); a score of
one denotes a dependent ambulator who requires assistance from
another person in the form of continuous manual contact; a score
of two indicates continuous or intermittent manual contact; a
score of 3 verbal indicates supervision/guarding. Scores of four
and five describe patients who can walk freely only on level sur-
faces or on any surface, respectively (independent ambulation).

The secondary outcomes were the temporal parameters of gait
and the dynamic electromyography data. Specifically, the gait cycle
features and muscle activation were quantified while the partici-
pant walked overground using an eight-channel wireless system
(FreeEMG1000 system; BTS Bioengineering, Milan, Italy) equipped
with an accelerometer (G-Sensor). As outcome measures, the step
time (i.e., the time between the heel strike of one leg and the heel
strike of the contralateral leg), the stance/swing ratio (SSR, that is,
the ratio between swing time -the time during which the foot is
not in contact with the floor- and stance time -the time during
which the foot is in contact with the floor), the cadence (i.e., the
number of steps per second), and the Gait Quality Index (GQ],
which estimates the overall deviation from the average gait of a
control population by using the temporal parameters) were quan-
tified [38,39].

The duration of the gait cycle was normalized to 100% to calcu-
late the root-mean-square (RMS) amplitude of each muscle (a tem-
poral parameter estimating muscle activation), so to make the
comparisons among conditions and subjects possible. Thus, the
mean RMS was computed by averaging 10 RMS values related to
10% partitions of the gait cycle across the subjects. We also com-
puted the overall RMS over the entire walking trial without parti-
tioning. All of these measurements were corrected for the Froude
number (Fr) to normalize for differences in dynamic behavior. Fr
is calculated as the ratio of the square of the TS to the length of
the lower limb (L) from the greater trochanter to the ground, and
the acceleration due to gravity (g), according to the formula TS?/
(g x 1) [40].

Surface myoelectric signals were sampled at 1000 Hz from rec-
tus femoris (RF), biceps femoris (BF), tibialis anterior (TA), and gas-
trocnemius medialis (G) of both lower limbs. After careful

preparation of the skin, the bipolar adhesive surface electrodes
were placed over the muscle belly in the direction of the muscle
fibers according to the European recommendations for surface
electromyography (SENIAM). This was done to ensure repeatable
electrode placement during the training [41-43]. Meanwhile, the
EMG signals were processed to obtaining RMS values using Smart
Analyzer software v.1.10.469.0 (BTS Bioengineering; Milan, Italy),
so to investigate lower limb muscle activation as modified by
training interventions [44].

Sample size, randomization, blinding

Twenty patients per arm would have been required to observe a
minimum median improvement (xIQR) of +1(1) scale-point for the
FAC [45], with oo =0.05 and 1 — B = 0.8. Twenty-five patients were
thus recruited per arm to allow for dropouts.

The randomization procedures were carried out thanks to a
computer-generated list covered by straps to conceal the
allocation.

The experimenters who assessed the patients and analyzed the
data were blind on patients’ allocation.

Statistical methods

All data were described quantitatively using median (with IQR)
and mean (with standard deviation) where appropriate. Clinical
data changes over time were assessed using the Wilcoxon test. A
Bonferroni adjustment for the two time points was made
(o0 =0.025). Between-group comparison was carried out using the
Mann-Whitney test.

The secondary outcomes were assessed using a multivariate
analysis of covariance (MANCOVA) to reduce the probability of
type I error owing to multiple comparisons [46]. Post-hoc analysis
with univariate 3-way ANCOVA with the factors time (two levels:
before and after the training), lower-limb (three levels for group x -
lower-limb x time data analysis: affected, unaffected, and healthy
limbs; datasets related to healthy limbs were pooled together;
and two levels for lower-limb x time data analysis: affected vs.
unaffected in the patients, or left vs. right in HC), and group (three
levels: AlterG, TGT, and HC) was used to indicate which temporal
measure showed significant changes.

Concerning RMS, the average EMG data from each 10% partition
of the entire gait cycle in each muscle and the overall RMS of the
entire gait cycle in each muscle were analyzed using a univariate
2-way ANCOVA with the factors time (two levels: before and after
the training) and group (three levels: AlterG, TGT, and HC).

Clinical and demographic characteristics (age, gender, affected
side, and disease duration) and comorbidities (Table 1) were added
to the analysis as covariates. The effect size (E) of each outcome
measure was defined as small (<0.41), medium (0.41 to 0.70), or
large (>0.70) to estimate the effect of the AlterG treatment. An o-
level of P < 0.05 was assumed to be significant, and the Bonferroni
correction was then used for post-hoc comparisons. With regard to
the factor lower-limb, datasets related to healthy limbs and
affected/unaffected limbs were pooled in separate sessions to com-
pare the affected and unaffected sides of patients and to compare
the affected and unaffected side of patients to the healthy limbs
[47,48]. Multiple linear regression was used to determine the
strength of correlation between TS, BWS, and peak muscle
activation.

Results

At baseline, all patients required a degree of assistance from the
physiotherapist while walking corresponding to an FAC of 3 (IRQ
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Table 1
Clinical-demographic characteristics of patients provided with AlterG, treadmill gait training (TGT), and of healthy controls (HC).
Parameters AlterG (n=25) TGT (n = 25) HC (n=25)
age in years, mean (sd) 65 (6) 62 (5) 62 (6)
gender (female/male) 15/10 17/10 12/13
paretic limb (right/left) 17/8 14/11
months from stroke, mean (sd) 9(2) 8 (4)
FAC, median (IQR) 3 (2-4) 3 (2-4)
comorbidities (n) none 4 3
dyslipidemia 12 10
diabetes mellitus 6 8
alcoholism/smoking 3 2
blood hypertension 15 18

2-4). Patients showed a lower cadence in comparison to HC
(P<0.001). Moreover, a longer step time with the affected side
and a shorter step time with the unaffected limb were appreciable
(lower limb comparison, P < 0.001; each patient’s lower limb in
comparison to HC, P < 0.001). This was paralleled by a lower SSR
in the affected lower limb and a higher SSR in the unaffected limb
(lower limb comparison, P < 0.001; each patient’s lower limb in
comparison to HC, P=0.01). The mildness of SSR changes in com-
parison to HC depended on the fact that the percent gait cycle
duration was longer in the patients with stroke compared to HC.
Last, patients showed a lower GQI in both lower limbs (lower limb
comparison, P < 0.001; each patient’s lower limb in comparison to
HC, P<0.001) (Fig. 2). There were no significant differences
between TGT and AlterG groups, as well as no pair-wise lower

limbs differences were appreciable between the patient groups.
HC showed ho significant inter-limb differences. Both groups
had a lower activity of the affected TA and BF, a higher activity
of the affected G in the 20, 30, 40, and 50% of the gait cycle,
and a higher activity of the affected RF in the 50, 60, and 70%
of the gait cycle, as compared to HC (each comparison
P<0.001) (Fig. 3). On average, the patients who practiced AlterG
required a BWS of 65+10% and a TS of 0.53 £+0.1 m/s at the
beginning of the training (Fig. 2). HCs were provided with the
same amount of BWS and TS.

All enrolled participants completed the trial, without reporting
any side effects or adverse events (Fig. 1).

BWS was progressively scaled down to 30 + 10% in patients pro-
vided with AlterG, whereas FAC was adapted to the subject’s need

[ Enrollment }

Assessed for eligibility (n=250)

Excluded (n=200)
- Not meeting inclusion criteria (n=135)

- Declined to participate (n=15)
- Other reasons (n= 50 )

Randomized (n= 50)

|

[ Allocation ]

<
<

Allocated to Alter intervention (n=25)

- Received allocated intervention (n=25)

- Did not receive allocated intervention (give
reasons) (n=0)

»

Allocated to TGT intervention (n= 25)

- Received allocated intervention (n=25)

- Did not receive allocated intervention (give
reasons) (n=0 )

! [
C

Follow-Up ] \
J

Lost to follow-up (give reasons) (n= 0)
Discontinued intervention (give reasons) (n= 0)

Lost to follow-up (give reasons) (n= 0)
Discontinued intervention (give reasons) (n=0)

Analysis ] v

J

Analysed (n= 25)
- Excluded from analysis (give reasons) (n=0)

Analysed (n= 25)
- Excluded from analysis (give reasons) (n=0)

Fig. 1. Flow diagram.
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during TGT. TS was progressively scaled up to 1+0.2m/s in
patients undergoing AlterG, and 0.79 £ 0.1 m/s in patients under-
going TGT. Indeed, post-training FAC increased by at least one
scale-point in both AlterG and TGT groups without significant
between-group differences (Fig. 2, Table 2). BWS and TS in the
HC group were instead progressively scaled down to 0% in daily
steps of 3%, and scaled up to 1.73 m/s, in daily steps of 0.05 m/s
(Fig. 2).

Cadence increased more evidently after the AlterG training
compared to TGT (Fig. 2, Table 2). GQI increased more evidently
and in both lower limbs after the AlterG training compared to
TGT, which instead showed a significant inter-limb difference
(Fig. 2, Table 2). Step time and SSR partially reverted the baseline
trend. Specifically, these parameters varied more evidently and in
both lower limbs after the AlterG training compared to TGT, which
also yielded a significant inter-limb difference (Fig. 2, Table 2).



20

1,00
0,80
0,60

0,40

RMS (V)

C

0,20
0,00

1,00
0,80
0,60

RMS (V)

:

0,40
0,20

0,00

1,00
0,80
0,60

0,40

RMS (V)

S

0,20
0,00

1,00
0,80
0,60

RMS (V)

%

0,40
0,20

0,00

R.S. Calabro et al./Journal of Advanced Research 21 (2020) 15-24

affected BF

0 20 40 60 80 100
% GCD
affected G

o

20 40 60 80 100

% GCD

affected RF

0 20 40 60 80 100
% GCD
affected TA

o

20 40 60

% GCD

80 100

RMS (V)

RMS (V)

RMS (V)

RMS (V)

ﬁ\v\? ﬁlkﬁﬁﬁ “Hheed

unaffected BF

0,70
0,60
0,50
0,40
0,30
0,20
0,10
0,00
0 20 40 60 80 100
% GCD
unaffected G
1,00 AlterG
0,80 —TGT
0,60 — H C
0,40
0,20
0,00
0 20 40 60 80 100
% GCD
unaffected RF
1,00
0,80
0,60
0,40
0,20
0,00
0 20 40 60 80 100
% GCD
unaffected TA
1,00
0,80
0,60
0,40
0,20
0,00
0 20 40 60 80 100
% GCD

S5 4y

AL
CONTAET

-

~ support

0%

LerT
FooT
S

SET
WAL
CONTAGT

Foo‘r
sWiRia

Double i
: support

50% 60%

Double ! Right ulnﬂle
_— su|

10%

Left single
ort

erT
TUFIAL Foor
CONTAGT

Double
';" support

100%

-

Right Stance Phase |

Right Swing Phase |

Fig. 3. Mean EMG activity computed over the normalized gait cycle before gait training in patients (AlterG and treadmill gait training, TGT) and healthy controls (HC). RMS

| Left Swing Phase |

Left Stance Phase

0% 40% 50%

90% 100%

values (V) are shown for gastrocnemius, G, rectus femoris, RF, biceps femoris, BF, and tibialis anterior, TA, of affected and unaffected lower limb.

HC did not show any significant change in gait features follow-

ing AlterG training (Fig. 2, Table 2). Each lower-limb and group com-
parison over time between the patient groups and the HCs was

thus significant.

The treatments yielded significant effects on the target muscles.
Specifically, AlterG in patients decreased the RMS in the 50, 60, and
70% of gait cycle in both G and both RF (Fig. 4), with comparable
statistical data among these 10% partitions (Table 3). On the other
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Table 2

Statistical data of training aftereffects on clinical scale and gait temporal parameters (see Fig. 2). Non-significant data are not reported. Concerning post-hoc t-tests, lower limbs of
HCs were pooled together and compared with the affected and unaffected lower limb of patients.

group x time Time
P-value [E] P-value [E]
FAC ns AlterG P<0.001 [0.9]
TGT P<0.001 [0.9]
cadence P=0.01[0.8] HC ns
AlterG P=0.005 [0.9]
TGT P=0.01[0.8]
group x lower-limb x time lower-limb x time
P-value [E] P-value [E]
GQI P=0.01[0.8] HC ns left
right
AlterG ns affected
unaffected
TGT P<0.001 [0.9] affected
unaffected
step time P<0.001 [0.9] HC ns left
right
AlterG ns affected
unaffected
TGT P<0.001 [0.9] affected
unaffected
SSR P<0.001 [0.9] HC ns left
right
AlterG ns affected
unaffected
TGT P<0.001 [0.9] affected
unaffected

Post-hoc t-tests

P-value [E]

AlterG vs. TGT ns

HC vs. AlterG P<0.001 [0.9]

HC vs. TGT P<0.001 [0.9]

AlterG vs. TGT P<0.001 [0.9]

Post-hoc t-tests

P-value [E]
ns HC vs. AlterG affected P<0.001 [0.9]
ns unaffected P <0.001 [0.9]
P<0.001 [0.9] HC vs. TGT affected P<0.001 [0.9]
P<0.001 [0.9] unaffected P<0.001 [0.9]
P<0.001 [0.9] AlterG vs. TGT affected P<0.001 [0.9]
P<0.001 [0.9] unaffected P<0.001 [0.9]
ns HC vs. AlterG affected P<0.001 [0.9]
ns unaffected P<0.001 [0.9]
P<0.001 [0.9] HC vs. TGT affected P<0.001 [0.9]
P=0.01[0.7] unaffected P<0.001 [0.9]
P<0.001 [0.9] AlterG vs. TGT affected P<0.001 [0.9]
P<0.001 [0.9] unaffected P <0.001 [0.9]
ns HC vs. AlterG affected P<0.001 [0.9]
ns unaffected P<0.001 [0.9]
P<0.001 [0.9] HC vs. TGT affected P<0.001 [0.9]
P<0.001 [0.9] unaffected P<0.001 [0.9]
P<0.001 [0.9] AlterG vs. TGT affected P<0.001 [0.9]
P<0.001 [0.9] unaffected P <0.001 [0.9]

Legend: treadmill gait training, TGT; healthy controls, HC; [E] effect size; FAC Functional Ambulatory Categories; GQI Gait Quality Index; SSR stance/swing ratio.

hand, AlterG increased the RMS in the 70, 80, 90, and 100% of the
gait cycle in the unaffected TA (Fig. 4), with comparable statistical
data among these 10% partitions (Table 3). AlterG also increased
the overall RMS more than AlterG in HC and TGT did; moreover,
AlterG in HC and TGT yielded only an overall RMS increase. Statis-
tical data are summarized in Table 3.

Notably, it was observed that foot motion quickly recovered the
shape and the step reproducibility (that characterizes normal gait)
at the end of each AlterG session in the HC, whereas this was not
the case of the patients who were provided with AlterG training.

Last, there were no significant effects of clinical-demographic
characteristics on gait outcomes.

Discussion

Both AlterG gait training and TGT provided patients with an FAC
improvement of at least one point. However, as the main finding of
the present study, AlterG gait training was superior to TGT in mod-
ifying the temporal variables of gait and specific muscular activa-
tion patterns. In fact, AlterG yielded a greater TS increase,
cadence increase, step time decrease in the affected limb, step time
increase in the unaffected limb, SSR increase in the affected limb,
SSR decrease in the unaffected limb, and GQI increase (i.e., a smal-
ler overall deviation from the average gait of a control population).
Moreover, AlterG in patients targeted equally the temporal vari-
ables of the gait of both the lower limbs, whereas TGT offered more
effects on the affected than the unaffected lower limb. Further-
more, AlterG induced muscle-specific (both G, both RF, and unaf-
fected TA) and gait cycle specific (mid- and late-stance)
nonlinear scaling of muscle activity as compared to TGT, with par-
ticular regard to antigravity muscles. TGT instead improved only
overall muscle activation. Concerning HC, AlterG barely modified
the gait cycle features and had effects on muscle activity that were
limited to the overall muscle activation.

Hence, even though the patients who practiced AlterG walked
as independently as the patients provided with TGT, the former
treatment provided the patients walking faster, with a kinematic

walking pattern closer to normal overground walking, and with
more symmetric temporal variables of gait as compared to the lat-
ter treatment. These goals are not of negligible importance, as it is
crucial in gait rehabilitation to provide the patient with both inde-
pendent and performing gait [49].

As far as we know, this is the first study investigating the effects
of LBPPSS training on temporal variables of gait in people with
chronic stroke. Therefore, we can discuss our findings in compar-
ison with those coming from other BWSTs and TGT. It has been
reported that there are no significant differences between BWSTT
and TGT in the patients with chronic phase of stroke with at least
moderate initial ambulatory status (as in our study) [6,50]. How-
ever, LBPPSS differs from the other BWSTs in at least two aspects:
(1) the distribution of suspension forces on the body; and (2) the
action of the suspension forces on both standing and swinging limb
[51]. The first aspect depends on the device itself. Indeed, the other
BWS devices employed to suspend patient’s weight during walking
rehabilitation (including water immersion, parallel bars and
walker, hand-held waist belts, and overhead suspension harness)
are not characterized by the same correlation between the suspen-
sion force and the waist cross-sectional area, which accounts for
the overall lifting force, and employ a from-above lifting force.
The second aspect is suggested by the gathering of muscle activity
changes in the mid- and late-stance phases of the gait cycle, as
pointed out by our EMG data, whereas the other suspension
devices seems to not allow for this activity [51]. This finding is sug-
gestive of a correlation between AlterG-induced symmetric
improvement of temporal variables of gait and the specific, more
symmetric, support to the stance phase and swing initiation by
part of LBPP. In particular, AlterG shaped RF and G muscles, which
are central to opposing to gravity force [52]. Having bilaterally
rebalanced the activation of G may have been important in gait
improvement given that G acts as either a propulsive muscle dur-
ing walking (by providing hip extension during the stance phase)
or a muscle that prevents the foot from hitting the ground (by cre-
ating a flexion of the knee during the swing phase) [51]. Lastly,
AlterG targeted unaffected TA. This is at first glance unusual, given
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Fig. 4. Mean EMG activity computed over the normalized gait cycle before (PRE) and after the end of AlterG gait training (POST) in patients (only significant changes are
reported). RMS values (V) are shown for gastrocnemius, G, rectus femoris, RF, biceps femoris, BF, and tibialis anterior, TA, of affected and unaffected lower limb. Statistical

data are reported in Table 3.

that TA should remain relatively unaffected by the from-below,
vertical force created by the LBPPSS [51]. Thus, it is likely that tar-
geting unaffected TA resulted in a compensatory effect to establish
a more stable gait dynamic, i.e., avoiding a rapid plantar flexion of
the ankle during the initial stance to ensure that the forefoot clears
the ground during the swing phase and positioning the ankle joint
for initial ground contact. These effects also contributed to favor a
more symmetric gait [53].

Further, the specific effects on muscle activation by AlterG in
patients may be due to the progressive increase in gait velocity
at lower biomechanical demand and higher dimensionless speeds
[54-57]. About that, it has been documented that increasing the
speed of running while tuning the degree of LBPP seems to aug-
ment the overall locomotor muscle activity [58]. Lastly, AlterG
allows patients to vary bodily posture during gait, which may have
influenced lower limb muscle activation [56,57].

Altogether, these issues may lead to a more physiologic gait
pattern as compared to other non-harness BWS system (e.g.,
hydrotherapy) [51,59]. Since the upward resultant air pressure
force acts at or near the body’s center of mass, walking in the

device will result in a more normal gait but with proportionally
reduced musculoskeletal forces [51,59].

HC were nearly insensitive to the training as compared to
patients. This may depend on the more unstable spatiotemporal
structure of locomotion in stroke survivors, owing to the increase
of compensatory oscillating circuits driving the muscles to produce
locomotion [56,57]. Thus, weight-relief may have allowed a more
efficient reshape of rhythmogenesis at the level of spinal central
pattern generators receiving a deteriorated corticospinal drive
[17,60-65] and, even, at the central level [66].

Limitations

Other factors may come into play when dealing with LBPP, thus
limiting the large-scale applicability of LBPP training. These
include task-dependent features, individual compensatory strate-
gies, and plasticity of gait-related brain and spinal networks. In
addition, different levels of weight relief were not compared,
selecting the most suitable level of BWS for the patient instead.
Further, it is still unclear whether the effect of a therapist’s
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Table 3

Statistical data of training aftereffects on RMS (see Fig. 3). Non-significant data are not reported.

group x time p-value, [E]

time p-value, [E]

post-hoc t-tests p-value [E]

aff G 50-70% GCD P <0.001 [0.9] HC
AlterG
TGT

P <0.001 [0.9] HC
AlterG
TGT

P <0.001 [0.9] HC
AlterG
TGT

P <0.001 [0.9] HC
AlterG
TGT

P <0.001 [0.9] HC
AlterG
TGT

P <0.001 [0.9] HC
AlterG
TGT

P <0.001 [0.9] HC
AlterG
TGT

P <0.001 [0.9] HC
AlterG
TGT

P <0.001 [0.9] HC
AlterG
TGT

P <0.001 [0.9] HC
AlterG
TGT

unaff G 50-70% GCD

aff RF 50-70% GCD

unaff RF 50-70% GCD

unaff TA 70-100% GCD

aff G overall GCD

unaff G overall GCD

aff RF overall GCD

unaff RF overall GCD

unaff TA overall GCD

ns HC vs. AlterG P=0.003 [0.7]
P <0.001 [0.9] HC vs. TGT ns

ns AlterG vs. TGT P =0.003 [0.7]
ns HC vs. AlterG P=0.001 [0.9]
P <0.001 [0.9] HC vs. TGT ns

ns AlterG vs. TGT P =0.006 [0.5]
ns HC vs. AlterG P =0.005 [0.5]
P <0.001 [0.9] HC vs. TGT ns

ns AlterG vs. TGT P =0.002 [0.8]
ns HC vs. AlterG P <0.001 [0.9]
P <0.001 [0.9] HC vs. TGT ns

ns AlterG vs. TGT P <0.001 [0.9]
ns HC vs. AlterG P =0.003 [0.7]
P <0.001 [0.9] HC vs. TGT ns

ns AlterG vs. TGT P =0.007 [0.5]
P <0.001 [0.9] HC vs. AlterG P <0.001 [0.9]
P <0.001 [0.9] HC vs. TGT P <0.001 [0.9]
P =0.008 [0.5] AlterG vs. TGT P <0.001 [0.9]
P =0.002[0.9] HC vs. AlterG P =0.003 [0.9]
P <0.001 [0.9] HC vs. TGT P =0.004 [0.9]
P =0.004[0.9] AlterG vs. TGT P =0.002 [0.9]
P =0.004[0.9] HC vs. AlterG P =0.004 [0.9]
P =0.004[0.9] HC vs. TGT P =0.003 [0.9]
P <0.001 [0.9] AlterG vs. TGT P=0.001 [0.9]
P =0.001[0.9] HC vs. AlterG P =0.005 [0.9]
P =0.004[0.9] HC vs. TGT P =0.003 [0.9]
P =0.003[0.9] AlterG vs. TGT P <0.001 [0.9]
P =0.005[0.9] HC vs. AlterG P =0.001 [0.9]
P =0.002[0.9] HC vs. TGT P =0.004 [0.9]
P =0.004[0.9] AlterG vs. TGT P =0.002 [0.9]

Legend: gastrocnemius, G, rectus femoris, RF, biceps femoris, BF, tibialis anterior, TA, of affected (aff) and unaffected (unaff) lower limbs; treadmill gait training, TGT; healthy

controls, HC; [E] effect size; GCD gait cycle duration.

supervision may mitigate (or remove completely) an incorrect per-
formance of the training, which obviously represents a confound-
ing factor. Hence, further studies are needed to clarify the role of
LBPP in gait training. Last, it will be necessary to ascertain whether
AlterG aftereffects are long lasting with an adequate follow-up
period.

Conclusions

The application of LBPP to treadmill-based gait training seems
promising in post-stroke rehabilitation. In fact, LBPPSS resulted
in walking faster, large changes in the temporal walking kinemat-
ics, an improvement in functional ambulation, and a better muscle
activation pattern, with particular regard to antigravity muscles as
compared to TGT. However, LBPPSS has complex effects on neuro-
muscular activation, with non-proportional changes in body
weight and muscle activity. Thus, other studies are necessary to
confirm our promising findings. The knowledge of the exact gait
pattern during BWSTT will be central to plan patient-tailored loco-
motor training. For example, the correlation between RF, G, and TA
forces and gait features allows for achieving more precisely gait
kinematics and kinetics during rehabilitation.

Ethical approval

All procedures performed in studies involving human partici-
pants were in accordance with the ethical standards of the institu-
tional and/or national research committee and with the 1964
Helsinki declaration and its later amendments or comparable eth-
ical standards. The local Ethic Committee approved the study.

Funding

No funding to report.

Informed consent

Patient provided his written informed consent to study partici-
pation and publication.

Declaration of Competing Interest
None of the authors has conflict of interest.

References

[1] Harris-Love ML, Macko RF, Whitall ], Forrester LW. Improved hemiparetic
muscle activation in treadmill versus overground walking. Neurorehabil
Neural Repair 2004;18(3):154-60.

[2] Abbasian S, Rastegar Mm M. Is the intensity or duration of treadmill training
important for stroke patients? a meta-analysis. ] Stroke Cerebrovasc Dis
2018;27(1):32-43.

[3] Visintin M, Barbeau H, Korner-Bitensky N, Mayo NE. A new approach to retrain
gait in stroke patients through body weight support and treadmill stimulation.
Stroke 1998;29(6):1122-8.

[4] Apte S, Plooij M, Vallery H. Influence of body weight unloading on human gait
characteristics: a systematic review. ] Neuroeng Rehabil 2018;15(1):53.

[5] Guzik A, Druzbicki M, Wolan-Nieroda A. Assessment of two gait training
models: conventional physical therapy and treadmill exercise, in terms of their
effectiveness after stroke. Hippokratia 2018;22(2):51-9.

[6] Mehrholz J, Thomas S, Elsner B. Treadmill training and body weight support for
walking after stroke. Cochrane Database Syst Rev 2017;8:CD002840.

[7] Calabro RS, Cacciola A, Berté F, Manuli A, Leo A, Bramanti A, et al. Robotic gait
rehabilitation and substitution devices in neurological disorders: where are we
now? Neurol Sci 2016;37(4):503-14.

[8] Finch L, Barbeau H, Arsenault B. Influence of body weight support on normal
human gait: development of a gait retraining strategy. Phys Ther 1991;71
(11):842-55. discussion 855-6.

[9] Cutuk A, Groppo ER, Quigley EJ, White KW, Pedowitz RA, Hargens AR.
Ambulation in simulated fractional gravity using lower body positive pressure:
cardiovascular safety and gait analyses. ] Appl Physiol 2006;101:771-7.

[10] Mehrholz ], Thomas S, Werner C, Kugler ], Pohl M, Elsner B. Electromechanical-
assisted training for walking after stroke: a major update of the evidence.
Stroke 2017. pii:STROKEAHA.117.018018.

[11] llunga Tshiswaka D, Bennett C, Franklin C. Effects of walking trainings on
walking function among stroke survivors: a systematic review. Int ] Rehabil
Res 2018;41(1):1-13.


http://refhub.elsevier.com/S2090-1232(19)30157-2/h0005
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0005
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0005
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0010
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0010
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0010
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0015
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0015
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0015
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0020
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0020
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0025
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0025
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0025
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0025
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0030
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0030
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0035
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0035
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0035
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0040
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0040
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0040
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0045
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0045
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0045
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0050
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0050
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0050
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0055
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0055
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0055

24 R.S. Calabro et al. /Journal of Advanced Research 21 (2020) 15-24

[12] Moraru E, Onose G. Current issues and considerations about the central role of
rehabilitation therapies in the functional recovery of neurological
impairments after stroke in adults. ] Med Life 2014;7(3):368-72.

[13] Morawietz C, Moffat F. Effects of locomotor training after incomplete spinal
cord injury: a systematic review. Arch Phys Med Rehabil 2013;94
(11):2297-308.

[14] Picelli A, Melotti C, Origano F, Neri R, Waldner A, Smania N. Robot-assisted gait
training versus equal intensity treadmill training in patients with mild to
moderate Parkinson’s disease: a randomized controlled trial. Parkinsonism
Relat. Disord 2013;19:605-10.

[15] Sale P, Franceschini M, Waldner A, Hesse S. Use of the robot assisted gait
therapy in rehabilitation of patients with stroke and spinal cord injury. Eur J
Phys Rehabil Med 2012;48:111-21.

[16] Grasso R, Ivanenko YP, Zago M, Molinari M, Scivoletto G, Castellano V, et al.
Distributed plasticity of locomotor pattern generators in spinal cord injured
patients. Brain 2004;127(Pt 5):1019-34.

[17] Grasso R, Ivanenko YP, Zago M, Molinari M, Scivoletto G, Lacquaniti F. Recovery
of forward stepping in spinal cord injured patients does not transfer to
untrained backward stepping. Exp Brain Res 2004;157:377-82.

[18] Ivanenko YP, Gurfinkel VS, Selionov VA, Solopova IA, Sylos-Labini F, Guertin
PA, et al. Tonic and rhythmic spinal activity underlying locomotion. Curr
Pharm Des 2017;23(12):1753-63.

[19] Smith AC, Mummidisetty CK, Rymer WZ, Knikou M. Locomotor training alters
the behavior of flexor reflexes during walking in human spinal cord injury. J
Neurophysiol 2014;112(9):2164-75.

[20] Liang ], Lang S, Zheng Y, Wang Y, Chen H, Yang ], et al. The effect of anti-gravity
treadmill training for knee osteoarthritis rehabilitation on joint pain, gait, and
EMG: Case report. Medicine (Baltimore) 2019;98(18):e15386.

[21] Peeler ], Ripat ]. The effect of low-load exercise on joint pain, function, and
activities of daily living in patients with knee osteoarthritis. Knee 2018;25
(1):135-45.

[22] Dadashi F, Kharazi MR, Lotfian M, Shahroki A, Mirbagheri A, Mirbagheri MM.
The effects of lower body positive pressure treadmill training on dynamic
balance of children with cerebral palsy. Conf Proc IEEE Eng Med Biol Soc
2018:2487-90.

[23] Cutuk A, Groppo ER, Quigley EJ, White KW, Pedowitz RA, Hargens AR.
Ambulation in simulated fractional gravity using lower body positive
pressure: cardiovascular safety and gait analyses. ] Appl Physiol (1985)
2006;101(3):771-7.

[24] Grabowski AM. Metabolic and biomechanical effects of velocity and weight
support using a lower-body positive pressure device during walking. Arch
Phys Med Rehabil 2010;91:951-7.

[25] Grabowski AM, Kram R. Effects of velocity and weight support on ground
reaction forces and metabolic power during running. J Appl Biomech
2008;24:288-97.

[26] Ruckstuhl H, Kho ], Weed M, Wilkinson MW, Hargens AR. Comparing two
devices of suspended treadmill walking by varying body unloading and Froude
number. Gait Posture 2009;30(4):446-51.

[27] Schlabs T, Rosales-Velderrain A, Ruckstuhl H, Stahn AC, Hargens AR.
Comparison of cardiovascular and biomechanical parameters of supine
lower body negative pressure and upright lower body positive pressure to
simulate activity in 1/6G and 3/8G. ] Appl Physiol 2013;115:275-84.

[28] Bugbee WD, Pulido PA, Goldberg T, D’Lima DD. Use of an anti-gravity treadmill
for early postoperative rehabilitation after total knee replacement: a pilot
study to determine safety and feasibility. Am ] Orthop (Belle Mead NJ) 2016;45
(4):E167-73.

[29] Eastlack RK, Hargens AR, Groppo ER, Steinbach GC, White KK, Pedowitz RA.
Lower body positive-pressure exercise after knee surgery. Clin Orthop Relat
Res 2005;431:213-9.

[30] Patil S, Steklov N, Bugbee WD, Goldberg T, Colwell Jr CW, D’Lima DD. Anti-
gravity treadmills are effective in reducing knee forces. ] Orthop Res 2013;31
(5):672-9.

[31] Mercer JA, Applequist BC, Masumoto K. Muscle activity during running with
different body-weight-support mechanisms: aquatic environment versus
body-weight-support treadmill. ] Sport Rehabil 2014;23(4):300-6.

[32] Barela AM, de Freitas PB, Celestino ML, Camargo MR, Barela JA. Ground
reaction forces during level ground walking with body weight unloading. Braz
J Phys Ther 2014;18(6):572-9.

[33] Roche-Seruendo LE, Garcia Pinillos F, Auria-Martin I, Bataller-Cervero AV,
Latorre Roman PA, Soto-Hermoso VM. Effects of different percentages of body
weight support on spatiotemporal step characteristics during running. ] Sports
Sci 2018;36(13):1441-6.

[34] Masumoto K, Joerger ], Mercer JA. Influence of stride frequency manipulation
on muscle activity during running with body weight support. Gait Posture
2018;61:473-8.

[35] Hsiang SM, Chang C. The effect of gait speed and load carrying on the reliability
of ground reaction forces. Saf Sci 2002;40:639-57.

[36] Masumoto K, Galor K, Craig-Jones A, Mercer JA. Metabolic costs during
backward running with body weight support. Int J Sports Med 2019;40
(4):269-75.

[37] Lee BJ, Thake CD. Physiological responses to treadmill running with body
weight support in hypoxia compared with normoxia. ] Sport Rehabil 2018;27
(3):224-9.

[38] Cimolin V, Galli M. Summary measures for clinical gait analysis: a literature
review. Gait Posture 2014;39(4):1005-10.

[39] Rozumalski A, Schwartz M. The GDI-Kinetic: a new index for quantifying
kinetic deviations from normal gait. Gait Posture 2011;33:730-2.

[40] Patil S, Steklov N, Bugbee WD, Goldberg T, Colwell CW, D’Lima DD. Anti-
gravity treadmills are effective in reducing knee forces. ] Orthop Res 2013;31
(5):672-9.

[41] Blanc Y, Dimanico U. Electrode placement in surface electromyography
(sEMG) “minimal crosstalk area” (MCA). OJTR 2010;3:110-26.

[42] Ghapanchizadeh H, Siti Aqlima A, Asnor Juraiza I, Maged Saleh Saeed A. Review
of surface electrode placement for recording electromyography signals.
Biomed Res 2016 2017:S1-7.

[43] Nishihara K, Isho T. Location of Electrodes in Surface EMG. In: Schwartz M,
editors. EMG Methods for Evaluating Muscle and Nerve Function. Rijeka:
Intech Open, 2012.

[44] Boe SG, Rice CL, Doherty TJ. Estimating contraction level using root mean
square amplitude in control subjects and patients with neuromuscular
disorders. Arch Phys Med Rehabil 2008;89(4):711-8.

[45] Mehrholz ], Wagner K, Rutte K, Meiner D, Pohl M. Predictive validity and
responsiveness of the functional ambulation category in hemiparetic patients
after stroke. Arch Phys Med Rehab 2007;88:1314-9.

[46] Tabachnick BG, Fidell LS. Using Multivariate Statistics. New York: Harper
Collins College Publishers; 1996.

[47] Rinaldi LA, Monaco V. Spatio-temporal parameters and intralimb coordination
patterns describing hemiparetic locomotion at controlled speed. ] Neuroeng
Rehabil 2013;10:53.

[48] Stephenson ]JL, De Serres SJ, Lamontagne A. The effect of arm movements on
the lower limb during gait after a stroke. Gait Posture 2010;31:109-15.

[49] Mikolajczyk T, Ciobanu I, Badea DI, Iliescu A, Pizzamiglio S, Schauer T, et al.
Advanced technology for gait rehabilitation: an overview. Adv Mech Eng
2018;10(7):1-19.

[50] Peurala SH, Tarkka IM, Pitkdnen K. The effectiveness of body weight-
supported gait training and floor walking in patients with chronic stroke.
Arch Phys Med Rehabil 2005;86:1557-64.

[51] Kristiansen M, Oddersk&r N, Haaning Kristensen D. Effect of body weight
support on muscle activation during walking on a lower body positive
pressure treadmill. J Electromyogr Kinesiol 2019;48:9-16.

[52] Jensen BR, Hovgaard-Hansen L, Cappelen KL. Muscle activation and estimated
relative joint force during running with weight support on a lower-body
positive-pressure treadmill. ] Appl Biomech 2016;32(4):335-41.

[53] Perry JKST, Davids JR. Gait analysis: normal and pathological function. ]
Pediatric Orthopaed 1992;12:6.

[54] Veerbeek JM, Koolstra M, Ket JC, van Wegen EE, Kwakkel G. Effects of
augmented exercise therapy on outcome of gait and gait-related activities in
the first 6 months after stroke: a meta-analysis. Stroke 2011;42(11):3311-5.

[55] Sylos-Labini F, Lacquaniti F, Ivanenko YP. Human locomotion under reduced
gravity conditions: biomechanical and neurophysiological considerations.
Biomed Res Int 2014;2014:547242.

[56] Gerasimenko Y, Gorodnichev R, Machueva E, Pivovarova E, Semyenov D,
Savochin A, et al. Novel and direct access to the human locomotor spinal
circuitry. ] Neurosci 2010;30:3700-8.

[57] Gerasimenko Y, Gorodnichev R, Puhov A, Moshonkina T, Savochin A, Selionov
V, et al. Initiation and modulation of locomotor circuitry output with multisite
transcutaneous electrical stimulation of the spinal cord in non-injured
humans. ] Neurophysiol 2015;113:834-42.

[58] Jensen BR, Hoygaard-Hansen L, Cappelen KL. The effect of lower body positive
pressure on muscle activation during running. In: Proceedings of the XXII
Congress of the International Society of Biomechanics, Cape Town, South
Africa. International Society of Biomechanics. p. 143.

[59] Farina K, Wright A, Ford K, Wirfel L, Smoliga ]. Physiological and biomechanical
responses to running on lower body positive pressure treadmills in healthy
populations. Sports Med 2017;47(2):261-75.

[60] Perry J, Burnfield JM. Gait Analysis: Normal and Pathological Function. 2nd
ed. Thorofare, NJ: Slack Inc; 2010.

[61] Angeli CA, Edgerton VR, Gerasimenko YP, Harkema SJ. Altering spinal cord
excitability enables voluntary movements after chronic complete paralysis in
humans. Brain 2014;137(Pt 5):1394-4009.

[62] Gad P, Gerasimenko Y, Zdunowski S, Turner A, Sayenko D, Lu DC, et al. Weight
bearing over-ground stepping in an exoskeleton with non-invasive spinal cord
neuromodulation after motor complete paraplegia. Front Neurosci
2017;11:333.

[63] Hubli M, Dietz V. The physiological basis of neurorehabilitation - locomotor
training after spinal cord injury. ] Neuroeng Rehabil 2013;10:5.

[64] Minassian K, Hofstoetter US, Danner SM, Mayr W, Bruce JA, McKay WB, et al.
Spinal rhythm generation by step-induced feedback and transcutaneous
posterior root stimulation in complete spinal cord-injured individuals.
Neurorehabil Neural Rep 2016;30:233-43.

[65] Shah PK, Lavrov I. Spinal epidural stimulation strategies: clinical implications
of locomotor studies in spinal rats. Neuroscientist 2017;23:664-80.

[66] Phillips JP, Sullivan K], Burtner PA, Caprihan A, Provost B, Bernitsky-
Beddingfield A. Ankle dorsiflexion fMRI in children with cerebral palsy
undergoing intensive body-weight-supported tread-mill training: a pilot
study. Dev Med Child Neurol 2007;49(1):39-44.


http://refhub.elsevier.com/S2090-1232(19)30157-2/h0060
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0060
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0060
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0065
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0065
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0065
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0070
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0070
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0070
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0070
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0075
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0075
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0075
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0080
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0080
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0080
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0085
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0085
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0085
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0090
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0090
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0090
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0095
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0095
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0095
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0100
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0100
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0100
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0105
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0105
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0105
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0110
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0110
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0110
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0110
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0115
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0115
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0115
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0115
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0120
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0120
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0120
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0125
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0125
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0125
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0130
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0130
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0130
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0135
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0135
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0135
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0135
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0140
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0140
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0140
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0140
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0145
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0145
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0145
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0150
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0150
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0150
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0155
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0155
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0155
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0160
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0160
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0160
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0165
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0165
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0165
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0165
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0170
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0170
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0170
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0175
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0175
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0180
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0180
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0180
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0185
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0185
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0185
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0190
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0190
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0195
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0195
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0200
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0200
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0200
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0205
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0205
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0205
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0210
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0210
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0210
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0220
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0220
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0220
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0225
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0225
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0225
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0230
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0230
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0235
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0235
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0235
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0240
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0240
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0245
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0245
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0245
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0250
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0250
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0250
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0255
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0255
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0255
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0255
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0260
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0260
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0260
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0265
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0265
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0270
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0270
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0270
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0275
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0275
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0275
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0280
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0280
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0280
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0285
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0285
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0285
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0285
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0290
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0290
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0290
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0290
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0295
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0295
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0295
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0300
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0300
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0305
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0305
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0305
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0310
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0310
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0310
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0310
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0315
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0315
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0320
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0320
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0320
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0320
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0325
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0325
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0330
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0330
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0330
http://refhub.elsevier.com/S2090-1232(19)30157-2/h0330

	Walking on the Moon: A randomized clinical trial on the role of lower body positive pressure treadmill training in post-stroke gait impairment
	Introduction
	Materials and methods
	Experimental procedure
	Participants
	Intervention
	Outcomes
	Sample size, randomization, blinding
	Statistical methods

	Results
	Discussion
	Limitations

	Conclusions
	Ethical approval
	Funding
	Informed consent
	Declaration of Competing Interest
	References


