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ABSTRACT

Stroke is a debilitating disorder and 75% of individuals with stroke (iwS) have upper
extremity deficits. IwS are prescribed therapies to enhance upper-extremity mobility, but current
most effective therapies have minimum requirements that the individuals with severe impairment
do not meet. Thus, there is a need to enhance the therapies.

Recent studies have shown that StartReact -the involuntary release of a planned
movement, triggered by a startling stimulus (e.g., loud sound)- elicits faster and larger muscle
activation in iwS compared to voluntary-initiated movement. However, StartReact has been only
cursorily studied to date and there are some gaps in the StartReact knowledge. Previous studies
have only evaluated StartReact on single-jointed movements in iwS, ignoring more functional
tasks. IwS usually have abnormal flexor activity during extension tasks and abnormal muscle
synergy especially during multi-jointed tasks; therefore, it is unknown 1) if more complex multi-
jointed reach movements are susceptible to StartReact, and 2) if StartReact multi-jointed
movements will be enhanced in the same way as single-jointed movements in iwS. In addition,
previous studies showed that individuals with severe stroke, especially those with higher
spasticity, experienced higher abnormal flexor muscle activation during StartReact trials.
However, there is no study evaluating the impact of this elevated abnormal flexor activity on
movement, muscle activation and muscle synergy alterations during voluntary-initiated
movements after exposure to StartReact.

This dissertation evaluates StartReact and the voluntary trials before and after exposure
to StartReact during a point-to-point multi-jointed reach task to three different targets covering a
large workspace. The results show that multi-jointed reach tasks are susceptible to StartReact in
iwS and the distance, muscle and movement onset speed, and muscle activations percentages
and amplitude increase during StartReact trials. In addition, the distance, accuracy, muscle and
movement onsets speeds, and muscle synergy similarity indices to the norm synergies increase
during the voluntary-initiated trials after exposure to StartReact. Overall, this dissertation shows

that exposure to StartReact did not impair voluntary-initiated movement and muscle synergy, but



even improved them. Therefore, this study suggests that StartReact is safe for more

investigations in training studies and therapy.
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CHAPTER 1

1 INTRODUCTION
1.1 Background and Significance

1.1.1 Stroke and Rehabilitation

In the U.S., stroke is the leading cause of long-term
disability according to recent data [1]. One person every 40
seconds will suffer a stroke in the U.S. and it costs around $34
billion/year (including medical care, therapy, and missed days of

work) [1]. Up to 80% of individuals with Stroke (iwS) have a loss

of hand/arm control [2], making completion of daily activities not

Figure 1. Upper extremity impairment in iwS

possible. Many iwS are prescribed rehabilitation after stroke, but
even after therapy 65% of patients cannot use their impaired hand for their daily activities and ~63.5% of
them never achieve more than a 90/226 Fugl-Meyer score. [3]-[6]. Most notably, individuals with severe
impairment, who usually need the most rehabilitation, are not able to participate in the best therapeutic
options. A recent review of clinical trials shows the most effective rehabilitation technique currently
available is Constraint Induced Movement Therapy (CIMT) [7] (Figure 1). To be eligible for CIMT requires
at least 10° wrist extension, 10° thumb abduction and 10° finger extension [8]. Therefore, individuals with
severe impairment are not able to participate in our best therapies due to lower ranges of motion.
Therefore, they use their impaired arm less, which means less muscle activation in that arm. The less
muscle activation in the impaired arm leads to more spasticity [9] and therefore, eventually, the more
spasticity leads to even lower ranges of motion. This vicious cycle makes quality of life decrease for these
individuals with severe stroke and gives them no hope for improvement. The goal of this dissertation is to
explore a new potential therapy to help these individuals. StartReact is a new potential therapeutic
solution that is targeted at individuals with severe and moderate stroke.
1.1.2 StartReact

StartReact (SR) has recently been posed as a potential rehabilitation tool because of the way it

influences movement in iwS. More than a simple reflex, SR movements maintain the spatial and temporal
1



features of planned movements [10]-[14] (Figure 2). SR is the fast, involuntarily release of a voluntarily

planned movement via the classic startle reflex, which is triggered by the presentation of a loud and

Startling Acoustic Stimulus (SAS) [13], [14]. To achieve SR, subjects must be fully prepared to move prior

to being exposed to an SAS. The most accurate way to evaluate the presence of SR is by monitoring the

Sternocleidomastoid (SCM) muscles at the left and right sides of the neck. The presence of SR is

confirmed by a fast (less than 120 ms latency) right or left SCM muscle activation (SCM+) during a

planned movement [14]-[16] (Figure 3).
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(bottom left) performing wrist flexion task. The left part shows the same movement but with faster initiation. The right figure
shows group mean of muscle activations. The SR muscle activations are faster but has the same patterns of muscle activations

as voluntary movement [14].



The startle reflex (Figure 3.C) is the body’s
response to some sudden and high intensity stimulus.
Contrary to SR (Figure 3.B), there is no movement
preparation during classic startle. Therefore, the
reaction usually is observed as flexing the arms,
blinking, jumping or no visible reaction in different
people. Same as SR, the early SCM activation is
present during the classic startle and it is implying that
engaged in the same pathway as startle reflex
circuitry. However, there is argument about the
mechanism and pathway of SR in the literature.

There is some evidence that SR is mediated
lower parts of the brain (i.e. reticular formation) [12],
[16]-[18]. SR movement and muscle activity onsets
between ~30 to ~130ms faster than the voluntary
SAS-elicited) onsets depending on the task [12], [14],
[20] (Figure 2). These studies suggested that, SR is
fast to be mediated by the corticospinal tract and the
reason behind this faster onset is the involuntary
release of the subcortically stored planned movement

reticulospinal tract by SAS. Alternatively, some studies

SR uses the same neural pathway as voluntary-initiated
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during voluntary movement (top).
There is a fast (<120 ms) EMG through
activation in SCM muscle during SR
(middle) and classic startle (bottom) argue that

trials. [14]

movements. They relate the faster reaction times to higher level of preparation during SAS trials. This

theory was rejected with the studies that showed the SCM+ (SAS trials resulting to SR) trials have faster

reaction time than SCM- trials (SAS trials with no SCM activity before 120ms, therefore no SR) while

using the same loud sound [20], [21] and having the same preparedness [21]. However, the strongest



evidence in favor of the subcortical storage theory is the presence of SR in individuals with cortical
damage. SR resulted in no differences in onset time of wrist flexion and ankle dorsiflexion tasks between
individuals with pure hereditary spastic paraplegia (HSP with intact reticulospinal tracts) and control
group, while the HSP group voluntary initiated movements were significantly slower than the control
group. Presence of SR in these individuals implies the role of the reticulospinal tract in releasing a
subcortically planned movement [22], [23]. In addition, individuals with different levels of stroke [17], [24],
[25], and Parkinson [26], [27] showed the same faster SR movement initiation and intact SR.
1.1.3 SRin Stroke

In iwS, SR has been shown to elicit faster muscle activity and faster movement reaction in lower
limbs during a balance test [24], and faster muscle activity onsets with more appropriate muscle activation
in upper extremity movements [17], [25], [28]—-[30]. Specifically, when elbow flexion movements of iwS are
elicited via SR, the onset latency and agonist/antagonist timing of iwS are not statistically different from
unimpaired subjects of the same age [17]. This result was replicated by an independent group [30], who
additionally demonstrated that SR could be evoked using electrical stimulation in iwS. In addition to
temporal characteristics, SR increased the amplitude of muscle activity, which is most striking in
individuals with more severe impairment [25], [28]. Similar results (decreased onset latency and increased
muscle activity) are seen during SR in hand extension/flexion tasks post-stroke, which indicates that SR
can influence movement across the entire limb post-stroke [29].
1.1.4  Abnormal Flexion Activity

The abnormal flexor activity is a concerning element when using SR in iwS. IwS usually suffer
from abnormal flexor activity, especially in individuals with more impairment. This abnormal activity (e.g.
early flexion during an extension task) usually appears in elbow, wrist, and finger flexors to cause loss of
independent joint control in individuals with chronic stroke [31]. It is important to mention that the
abnormal flexor activity is different from spasticity. Individuals with damage to brain might experience
spasticity and their spasticity would provoke tightened and shortened flexor muscles and hyperexcitable
stretch reflexes [32]. The abnormal flexor activity in the elbow contributes to the impaired reaching

movement in individuals with stroke [33] more than flexor spasticity. This abnormal flexor activity is likely

4



a result of increased reliance on the reticulospinal tract (which is the same pathway suggested for SR
movements) in iwS [31], [34], [35]. Therefore, the abnormal flexor activity makes use of SR in iwS
complicated and the capacity of SR to alter muscle activation and abnormal flexor activities has led to
some arguments against the use of SR as a therapeutic intervention for iwS. Thus, three critical gaps in

our knowledge need to be addressed before a clinical trial is appropriate.

1.2  Objectives and Hypothesis

SR has to be tested to make sure it is safe and has some improvement effects in iwS’s
movement and muscle activities, before performing long and numerous sessions of SR training studies
on iwS population. The objective of this dissertation is evaluating SR as a therapy tool by addressing the
following gaps in the literature:
1.21 Gapl

SR'’s capacity to change muscle activity during multi-jointed and more functionally relevant
reaching movement has only been cursorily studied to date. Most previous upper extremity SR studies
have evaluated single joint movement or movements restricted to 1 dimension [36], [37], [46], [38]-[45]
including the previous studies on iwS [17], [24], [28]. In unimpaired individuals, SR readily evokes multi-
jointed reaching movements [20], [47] and combined tasks such as simultaneous pinch and elbow flexion
[48] in an unrestricted workspace. However, iwS have task-inappropriate muscle activity patterns and
spasticity, which casts doubt on whether SR would be accessible during unrestricted point-to-point
reaching movements post-stroke, and would generate quantitative changes that improve point-to-point
reaching performance in this population. Therefore, our first objective (Aim 1) is to evaluate the
impact of SR during unrestricted, two-dimensional point-to-point reaching tasks in individuals
with a wide range of impairment. In chapter 2, the SR movements are compared to voluntary
movements during reaching to three targets covering a large workspace in horizontal 2D surface. We will
assess these movements in individuals with mild, moderate and severe stroke and their unimpaired arms.
We hypothesize that (H1): SR would be present in iwS and lead to improvement in muscle activation and

movement in individuals with severe/moderate impairment. SR would decrease reaction times, increase

5



muscle activation and EMG amplitude in all iwS, and it would produce larger reaching distances in
individuals with severe/moderate impairment.
1.22 Gap?2

Single-jointed or one-dimensional movements are enhanced (faster onsets and larger EMG
amplitude) during SR trials in iwS [17], [24], [28], but no one has evaluated the impact of SR on the
voluntary-initiated activities after exposure to SR. We cannot be certain if SR is a practical therapeutic
tool, unless training with SR can result in enhancement in voluntary-initiated movement (occurring without
a startle or SAS), SR cannot be a practical therapeutic tool. In chapter 3, we investigate the first and last
10 voluntary-initiated (non-SAS) movements to each target for individuals with severe and moderate
stroke to monitor the amount of alteration of movements and EMG activations. Our second objective
(Aim 2) is to evaluate the impact of exposure to SR on the voluntary execution of point-to-point
reaching task performed in Aim 1. Therefore, in chapter 3, we will measure and compare the
parameters mentioned in Aim 1 over the voluntary-initiated trials. We hypothesize that (H2): a single
session of SR reaching will enhance the range of motion and the accuracy of voluntary movement. We
predict that exposure to SR would increase the movement distance and displacement and decrease the
movement final error in individuals with severe/moderate stroke. We also predict that the EMG onset will
decrease and EMG amplitude will increase following an SR session.
1.23 Gap3

While SR appears to enhance movement in iwS, it is also interrupted by functionally inappropriate
flexor activity disrupting movement to the intended target [18], [28], [49]. This inappropriate flexor activity
is more pronounced in individuals with severe impairment and has been shown to be the largest in
individuals with high spasticity [18]. The abnormal flexor activity during SR has been suggested to be the
result of an unsuppressed classic startle response [28], [50]. Therefore, there is a concern about the
impact of the abnormal flexor activities on aggravating the voluntary-initiated movement strategies in iwS.
Muscle Synergy Analysis (MSA) is a deeper analysis than behavioral and clinical assessments for
assessing the movement strategy changes in iwS. No study has evaluated the voluntary-initiated muscle

synergies after exposing the iwS to SR. Our objective (Aim 3) is to evaluate the muscle synergy of

6



voluntary-initiated movements during the SR session for iwS with different level of impairments to
investigate the impact of the abnormal flexor activity on voluntary-initiated trials. In chapter 4, we
use the voluntary trials mentioned in chapter 3 from all the subjects. In addition, we collected the same
data from an unimpaired age-match group using the exact same experiment mentioned in chapter 2 to
use as control data. We hypothesize that (H3): the muscle synergies of the moderate and severe groups
are different from the mild and control groups before exposure to SR; however, these muscle synergies
get more similar to the control group after exposure to SR. It means that we expect the number of muscle
synergies in individuals with severe and moderate stroke will increase during the session to reach the
same number as individuals with mild stroke and unimpaired control group. We also hypothesize that
there are abnormalities in the muscle synergies of individuals with moderate and severe impairment at
the beginning of session. It means that the muscle synergy similarity indices to norm synergy for severe
and moderate groups are lower than the rest of the groups at the beginning. However, we expect these
abnormalities in moderate and severe individuals disappear after exposure to SR, i.e. their similarity

indices will increase after exposure to SR.

1.24 Aims

To summarize, there are three gaps in our knowledge about SR: first, if SR will be effective in
multi-joint movement; second, if SR leads to functional voluntary movement improvements and third if the
abnormal flexor activities seen in previous studies impact the muscle synergies. We define the following
aims in this dissertation to fill these gaps:

Aim 1: Investigating the capacity of SR to enhance multi-jointed point-to-point reaching post
stroke.

Aim 2: Establish the extent to which SR enhances the voluntarily-initiated movement.

Aim 3: Investigating the capacity of SR exposure to alter quantitative muscle synergies of

voluntarily-initiated movements in iwS.



CHAPTER 2

2 INVESTIGATING THE CAPACITY OF StartReact TO ENHANCE MULTI-JOINT POINT-TO-POINT

REACHING POST STROKE.

The results of this chapter have been published under doi: 10.1007/s00221-020-05797-9. [25]

2.1 Abstract

Objective: StartReact elicits faster, larger, and more appropriate muscle activation in individuals
with stroke but has been only cursorily studied to date during multi-jointed reaching. Our objective was to
evaluate StartReact on unrestricted, two-dimensional point-to-point reaching tasks post-stroke.

Method: Data from 20 individuals with stroke was collected during point-to-point reaching.
Voluntary and StartReact trials were compared among individuals with mild and severe/moderate stroke,
and their unimpaired arm.

Results: An increase in muscle activation percentage, larger muscle activity amplitude and faster
muscle activity onset were observed during StartReact trials. Despite changes in muscle activity, metrics
of movement (distance, final error, linear deviation) were not different between StartReact and Voluntary
trials except in severe/moderate stroke who had larger reaching distances during StartReact.

Conclusion: While StartReact impacted many metrics of muscle activity, the most profound effect
was on muscle activation percentage increasing 34% compared to Voluntary which allowed
severe/moderate subjects to increase reaching distance. The increase in distance did not translate to
decrease in final error suggesting that the additional movement was not always directed towards the
appropriate target.

Significance: These results indicate that StartReact has the capacity to activate paralyzed muscle
in severe/moderate patients, but future studies are needed to explore the possible use of StartReact in

the rehabilitation.



2.2 Introduction

The capacity of a startling stimulus to elicit voluntarily planned movements, a phenomenon
referred to as StartReact (SR), has been investigated extensively for the past 20 years [14]. SR has been
used as a tool to evaluate the underlying mechanisms of neurological diseases and injuries including
stroke [17], [18], [24], [29], [30], [51], spinal cord injury [51], [52], Parkinson’s [26], [27], corticospinal
degeneration [23] and hereditary spastic paraplegia [22]. SR has been shown to elicit faster, larger, and
more appropriate muscle activation in individuals who have had a stroke [17], [24], [28]-[30]. Specifically,
when elbow flexion movements are elicited via SR, the onset latency and agonist/antagonist timing of iwS
are not statistically different from unimpaired subjects of the same age [17]. This result was replicated by
an independent group [30] who additionally demonstrated that SR could be evoked using electrical
stimulation in individuals with stroke (iwS). In addition to temporal characteristics, SR increased the
amplitude of muscle activity, which is most striking in individuals with more severe impairment [28].
Similar results (decreased onset latency and increased muscle activity) are seen during SR in hand
extension/flexion tasks post-stroke indicating that SR can influence movement across the entire limb
post-stroke [29].

The capacity of SR to alter muscle activation has led some to argue for the use of SR as a
therapeutic intervention for iwS but SR’s capacity to change muscle activity during multi-joint, more
functionally relevant reaching movement has only been cursorily studied to date. Most previous SR work
has evaluated single joint movement or movements restricted to 1 dimension [36], [37], [46], [38]—[45]
including the previous work in iwS [17], [28]. In unimpaired individuals, SR readily evokes multi-jointed
reaching movements [20], [47] and combined tasks such as simultaneous pinch and elbow flexion [48] in
an unrestricted workspace. However, iwS have abnormal muscle activity patterns and spasticity, which
casts doubt on if SR would be accessible during unrestricted reaching movements post-stroke and more
relevantly generate quantitative changes that improve reaching performance in this population. Moreover,
SR extension movements are interrupted by functionally inappropriate flexor activity disrupting movement
to the intended target [18], [28], [49]. This inappropriate flexor activity is more pronounced in individuals

with severe impairment and has been shown to be largest in individuals with high spasticity. These



abnormalities draw into question if SR would be effective, or even advisable, in individuals with

severe/moderate stroke.

Therefore, the objective of this study is to evaluate the impact of SR during unrestricted, two-

dimensional point-to-point reaching tasks in individuals with a wide range of impairment — particularly

severe and moderate stroke. We hypothesized that (H1) SR would decrease reaction times, increase

muscle activation and muscle amplitude in all iwS, and produce larger reaching distances in individuals

with severe/moderate stroke.

2.3 Methods

2.3.1 Subjects

Twenty individuals (age = 19 to 85 years) with chronic severe-to-mild stroke (UEFM = 8-66/66)

and no-to-severe spasticity (Modified Ashworth = 0-4/4) participated in this study (Table

1). Inclusion/exclusion criteria were: no injury to arm/shoulder in past 6 months, at least 6 months post-

stroke, no hearing loss/sensitivity, no dizzy or fainting spells, no seizure or heart attacks, measurable

impairment in the upper extremity, and could not be pregnant. This study was approved by Arizona State

University’s Institutional Review Board STUDY00002440. Subjects were informed of all potential risks

prior to participation in the study and verbal/written consent was obtained.

Table 1. Summary of included subjects' characteristics

Number Sex Age Duration  Paretic UEFM Modified Ashworth Score
(years) from am Score  Shoulder  Shoulder  Elbow Elbow

onset of extension flexion
stroke flexion extension
(years)

1 M 31 0.9 R 65 0 0 0 0

2 M 77 3.7 R 25 0 0 3 3

3 M 59 5.3 L 41 0 1 0 1+

4 M 36 10.4 *R>L 31 0 0 3 2

5 F 66 4.7 R 66 0 0 0 0

6 M 61 1.7 L 55 1 1 1+ 0

7 F 61 1.6 L 64 0 0 0 0

8 M 47 15 L 61 0 0 0 0
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9 F 39 3.7 R 19 3 3 3 3
10 M 51 11 L 24 0 1 3 3
11 M 28 0.5 R 35 0 0 2 2
12 M 52 11.7 L>R 58 0 0 0 2
13 M 71 12.4 L 8 1 1 3 4
14 F 65 17.4 R 65 0 0 0 0
15 F 49 1.2 L 11 1 0 2 2
16 F 65 7.8 L 11 0 1 1+ 0
17 F 19 0.8 L>R 14 0 0 0 1
18 M 70 2.5 L 64 0 0 0 0
19 F 33 13.5 R 11 1 1 1 1
20 M 68 3.3 R 53 0 0 0 0

*R > L means both arms are impaired, but the right arm is more impaired, therefore, the UEFM and MA Scores are measured for
the right arm.

2.3.2  Protocol

Subjects were asked to sit comfortably in the experimental chair. Ag/Cl surface electrodes [MVAP
Medical Supplies, Newbury Park, CA] were used to record activity from the brachioradialis (BR), biceps
(BIC), triceps lateral head (TRI), pectoralis (PEC), anterior deltoid (AD), and posterior deltoid (PD)
muscles. Electrodes were also placed on the left (LSCM) and right (RSCM) sternocleidomastoid muscles
to monitor startle activity [53]. EMG signals were amplified by the Bortec AMT-8 system [Bortec
Biomedical, Calgary, Alberta, Canada]. This system had a bandwidth of 10-1000Hz, an input impedance
of 10GQ, and a common mode rejection ratio of 115 dB at 60Hz. Electromyography (EMG) data were
recorded at gain of 1500 and frequency of 3000Hz by a 32-channel, 16-bit data acquisition system [NI
USB-6363, National Instrumentation, Austin, TX].

For this study, the InMotion2 Interactive Therapy System (Interactive Motion Technologies, Inc,
Watertown, MA 02472 USA) was used to record time and position data for the reaching tasks performed
by the subject at a sampling frequency of 1000 Hz. The InMotion2 system is a commercial version of the
MIT-Manus and is designed for use in a clinical environment [54]. The arm rested on a custom-made arm

support attached to the robot arm. Both the impaired and unimpaired arms were evaluated for all
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subjects. Three subjects had a stroke in both arms. For these individuals, the most impaired arm was
tested, and the least impaired arm was not included in analysis.

Subjects were instructed to perform reaching movements to three targets starting from an initial
arm position of shoulder abduction at 70°, shoulder flexion at 40° and elbow angle at 90° (all £5° to
subjects comfort). A monitor in front of the subjects depicted location of the home and target positions as
well as the location of their hand. The position of home circle was fixed. The distance between home and

target circles was proportional to the subjects’ arm lengths. This distance was calculated using the

sin(70%)xlength of upper arm+length of forearm

formula R = . (Figure 4).
g2
. derr
‘\ dmax
R tg3
tg1

home

Figure 4. Target positions. The locations of target and home circles for the right arm are presented. The left arm targets were
the mirror image of these targets. R was the distance between the home circle and the target circles (black line). The gray line is
the movement trajectory from the start point to the end point. dmax is the maximum distance between the movement
trajectory and the axis connecting the home to the target. derr is the distance between the target and the end point. tg: target.

Subjects were instructed to move following two soft (80 dB) auditory sounds. Subjects were told
to plan to move after the first sound (GET READY) and reach as fast as possible after hearing the second
sound (GO). GO cue was delivered between 2-3 seconds after the GET READY cue to prevent
anticipation. The cursor disappeared right after they left the home circle and reappeared after 1 second.
Subjects practiced reaching to each target 15 times before data collection. The cursor did not disappear
during the practice time. There were two additional trial types: Classic startle and SAS trials. During these
trials the GET READY cue (classic startle) or the GO cue (SAS) was replaced with a startling acoustic

sound of 115dB, generated by Siren Speaker TS-333S, 12V DC/1000mA/122dB with 0.01s duration time
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and 0.002s rise time. SCM activity was monitored to determine the presence of SR. Activity prior to
120ms (SCM+) was defined as SR and was included in further analysis.

Subjects performed nine blocks of arm reaches. Each block consisted of 15 reaches to a single
target. The order of each block was randomly assigned. Each block contained two different trial types: 1)
Voluntary (VOL): In 66.7% of trials GO and GET READY were at 80 dB; and 2) SAS trials: In 33.4% of
trials GO was at 115dB. Additionally, the first block of each target contained a classic startle trial (a total
of 3 for each arm) where the GET READY was 115dB. Modified Ashworth Scales and Upper Extremity

Fugl-Meyer assessments (UEFM) were collected at the end of the experiment.

2.3.3 Data Analysis

EMG data were rectified and smoothed in MATLAB (R2017b) using a 10-point moving average.
We calculated the following outcome measures: EMG onset, movement onset, movement distance,
deviation from linearity, final error, mean muscle activity amplitude, and percentage of muscle activation.
EMG onset was first detected using a custom MATLAB script that detected EMG activity greater than the
background activity plus 3 standard deviations. Background was calculated using 500 ms prior to the GO
cue. Visual inspection and corrections were conducted by an experimenter blinded to trial type.
Movement onset was defined as the time when the subject left the 1 cm HOME circle. Movement distance
was the distance travelled from the movement onset until the velocity of movement was found to be less

than 0.0001 m/s (final position). We normalized the movement distance to R (Figure 4). Deviation from

dmax

linearity was defined using the following formula -

[55]-[57]. Final error was the distance between the

final position and the center of the intended TARGET. Mean muscle activity amplitude was calculated as
the mean EMG activity over the first 70 ms proceeding the onset of muscle activity. EMG amplitude was
normalized to the percent of maximum voluntary muscle activity collected during the experiment. The
percentage of muscle activation for each muscle was calculated as the number of trials where an EMG
onset could be identified divided by the total number of trials and multiplied by 100. Finally, we defined
SCM+% as the number of SAS trials with SCM activity prior to 120ms divided by the total number of SAS

trials for each subject.
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Trials in which the subject failed to move or was distracted (e.g. coughed, yawned) were
eliminated from analysis (4.8 % of trials). Additionally, 3 subjects were eliminated because we were not
able to achieve at least 3 SR trials. Two subjects were withdrawn because they were uncomfortable with
the experimental paradigm (fear of loud sound and chair was uncomfortable). The final subject was not
able to perform the task i.e. did not plan movement for VOL or SR trials.

2.3.4  Statistical Analysis

Individuals with stroke were separated into two groups: 11 severe/moderate (UEFM < 45/66) and
9 mild (UEFM > 45/66). The unimpaired arm (of 17 subjects; 3 subjects had bilateral stroke) was
evaluated for comparison. We used a Generalized Linear Mixed Model (GLMM) [58] in R 2017 version
3.4.2 [59] which assumes Gaussian (normal) distribution for all the comparisons. Dependent variables
included all calculated metrics listed above (e.g. onset latency, movement onset, etc.). The fixed effects
were condition (VOL, SR), population (unimpaired, mild, severe/moderate) and muscle (BR, BIC, TRI,
PEC, AD, PD). Subject was treated as a random factor and 95% confidence was used to define statistical
significance. Furthermore, we used a one-way analysis of variance (ANOVA) to examine the effect of

population on SCM+%.

2.4 Results

The SCM activity prior to 120ms (SR trials) was observed in all the subjects in Table 1. 60.31 +
6.60 %, 50.02 + 69.64 % and 41.56 + 5.52 % of the SAS trials in severe/moderate, mild and unimpaired
arm groups were SR trials. The SCM+ percentages were not statistically different (P > 0.36) among the
groups.

SR and VOL movements appeared mostly unaffected in unimpaired and mild, but in severe
subjects SR movements were larger and recruited more muscles (Figure 5). Similar to results of younger
adults [20], SR and VOL movement trajectories were not different (except onset latency) in the
unimpaired and mild stroke groups (Figure 5a and 5b). Typical of SR, muscle activity was faster with
similar activation patterns for both unimpaired and mild. Further, the SR amplitude of muscle activity was

larger in unimpaired and mild stroke.
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In severe stroke, SR had a larger impact on movement trajectory compared to mild and
unimpaired groups (Figure 5c). During VOL, the representative severe subject #18 was unable to leave
the HOME target and muscle activity was absent or significantly delayed. Conversely, SR movements left
the HOME target and traveled away from the body at some point. Similarly, muscle activity, absent during
VOL, was present in all muscles at a fast latency during SR. It is important to note that traces seen in
figure 5¢ represent SR movement trajectories to all three targets. Thus, while SR movements were larger
and directed away from the body, subjects often did not achieve the target, which matches the results
from final error and deviation from linearity. (i.e. not different final error and larger deviation from linearity

(Figure 7c and 7d).
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Figure 5. Representative movement trajectory and EMG data. VOL (gray) and SR (black) movement trajectories and EMG are
depicted for individuals with unimpaired arm (a), mild (b) and severe (c) stroke.

Group results showed that SR trials had an increase in percentage of muscle activation
(severe/moderate & mild), larger muscle activity amplitude (all groups) and faster muscle activity onset
(all groups) (Figure 6). The percentage of muscle activation in all muscles (BR, BIC, TRI, PEC, AD, PD) in
severe/moderate group was increased in SR trials (avg A= 0.34 £+ 0.057, all: P < 0.0001). Percentage of

muscle activation was also increased for some muscles in mild group during SR trials
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(avg A for BR,BIC and PEC = 0.12 + 0.06, all: P < 0.05) but not for TRI, AD and PD (all: P > 0.057). As
expected, the percentage of activation during SR trials was not different from VOL in the unimpaired arm
(all: P > 0.059), as indicated by the 96.83% average activation rate across all during the VOL condition.
SR EMG amplitudes were larger for all populations (severe/moderate: avg A= 1.26 + 0.34 mV /mV, mild:
avg A= 0.21 £+ 0.038 mV /mV, unimpaired: avg A= 0.22 + 0.029 mV /mV, all: P ~ 0). It is of note that
during SR EMG amplitudes were greater than the maximum voluntary EMG activity in four muscles (BR,
BIC, PEC, and AD) in the severe/moderate group. Typical of SR, SR EMG onset latencies were also
faster than VOL for all populations (severe/moderate: avg A= 324.74 + 13.33 ms, mild: avg A= 128.45 +

11.21 ms, unimpaired: avg A= 99.55 + 6.20 ms, all: P ~ 0).
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Figure 6. Group results of muscle activity metrics. The percentage of muscle activation (a), EMG amplitude (b), and EMG onset
(c) are compared across populations: unimpaired, mild, severe/moderate.

Despite changes in muscle activity, metrics of movement (distance, final error, linear deviation)
were largely not different between SR and VOL trials, (Figure 7) except in severe/moderate stroke who
had larger reaching distances (A = 0.074 + 0.0023 mm/mm, P = 0.001) and more deviation from linearity
(A=0.035 + 0.019 ms, P = 0.048). Final error was not different between SR and VOL trials across all
populations (all: P > 0.15) and deviation from linearity was not different in unimpaired and mild groups (all:

P >0.10). Movement distance was also not different for unimpaired (P = 0.11) and mild (P = 0.13).
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Consistent with SR, movement reaction time was faster for all populations (severe/moderate: A =

190.17 +9.34 ms, mild: A= 111.25 + 6.33 ms and unimpaired: A = 78.23 + 8.63 ms, all: P ~ 0).
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Figure 7. Group results of movement metrics. Movement onset (a), normalized distance traveled (b), final position error (c), and
deviation from linearity (d) during VOL and SR are compared within each population: unimpaired, mild, and severe/moderate.

While VOL trials were different across the populations in terms of percentage of muscle activation
and onset latency, these metrics were not different across populations during SR trials. During VOL, the
percentage of muscle activation was smaller in the severe/moderate group compared to both mild
(avg A= 0.20 £+ 0.09,all P < 0.03 , except for BIC P = 0.072) and unimpaired (avg A= 0.31 + 0.09, P <
0.0001) but during SR trials, the percentage of muscle activation was not different across all of the groups
(all: P > 0.2). Similarly, VOL EMG onset in the unimpaired group was faster than mild (avg A = 42.03 +
6.37ms, P <0.041) and faster than severe/moderate (avg A = 245.29 + 10.19 ms, P < 0.025) but during
SR trials there was no difference in EMG onset across all the groups (all: P > 0.11) except for AD which
had a faster onset in the severe/moderate group (A = 38.02 + 11.41 ms , P < 0.01). Finally, unlike the
previous metrics, SR EMG amplitudes were larger in severe/moderate compared to mild (avg A = 1.00 +
0.17,all: P < 0.001) and unimpaired (avg A= 1.03 + 0.18, all: P < 0.001).

In the severe/moderate group, flexor onset latencies were faster than extensors onset during SR.
Specifically, flexor (BIC, PEC,AD) onset latencies were faster than the extensor TRI (avg A = 24.60 +
10.52 ms , all: P < 0.045). Further, flexor (BIC, PEC) onset latencies were also faster than the extensor
PD (avg A= 30.77 + 10.56 ms , all: P <0.020). Moreover, EMG amplitude of BIC is ~3 times and EMG
amplitude of BR and PEC are ~2 times of maximum voluntary EMG amplitude.
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Finally, classic startle resulted in no movement or muscle activity in the mild and unimpaired but
45% of the severe/moderate group showed movement — always directed towards the body. No movement
or muscle activity was reported for classic startle in unimpaired arms or mild impaired arms (all traces
from all subjects depicted, Figure 8a and 8b); however, 5 out of 11 severe/moderate subjects moved out
of the HOME circle during classic startle and generated muscle activity during 93% of trials. All classic

startle movements were directed towards the body (Figure 8c).
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Figure 8. Classic startle data. All movement trajectories recorded during classic startle trials are depicted for unimpaired (a),
mild (b), and severe/moderate (c) groups. In contrast, representative EMG from a single classic startle trials for each population
is presented.
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2.5 Discussion

251 Summary

The objective of this study was to evaluate the impact of SR on unrestricted, two-dimensional
reaching tasks in individuals with a wide range of impairment — in particular severe and moderate stroke.
SR was robustly present in subjects across all impairment levels. Similar to prior reports in unimpaired
adults [20] VOL and SR trials were nearly not different in terms of percentage of muscle activation and
movement metrics in the mild and unimpaired groups; however SR had a significant effect on muscle
activity in the severe/moderate group. All EMG metrics enhanced such as larger muscle activity and
decreased muscle latency, but SR had the most profound effect on the percentage of muscle activity.
During VOL, the severe/moderate group activated their muscles during only 62.44% of trials compared to
97.85% during SR trials. This additional muscle activity allowed severe/moderate subjects to increase
reaching distance but did not translate to a decrease in final error suggesting that the additional
movement was not always directed towards the appropriate target. In conclusion, these results indicate
that SR allowed the activation of paralyzed muscle in severe/moderate patients allowing further reaching
but has little impact on mild patients during point-to-point reaching.
2.5.2 SR and Rehabilitation

To our knowledge, SR in the upper extremity has only been evaluated in 28 iwS total. This study
nearly doubles the number of subjects evaluated to date to 51 and is the first SR study to include
individuals with bilateral stroke. SR was robustly present in most (87%) of the iwS in this study (Upper
Extremity Fugl-Meyer’s ranging 8 - 66 and Modified Ashworth scores ranging: O - 4) and was well
tolerated i.e. no adverse reactions or negative feedback were reported. It is of note that SR is also
occasionally absent in young, neurological intact individuals [20], [60]; thus it is uncertain if the absence of
SR is related to the stroke or just a naturally occurring phenomenon.

The most profound impact of SR was the increase in percentage of muscle activation, and the
amplitude of that activation, in the severe/moderate stroke group. SR increased the percentage of muscle
activation 34% and increased activation amplitude to nearly two times the maximum voluntary capacity of
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the individual in 66% of muscles, suggesting SR is a profound way to activate paralyzed muscle. This
impact was immediate — occurring in a single session and required no training. Furthermore, the
increased muscle activity allowed severe/moderate individuals to generate larger reaching movements.
There are several studies showing that SR can often increase EMG amplitude [48], [53], [61] and
provocatively allow participants to generate forces larger than maximum voluntary contractions [62] in
individuals without stroke. This study indicates that this phenomenon is present in individuals with stroke
which may facilitate training, in particular for individuals with severe stroke.

Still it is important to note that the final error was not altered suggesting reaching movements
were not necessarily functional. The lack of improvement in final error may result from a shift from
reflexive to voluntary control during the time course of the SR response. It has been demonstrated that
when SR is applied to tasks requiring high endpoint accuracy, SR movements are initiated quickly but to
accommodate the increased constraints, subjects slow down to achieve higher accuracy [39]. This
indicates a likely change in neural mechanisms governing the response which may limit the capacity of
SR to be a rehabilitation tool during tasks of increased precision. Still, this study evaluated a single SR
session (~1 hour) with only 45 SR trials per arm. A larger dose of SR over the course of several days may
be required to see significant changes to target acquisition. In individuals with mild stroke, SR increased
the amplitude of muscle activity, but no other metrics of movement were altered. This indicates that either
SR was not an appropriate target for individuals with mild stroke or that SR did not generate quantitative
improvements in tasks that were already readily performed by the subject. Before exploring SR as a
therapeutic target, it is important to assess the potential risk to severe patients. It has been noted in
different studies that SR generates abnormal and inappropriate flexor activity that disrupts movement
[18], [28], [49]. Further, this activity increases with impairment. This raises concerns that more extended
sessions of SR stimulation might induce neuroplastic changes that could further excite flexor synergies or
spasticity. An alternative hypothesis is that SR might allow release spasticity through endogenous
stimulation of paralyzed muscle. One of our most effective therapies to release spasticity is functional
electrical stimulation (FES) of spastic muscle [63]. This works by releasing microfilament bridges and

allowing the influx of ions to the muscle. SR might allow an endogenous stimulation of muscle which
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could potentially release muscle activity. Still, neither of these hypotheses has been explored and further
evaluation is needed to determine whether SR is a safe and effective method to treat neurological

impairment and spasticity following stroke.

2.5.3 Abnormal Flexor Activity

This work adds to the growing evidence that SR generates task-inappropriate flexor activation,
particularly in individuals with severe stroke. Previous studies have shown that SR extension movements
are interrupted by abnormal flexor activity that arrives at the beginning of movement. This activity pulls
the subject away from the intended target (Honeycutt and Perreault 2012) and increases with impairment
level (Honeycutt and Perreault 2014). Similarly, the abnormal activity in the flexors is larger in patients
with severe spasticity [18]. In this report, SR EMG amplitude was larger than the maximum voluntary
EMG in flexor (BR, BIC, PEC, and AD) but not extensor (TRI, PD) muscles in the severe/moderate group.
Further in the severe/moderate group but not the mild group, the EMG onset of the flexors (BIC, PEC)
was faster than the extensors (TRI, PD) highlighting the presence of abnormal flexor activity in our
subject population as well. It has been suggested that this early flexor activity is the result of a
hypermetric classic startle response [17], [18], [28]. However, it is important to note that the muscle
activity during SR movements was not entirely the result of the classic startle response. Classic startle
trials never resulted in movement directed towards the target compared to SR trials where extensor
muscle activity was present allowing movement directed toward the targets. Taken together, these results
indicate that SR in severe/moderate subjects was distinct from the classic startle response. Still, task-
inappropriate flexor activity was present, disrupting movements particularly in the severe/moderate

population which raises concerns about the use of this technique in rehabilitation.

254 Conclusion

The objective of this study was to evaluate the impact of SR on unrestricted, two-dimensional
reaching tasks in individuals with a wide range of impairment — in particular, severe and moderate stroke.
SR was robustly present in subjects across all impairment levels, but the most profound impact of SR was
the increase in percentage of muscle activation, and the amplitude of that activation, in the
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severe/moderate stroke group which led to increased reaching distance. This effect was immediate and
required no training. Still enthusiasm is tempered because though SR increased reaching distance and
muscle activity, the final error was not decreased which indicates that reaching movements were not
necessarily functional. Future studies should evaluate the impact of longer-term SR exposure on both
benefits of SR (increased percentage of muscle activity) as well as any potential safety concerns

(increased flexion synergies).
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CHAPTER 3

3  ESTABLISH THE EXTENT TO WHICH STARTREACT ENHANCES THE VOLUNTARILY-

INITIATED MOVEMENT.

3.1 Abstract

Background: When movements of individuals with stroke (iwS) are elicited by startling acoustic
sound, reaching movements are faster, further, and directed away from the body. However, these startle-
evoked movements (StartReact) also elicit task-inappropriate flexor activity, raising concerns that chronic
exposure to StartReact might induce heightened spasticity in the flexors during voluntarily-elicited
movement.

Objective: The objective of this study is to evaluate the impact of StartReact exposure on
voluntary movements during point-to-point reaching in individuals with moderate and severe strokes. We
hypothesize that exposure to StartReact will increase task-inappropriate flexor activity which will
negatively impact voluntarily-initiated reaching movement. Specifically, we expect an increase in task-
inappropriate EMG activity in the flexor muscles (BR, BIC, PEC and AD) which will be associated with
worse voluntarily initiated reaching performance (e.g. decreased distance and displacement and
increased final error).

Methods: Eleven individuals with moderate-to-severe stroke (UEFM = 8—-41/66 and MAS = 0-4/4)
performed a voluntary point-to-point reaching during StartReact exposure.

Results: Conversely to our hypothesis, exposure to StartReact did not increase abnormal flexion
but rather antagonist activity in the elbow flexors and shoulder horizontal adductors decreased,
suggesting that abnormal flexor/extensor co-contraction was reduced. This reduction of flexion led to
increased reaching distance (18.2% farther), movement onset (8.6% faster), and final accuracy (16.1%
more accurate).

Conclusions: This study offers the first evidence that exposure to StartReact in iwS does not
negatively impact voluntary movement; moreover, exposure may improve volitionally-activated reaching
movements by decreasing abnormal flexion activity.
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3.2 Introduction

When paired with a task goal, a loud, startling sound can result in enhanced movement
parameters for individuals with stroke (iwS) [17], [20], [24], [25], [29], [65]. Specifically, previous studies
showed that startle-elicited reaching movements preceded by a Startling Acoustic Stimulus (SAS) [13],
[22], [25], [34], [66]-[69] are significantly faster [22], [25], [28], [69] and further [16], [20], [25], [39]. Startle-
evoked hand extension in iwS also results in faster and larger muscle activity[29]. This phenomena is

known as StartReact (SR) effect.

While provocative, there are several confounding factors that lead to diminished enthusiasm for
this novel implementation. First, SR movements in iwS are interrupted by functionally inappropriate
activation of the flexors during extension that increases with impairment and spasticity levels [17], [25],
[28]. Specifically, when SR is used to initiate movement, heightened coactivation of antagonist flexor
muscles interrupts agonist extensor muscles (e.g. triceps) leading to higher errors during point-to-point
reaching tasks. The high error rate despite larger reaching movement indicates that reaching movements
are not always directed towards the intended target [25], [39]. Some have argued this abnormal coupling
is the result of increased reliance on brainstem structures [31], [35], [70]. If true, long-term exposure to
SR may induce plastic changes that could lead to increased abnormal flexor activity during voluntarily-
initiated movement. IwS are already afflicted with abnormal flexor synergies that significantly degrade
movement [71], [72]. Thus, it is unclear if SR is a viable, or even advisable, rehabilitation tool. Further,
previous work has only evaluated SR movement [13], [17], [20], [60], [70], [73]. No one has evaluated the
impact of SR exposure on voluntarily-elicited movement. Due to safety concerns, before proceeding to a
randomized control trial evaluating training effects, it is prudent to perform a preliminary analysis to
determine if exposure to SR has a maladaptive effect on voluntary movement leading to task-

inappropriate flexor synergies.

The objective of this study is to evaluate the impact of exposure to SR on voluntary movements
(non-startle-evoked) during point-to-point reaching in individuals with moderate and severe stroke.

Specifically, we evaluate voluntary initiated muscle activity, reaching distance, movement displacement,
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movement onset, deviation from linearity, and final accuracy of reaching movements. We hypothesize
that exposure to SR will increase task-inappropriate flexor activity, which will negatively impact voluntarily-
initiated reaching movement. We expect an increase in task-inappropriate EMG activity in the flexor
muscles (BR, BIC, PEC and AD) which will be associated with worse voluntarily initiated reaching

performance (e.g. decreased distance and displacement and increased final error).

3.3 Methods

3.3.1 Subjects

Eleven individuals (age = 48 £ 19 years) with chronic severe to moderate stroke (Upper Extremity
Fugl-Meyer = 8-41/66) and no-to-severe spasticity (Modified Ashworth = 0-4/4) participated in this study
(Table 1). Inclusion/exclusion criteria included no injury to arm/shoulder in the past 6 months, at least 6
months post-stroke, no hearing loss/sensitivity, no dizzy or fainting spells, no seizure or heart attacks,
measurable impairment in the upper extremity, and could not be pregnant. This study was approved by
Arizona State University’s Institutional Review Board STUDY00002440. Subjects were informed of
potential risks prior to participation in the study and verbal/written consent was obtained.

Table 2. Summary of subjects’ characteristics

Number Sex Age Duration Paretic UEFM* Modified Ashworth Score
(years) of stroke arm Score Shoulder Shoulder  Elbow Elbow
(years) flexion extension extension flexion
1 M 77 3.7 R 25 0 0 3 3
2 M 59 5.3 L 41 0 1 0 1+
3 M 36 10.4 R>L** 31 0 0 3 2
4 F 39 3.7 R 19 3 3 3 3
5 M 51 1.1 L 24 0 1 3 3
6 M 28 0.5 R 35 0 0 2 2
7 M 71 12.4 L 8 1 1 3 4
8 F 49 1.2 L 11 1 0 2 2
9 F 65 7.8 L 11 0 1 1+ 0
10 F 19 0.8 L>R 14 0 0 0 1
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11 F 33 135 R 11 1 1 1 1

*UEFM: Upper Extremity Fugl-Meyer, **R > L means both arms are impaired, but the right arm is more impaired, therefore, the
UEFM and Modified Ashworth Scales are measured for the right arm.

3.3.2 Protocol

Ag/Cl surface electrodes [MVAP Medical Supplies, Newbury Park, CA] were used to record
activity from the brachioradialis (BR), biceps (BIC), triceps lateral head (TRI), pectoralis (PEC), anterior
deltoid (AD), and posterior deltoid (PD), left (LSCM) and right (RSCM) sternocleidomastoid muscles.
EMG signals were amplified by the Bortec AMT-8 system [Bortec Biomedical, Calgary, Alberta, Canada].
This system has a bandwidth of 10-1000Hz, an input impedance of 10GQ, and a common mode rejection
ratio of 115 dB at 60Hz. Electromyography (EMG) data were recorded at gain of 1500 and frequency of
3000Hz by a 32-channel, 16-bit data acquisition system [Nl USB-6363, National Instrumentation, Austin,

TX].

For this study, an InMotion2 Interactive Therapy System (Interactive Motion Technologies, Inc,
Watertown, MA 02472 USA) was used to record time and position data for the point-to-point reaching
tasks performed by the subject at a sampling frequency of 1000 Hz. The InMotion2 system is a
commercial version of the MIT-Manus and is designed for use in a clinical environment [54]. Subjects’
arms rested on a custom-made arm support which was attached to the robot arm and had minimum

friction with the table.

Subjects were asked to do a point-to-point reaching task. Subjects sat comfortably in the
experimental chair with an initial arm position of shoulder abduction at 70°, shoulder flexion at 40°, and
elbow angle at 90° (all £5° to subjects comfort). They were instructed to perform point-to-point reaching
movements to three target circles starting from a fixed home position. Targets were designed to cover the
workspace and include mostly shoulder horizontal adduction (Target 1), mostly elbow extension (Target
3), and combination of shoulder and elbow movement (Target 2) (Figure 9). Home and target circles were
displayed on a monitor, with a cursor mapping the online location of their hand as visual feedback. The

distance between home and target circles was proportional to the subjects’ arm lengths. This distance
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sin(70%)xlength of upper arm+length of forearm
p .

was calculated using the following formula for each subject: R =

Reach targets were an average of 11.06 = 0.25cm.

92

tg1

home

Figure 9. Target Positions. The locations of target and home circles for the right arm are presented. The left arm targets were
the mirror image of these targets. R was the distance between the home circle and the target circles (black line). The gray line is
the movement trajectory from the start point to the end point. dmax is the maximum distance between the movement
trajectory and the axis connecting the home to the target. derr is the distance between the target and the end point. tg: target.
Subjects were asked to move following two soft (80 dB) auditory sounds. The instruction was to
plan to move after the first sound (GET READY) and reach as fast and accurately as possible after
hearing the second sound (GO). GO cues were delivered between 2-3 seconds after the GET READY
cues to prevent anticipation. Prior to the main session, subjects practiced reaching from the fixed home

position to the 3 position targets (15 times to each target) with visual feedback to make sure they learned

the instruction. These trials were not included in the analysis.

Following practice, the online visual feedback of the cursor was removed. The cursor disappeared
as soon as subijects left the home circle and reappeared half a second after they stopped in order to give
subjects visual final point accuracy feedback. Subjects performed 135 reaches separated into blocks of
15 reaches to a single target. The order of blocks was randomized. This resulted in 45 reaches to each
target. SAS was randomly applied during 1/3 of trials by replacing the soft GO cue with a startling sound
of 115dB. The SAS was generated by Siren Speaker TS-333S, 12V DC/1000mA/122dB with a duration of
0.01 s and rise time of 0.002s. R/LSCM EMG activity prior to 120ms during SAS trials was defined as

presence of SR [15], [74]. SAS trials were not further evaluated in this study but have been previously
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reported [25]. Modified Ashworth Scales (MAS) and Upper Extremity Fugl-Meyer assessments (UEFM)

were collected at the end of the session.
3.3.3 Data Analysis

The first 10 (beginning) and last 10 (end) voluntary trials to each target (i.e. the beginning and
end of the session) were evaluated. EMG data were rectified and smoothed in MATLAB (R2017b) using
a 10-point moving average. The following outcome measures were calculated: EMG onset, movement
onset, movement distance, movement displacement, deviation from linearity, final error and EMG
amplitude. EMG onset was first detected using a custom MATLAB script that detected EMG activity
greater than the background activity plus 3 standard deviations. Background was calculated using 500ms
prior to the GO cue. Visual inspection and corrections were conducted by an experimenter blinded to trial
type. Movement onset was defined as the time when the subject left the 1cm HOME circle. The final point
was the position that the velocity dropped down to 0.0001 m/s threshold. Movement distance was the
distance traveled from the home position until the final point. The movement displacement is the absolute
value of how far the final point is from the home circle. dmax was the maximum distance between the

movement trajectory and the axis connecting the home to the target (Figure 9). Deviation from linearity
was defined using the following formula d’;l% [74]. Final error was the distance between the final point

and the center of the intended target. EMG amplitude was calculated as the maximum EMG activity over
the first 70ms preceding the onset of muscle activity. Finally, SCM+% was defined as the percentage of

the SAS trials with right or left SCM activity prior to 120ms and calculated using the following formula:

number of SCM+ trials
number of SAS trials

100 x . Trials in which the subject was distracted and moved too late (no movement

before 800ms) were eliminated from analysis (5.2% of trials).

3.3.4  Statistical Analysis

We hypothesized that exposure to SR would increase inappropriate flexor activity (faster and
larger EMG flexor activities) which would negatively impact reaching movement (smaller distance,

displacement and larger final error and slower movement onset). We used a Generalized Linear Mixed
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Effects model in R 2017 version 3.4.2 [59] for all comparisons. Dependent variables included all outcome
variables listed above (e.g. EMG onset, movement distance, etc.). The fixed effects were timepoint
(beginning, end), target (Target 1, Target 2, Target 3), and muscle (BR, BIC, TRI, PEC, AD, PD). Subject

was treated as a random factor and P < 0.05 was considered as statistical significance.

3.4 Results

Voluntary trials showed increased distance and displacement, reduced movement onset, and
decreased final error at the end of the session. Additionally, muscle activity amplitude during voluntary
trials did not change for most of the muscles during the session. SR trials, defined as the presence of
SCM activity prior to 120ms after the GO cue (SCM+%), was present during an average of 60.3 £ 8.8% of

the SAS trials.

At the end of the main session, subjects generated larger reaching movements towards the
appropriate target (Figure 10). Three representative subjects (Figure 10) with varying levels of impairment
and spasticity showed larger reaching distances at the end (black) compared to the beginning (gray) of
the session. On average, at the end of the session, subjects generated voluntary reaches with 16.1%
higher accuracy, 18.2% farther distance, 15.9% larger displacement, and 8.6% faster onset (faster onsets

only present for Targets 1 and 2).

Group results showed that final error was affected by timepoint (F1s40 = 21.25, P < 0.0001) and
target (F2,549 = 19.13, P<0.0001) leading to an average decrease of 0.83 + 0.31cm (Target 1. 0.86 +
0.28cm, P = 0.0019, Target 2: 0.99 £ 0.24cm, P = 0.0017, Target 3: 0.64 + 0.31cm, P =0.013) during
the session (Figure 11.b). Distance was affected by timepoint (F1,540 = 32.20, P < 0.0001) and by target
(Fz2,549 = 47.66, P < 0.0001) leading to an average increase of 1.93 £ 0.63cm (Target 1: 2.38 £ 0.50cm, P
=0.0001, Target 2: 1.24 + 0.53cm, P = 0.019, Target 3: 2.18 + 0.63cm, P = 0.0006) by the end of the
session (Figure 11.c). Displacement was similarly affected by timepoint (F1549 = 41.11, P < 0.0001) and
by target (F25540 = 51.03, P < 0.0001) leading to an average increase of 1.19 + 0.30cm (Target 1: 1.22 +

0.30cm, P =0.0001, Target 2: 1.11 + 0.27cm, P =0.019, Target 3: 1.23 £ 0.28cm, P = 0.0001) by the
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end of the session (Figure 11.d). Movement onset was affected by timepoint (F1s40 = 4.88, P = 0.028) but
not target (Fz,549 = 1.90, P = 0.15) leading to decrease in onset for Target 1 (31 + 15ms, P = 0.014) and
Target 2 (40 £ 21ms, P = 0.039) but not Target 3 (23 + 19ms, P = 0.35) by the end of the session (Figure

11.a).
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Figure 10. Beginning and end of the session reach trajectories for 3 representative. The beginning trials in gray and the end trials
in black are shown to each target for individuals with (a) UEFM = 11, MAS for: elbow flexion = 2, elbow extension = 2, shoulder
flexion = 1, shoulder extension = 0, (b) UEFM = 19, MAS for: elbow flexion = 3, elbow extension = 3, shoulder flexion = 3, shoulder
extension = 3, and (c) UEFM = 31, MAS for: elbow flexion = 2, elbow extension = 3, shoulder flexion = 0, shoulder extension = 0.
MAS: Modified Ashworth Scale, UEFM: Upper Extremity Fugl-Meyer.
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Figure 11. Group results of movement metrics. Movement onset (a), Final error (b), Distance (c), Displacement (d) and deviation
from linearity (e) for the beginning (left) and the end (right) of the session to Target 1 (light gray), Target 2 (dark gray) and Target 3
(black). * P < 0.05, ** P < 0.01, *** P < 0.001 and the error bars are Standard Errors. beg.: 10 voluntary trials at the beginning of the
session, end: 10 voluntary trials at the end of the session

Group results showed that muscle activity onset was affected by timepoint (F1,3573 = 86.88, P <
0.0001), target (F2,3573 = 13.61, P < 0.0001) and muscle (F5,3573 = 5.67, P < 0.0001) (Figure 12).
Muscle onset was faster for all muscles at Target 1 (avg A = 92 + 31ms, all: P < 0.013), none of the
muscles at Target 2 (all: P > 0.09), and all muscles except TRI for Target 3 (avg A =69 + 27ms, all: P <

0.02; TRI: P = 0.27) (Figure 12).
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Figure 12. Group result of muscle activity onset during voluntary trials. EMG onset for the beginning (left) and the end (right) of
the session to Target 1 (light gray), Target 2 (dark gray) and Target 3 (black) for each muscle. BR: brachioradialis, BIC: biceps,
TRI: triceps lateral head, PEC: pectoralis, AD: anterior deltoid, PD: posterior deltoid. * P < 0.05, ** P < 0.01, *** P < 0.001 and the
error bars are Standard Errors. beg.: 10 voluntary trials at the beginning of the session, end: 10 voluntary trials at the end of the

session.
Muscle activity amplitude was affected by timepoint (F1,3573 = 3.75, P = 0.05), target (F2,3573 =
12.34, P<0.0001) and muscle (F5,3573 = 200.2, P < 0.0001). For Target 1, the shoulder horizontal
adduction target, activity was increased in PEC (A = 0.026 + 0.01mV, P = 0.048) and decreased in AD (A
=0.02 £ 0.02mV, P = 0.037) and PD (A = 0.073 + 0.03mV, P = 0.045). For Target 2, the combination
elbow extension and shoulder flexion target, BIC activity was decreased (A = 0.030 £ 0.01mV, P = 0.007).
For Target 3, elbow extension task, TRI activity was increased (A = 0.038 £ 0.02mV, P = 0.033) while BIC

(A=0.023 £ 0.01mV, P = 0.049), AD (A = 0.083 £ 0.03mV, P = 0.0004) and PD (A =0.13 £ 0.06mV, P =

0.042) were decreased (Figure 13).

35



04 —

* %
* * *% %
=%
E 03—
5
=
2
£
(3+]
2
w (02—
I/ -
0.1 H—
beg. end . H
L— BR BIC TRI PEC AD PD

Figure 13. Group results of EMG amplitude during voluntary movements. EMG amplitude for the beginning (left) and the end
(right) of the session to Target 1 (light gray), Target 2 (dark gray) and Target 3 (black) for each muscle. BR: brachioradialis, BIC:
biceps, TRI: triceps lateral head, PEC: pectoralis, AD: anterior deltoid, PD: posterior deltoid * P < 0.05, ** P < 0.01, *** P < 0.001
and the error bars are Standard Errors. beg.: 10 voluntary trials at the beginning of the session, end: 10 voluntary trials at the

end of the session.

The presence of abnormal flexion synergies in individuals with moderate and severe stroke has
been well document (e.g. proceeding flexor muscle activation during an extensor task) [31], [32], [35],
[70], [71], [75]. In addition, heightened EMG amplitude and faster EMG onset of flexor muscles (BR, BIC
and AD) was reported during SR reach movements [25]. Therefore, we predicted larger EMG amplitude in

flexor muscles during the voluntary trials as the impact of the SR trials. However, our results showed that

this prediction was not true.

For Target 1, a shoulder horizontal adduction task, we showed EMG amplitude increases in the
PEC muscle, paired with decreases in PD extensor activity in voluntary trials. This is beneficial, as more
shoulder horizontal adduction can occur with decreased antagonist extension activity from PD. For Target
2, an elbow extension and shoulder flexion task, we showed a similar decrease in BIC activity during

voluntary trials (Figure 13). The decrease in BIC is further evidence that abnormal flexor activity did not
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affect Targets 2 and 3, with biceps being a common culprit for post-stroke spasticity [18], [76]. Lastly, for
Target 3, an elbow extension task, appropriate increases in triceps activity coincide with decreases in
BIC, AD, and PD activity during voluntary trials. Moreover, there was an unexpected increase for TRI (an
extensor) for Target 3, allowing for improved reaching distances (Figure 13). In short, flexor EMG
amplitudes seem to decrease in the majority of cases for voluntary movements after a SAS session, while

extensors (TRI) increase.

3.5 Discussion

It has been demonstrated that SR can improve movement parameters in iwS [17], [20], [24], [25],
[29], [65]; however, SR also induces task-inappropriate flexor activity [17], [25], [28] raising concerns that
exposure to SR might increase inappropriate activity during voluntarily-initiated movements. For example,
the severe group from this dataset had early flexor activation preceding triceps (TRI) while initiating an
extension task, limiting reaching distances during SR trials [25]. Thus, the objective of this study was to
evaluate the impact of exposure to SR on voluntary-initiated movements (non-startle-evoked) during
point-to-point reaching in individuals with moderate and severe stroke. We found that while abnormal
flexor activity was present in SR trials during point-to-point reaching in all 3 directions [25], [28], voluntary
movements did not see an increase in abnormal flexor activity. In opposition to our hypothesis, agonist
muscle activity was increased and task-inappropriate, antagonist flexor activity decreased. Moreover,
exposure to SR led to a small increase in subjects’ ability to reach farther, start reaching faster, and more
accurately. While this represents a short exposure period (~1hour), it suggests that at least short-term
exposure to SR does not lead to facilitation of inappropriate flexor synergies, but rather may reduce them,
allowing for larger reaching movement.

This study offers the first evidence that exposure to SR in severe-to-moderate iwS 1) is safe and
does not lead to increase in task-inappropriate flexor activity during voluntary movement and 2) may
improve voluntary reaching movements and reduce abnormal flexor activity. Still, significant further study
is required before this can be verified. More robust evaluation of muscle activity via an analytical synergy
analysis method (e.g. nonnegative matrix factorization) [77], [78] and under conditions where abnormal

flexor activity is highest (arm supported against gravity) [79]-[81] is warranted.
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3.5.1 SR for Use in Rehabilitation

The results from this study indicate that exposure to SR decreases abnormal, task-inappropriate
flexor activity and increases reaching distance in individuals with severe/moderate stroke, opening the
possibility of SR in rehabilitation. Contrary to our hypothesis, the movement distance, onset,
displacement, and final accuracy improved for most or all targets as a result of this task. Therefore,
exposure to SR did not lead to abnormal flexor activity in voluntary movement, but instead caused
decreases in flexor (BIC, AD, PD) EMG amplitudes, and increases in extensors (TRI). This led to an
average change of 1.93 + 0.63 cm in reaching distance, which constitutes an 18% change— larger than
what similar studies have reported after longer and more frequent rehabilitation sessions for chronic,
severe stroke [70], [82]-[85].

Previous studies evaluating individuals with chronic stroke show small improvements after
numerous sessions, highlighting the challenge in making functional changes in individuals with
severe/moderate stroke [70], [82]-[85]. Recent studies with a minimum of 10 sessions and therapies
ranging from seated training to virtual reality report at most an 11% increase in reaching distances and a
4% increase of range of motion-- even when these novel therapies were paired with conventional physical
therapy [70], [82]—[85]. In this study, we see changes in Target 1 (2.38 = 0.5 cm, shoulder horizontal
adduction task) that meet minimal detectable change (>2.3 cm) as measured by the Functional Reach
Test [86], provocatively suggesting that SR exposure might induce functionally significant changes.
Future controlled studies should evaluate if SR exposure during traditional therapy might enhance
reaching in individuals with severe/moderate stroke.

If SR is shown to generate functionally significant changes, understanding the mechanisms will
become more important. It is possible that exposure to SR may result in reliance on the brainstem or,
given the short-term facilitation, activation of these muscles releases spasticity. The early flexor activation
we report [25] during SR trials may result from an interfering hypermetric classic startle response [17],
[18], [25]. Not only do iwS have increased ipsilateral projections of the reticulospinal tract [87], [88], but
the cortex, which likely mediates the amplitude of a classic startle reflex [28], [69], is damaged post-stroke

and can no longer fully suppress a classic startle reflex. This likely causes task-inappropriate flexion when
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iwS’ movements are paired with a startle, while in healthy individuals, SR only elicits the planned
movement [20], [38], [60]. During voluntary trials that are not preceded by a SAS, the subject can initiate
their movement uninterrupted by classic startle, while also becoming more practiced in the task. An
alternative mechanism may be that SR over-activates flexor muscles, leading to decreases in neglect-
related spasticity. When SR is used to elicit movement in iwS, flexor activity surpasses the maximum
voluntary contraction (MVC) in individuals with severe stroke by 2 to 3 times [25]. This over-activation of
paralyzed muscles may mimic the effects of functional electrical stimulation (FES), which decreases
spasticity and increases range motion [89]. While the mechanisms driving this success are not fully
understood, electrical activation of muscle may free paralyzed cross-bridge attachments and allow
infiltration of ions associated with muscle contraction, “releasing” the spastic muscles [89]. It is reasonable
to expect that SR generates a similar outcome, given the over-activation achieved. In conclusion, future
studies should evaluate both neuroplastic modulation of the brainstem as well as spasticity release as
potential mechanisms driving SR-related changes in movement-- both SR and voluntary.

3.5.2 Limitations and Future Directions

Though this study demonstrates that short-term exposure to SR does not lead to facilitation of
inappropriate flexor synergies, whether or not it decreases abnormal patterns of activity (leading to
enhanced extension) is still unclear. The reaching distance improvements seen here could simply be the
result of practice over the session. Future controlled studies should include a control group to evaluate
this effect. Additionally, the voluntary trials analyzed at the beginning and end of the session were
selected from blocks that included 5 SAS trials. Future studies should ideally include have voluntary trials
that have not been contaminated by SAS trials, but instead be performed as blocks without any startling
stimuli.

Above we report that Target 1 showed a functionally relevant change in reaching distances, but
that this effect did not carry over to the other targets. Targets 2 and 3 did not achieve this functional
threshold. This could result from small sample size and a mere 11 cm target distance; however, we also
see improvements in accuracy, with final error showing an average decrease of 0.83 + 0.31cm (all targets

p < 0.013). Additionally, the minimal detectable change was defined using a different setup with a larger
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workspace [86], which allowed for more freedom of movement. Here, participants were limited by a table
to constrain movements to two dimensions. Future studies evaluating this question should address the
size of the workspace so that movements are not as limited, but the fact that we see such large changes

despite these limits is promising.

3.6 Conclusion
In conclusion, exposure to SR does not impair voluntary reaching, but rather decreases abnormal
flexor activity and increases reaching performance. This result indicates that at least short-term exposure

to SR is safe and opens up the possibility of SR being used for rehabilitation.
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CHAPTER 4

4  INVESTIGATING THE CAPACITY OF SR EXPOSURE TO ALTER QUANTITATIVE MUSCLE

SYNERGIES OF VOLUNTARILY-INITIATED MOVEMENTS IN IWS.

4.1 Abstract

Background: The abnormal flexor muscle activations are elevated during StartReact (SR) trials in
individuals with stroke, especially those with higher impairment and spasticity. There is concern if this
increased abnormality would aggravate the muscle synergies of voluntary initiated movements. The
previous studies showed enhancement in the voluntary movement and onset/amplitude of muscle
activations, but no study has assessed the muscle synergy changes after exposure to the SR.

Objective: The objective of this study is to evaluate the muscle synergies during a session of SR
point-to-point reaching task. We hypothesized that the muscle synergy of the individuals with moderate
and severe stroke will shift towards the normal after exposure to SR. We expect increase in similarity
indices of muscle synergy of individuals with severe and moderate stroke.

Methods: Data was collected from the impaired arm of 20 individuals with stroke and both arms of
9 unimpaired control subjects performing 135 trials of point-to-point reaching to 3 targets. 1/3rd of the
trials had startling acoustic sound (SAS) replaced by the go cue. Non-negative matrix factorization
method was used for extracting the muscle synergies from EMG data out of 6 muscles, with minimum
90% global Variance Accounted For (gQVAF).

Results: Individuals with severe stroke had abnormal brachioradialis and triceps activities in
shoulder horizontal adductor and elbow flexor synergies respectively, at the beginning of the session.
Both of these abnormalities disappeared at the end of the SR session, resulting in no difference in
similarity indices between the severe group and the norm synergy.

Conclusion: This result indicates that SR improves the elbow muscle synergies and short-term

exposure to SR is safe and triggers the interest for more investigations of using SR in rehabilitation.
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4.2  Introduction

Muscle synergies in neurological intact individuals are robustly invariant and consist of limited
sets of muscle activation patterns [77], [90]. However, iwS have muscle synergy abnormalities, correlated
with their impaired movements [80], [91]-[95]. These abnormalities are observed more in individuals with
severe impairment and as merging of muscle synergies (abnormal co-contraction of muscles) [72], [92],
[96], [97].

Abnormal flexor synergy is one of the abnormal synergies in iwS and is known as the main
reason for impaired reaching movement [33]. Recent SR studies in stroke have shown that startle triggers
more abnormal flexor activities during SR trials [18], [25] and these inappropriate flexor activities increase
with the level of impairment [25], [65]. The EMG amplitude of the flexor muscles reached more than twice
maximum voluntary EMG amplitude during the SR trials [25] and it was more noticeable in biceps [18],
[25] during SR trials. Therefore, there is concern about voluntary initiated movements after exposure to
SR to carry some part of this outcome, leading to aggravating their muscle synergies during their
movements. Our recent study, has suggested that exposure to SR might result in decrease of abnormal
muscle synergies, by showing that one session of SR point-to-point reach movement enhances the
distance, accuracy and onset of the movement, and increases the extensor muscle activities while
diminishing some of the flexor muscle activities during the voluntary initiated movements in iwS (chapter
3). However, a muscle synergy analysis has not been completed to confirm this suggestion. Clinical
assessments, and behavioral tests before and after training express information about movement
alterations, but Muscle synergy analysis (MSA) serves as a deeper analysis for assessing the changes of
central nervous system programming the movement [77], [91], [92], [94], [98]-[102]. Therefore, assessing
the muscle synergy changes is necessary for evaluating a therapy method [94], [100]. Thus, the objective
of this study is to investigate the muscle synergies of point-to-point voluntary-initiated reaching
movements of iwS after exposure to SR.

Muscle synergy is defined as invariant coactivation of a group of muscles to perform a subtask.

MSA can find these groups of muscles and their ratio for each subtask out of the EMG data collected [77],
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[98], [99]. MSA reduces the dimensions of the EMG data using component analysis algorithms and
focuses on the most related groups of muscles for each task [77], [98], [100], [103], [104]. In this study,
we extract and compare the muscle synergy data from the beginning and end of the reach training of the
individuals with mild, moderate and severe stroke and an age-matched control group. We hypothesize
that the number of muscle synergies in individuals with severe and moderate stroke will increase during
the session to reach the same number as individuals with mild stroke and unimpaired control group. We
also hypothesize that there are abnormalities in the muscle synergies of individuals with moderate and
severe impairment at the begging of the session, however, these abnormalities disappear at the end of
the session, meaning the the similarity indices will increase at the end of the session. We expect the

abnormal synergies appear as the coactivation of the flexor muscles.

4.3 Methods

4.3.1 Subjects

Data was collected from the impaired arm of 20 individuals with chronic stroke (age = 52.4 + 16.6
years) (Table 1) and both arms 9 unimpaired control subjects (age = 51.5 + 21.2 years, including 5 female
and 4 male subjects). The individuals with stroke were divided to three sub-groups according to their
Upper Extremity Fugl-Meyer (UEFM) score: 5 severe (UEFM <25), 6 moderate (25 < UEFM < 45) and 9
mild (45 < UEFM). Inclusion/exclusion criteria included no injury to arm/shoulder in past 6 months, at least
6 months post-stroke, no hearing loss/sensitivity, no dizzy or fainting spells, no seizure or heart attacks,
measurable impairment in the upper extremity, and could not be pregnant. This study was approved by
Arizona State University’s Institutional Review Board STUDY00002440. Subjects were informed of

potential risks prior to participation in the study and verbal/written consent was obtained.

Table 3. Summary of subjects’ characteristics

Number Sex Age Duration Paretic UEFM  Modified Ashworth Score
arm
(years) from Score  Shoulder Shoulder Elbow Elbow
onset of extension flexion
stroke flexion extension
(years)
1 M 31 0.9 R 65 0 0 0 0
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2 M 7 3.7 R 25 0 0 3 3
3 M 59 5.3 L 41 0 1 0 1+
4 M 36 10.4 *R>L 31 0 0 3 2
5 F 66 4.7 R 66 0 0 0 0
6 M 61 1.7 L 55 1 1 1+ 0
7 F 61 1.6 L 64 0 0 0 0
8 M 47 15 L 61 0 0 0 0
9 F 39 3.7 R 19 3 3 3 3
10 M 51 11 L 24 0 1 3 3
11 M 28 0.5 R 35 0 0 2 2
12 M 52 11.7 L>R 58 0 0 0 2
13 M 71 12.4 L 8 1 1 3 4
14 F 65 17.4 R 65 0 0 0 0
15 F 49 1.2 L 11 1 0 2 2
16 F 65 7.8 L 11 0 1 1+ 0
17 F 19 0.8 L>R 14 0 0 0 1
18 M 70 2.5 L 64 0 0 0 0
19 F 33 13.5 R 11 1 1 1 1
20 M 68 3.3 R 53 0 0 0 0

*UEFM: Upper Extremity Fugl-Meyer, **R > L means both arms are impaired, but the right arm is more impaired, therefore, the
UEFM and Modified Ashworth Scales are measured for the right arm.

4.3.2 Protocol

We used the same protocol and system as our previous studies [25]. Briefly, Ag/Cl surface
electrodes were used to record (Electromyography) EMG activity data from the brachioradialis (BR),
biceps (BIC), triceps lateral head (TRI), pectoralis (PEC), anterior deltoid (AD), and posterior deltoid (PD),
left (LSCM) and right (RSCM) sternocleidomastoid muscles. We refer readers to our previous papers
(Rahimi and Honeycutt 2020, chapter 3) for more specific details about the EMG and movement
recording systems and the initial processing on the raw data.

Subjects sat in the experimental chair with their arm being supported on an arm support with
minimum friction and with an initial arm position of shoulder abduction at 70°, shoulder flexion at 40°, and
elbow angle at 90° (all +5° to subjects comfort). The arm support was custom made by adding wheels to
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the bottom of a board, in order to minimize the friction with the table and support the arm weight against
gravity. Their arms were attached to this arm support using a strap. The instruction given to the subjects
was to perform point-to-point reaching movements from a fixed home position to three target circles.
Targets were designed to cover most of their horizontal workspace and included mostly shoulder
horizontal adduction (Target 1), mostly elbow extension (Target 3), and combination of shoulder flexion
and elbow extension (Target 2) (Figure 14). They could see the home and target circles on a monitor in
front of them, with a cursor depicting the online location of their hand as visual feedback. The distance

between home and target circles was specific to each individual and was a function of their arm lengths:

sin(70%)xlength of upper arm+length of forearm
p .

R =

tg2

tg1

home

Figure 14. Target Positions. The locations of target and home circles for the right arm are presented. The left arm targets were
the mirror image of these targets. R was the distance between the home circle and the target circles (black line). The gray line is
the movement trajectory from the start point to the end point. dmax is the maximum distance between the movement
trajectory and the axis connecting the home to the target. derr is the distance between the target and the end point. tg: target.

Prior to the main session, subjects practiced reaching 15 times to each target with online visual
feedback of the cursor to make sure they learned the instruction. These trials were not included in the
analysis. They were asked to move following two soft (80 dB) auditory sounds. The instruction was to get
ready after the first sound and reach as fast and accurate as possible after hearing the second sound

(GO). GO cues were delivered between 2-3 seconds after the get ready cues to prevent anticipation.
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Following practice, the cursor position feedback during the movement was removed, meaning the
cursor disappeared as soon as the subjects left the home circle. They were notified of their final position
accuracy by reappearing the cursor after they stopped.

Subjects performed 45 reaches to each target (135 total reaches) separated into blocks of 15
reaches to a single target. The order of blocks was randomized. A Startling Acoustic Stimulus (SAS) of
115dB was randomly replaced with the GO cues during 1/3 of trials. For more details about this sound
and the system producing it refer our previous paper [25]. Upper Extremity Fugl-Meyer assessments
(UEFM) were performed from the iwS subjects at the end of the session to classify them to mild-,

moderate-, and severe-stroke groups.
4.3.3 Data Analysis

4.3.3.1 EMG processing

First and last 10 voluntary reaches to each target were labeled as the beg. (beginning) and the
end. We did not include SAS trials at this part. EMG of the 6 muscles (BR, BIC, TRI, PEC, AD and PD)
was cut between the 2 consecutive 10% of the peak velocity value [94]. The baseline data was 500ms
before any movement. EMG processing included removing the DC component, rectifying and removing
the baseline. The baseline was removed by subtracting the mean of the baseline from the EMG data,
which resulted in occasional negative values in the data. Therefore, all the negative values were set to
zero to make sure there is no negative value during MSA matrix decomposition. Next, low pass filtering
(4™ butter worth) and resampling (cut off frequency = 10Hz and sampling frequency = 3000Hz) were
applied on the data. We normalized the data using the maximum EMG among the trials. Finally, the EMG

for each muscle was concatenated across trials and targets for the identification of muscle synergies.
4.3.4 Muscle Synergy Analysis

4.3.4.1 Identifying muscle synergies

The computational method used for extracting muscle synergies was non-negative matrix
factorization (NNMF) which creates a parts-based representation of the final signal using only positive,
additive components (Lee and Seung, 1999). This method would model the EMG as linear combinations
of a set of N muscle synergies: EMG = W,,«y.-Cyx: = Wl.cl +w2.c2 + - . Following optimization
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problem was defined and solved for finding the W for each subject at the beginning and end of the

session:

min

e W'C>0||EMG -w.cl|

where EMG is the EMG data as a m x t matrix (m : number of muscles (6 in this case), t: number of total
data points) and W is the m x N synergy matrix and C is the N x t coefficient matrix. N is the number of
synergies.

Each synergy in matrix W was normalized using the magnitude of the synergy vector and the
activation coefficients of each synergy were scaled by the magnitude of the corresponding synergy
vector.

After extracting the synergies, they were matched using a synergy template for comparison
purposes. The synergy template was chosen manually from each group and the similarity between other
synergies and the template synergies was calculated. Then we ordered the synergies for each subject
according to the most similarity to the synergy template. Finally, the matched synergies were checked
manually to prevent any misplacements [97].

4.3.4.2 Number of muscle synergies

We calculated the variance accounted for (%VAF) based on the entire dataset as a function of
the number of synergies varying from 1 to 6. %VAF = 100 x (1 — ii—i) , Where SSE is sum of the squared

residuals and SST is the sum of the squared EMG data [97], [105]. We calculated the VAF for the whole
EMG data (global VAF or gVAF) and for each muscle (muscle VAF or mVAF). We calculated the
minimum number of synergies to suffice the minimum gVAF of 90% and minimum mVAF of 60%. We
added a local criterion to have maximum 3% increment in gVAF by adding one more synergy. The mean
number of synergies for each group was around number 4 (3.5 < mean of number of synergies < 4.5).
Specifically, a set of 4 synergies is required to obtain gvVAF > 90%, mVAF > 60% and AgVAF < 3% for
each subject. Thus, we extracted 4 synergies for each subject.
4.3.4.3 Similarity of synergies

To quantify the similarity between synergies in different groups at the beginning and the end of

the session, respectively, we used the following methods: 1) visual comparison: by plotting the bar graph



of the mean synergy in each group to have a visual sense of muscle synergy changes during the session
for each group. 2) Percentage of similarity to the control dataset: Scalar product (r-values) for each
subject was calculated as the scalar product of each subject’'s synergy with the norm synergy (mean
synergies of the control group). The control dataset was the data collected from the both arms of the
unimpaired, age-matched group. The similarity indices were calculated for the right and left arms of the
unimpaired individuals to make sure that the synergies of the right and left arms were similar in the
control group [91], [97]. The data sets with r-values more than 80% was defined as being similar to the
norm synergy and the percentage of the similarity to the control group was defined as the percentage of
datasets in each group with a synergy similar to the norm synergy. The r-valure in each group were
compared to the control group using the Gardner-Altman two-groups t-test (95% CI).

We hypothesized that H1) the number of muscle synergies in individuals with severe and
moderate stroke will increase during the session to reach the same number of synergies as in individuals
with mild stroke and control subjects. We also expect to see abnormalities in the composition of muscle
synergies of individuals with moderate and severe impairment at the begging of the session. This implies
that H2) the scalar products and percentage of similarity to control datasets for severe and moderate
groups are lower at the beginning. However, we expect that these abnormalities disappear at the end of
the session, i.e., H3) there will be no difference in scalar products and % similarities with the norm

synergy at the end of the session.

4.4 Results

4.4.1 Number of Synergies

The number of synergies that would meet the criteria to estimate the appropriate number of
synergies for this study (i.e., gVAF > 90%, mVAF > 60% and gVAF difference < 3%) was 4 synergies.
Finding the number of the synergies is an important step in MSA. The group average of the number of
synergies was around four (between 3.5 to 4.5) for acceptable ranges of mVAF (40 to 80%), gVAF (80 to
92%) and gVAF difference (3, 4 and 5%). More specifically, number 4 is the closest natural number to the

average of the number of synergies needed each group to address gVAF > 90%, mVAF> 60% and gVAF
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difference < 3%. The percentages of datasets with minimum number of synergies to provide requirements
mentioned above (i.e. gVAF > 90%, mVAF > 60% and gVAF difference < 3%.) are shown in Figure 15.
Moderate and severe group had more data requiring 4 synergies at the beginning of the session but it
reduced at the end and shifted to a few more subjects requiring 5 minimum synergies. The opposite of
this happened for mild group. Overall, the stroke groups required fewer number of synergies on average,
75% of the stroke data sets required < 4 synergies compared to 57% of the unimpaired group (for both

the beginning and the end of the session conditions).
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Figure 15. Percentage of datasets requiring 3, 4 and 5 minimum synergies. The number of subjects in each group who would
require minimum 3, 4 and 5 synergies to fulfill gVAF > 90%, mVAF >60% and gVAF difference < 3% are devided by the total
number of subjects in each group and presented as percentages at the beginning of the session (top) and the end of the session
(bottom).

The exact number of synergies identified for each group at the beginning were 4.1 + 0.37 for the

control group, 4.2 + 0.26 for the mild stroke group, 3.8 + 0.18 for the moderate stroke group and 4.0 +
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0.24 for the severe stroke group. These numbers were 4.3 + 0.28 the control group, 3.78 = 0.14 for the
mild stroke group, 4.5 £ 0.2 for the moderate stroke group and 4.0 + 0.33 for the severe stroke group at
the end of the session. The number of synergies across groups and conditions were not significantly
different (P > 0.45 for all of them). In cases with more than four synergies required, the gvVAF was still
larger than threshold defined and the one more synergy was to fulfill the mVAF. The gVAFs for 4
synergies were on average 96.6 + 0.2 % for beg. and 96.4 £+ 0.2 % for end for control subjects, and 97.2 +
0.4% for beg. and 96.8 £ 0.6 % for end for the stroke subjects (mild, moderate and severe). Overall, 4
was a solid number for the number of synergies, so we extracted 4 synergies for each subject to simplify
the comparisons.
4.4.2 Synergies

Each synergy contains specific characteristics of movement. Figure 16 is the norm synergy,

calculated as the mean of the control group dataset at the end of the session.
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Figure 16. The norm synergies. The group average of the voluntary-initiated movement synergy in control group (right and left
arm of the unimpaired individuals at the end of the session).

Synergy 1 is a shoulder horizontal adduction synergy (target 1), so it is mainly PEC muscle
activation (Figure 17). Individuals with severe stroke have different shoulder horizontal adduction synergy
(P = 0.03) to the norm synergy at the beginning of the session (similarity = 20%). The main difference is
produced by coactivation of BR and PEC at the beginning (Figure 17). The BR abnormal activation did

not appear in moderate and mild groups, so they remained similar to the norm synergy.
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Figure 17. Synergy 1. Shoulder horizontal adduction synergy of voluntary-initiated movements of each group at the beginning
(gray bars) and end (black bars) of the session.
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Figure 18. Percentage of similarity between each group and the norm synergy are represented as bars. The mean of scalar
products between synergy 1 of each group and the norm synergy are represented as the number above the bars. The statistical
significance of scalar product difference between each group and the control dataset (the dataset of the control group at the
end of the session) are represented next to each number as following: * P < 0.05, + 0.05 <P <0.1.

Synergy 2 is an elbow flexor and extensor activation synergy, consisting of BIC, TRI and BR as
the most contributing muscles (Target 1,2 and 3) (Figure 19). This synergy is the same for both conditions
in all the groups (similarity > 55%, min scalar product average > 0.79 with P > 0.2 for all) except for the
mild end dataset (similarity = 44%, scalar product average = 0.47 with P = 0.02) since they had larger

activation of AD at the end of the session.
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Figure 19. Synergy 2. Elbow movement synergy of voluntary-initiated movements of each group at the beginning (gray bars) and
end (black bars) of the session.
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Figure 20. Percentage of similarity between each group and the norm synergy are represented as bars. The mean of scalar
products between synergy 2 of each group and the norm synergy are represented as the number above the bars. The statistical
significance of scalar product difference between each group and the control dataset (the dataset of the control group at the
end of the session) are represented next to each number as following: * P < 0.05, + 0.05<P < 0.1.

Synergy 3 is an elbow flexor synergy and the main muscle activated at this synergy is BR (Target
1) (figure 21). Severe group had an abnormal coupling of TRI and BR at the beginning of the session.
Therefore, this group had lower similarities at the beginning of the session (similarity = 40%, scalar
product average = 0.59 with P = 0.02). This abnormal coupling disappeared at the end of the session,
resulting in similar synergy to the norm for the severe group (similarity = 100%, scalar product average =
0.95 with P = 0.5). The rest of the groups were similar to the norm flexor synergy during the session

(similarity > 56 %, scalar product average > 0.76 with P > 0.09).
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Figure 21. Synergy 3. Elbow flexion synergy of voluntary-initiated movements of each group at the beginning (gray bars) and

end (black bars) of the session.
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Figure 22. Percentage of similarity between each group and the norm synergy are represented as bars. The mean of scalar
products between synergy 3 of each group and the norm synergy are represented as the number above the bars. The statistical
significance of scalar product difference between each group and the control dataset (the dataset of the control group at the
end of the session) are represented next to each number as following: * P < 0.05, + 0.05 < P < 0.1.

Finally, synergy 4 is a shoulder abduction and elbow extension synergy (target 2 and 3) (Figure
23). The severe group had a different behavior for this synergy. They had similar synergy to the norm at
the beginning session (similarity = 40 %, scalar product average = 0.80 with P = 0.08) but it became
different by the end of the session (similarity = 20 %, scalar product average = 71 with P > 0.009). The
moderate group was different from the norm synergy during the session (similarity = 50 %, scalar product
average > 0.76 with P < 0.04). The mild group was similar to the norm synergy during the session

(similarity > 67 %, scalar product average > 0.81 with P > 0.08).
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Figure 23. Synergy 4. Elbow extension and shoulder abduction synergy of voluntary-initiated movements of each group at the
beginning (gray bars) and end (black bars) of the session.
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Figure 24. Percentage of similarity between each group and the norm synergy are represented as bars. The mean of scalar
products between synergy 4 of each group and the norm synergy are represented as the number above the bars. The statistical
significance of scalar product difference between each group and the control dataset (the dataset of the control group at the
end of the session) are represented next to each number as following: * P < 0.05, + 0.05 < P < 0.1.

4.5 Discussion
451 Summary

The objective of this study was to quantify the muscle synergies of the iwS with deferent levels of
impairments at the beginning and end of the startle point-to-point reach session. The hypothesis was
upheld for the number of muscle synergies in severe and moderate group and for the shoulder horizontal
adduction and elbow flexion muscle synergies of the individuals with severe stroke but not for the
moderate group. The opposite of the hypothesis was true for the shoulder abduction/elbow extension
synergy for the severe group.
4.5.2 Number of Muscle Synergies

The number of the muscle synergies was not significantly lower for stroke group but more
individuals in moderate and severe group required fewer numbers of synergies for the same accuracy

requirement at the beginning. Recent studies showed that individuals with moderate and severe stroke
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have alteration in their muscle synergy [97] and this alteration usually involves merging the synergies
[92], [106]. Therefore, individuals with moderate and severe synergy usually have fewer number of
synergies [92], [95]. However, this study showed that subjects from moderate and severe group —who
saw improvement in their voluntary movement (chapter 3)—, required more number of the synergy for the
same criteria (i.e. gVAF, mVAF and gVAF difference) at the end of the session (Figure 15). The
parentages of the datasets requiring 4 and 5 number of synergies in moderate and severe groups were
around the same level of the control datasets at the end of the session (~50%). This suggests that from
the number of synergy point of view, individuals with moderate and severe impairment approached those

of the control group.

4.5.3 Synergies Extracted

Synergy 1 and 3 changes indicate that the individuals with severe stroke got more similar to the
control group by decreasing the abnormal BR activation in synergy 1 and decreasing the abnormal TRI
activation in synergy 3. There are evidences that the abnormal muscle synergies in individuals with
severe and moderate stroke are correlated with more reliance on lower structures in the brain [31], [35],
[70]. This study shows that triggering the lower parts of the brain via SR would not aggravate the
abnormal synergies; In contrast, exposure to SR pushes the muscle synergies in these individuals
towards the norm synergy.

In addition, in introduction we stated this concern that there are inappropriate flexor muscle
activities in iwS, that are heightened during SR trials in iwS, especially subjects with higher
spasticity/impairment [18], [25]. This concern is also addressed by the changes in synergy 1, since BR is
one of the flexor muscles involving in the abnormal flexor activities in individual with stroke. This result
indicates that the startle reaching session helped alleviate some of the abnormal flexor activity as well as
other inappropriate muscle activations in these individuals relative to the beginning of the session.

The abnormal AD and PD co-activation during shoulder abduction and internal rotation has been
reported in previous studies as compensation strategy to sift the arm gravity support from the arm’s
muscles to the shoulder muscles [107]. The AD and PD abnormal coactivation appeared in the synergy 1

indicates that although the arm is supported against gravity, the iwS use the deltoids assistance to
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perform the shoulder horizontal adduction during the whole session (existed at the beginning and at the
end), versus the control group who perform the same task with mainly activating the PEC muscle.

Finally, the reverse changes in synergy 4 for severe group and synergy 2 for mild group are
arguable. First, the range of the changes in synergy 4 is not as large as the synergy 1 and 3. Besides, the
P-values are also very close to each other, making it difficult to confirm if the changes for the 5 subjects in
severe group are significant or not. Therefore, we cannot confirm that synergy 4 got worsen during the
session. Another possible explanation for this reverse changes can be related to the level of the
complexity in synergy 4. Synergy 4 was a combination of elbow extensor and shoulder related synergies.
It is possible that SR has reverse effect on complex synergies and should be utilized during simpler tasks
in individuals with severe stroke. The synergy improvements observed in this study has happened during
simple synergies (synergy 1 and synergy 3) for severe group. Synergy 2 -which was more complex than
synergy 1 and 3 and is less complex than synergy 4- did not show any changes. More investigation with
more subjects is suggested to evaluate the impact of synergy complexity on the synergy changes during
a SR training session.

Synergy 2 for the mild group showed the opposite behavior than other synergies. The mild group
had the similar synergies to the control group at the beginning for all four synergies, meaning that they did
not need further improvement. The reverse changes in synergy 2 for this group would indicate that not
only SR was not beneficial to this group, but also it was even impairing their already normal elbow related
synergy. This abnormality appeared as an inappropriate AD synergy added to their elbow related synergy
at the end of the session. This can be a result of flexor muscle activations during the startle [25].
However, there is no clear evidence to explain why stimulating the brainstem in mild group would impair
the elbow related synergy and there should be more studies for the mild group.

4.5.4 Mechanisms Underlying Muscle Synergy Changes

There are different potential mechanisms proposed for explaining mechanism of SR altering the
movement and muscle synergies: 1) releasing the muscle spasticity by more activation of the muscles
and 2) neuroplasticity changes resulted from triggering the brainstem and releasing the planed

movement. The injury to the cortex in iwS causes changes in movement strategy (McCrea et al. 2005) by
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reducing the dependence on the cortex and shifting it to lower parts of the brain (e.g. spinal and
brainstem circuits) (Colebatch 1990). This study shows that SR might tend to alter the structures in the
lower part of the brain and release a closer synergy to normal strategy for reaching movement in
individuals with severe stroke. The improvements seen in muscle synergies are in favor of the second
theory, since changes in muscle synergy means changes in central nervous system programming of the
movement. Therefore, presenting SR during training may act as an endogenous stimulation of the
brainstem circuitry, encouraging neuroplasticity to drive the use of this preserved structure in individuals
with severe stroke. This brainstem stimulation is useless in individuals with mild stroke. In these
individuals, the shift from the cortex to the lower parts of the brain is much less than individuals with
severe stroke. Therefore, stimulating the lower parts of the brain is either useless (synergy 1,3 & 4) or
even damaging (synergy 2).

45,5 Rehabilitation

The results of this study are consistent with the enhancements in movements and EMG data
shown in our previous study (chapter 3). The enhancement of muscle synergy in severe group indicates
that the abnormal flexor activity —which is exacerbated during SR trials in this group [18], [25] (chapter 1)-
will not impair the muscle synergy of the voluntary movements. Contrarily, the abnormalities at the
beginning of the session are lessened for individuals with severe stroke. This indicates that a session of
SR exposure is in fact beneficial for iwS with severe impairment voluntary movement. This result is the
opposite of the previous MSA reaching study, which shows voluntary arm reaching movements in
individuals with subacute stroke is impaired with abnormalities, such as increase in activation of PEC and
decrease in activation of TRI during [108].

The SR session has decreased the flexor activities in BR during shoulder horizontal adduction
and the abnormal TRI activity in elbow flexor synergy in individuals with severe stroke. The abnormal BR
and TRI activation at the beginning of the session can be a compensatory approach to control the elbow
joint movement during reaching task in these individuals. Especially, BR is one of the elbow flexor
muscles contributing the abnormal flexor activities in these individuals. According to Ellis et. al improving

the flexion synergy is a better strategy than targeting the spasticity to improve arm function in iwS with
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spasticity [79]. Therefore, SR is a better strategy for therapy for individuals with spasticity who are mainly
the individuals with severe and moderate impairments. SR did not alter the shoulder joint muscles (AD,

PD) as much as elbow joint, recomending the use of SR in elbow control rehabilitation.

4.6  Conclusion

This study addressed the concerns about the impact of elevated abnormal flexor activities during
SR trials on the voluntary initiated movements in individuals with severe and moderate impairments. The
results showed that startle point-to-point reaching session enhances the muscle synergies in these
groups of iwS.

For future studies, comparison between SR and voluntary muscle synergy is recommended. This
comparison can bring more information about the mechanisms of SR and abnormal flexion synergy
existing during SR trials in individuals with stroke. Another suggestion for future study would be replacing
the current task with a 3D with gravity point-to-point reaching task. Recent studies has shown larger
differences between individuals with severe stroke and unimpaired individuals muscle synergy when

there is no arm support against gravity [72], [81].
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CHAPTER 5

5 CONCLUSIONS

51 Summary

This dissertation aimed to evaluate the effectiveness of SR as a new potential therapy for upper
extremity of individuals with stroke. Despite the inappropriate flexor muscle activation during SR trials, SR
did not impair the voluntary-initiated movement, muscle activities and muscle synergies after exposure to
SR. Contrarily, SR was effective during SR multi-jointed movements and during voluntary-initiated
movements after exposure to SR for iwS with higher impairments; the distance traveled and EMG
activations were enhanced during SR trials (chapter 2) and the distance, accuracy, muscle activities and
muscle synergies were enhanced during voluntary-initiated movement after exposure to SR (chapter 3 &
4). Specifically, the data in chapter 2 showed that a multi-jointed point-to-point reaching task is
susceptible to SR and the percentage of muscle activation, EMG amplitude are larger and EMG and
movement onsets are faster during SR trials in iwS. In addition, the distance traveled during SR trials
were farther in individuals with moderate and severe stroke. In chapter 3, the data showed that the
distance travelled, displacement and final point accuracies are increased and the EMG and movement
onsets are decreased during the voluntary-initiated trials after exposure to SR for individuals with
moderate and severe stroke. In the same chapter, we showed decrease in flexor muscles EMG amplitude
and increase in extensor muscle EMG amplitude during elbow extension task after exposure to SR for
individuals with severe and moderate stroke. Finally, in chapter 4, we showed alterations in 3 out of 4
muscle synergies during voluntary-initiated movements from the beginning to the end of the session. 2 of
these alterations were matched with the movement changes in individuals with severe stroke, i.e. the
similarity to the norm synergy indices increased to significantly not different to the norm synergy for 2 out
of 4 synergies of the individuals with severe stroke.
5.2  Impact of This Study

This dissertation adds to the literature in favor of using SR in therapy. The enhancements in

movement, muscle activity and muscle synergies mentioned above suggests that SR is safe for further
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therapy studies with longer and more sessions of SAS. In addition to safe, SR is very low-cost comparing
to other therapy methods. SR can be added to the training sessions by just producing a loud startling
acoustic stimulus. The cost of purchasing a system to provide this sound is negligible compared to the
cost of the available therapies. Besides, SR can be evoked by sounds as loud as 115 dB, during 0.01s
with 2ms rising time, which is much shorter and less loud than a rock concert (2 to 3 hours of almost
constant 120dB sound). Functional electrical stimulation (FES) is a new approach for activating the
paralyzed muscles aimed to decrease spasticity and modify the muscle synergy [89]. This study showed
that SR also has the ability to modify the muscle synergy. Compared to FES, addition of SAS is more
natural and noninvasive. Therefore, SR provides us a low-cost, nhon-invasive and safe tool for future
studies to enhance therapy outcomes.

This study emphasized that the most impact of SR has been on iwS with high impairment. Recent
studies has shown that if the corticospinal tract has significant damage, recovery is poor[109], [110] and
recent reviews highlighted that most new intervention strategies fail to benefit individuals with severe
stroke likely due to the presence of large corticospinal damage in this population[110]-[112]. Training with
SR represent a method to prime the nervous system to engage the more preserved structures (e.g.
brainstem) in iwS with high impairment. SR induces neuroplastic changes in the brainstem as a useful
rehabilitation target for individuals with severe stroke who had fewer options but needed the most
recovery.

5.3  Future Directions

This study is the beginning of using SR in therapy and will encourage more research and
investigation in this area. There are still more gaps in the SR literature that should be investigated before
using SR in therapy. IwS have abnormal shoulder and elbow muscle synergies to compensate for the
load of their arm during 3D point-to-point reaching task with no gravity support [96], [113], [114]. Future
studies should evaluate the effectiveness of SR during more complicated and functional movements such
as arm movements with no gravity support. In addition, SR has been investigated in single-jointed
movements in lower extremity mainly [24]. This dissertation suggest expanding the studies evaluating SR

multi-jointed lower limb movements, especially evaluating SR walking in iwS.
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We need to confirm the impact of SR by a control cross-over study (no SAS control session)
before performing clinical trials. This dissertation showed that it is safe to expose iwS to SR. Therefore,
future studies can evaluate SR training by exposing iwS to SR during several sessions and complete a
randomized cross-over control study. Contrary to the results presented for a SR session, we predict that
the control session (session with no SAS trials) will impair the iwS’s performances because of tiredness.
In addition, the long-term effect of SR on iwS movement is unknown. It is important to measure the
retention of SR therapy and evaluate the effectiveness or possible drawbacks of SR for longer period.

This study brings evidence to support that SR creates neouroplastic (the ability of neural
networks in the brain to change through growth and reorganization) changes to improve muscle synergy
and consequently the movement. However, to confirm this hypothesis and understand the exact
alterations in the brain happening after exposure to SR, neuroimaging methods are necessary. EEG,
TMS and fMRI tests are suggested to be performed before and after several sessions of SR training to
measure any alterations in the brain.

We suggest studying SR during other rehabilitation approaches. Robot-assisted technology [7],
[115]-[117] and task-specific training [2], [7], [85], [94], [118], [119] in therapy are recently studied by
numerous groups. If SR impact these types of therapies in the same way as point-to-point reaching task,
iwS with severe impairment can benefit from acceleration in recovery during their rehabilitation.

This study was not designed to measure the alterations before and after the SR session
originally. There were 135 trials per arm in this study. The number of trials before and after the test trials
were only 45 (= 10 voluntary + 5 SAS trials to each target) trials and the test trials (first and last 45 trials)
were contaminated with SAS trials. In future, the test trials should be separated from the main training
part and the training trials should be as many as possible (considering the time and tiredness limitations)
to produce the maximum effect. Moreover, the SAS trials should not be among the test trials to make sure
there is no SR effect during voluntary-initiated trials.

Finally, in this study we used SAS as loud as 115dB and collected data from only 20 iwS. In
future studies, we advise to use louder SAS (>120dB) to make sure the number of SR trials (SCM+%) is

maximum and we advise having at least 10 participants in each group of iwS (severe, moderate and mild)
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to provide more significance in some of the results. We also advice assessing more clinical tests,
including self-reporting questionnaires before and after each session and measuring more metrics such
as the position, angle, force and torque of each joint as a function of time to provide more understanding

about the impact of SR on each aspect of movement.

67



REFERENCES

[1] E. J. Benjamin et al., “Heart Disease and Stroke Statistics’2017 Update: A Report from
the American Heart Association,” Circulation, vol. 135, no. 10. Lippincott Williams and Wilkins, pp. e146—
€603, 07-Mar-2017.

[2] K. S. Hayward et al., “A systematic review protocol of timing, efficacy and cost
effectiveness of upper limb therapy for motor recovery post-stroke,” Syst. Rev., vol. 8, no. 1, p. 187, Jul.
2019.

[3] V. M. Parker, D. T. Wade, and R. L. Hewer, “Loss of arm function after stroke:
Measurement, frequency, and recovery,” Disabil. Rehabil., vol. 8, no. 2, pp. 69-73, 1986.

[4] A. S. Go et al., “Executive summary: Heart Disease and Stroke Statistics - 2014 Update:
A report from the American Heart Association,” Circulation, vol. 129, no. 3. pp. 399-410, 21-Jan-2014.

[5] P. W. Duncan, L. B. Goldstein, D. Matchar, G. W. Divine, and J. Feussner,
“Measurement of motor recovery after stroke outcome assessment and sample size requirements,”
Stroke, vol. 23, no. 8, pp. 1084-1089, 1992.

[6] H. Nakayama, H. Stig Jargensen, H. Otto Raaschou, and T. Skyhgj Olsen, “Recovery of
upper extremity function in stroke patients: The Copenhagen stroke study,” Arch. Phys. Med. Rehabil.,
vol. 75, no. 4, pp. 394-398, 1994.

[7] P. Langhorne, F. Coupar, and A. Pollock, “Motor recovery after stroke: a systematic
review,” The Lancet Neurology, vol. 8, no. 8. pp. 741-754, Aug-2009.

[8] E. Taub and G. Uswatt, “Constraint-Induced Movement therapy: answers and questions
after two decades of research.,” NeuroRehabilitation, vol. 21, no. 2, pp. 93-5, 2006.

[9] D. K. Sommerfeld, U. Gripenstedt, and A.-K. Welmer, “Spasticity After Stroke,” Am. J.
Phys. Med. Rehabil., vol. 91, no. 9, pp. 814-820, Sep. 2012.

[10] C. J. Forgaard, I. M. Franks, D. Maslovat, N. J. Gowan, J. C. Kim, and R. Chua, “AN
EXAMINATION OF THE STARTLE RESPONSE DURING UPPER LIMB STRETCH PERTURBATIONS,”

Neuroscience, vol. 337, pp. 163-176, 2016.

68



[11] M. R. Ossanna, - Xi Zong, - Vengateswaran, J. Ravichandran, and C. F. Honeycutt,
“Startle evokes nearly identical movements in multi-jointed, two-dimensional reaching tasks,” vol. 1, p. 3.

[12] A. N. Carlsen, R. Chua, J. T. Inglis, D. J. Sanderson, and I. M. Franks, “Can prepared
responses be stored subcortically?,” Exp. Brain Res., vol. 159, no. 3, pp. 301-309, Dec. 2004.

[13] A. N. Carlsen, R. Chua, J. T. Inglis, D. J. Sanderson, and I. M. Franks, “Prepared
Movements Are Elicited Early by Startle,” J. Mot. Behav., vol. 36, no. 3, pp. 253-264, Sep. 2004.

[14] J. Valls-Sole, J. C. Rothwell, F. Goulart, G. Cossu, and E. Mufioz, “Patterned ballistic
movements triggered by a startle in healthy humans,” J. Physiol., vol. 516, no. 3, pp. 931-938, May 1999.

[15] A. N. Carlsen, C. J. Dakin, R. Chua, and I. M. Franks, “Startle produces early response
latencies that are distinct from stimulus intensity effects,” Exp. Brain Res., vol. 176, no. 2, pp. 199-205,
Jan. 2007.

[16] A. N. Carlsen and D. Maslovat, “Startle and the StartReact Effect: Physiological
Mechanisms,” J. Clin. Neurophysiol., vol. 36, no. 6, pp. 452—-459, Nov. 2019.

[17] C. F. Honeycutt and E. J. Perreault, “Planning of Ballistic Movement following Stroke:
Insights from the Startle Reflex,” PLoS One, vol. 7, no. 8, p. e43097, Aug. 2012.

[18] S. Choudhury et al., “The Relationship Between Enhanced Reticulospinal Outflow and
Upper Limb Function in Chronic Stroke Patients,” Neurorehabil. Neural Repair, p. 154596831983623,
Mar. 2019.

[19] J. Valls-Sole, A. Solé, F. Valldeoriola, E. Mufioz, L. E. Gonzalez, and E. S. Tolosa,
“Reaction time and acoustic startle in normal human subjects,” Neurosci. Lett., vol. 195, no. 2, pp. 97—
100, Aug. 1995.

[20] M. R. Ossanna, X. Zong, V. J. Ravichandran, and C. F. Honeycutt, “Startle evokes nearly
identical movements in multi-jointed, two-dimensional reaching tasks,” Exp. Brain Res., vol. 237, no. 1,
pp. 71-80, Jan. 2019.

[21] V. Smith, D. Maslovat, and A. N. Carlsen, “StartReact effects are dependent on
engagement of startle reflex circuits: support for a subcortically mediated initiation pathway,” J.

Neurophysiol., vol. 122, no. 6, pp. 2541-2547, Dec. 2019.

69



[22] J. Nonnekes et al., “StartReact Restores Reaction Time in HSP: Evidence for Subcortical
Release of a Motor Program,” J. Neurosci., vol. 34, no. 1, pp. 275-281, Jan. 2014.

[23] B. J. H. van Lith, M. J. M. Coppens, J. Nonnekes, B. P. C. van de Warrenburg, A. C.
Geurts, and V. Weerdesteyn, “StartReact during gait initiation reveals differential control of muscle
activation and inhibition in patients with corticospinal degeneration,” J. Neurol., vol. 265, no. 11, pp.
2531-2539, Nov. 2018.

[24] M. J. M. Coppens, J. M. B. Roelofs, N. A. J. Donkers, J. Nonnekes, A. C. H. Geurts, and
V. Weerdesteyn, “A startling acoustic stimulus facilitates voluntary lower extremity movements and
automatic postural responses in people with chronic stroke,” J. Neurol., vol. 265, no. 7, pp. 1625-1635,
Jul. 2018.

[25] M. Rahimi and C. F. Honeycutt, “StartReact increases the probability of muscle activity
and distance in severe/moderate stroke survivors during two-dimensional reaching task,” Exp. Brain Res.,
vol. 238, no. 5, pp. 1219-1227, May 2020.

[26] A. N. Carlsen, Q. J. Aimeida, and I. M. Franks, “Using a startling acoustic stimulus to
investigate underlying mechanisms of bradykinesia in Parkinson’s disease,” Neuropsychologia, vol. 51,
no. 3, pp. 392-399, Feb. 2013.

[27] J. Nonnekes et al., “Reduced StartReact effect and freezing of gait in Parkinson’s
disease: two of a kind?,” J. Neurol., vol. 261, no. 5, pp. 943-950, May 2014.

[28] C. F. Honeycutt and E. J. Perreault, “Deficits in startle-evoked arm movements increase
with impairment following stroke,” Clin. Neurophysiol., vol. 125, pp. 1682-1688, 2014.

[29] C. F. Honeycutt, U. A. Tresch, and E. J. Perreault, “Startling acoustic stimuli can evoke
fast hand extension movements in stroke survivors,” Clin. Neurophysiol., vol. 126, no. 1, pp. 160-164,
2015.

[30] W. Marinovic, S. G. Brauer, K. S. Hayward, T. J. Carroll, and S. Riek, “Electric and
acoustic stimulation during movement preparation can facilitate movement execution in healthy

participants and stroke survivors,” Neurosci. Lett., vol. 618, pp. 134-138, Apr. 2016.

70



[31] J. G. McPherson et al., “Neuromodulatory inputs to motoneurons contribute to the loss of
independent joint control in chronic moderate to severe hemiparetic stroke,” Front. Neurol., vol. 9, no.
JUN, p. 470, Jun. 2018

[32] J. W. Lance, “The control of muscle tone, reflexes, and movernent: Robert Wartenbeg
lecture,” Neurology, vol. 30, no. 12, pp. 1303—1313, 1980.

[33] M. D. Ellis, C. Carmona, J. Drogos, and J. P. A. Dewald, “Progressive Abduction Loading
Therapy with Horizontal-Plane Viscous Resistance Targeting Weakness and Flexion Synergy to Treat
Upper Limb Function in Chronic Hemiparetic Stroke: A Randomized Clinical Trial,” Front. Neurol., vol. 9,
no. FEB, p. 71, Feb. 2018

[34] P. M. Groves, C. J. Wilson, and R. D. Boyle, “Brain stem pathways, cortical modulation,
and habituation of the acoustic startle response,” Behav. Biol., vol. 10, no. 4, pp. 391-418, 1974.

[35] M. D. Ellis, J. Drogos, C. Carmona, T. Keller, and J. P. A. Dewald, “Neck rotation
modulates flexion synergy torques, indicating an ipsilateral reticulospinal source for impairment in stroke,”
J. Neurophysiol., vol. 108, no. 11, pp. 3096—-3104, Dec. 2012.

[36] E. K. Cressman, A. N. Carlsen, R. Chua, and I. M. Franks, “Temporal uncertainty does
not affect response latencies of movements produced during startle reactions,” Exp. Brain Res., vol. 171,
no. 2, pp. 278-282, May 2006.

[37] A. N. Carlsen, Q. J. Aimeida, and I. M. Franks, “Startle decreases reaction time to active
inhibition,” Exp. Brain Res., vol. 217, no. 1, pp. 7-14, Mar. 2012.

[38] A. N. Carlsen, D. Maslovat, M. Y. Lam, R. Chua, and |. M. Franks, “Considerations for the
use of a startling acoustic stimulus in studies of motor preparation in humans,” Neurosci. Biobehav. Rev.,
vol. 35, no. 3, pp. 366—-376, Jan. 2011.

[39] J. M. Castellote and J. Valls-Sole, “The StartReact effect in tasks requiring end-point
accuracy,” Clin. Neurophysiol., vol. 126, no. 10, pp. 1879-1885, Oct. 2015.

[40] L. Alibiglou and C. D. MacKinnon, “The early release of planned movement by acoustic
startle can be delayed by transcranial magnetic stimulation over the motor cortex,” J. Physiol., vol. 590,

no. 4, pp. 919-936, Feb. 2012.

71



[41] K. Sutter, J. Nonnekes, V. Dibilio, A. C. H. Geurts, and V. Weerdesteyn, “Does the
StartReact Effect Apply to First-Trial Reactive Movements?,” 2016.

[42] V. J. Ravichandran, C. F. Honeycutt, J. Shemmell, and E. J. Perreault, “Instruction-
dependent modulation of the long-latency stretch reflex is associated with indicators of startle.,” Exp.
brain Res., vol. 230, no. 1, pp. 59-69, Sep. 2013.

[43] L.-A. Leow et al., “Triggering Mechanisms for Motor Actions: The Effects of Expectation
on Reaction Times to Intense Acoustic Stimuli,” Neuroscience, vol. 393, pp. 226—235, Nov. 2018.

[44] W. Marinovic, J. Tresilian, J. L. Chapple, S. Riek, and T. J. Carroll, “UNEXPECTED
ACOUSTIC STIMULATION DURING ACTION PREPARATION REVEALS GRADUAL RE-
SPECIFICATION OF MOVEMENT DIRECTION,” Neuroscience, vol. 348, pp. 23-32, 2017.

[45] D. Maslovat, A. N. Carlsen, R. Chua, and I. M. Franks, “Response preparation changes
during practice of an asynchronous bimanual movement,” Exp. Brain Res., vol. 195, no. 3, pp. 383-392,
May 2009.

[46] D. Maslovat, N. J. Hodges, R. Chua, and I. M. Franks, “Motor preparation of spatially and
temporally defined movements: evidence from startle.,” J. Neurophysiol., vol. 125, no. 2, pp. 226-240,
2011.

[47] Z. A. Wright, A. N. Carlsen, C. D. MacKinnon, and J. L. Patton, “Degraded expression of
learned feedforward control in movements released by startle,” Exp. Brain Res., vol. 233, no. 8, pp.
2291-2300, Aug. 2015.

[48] J. M. Castellote and M. Kofler, “StartReact effects in first dorsal interosseous muscle are
absent in a pinch task, but present when combined with elbow flexion,” 2018.

[49] T. Tazoe and M. A. Perez, “Cortical and reticular contributions to human precision and
power grip,” J. Physiol., vol. 595, no. 8, pp. 2715-2730, Apr. 2017.

[50] C. Yang, R. A. Creath, L. Magder, M. W. Rogers, and S. McCombe Waller, “Impaired
posture, movement preparation, and execution during both paretic and nonparetic reaching following

stroke,” J. Neurophysiol., vol. 121, no. 4, pp. 1465-1477, Apr. 2019.

72



[51] S. K. Jankelowitz and J. G. Colebatch, “The acoustic startle reflex in ischemic stroke.,”
Neurology, vol. 62, no. 1, pp. 114-6, Jan. 2004.

[52] S. N. Baker and M. A. Perez, “Reticulospinal Contributions to Gross Hand Function after
Human Spinal Cord Injury.,” J. Neurosci., vol. 37, no. 40, pp. 9778-9784, Oct. 2017.

[53] A. N. Carlsen, R. Chua, J. T. Inglis, D. J. Sanderson, and I. M. Franks, “Startle response
is dishabituated during a reaction time task,” Exp. Brain Res., vol. 152, no. 4, pp. 510-518, Oct. 2003.

[54] N. Hogan et al., “Interactive robotic therapist,” Massachusetts Inst. Technol. Cambridge,
Mass., Jan. 1994.

[55] R. L. Sainburg, H. Poizner, and C. Ghez, “Loss of proprioception produces deficits in
interjoint coordination,” J. Neurophysiol., vol. 70, no. 5, pp. 2136-2147, Nov. 1993.

[56] L. B. Bagesteiro and R. L. Sainburg, “Nondominant Arm Advantages in Load
Compensation During Rapid Elbow Joint Movements,” J. Neurophysiol., vol. 90, no. 3, pp. 1503-1513,
Sep. 2003.

[57] S. Y. Schaefer, K. Y. Haaland, and R. L. Sainburg, “Dissociation of initial trajectory and
final position errors during visuomotor adaptation following unilateral stroke,” Brain Res., vol. 1298, pp.
78-91, 2009.

[58] D. Pinheiro, JC.; Bates, “Linear Mixed-Effects Models: Basic Concepts and Examples,” in
Mixed-Effects Models in S and S-PLUS, New York: Springer-Verlag, 2000, pp. 3-56.

[59] D. Bates, “Fitting linear mixed models in R,” R news 5.1 27-30, 2005.

[60] N. J. Kirkpatrick, V. J. Ravichandran, E. J. Perreault, S. Y. Schaefer, and C. F.
Honeycutt, “Evidence for startle as a measurable behavioral indicator of motor learning,” PLoS One, vol.
13, no. 5, p. e0195689, May 2018.

[61] G. P. Siegmund, J. T. Inglis, and D. J. Sanderson, “Startle response of human neck
muscles sculpted by readiness to perform ballistic head movements.,” J. Physiol., vol. 535, no. Pt 1, pp.

289-300, Aug. 2001.

73



[62] A. Anzak, H. Tan, A. Pogosyan, and P. Brown, “Doing better than your best: Loud
auditory stimulation yields improvements in maximal voluntary force,” Exp. Brain Res., vol. 208, no. 2, pp.
237-243, Jan. 2011.

[63] S. K. Sabut, C. Sikdar, R. Kumar, and M. Mahadevappa, “Functional electrical stimulation
of dorsiflexor muscle: Effects on dorsiflexor strength, plantarflexor spasticity, and motor recovery in stroke
patients,” NeuroRehabilitation, vol. 29, no. 4, pp. 393—-400, 2011.

[64] P. Brown, J. C. Rothwell, P. D. Thompson, T. C. Britton, B. L. Day, and C. D. Marsden,
“New observations on the normal auditory startle reflex in man.,” Brain, vol. 114, no. 4, pp. 1891-1902,
Aug. 1991.

[65] C. F. Honeycutt and E. J. Perreault, “Deficits in startle-evoked arm movements increase
with impairment following stroke,” Clin. Neurophysiol., p. doi 10.1016/j.clinph.2013.12.102., 2013.

[66] W. Marinovic, S. G. Brauer, K. S. Hayward, T. J. Carroll, and S. Riek, “Electric and
acoustic stimulation during movement preparation can facilitate movement execution in healthy
participants and stroke survivors,” Neurosci. Lett., vol. 618, pp. 134-138, Apr. 2016.

[67] M. Davis et al., “A primary acoustic startle circuit: lesion and stimulation studies.,” J.
Neurosci., vol. 2, no. 6, pp. 791-805, Jun. 1982.

[68] G. R. Hammond, “Lesions of pontine and medullary reticular formation and prestimulus
inhibition of the acoustic startle reaction in rats,” Physiol. Behav., vol. 10, no. 2, pp. 239-243, 1973.

[69] M. Davis and P. M. Gendelman, “Plasticity of the acoustic startle response in the acutely
decerebrate rat,” J. Comp. Physiol. Psychol., vol. 91, no. 3, pp. 549-563, Jun. 1977.

[70] J. G. McPherson, A. Chen, M. D. Ellis, J. Yao, C. J. Heckman, and J. P. A. Dewald,
“Progressive recruitment of contralesional cortico-reticulospinal pathways drives motor impairment post
stroke,” J. Physiol., vol. 596, no. 7, pp. 1211-1225, Apr. 2018.

[71] T. E. Twitchell, “The restoration of motor function following hemiplegia in man,” Brain, vol.
74, no. 4, pp. 443-480, Dec. 1951.

[72] R. F. Beer, J. D. Given, and J. P. A. Dewald, “Task-dependent weakness at the elbow in

patients with hemiparesis,” Arch. Phys. Med. Rehabil., vol. 80, no. 7, pp. 766—772, 1999.

74



[73] W. Marinovic and J. R. Tresilian, “Triggering prepared actions by sudden sounds:
reassessing the evidence for a single mechanism,” Acta Physiol., vol. 217, no. 1, pp. 13—-32, May 2016.

[74] S. Y. Schaefer, K. Y. Haaland, and R. L. Sainburg, “Hemispheric specialization and
functional impact of ipsilesional deficits in movement coordination and accuracy,” Neuropsychologia, vol.
47, no. 13, pp. 2953-2966, 2009.

[75] “Adult Hemiplegia Evaluation and Treatment - 3rd Edition.” [Online]. Available:
https://www.elsevier.com/books/adult-hemiplegia-evaluation-and-treatment/bobath/978-0-7506-0168-9.
[Accessed: 23-Sep-2020].

[76] S. Li, S. H. Chang, G. Francisco, and M. Verduzco-Gutierrez, “Acoustic startle reflex in
patients with chronic stroke at different stages of motor recovery: A pilot study,” Top. Stroke Rehabil., vol.
21, no. 4, pp. 358-370, Jan. 2014.

[77] A. Avella and E. Bizzi, “Shared and specific muscle synergies in natural motor
behaviors,” Proc. Natl. Acad. Sci. United States Am., vol. 102, no. 8, pp. 3076—-3081, 2005.

[78] M. C. Tresch, P. Saltiel, and E. Bizzi, “The construction of movement by the spinal cord,”
Nat. Neurosci., vol. 2, no. 2, pp. 162-167, Feb. 1999.

[79] M. D. Ellis, I. Schut, and J. P. A. Dewald, “Flexion synergy overshadows flexor spasticity
during reaching in chronic moderate to severe hemiparetic stroke,” Clin. Neurophysiol., vol. 128, no. 7,
pp. 1308-1314, Jul. 2017.

[80] M. D. Ellis, Y. Lan, J. Yao, and J. P. A. Dewald, “Robotic quantification of upper extremity
loss of independent joint control or flexion synergy in individuals with hemiparetic stroke: a review of
paradigms addressing the effects of shoulder abduction loading,” J. Neuroeng. Rehabil., vol. 13, no. 1,
pp. 1-11, Oct. 2016.

[81] T. M. Sukal, M. D. Ellis, and J. P. A. Dewald, “Source of work area reduction following
hemiparetic stroke and preliminary intervention using the ACT3D system,” in Annual International
Conference of the IEEE Engineering in Medicine and Biology - Proceedings, 2006, vol. 2006, pp. 177—

180.

75



[82] C. M. Dean and R. B. Shepherd, “Task-related training improves performance of seated
reaching tasks after stroke: A randomized controlled trial,” Stroke, vol. 28, no. 4, pp. 722-728, 1997.

[83] P. Raghavan et al., “Coupled Bimanual Training Using a Non-Powered Device for
Individuals with Severe Hemiparesis: A Pilot Study,” Int. J. Phys. Med. Rehabil., vol. 05, no. 03, 2017.

[84] A. Askin, E. Atar, H. Kogyigit, and A. Tosun, “Effects of Kinect-based virtual reality game
training on upper extremity motor recovery in chronic stroke,” Somatosens. Mot. Res., vol. 35, no. 1, pp.
25-32, Jan. 2018.

[85] R. N. Barker, S. G. Brauer, and R. G. Carson, “Training of reaching in stroke survivors
with severe and chronic upper limb paresis using a novel nonrobotic device: A randomized clinical trial,”
Stroke, vol. 39, no. 6, pp. 1800-1807, Jun. 2008.

[86] M. Katz-Leurer, I. Fisher, M. Neeb, |. Schwartz, and E. Carmeli, “Reliability and validity of
the modified functional reach test at the sub-acute stage post-stroke,” Disabil. Rehabil., vol. 31, no. 3, pp.
243-248, 2009.

[87] H. Karbasforoushan, J. Cohen-Adad, and J. P. A. Dewald, “Brainstem and spinal cord
MRI identifies altered sensorimotor pathways post-stroke,” Nat. Commun., vol. 10, no. 1, pp. 1-7, Dec.
2019.

[88] W. J. Herbert, K. Powell, and J. A. Buford, “Evidence for a role of the reticulospinal
system in recovery of skilled reaching after cortical stroke: initial results from a model of ischemic cortical
injury,” Exp. Brain Res., vol. 233, no. 11, pp. 3231-3251, Nov. 2015.

[89] M. Rabadi and C. Aston, “Effect of Transcranial Direct Current Stimulation on Severely
Affected Arm-Hand Motor Function in Patients After an Acute Ischemic Stroke: A Pilot Randomized
Control Trial.,” Am J Phys Med Rehabil., vol. 96, pp. S178-5184, 2017.

[90] V. C. K. Cheung, A. D’Avella, M. C. Tresch, and E. Bizzi, “Central and sensory
contributions to the activation and organization of muscle synergies during natural motor behaviors,” J.

Neurosci., vol. 25, no. 27, pp. 6419-6434, Jul. 2005.

76



[91] J. Roh, W. Z. Rymer, and R. F. Beer, “Evidence for altered upper extremity muscle
synergies in chronic stroke survivors with mild and moderate impairment,” Front. Hum. Neurosci., vol. 9,
no. FEB, Feb. 2015.

[92] V. C. K. Cheung et al., “Muscle synergy patterns as physiological markers of motor
cortical damage,” Proc. Natl. Acad. Sci. U. S. A., vol. 109, no. 36, pp. 14652-14656, Aug. 2012.

[93] M. Owen, C. Ingo, and J. P. A. Dewald, “Upper extremity motor impairments and
microstructural changes in bulbospinal pathways in chronic hemiparetic stroke,” Front. Neurol., vol. 8, no.
JUN, p. 257, Jun. 2017.

[94] S. Li, C. Zhuang, C. M. Niu, Y. Bao, Q. Xie, and N. Lan, “Evaluation of functional
correlation of task-specific muscle synergies with motor performance in patients poststroke,” Front.
Neurol., vol. 8, no. JUL, p. 337, Jul. 2017.

[95] D. J. Clark, L. H. Ting, F. E. Zajac, R. R. Neptune, and S. A. Kautz, “Merging of healthy
motor modules predicts reduced locomotor performance and muscle coordination complexity post-stroke,”
J. Neurophysiol., vol. 103, no. 2, pp. 844-857, Feb. 2010.

[96] J. P. A. Dewald, P. S. Pope, J. D. Given, T. S. Buchanan, and W. Z. Rymer, “Abnormal
muscle coactivation patterns during isometric torque generation at the elbow and shoulder in hemiparetic
subjects,” Brain, vol. 118, no. 2, pp. 495-510, Apr. 1995.

[97] J. Roh, W. Z. Rymer, E. J. Perreault, S. B. Yoo, and R. F. Beer, “Alterations in upper limb
muscle synergy structure in chronic stroke survivors,” J. Neurophysiol., vol. 109, no. 3, pp. 768—781,
2013.

[98] C. L. Banks, M. M. Pai, T. E. McGuirk, B. J. Fregly, and C. Patten, “Methodological
choices in muscle synergy analysis impact differentiation of physiological characteristics following stroke,”
Front. Comput. Neurosci., vol. 11, p. 78, Aug. 2017.

[99] A. D’avella, P. Saltiel, and E. Bizzi, “Combinations of muscle synergies in the

construction of a natural motor behavior,” 2003.

77



[100] S. Safavynia, G. Torres-Oviedo, and L. Ting, “Muscle synergies: Implications for clinical
evaluation and rehabilitation of movement,” Top. Spinal Cord Inj. Rehabil., vol. 17, no. 1, pp. 16—24, May
2011.

[101] A. D’Avella, A. Portone, L. Fernandez, and F. Lacquaniti, “Control of fast-reaching
movements by muscle synergy combinations,” J. Neurosci., vol. 26, no. 30, pp. 7791-7810, Jul. 2006.

[102] J.Roh, V. C. K. Cheung, and E. Bizzi, “Modules in the brain stem and spinal cord
underlying motor behaviors,” J. Neurophysiol., vol. 106, no. 3, pp. 1363—-1378, Sep. 2011.

[103] J.Roh, W. Z. Rymer, and R. F. Beer, “Robustness of muscle synergies underlying three-
dimensional force generation at the hand in healthy humans,” J. Neurophysiol., vol. 107, no. 8, pp. 2123—
2142, Apr. 2012.

[104] A.D. Avella, P. Saltiel, and E. Bizzi, “Combinations of muscle synergies in the
construction of a natural motor behavior,” Nat. Neurosci., vol. 6, p. 300, Feb. 2003.

[105] J. H. Zar, “Biostatistical Analysis,” 1999. [Online]. Available:
https://books.google.com/books/about/Biostatistical_Analysis.html?id=edxqAAAAMAAJ. [Accessed: 12-
Oct-2020].

[106] Y. Hashiguchi et al., “Merging and fractionation of muscle synergy indicate the recovery
process in patients with hemiplegia: The first study of patients after subacute stroke,” Neural Plast., vol.
2016, 2016.

[107] P.H. McCrea, J. J. Eng, and A. J. Hodgson, “Saturated muscle activation contributes to
compensatory reaching strategies after stroke,” J. Neurophysiol., vol. 94, no. 5, pp. 2999-3008, Nov.
2005.

[108] B. Pan et al., “Alterations of Muscle Synergies During Voluntary Arm Reaching
Movement in Subacute Stroke Survivors at Different Levels of Impairment,” Front. Comput. Neurosci., vol.
12, p. 69, Aug. 2018.

[109] L.Y.Lin et al., “Stronger prediction of motor recovery and outcome post-stroke by
cortico-spinal tract integrity than functional connectivity,” PLoS One, vol. 13, no. 8, p. €0202504, Aug.

2018.

78



[110] C. M. Stinear, P. A. Barber, P. R. Smale, J. P. Coxon, M. K. Fleming, and W. D. Byblow,
“Functional potential in chronic stroke patients depends on corticospinal tract integrity.,” Brain, vol. 130,
no. Pt 1, pp. 170-80, Jan. 2007.

[111] J. M. Rondina, C. H. Park, and N. S. Ward, “Brain regions important for recovery after
severe post-stroke upper limb paresis,” J. Neurol. Neurosurg. Psychiatry, vol. 88, no. 9, pp. 737-743,
Sep. 2017.

[112] B. Pan et al., “Alterations of Muscle Synergies During Voluntary Arm Reaching
Movement in Subacute Stroke Survivors at Different Levels of Impairment,” Front. Comput. Neurosci., vol.
12, p. 69, Aug. 2018.

[113] J.P. A. Dewald and R. F. Beer, “Abnormal joint torque patterns in the paretic upper limb
of subjects with hemiparesis,” Muscle and Nerve, vol. 24, no. 2, pp. 273-283, 2001.

[114] J. Carr and R. Shepherd, “Neurological Rehabilitation, Optimizing Motor Performance,”
1998. [Online]. Available:
https://books.google.com/books?hl=en&Ir=&id=LX94DDJhLAMC&oi=fnd&pg=PA79&dq=Carr+J,+Shepher
d+R.+Neurological+Rehabilitation:+Optimizing+Motor+Perfor-+mance.+Oxford,+UK:+Butterworth-
Heinemann,+1998.&ots=i21zwUghPO&sig=Fd4HqIC40TQOwWZ20JAM7JzCc430#v=0nepage&d.
[Accessed: 09-Oct-2020].

[115] T. Nef, M. Mihelj, G. Kiefer, C. Perndl, R. Mlller, and R. Riener, “ARMin - Exoskeleton for
arm therapy in stroke patients,” in 2007 IEEE 10th International Conference on Rehabilitation Robotics,
ICORR’07, 2007, pp. 68-74.

[116] A. Buchwald et al., “Robotic arm rehabilitation in chronic stroke patients with aphasia may
promote speech and language recovery (but effect is not enhanced by supplementary tDCS),” Front.
Neurol., vol. 9, no. OCT, Oct. 2018.

[117] A. Picelli et al., “Combined effects of cerebellar transcranial direct current stimulation and
transcutaneous spinal direct current stimulation on robot-assisted gait training in patients with chronic
brain stroke: A pilot, single blind, randomized controlled trial,” Restor. Neurol. Neurosci., vol. 36, no. 2, pp.

161-171, Jan. 2018.

79



[118] M. Smith, “Neurological Rehabilitation: Optimizing Motor Performance,” Physiother.
Canada, vol. 67, no. 2, p. 215, 2015.
[119] M. Rensink, M. Schuurmans, E. Lindeman, and T. Hafsteinsdéttir, “Task-oriented training

in rehabilitation after stroke: systematic review,” J. Adv. Nurs., vol. 65, no. 4, pp. 737-754, Apr. 2009.

80



