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Abstract

Brain Computer Interface (BCI) systems can use characteristic brain neural alterations as
control signals of the device/computer. Various mental tasks or external stimulation (visual,
auditory or somatosensory) induce changes which are embedded in the spontaneous neural
activity. Generated changes can be extracted and identified from the brain-signal recordings
that represent the (direct or indirect) measure of electrical neural activity. As a result, BCI
user’s intention for some motor action may be detected directly at cortical level and used for
device control, without employment of the common output pathways of the spinal and
peripheral motor systems. When BCI users are provided with information on their
performance they can further modulate the brain activity in order to gain better control of the
system (the approach termed neurofeedback). Primarily, the target population of BCIs were
the patients with severe neuromuscular disabilities, however, with recent advances in BCI
technology, the range of applications of such systems has expanded to four main areas:
communication and control, motor substitution, motor recovery and entertainment. BClIs
designed for motor substitution, also termed assistive BClIs, are aimed to provide humans
with motor impairments a long-term replacement of the impaired motor function through an
additional channel for communication and/or control of their environment. Examples are BCI
wheelchair control or BCI spelling devices. BCI may be also used for restoration of the
lost/impaired motor function through neurofeeback-based training of the user (termed
restorative BCIs). This could be achieved if user’s “will to move” (i.e. movement imagery or
attempt to move), identified from the ongoing neural activity, directly triggers contingent
sensory feedback with reproducing desired movement artificially by applying functional
electrical stimulation (FES) of muscles or movement of external orthosis. It is hypothesized
that this approach induces activity dependant neuroplasticity and facilitates more natural

motor control through Hebbian learning principles.

Thesis comprises a review of methods for measurement and processing of
electroencephalographic (EEG) signals for extracting features that may be applied in brain-
computer interaction specifically oriented toward restorative interfaces in neurorehabilitation
of people with motor disorders. Methodology, software and hardware for induction and
measurement, processing and/or detection of four BCI control signals, SSVEP, ERD/ERS,
ERP and MRCP are described and analyzed. Although some of these modalities are
commonly used in BCI scientific and market oriented society, it remains unclear how and if
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these BCI control signals may improve the process of motor neurorchabilitation. The goal of
this thesis was to upgrade existing neuroprosthesis based on FES with various BClIs. Three
versions of novel BCI prototype for movement imagery controlled FES were firstly evaluated
in healthy subjects and are now at disposal for clinical studies to facilitate stated question.
The BCI system I is a hybrid version comprising both SSVEP and ERD modalities for BCI
based, automated selection and triggering of three FES patterns for assistance of grasping.
This system was tested in 6 healthy subjects, and all of them were able to control the device
with a mean accuracy of 0.78+0.12. BCI system 1I is a cue-based version of ERD-driven BCI
for FES control and was tested in 4 subjects that achieved true positive rate in a range 0.8 and
1. BCI system III is asynchronous version of a ERD-operated brain switch for triggering of
FES and it was tested in 4 subject with results for positive predictive value and true positive

rate in the ranges 0.66 - 0.92 and 0.81 - 0.94 respectively.

Key words: brain-computer interface, electroencephalography, event related
desynchronization, event related desynchronization/synchronization, steady state visual
evoked potentials, movement related cortical potentials, event related potentials, N400,

functional electrical stimulation, neurorehabilitation
Scientific area: technical sciences, electrical engineering
Specific scientific area: biomedical engineering

UDK number: 621.3
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Pe3ume

Moszak-pauynap unTepdejc (MoPM) cucremn MOry HMCKOPHCTHTH KapaKTEpUCTHYHE
IPOMEHE MOXKJaHe aKTHBHOCTH KOPHCHHMKa Kao KOHTPOJIHE CHUTHaie ypehaja (pauyHapa).
PaznuuuTy MEHTAaTHM 3ajalld WINA CIOJbAIlbH CTUMYIYCH (BHU3YENIHH, AayIUTHBHH WU
COMAaTOCEH30pHH ) HHJIYKY]Y TPOMEHE KOje Cy KOJAUPaHEe y CIIOHTAaHO] HeypaTHOj aKTUBHOCTH.
['eHepucane mpoMeHE ce MOry HICHTU(GHKOBATH MEPEHEM MOXKIAHWX CHUTHAJA KOjU
NPEACTaBIbajy IUPEKTHY WJINM HHIUPEKTHY Mepy eJIEeKTpUYHE aKTHBHOCTH Mosra. Kao
pe3yaTar, Hamepa KOPUCHHKA J1a W3BpIIN ojpeleHe MOTOpHE paame MOXKE Ce JEeTEeKTOBAaTH
JTUPEKTHO HAa KOPTHKAIHOM HHBOY W TPETBOPUTH Yy YIpaBJbadku cHUrHan ypehaja, Oe3
Kopuinhema CHUIIa3HUX MyTeBa KMUMEHE MOKAMHE M NepudepHor MoTopHOT cucrema. Kana
KOpPUCHHMIIM J00Hjajy MOBpaTHe HH(OpMalHMje O HHXOBOM YYHMHKY OHH MOTY JOAATHO
MOJTyJIICAaTH CBOjy MOX/IaHy aKTHBHOCT KaKo OM OCTBAapiM 00JbY KOHTPOIY HaJl CHCTEMOM
(mpuctym Koju ce Ha3uBa Heypoduaoek). OCHOBHA IMIJbHA momyanuja 32 MoPU cucreme cy
MalWjeHTH Ca TEUIKUM MHBAJIHIUTETOM (KOMILIETHO OJCYCTBO BOJbHE MHIIMhHE KOHTpOJIE),
MehyTuM, ca HeJaBHUM HAlpeTKOM OBUX TEXHOJOrHja omcer nmpumene MoPU cucrema ce
MPOIIMPHO HA YETUPHU OOJIACTH: KOMYHHKallMja M KOHTpOJA, MOTOpHA CYIICTUTYIIH]a,
paxabmwiuranuja u 3abaBa. MoPU ypehaju nuzajuupanu 3a MOTOPHY CYICTHTYIIH]Y
(acHCTUBHU CHUCTeMHM) MMajy 3a IIWJb Ja 00e30e/ie JbyuMa ca WHBATUAUTETOM JTyrOPOYHY
3aMeHy omTeheHe MoTOopHE (QyHKIHMje NMpyxkajyhun UM [0JaTHM KaHal 33 KOMYHHKAIH])y
W/ KOHTPOJY HUXOBOT OKpyKema. [IpuMepu 3a 0Baj MPHUCTYI Cy MOXKJaHa KOHTPOJIA
WHBAJINJICKMX KOJIMIIA WM BUPTYyeJHA TacTaTypa 3a crelioBambe. Mo3ak-pauyHap HHTEpPE)C
TEXHOJIOTHja MOXKE Ce TaKohe KOPUCTUTH 3a pecTopalyjy U3rydsbeHe Uil omreheHe MOTOpHe
¢byHKLIMje Kpo3 Tepamujy (TpeHUHr) Ha 0Oa3u Heypoduadeka. To ce MOCTHKE YKOJIHMKO
KOpUCHUKOBa '"KeJha 3a MOKperoM" (Tj. 3aMHILJbamE€ IMOKPETa WM TIOKYINa] TOKpEeTa),
UACHTU(UKOBaHA IUPEKTHO W3 MOXIaHE AaKTHBHOCTH, TOKpehe anexeBaTHY CeH30pHY
MOBPATHY CIIPEry, penpojyKyjyhu >KeJbeHU MOKpEeT BELITaYKH, NPUMEHOM (YHKIIMOHAIHE
enexktpuuHe crumyinanuje (PEC) mummha unu nokperameM crosbHe oprose. [Ipernocrasiba
ce Jla OBaj MPHCTYN HWHAYKYje HEYPOIUIACTUIUTET W MOJCTHYE TPUPOJHUJU OIOpPaBaK

n3ry0speHe MoTopHe (QyHKIMje TpeMa XeO0BUM MPUHIMITIMA MOTOPHOT YYeHa.

Tesa cagpku mperyie MeToza 3a Mepewme U 00paay enekrpoennedanorpapekux (EEID)
CHTHAJIa paJiy U3/IBajama 00eneXja KOHTPOJIHUX CUTHajla Koja ce MOT'Y MPUMEHUTH Y MO3aK-
padyyHap MHTEPAKIMjU CHENU(PUYIHO OpPHUJEHTHCAHO] Ka pecTopaluju TOKpeTa Yy
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HeypopexabunuTtanuju. Merogosoruja, codhTBep U XapJBep 3a UHIYKIIH]Y, MEPEHE, 00pary
W/WIH IeTEKUHU]y YeTUPU OCHOBHA KOHTPOJIHA CUTHAJA (CTAlMOHAPHU BU3YEIHU €BOLIMPAHU
MOTEHIIMjalli, JCCHHXPOHU3allMja/CHHXpOHM3aMja Be3aHa 3a jorahaj, KOPTUKAIHU
€BOLIMPAHU MOTEHIUjaJId U MOTOPHUA KOPTUKAJIHH €BOLMPAHU MOTEHIMjAJIN) Cy ONMUCAHU U
aHanu3upanu. Mako ce HeEKHM O]l OBUX MOJAJIUTETa KOPHUCTE Yy HAYYHUM M TPXKHUIIHO
opujentucanuM MoPU cucremuma, octaje HejacHO Kako U Ja JIM C€ OBU KOHTPOJIHU CUTHAIIU
MOTy YyIOTpeOUTH panu moboJbpllama Imporeca HeypopexOuwnuranuje. Llwb paga y oxBupy
Te3e je na ce yHampenu nocrojehu cucrem 3a ®EC momohy pa3nuuuThX MPHHIIMIIA MO3aK-
pauyHap uHTepakuuje. Tpu HOBe Bep3uje MoPU mportorumoBa 3a koHTponucame PEC
3aMUIIIJEHOM MOTOPHOM aKTHUBHOIINY Cy MPBO TECTHpaHE Ha 3JIPaBUM HCIUTAHHUIMMA U
caza Cy Ha pacrojiaramy 3a Jiajby KIMHUYKY eBanyannjy. [IpBu cucrem je xubpuaHa Bep3uja
MoPH u yxipydyje ABa ympaBjbauka MOJAIUTETAa (CTAIMOHAPHU BHU3YEITHH EBOIMPAHH
MOTEHIIMjalii ¥ IECHHXPOHM3AIlM]a Be3aHa 3a Jorahaj) paau ayroMmatuzaiyje mpoieca uzbopa
W aKTHBallMje CTUMYJIAIlMOHUX oOpas3ala 3a TpU OCHOBHa Tuma XxBara. OBaj cUCTEM je
TeCTHpaH Ha 6 37paBUX UCIHTAHUKA, U CBH Cy OWIIM y CTamy Ja KOHTpoiuily ypehaj ca
cpenmom TagHomhy ox 0,78 + 0,12. Hpyru MoPU cuctem je 3acHOBaH Ha BH3YEIHO]
CUTHaJM3alldju y TpeHyluMa Kajga KOpUCHUK Moxke na aktuBupa OEC 3amunubamem
nokpera. OBaj CUCTEM je TEeCTHpaH Ha 4 MCIHUTAHWKA KOjU Cy MOCTHUIJIHM CTOIY HCIPAaBHHUX
nerexkuurja y pacriony oxa 0,8 go 1. Kom tpeher MoPU cucrema xontpona DEC
(YHKIIMOHHUIIIE Y aCHHXPOHOM MOJly U T€CTHpaHa je Ha 4 HCIUTaHUKa ca pe3yJTaTuma 3a
MO3UTHBHE MPEAUKTUBHE BPEIHOCTH U CTOIY MCIpaBHUX jAeTeKkiuja y omcery 0,66 - 0,92 u

0,81 - 0,94, pecrieKTUBHO.

Kibyune peum: Mozak-pauyHap uHTEpdejc, enexTpoeHiedanorpaduja, TeCHHXPOHU3AIHN]A
Be3aHa 3a jorahaj, CHHXpOHH3aIlMja Be3aHa 3a joralaj, CTallMOHAPHU BU3YEIIHU €BOIMPAHU
MOTEHIIUjalli, MOTOPHU €BOLIMPAHU KOPTUKaTHU moTeHIMjanu, N400, QyHKIHOHATHA

eJIEKTpUYHA CTUMYJIALKja, HeypopeXaOuanTaluja.
Hayuyna o0siact: TexHUUKe HayKe, €IIEKTPOTEXHUKA
¥Y:xka HayuHa 00/1aCcT: BHOMEINIIMHCKO UHKEHEPCTBO

YK opoj: 621.3
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Research Objectives

The objectives of the research described in this thesis were to develop methodology for
measurements of different EEG components that are used as control signals for BCI devices:
event related desynchronization/synchronization (ERD/ERS), steady-state visual evoked
potentials (SSVEP), event related potentials (ERPs) and movement related cortical potentials
(MRCPs). Since the nature, origin and elicitation of listed EEG components are different,
specific hardware subsets were implemented to support recording of individual control

signals.

Custom algorithms implemented in NI LabVIEW, (version 2010, National Instruments
Inc., Austin, USA) and MATLAB (version 2010, The Mathworks, Natick, MA, U.S.A.)
based applications had to be designed and employed for the online extraction of signals’

features used for BCI control and offline processing/analysis.

The main goal of the thesis related research was to test the feasibility of utilizing one or
more of above listed EEG components (ERD, ERS, SSVEP, ERP and MRCP) to improve the
methods of controlling functional electrical stimulation (FES) of muscles. The benefits of
introducing BCI methods in control of FES were expected to be in automation of the two
processes: selection and triggering of stimulation pattern. The following aim was to develop a
novel hybrid BCI system intended for application in neurorehabilitation, specifically for
restoration of hand function after stroke. The term “hybrid” is used to describe the approach
where multiple EEG control signals drive the BCI, as well as the fact that proposed device
combines BCI methods with conventional assistive modality — FES, for improving its
applicability and effectiveness. In the final design of the hybrid BCI, SSVEP and ERD were

implemented for online control of FES.

The results of this research comprise the development and testing of the three prototypes
(versions) of BCI systems for the control of FES: hybrid (SSVEP and ERD based) BCI, cued
ERD based BCI and asynchronous ERD based BCI. The developed BCIs operate in
accordance with current trends in neurorehabilitation where the mental training (imagery) of
the movement using neurofeedback may enable faster and more effective recovery of the lost

motor function.



Research hypotheses

1.

The two EEG signal modalities, SSVEP (induced by flickering lights) and
sensorimotor rhythm ERD (induced by motor imagery) can be sequentially
detected with satisfactory accuracy (>70%) using 2 bipolar, standard EEG
channels.

SSVEP and ERD measurements and detection algorithms can be employed to
drive a hybrid BCI device for control of selective FES by repeated selection and
triggering one of the 3 stimulation patterns that support different grasps.

The approach of synchronizing FES with motor imagery measured by ERD may
induce plasticity of the corticospinal tract to the muscle.

The developed software applications and/or hardware subsets can be also utilized
for measurements of other common EEG control signals (namely ERP and

MRCP) and for neurofeedback.



Research contributions

« Experimental setups and protocols for measurement, processing and visualization
of SSVEP, ERD/ERS, ERP and MRCP.

« Proof of the concept of using ERD and SSVEP in a hybrid, sequential, closed loop
BCTI architecture to control FES of arm muscles.

« Custom software for 16 channel EEG acquisition developed in NI LabVIEW,
(version 2010, National Instruments Inc., Austin, USA), for online processing and
wide application range biofeedback, tested in research studies including: online
SSVEP and ERD detection, motor imagery training, sensorimotor rhythm
conditioning by neurofeedback and ERP research studies in cognitive psychology.

o Custom software tools for offline EEG processing developed in MATLAB
(version 2010, The Mathworks, Natick, MA, U.S.A.) utilized for processing,
visualization and/or detection of ERD/ERS, SSVEP, ERP and MRCP.
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Outline of the thesis

Introduction to Brain Computer Interface (BCI) is given in chapter 1. It comprises the
brief historical background of BCI, areas of BCI application, classification of BCI systems
based on various criteria, basic information on the most important control modalities used in

brain machine interaction and descriptions of existing BCI systems based on each modality.

Chapter 2 describes a software application for EEG (and/or other biosignal) acquisition,
online processing and biofeedback, both developed for the purpose of thesis-related studies.
One feasibility study describing the application of the developed software for sensorimotor

rhythm neurofeedback in children is also described within this chapter.

Chapters 3, 4, 5 and 6 describe the methodology of recording, processing and
visualization of four control signals most frequently used in assistive and restorative BCls:
steady state visual evoked potentials, event-related desynchronization/synchronization, event
related potentials and movement related cortical potentials, respectively. All results presented
in these chapters are based on original research-related measurements conducted at the
Laboratory for Biomedical Instrumentation & Technology (BMIT), University of Belgrade —
School of Electrical Engineering, Belgrade, Serbia (chapters 3, 4 and 5) and Center for
Sensory-Motor Interaction, Department of Health Science and Technology, Aalborg
University, 9220 Aalborg @, Denmark (chapter 6).

Chapter 3 introduces the instrumentation and methodology for eliciting the steady-state

visual evoked potentials and their visualization.

Chapter 4 introduces the instrumentation and methodology for inducing the event-related
desynchronization and synchronization with real movement execution and movement

imagery and their quantification and visualization.

Chapter 5 introduces the instrumentation and methodology for elicitation, processing and
visualization of event-related potentials, with special reference to the N400 component of the

ERP.

Chapter 6 presents the methods for simultaneous measurements of MRCP and
sensorimotor ERD/ERS using multichannel EEG. Additionally, the effects of introducing
visual cues during task execution on the spatiotemporal features of both MRCP and

ERD/ERS were investigated.

Chapters 7, 8 and 9 describe three novel BCI systems for control of FES.



In chapter 7, operation and feasibility of a hybrid BCI for advanced functional electrical
therapy is described. This is the first variant of the developed restorative BCI prototype for
motor imagery based control of FES. Within hybrid closed loop architecture the system
comprises two BCI control signals (SSVEP and ERD) utilized for the sequential selection
and triggering of one of the three predefined electrical stimulation patterns related to the three

basic types of grasp.

In chapter 8, operation and feasibility of a cue-based BCI for the control of FES is
described. The second variant of the developed restorative BCI prototype for ERD based
control of FES comprises cue-based triggering of one of the three predefined electrical

stimulation patterns by motor imagery.

In chapter 9, operation and feasibility of an asynchronous “brain switch” for triggering of
FES is described. The third variant of the restorative BCI prototype for ERD based control of
FES was developed. Potential of such a system for inducing plasticity of the corticospinal

tract to the muscle was investigate also by employing transcranial magnetic stimulation.

Chapter 10 reviews the obtained results, summarizes the contributions within the thesis

and possibilities for future research arising from the results of the described research studies.

System for EEG measurements used in the studies conducted at BMIT laboratory and
photo sensor developed for EEG synchronization with visual stimuli are described in

Appendix A and B respectively.



1 Introduction to Brain Computer Interface

“...Can these observable electrical brain signals be put to work as carriers
of information in man-computer communication or for the purpose of
controlling such external apparatus as prosthetic devices or spaceships?
Even on the sole basis of the present states of the art of computer science
and neurophysiology, one may suggest that such a feat is potentially around

the corner.

The Brain Computer Interface project was meant to be a first attempt to
evaluate the feasibility and practicality of utilizing the brain signals in a
man-computer dialogue while at the same time developing a novel tool for
the study of the neurophysiological phenomena that govern the production

’

and the control of observable neuroelectric events...’
Jacques J. Vidal (1973)
Segment taken from [1]

In the 1973 Dr. Jacques J. Vidal (Director of the Brain—-Computer Interface Laboratory at
UCLA) in his publication “Towards direct brain-computer communication”, was the first to
present scientific evidence on an idea of creating a communication pathway between a human
brain and the generic device [1]. Image from the original scientific paper presenting the
organization and computer architecture of this laboratory is presented in Figure 1.1. Since
then many scientist have followed this path resulting in increasing interest for the Brain

Computer Interface (BCI) field, as Vidal originally named it, over the years.
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Figure 1.1 — General organization and computer architecture of Brain-Computer Interface Laboratory (UCLA),

taken from [1].

In recognition of the rapid development of BCI and its potential importance, the first
International meeting on the topic of BCI organized by the Wadsworth Center of the New
York State Department of Health was held in June of 1999. Fifty scientists and engineers
participated in this event, representing 22 different research groups from the United States,
Canada, Great Britain, Germany, Austria, and Italy. Their goal was to review the current state
of BCI research, to define the aims of basic and applied BCI research, to identify and address
the key technical issues and to consider development of standard research procedures and
assessment methods. On this occasion the participants of the meeting debated and agreed on
the first official definition of BCI which was later included into the review paper of Jonathan

Wolpaw et al. in 2002, “Brain—computer interfaces for communication and control” [2].
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“A BCI is a communication system in which messages or commands that an
individual sends to the external world do not pass through the brain’s normal output
pathways of peripheral nerves and muscles. For example, in an EEG based BCI the
messages are encoded in EEG activity. A BCI provides its user with an alternative

method for acting on the world.”
Walpaw et al. 2002 [2]

Therefore, the certain correlates of user’s will can be extracted directly from brain signals
and the basis for this is that mental activity (thoughts) can modify the bioelectrical brain
activity and is encoded in the recorded signals [3]. Other terms have also been used to
describe this approach, such as Brain-Machine Interface (BMI), Direct Neural Interface
(DNI), Mind-Machine Interface (MMI), Brain/Neuronal Computer Interaction (BNCI) etc.
The main principle of BCI is the capability to detect different patterns of brain activity, each
being associated to particular mental state or task. However, it should be clearly emphasized
that the goal of BCI isn’t tracking of brain signals solely for determining a person’s intentions
or wishes - the common misapprehension about the “mind-reading” or “wire-tapping” pursuit
of BCI [4]. A BCI is a new output channel for the brain. Like the natural output channels of
peripheral nerves and muscles, it is likely to engage the brain’s adaptive capacities, which
adjust the output to optimize the performance. BCI operation depends on the interaction of
two adaptive controllers: the user’s brain, which produces the measured and analyzed signals,
and the BCI system itself, which translates that signals into commands [4]. Therefore, the
control of BCI system is a new skill that doesn’t employ muscle control but the control of

brain activity.

Successful operation of the brain's normal output pathways depends on feedback. Even
very common motor actions such as speaking or walking, for their initial acquisition and
subsequent maintenance require continual adjustments based on oversight of intermediate and
final outcomes [5]. When feedback is absent from the start, motor skills do not develop
properly. When it is lost later on, these skills deteriorate. Consequently, BCI operation also
depends on feedback and on adaptation of brain activity based on it. Hence, the two way
adaptation between the user and the device is crucial for successful BCI control. The users
have to learn how to modulate their brainwaves so as to generate distinct brain patterns, but
also the user training is complemented with machine learning techniques to discover the

individual brain patterns characterizing the mental tasks executed by the user.
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The possibility of utilizing the brain’s adaptive capacities for the control of various
electrophysiological signal features was initially suggested by studies exploring therapeutic
applications of the electroencephalography (EEG). The possibilities of conditioning the
visual alpha rhythm, slow cortical potentials, the mu rhythm, and other EEG features were
tested in numerous studies starting from the late 1960s (reviewed in [6]). This approach,
methodologically very similar to BCI, is termed neurofeedback. However, the aim of
neurofeedback is not to achieve a specific goal (i.e. communicate or control a device) by
volitionally controlling the brain-signal features, but mastering the skill of their self-
regulation, for therapeutic or other purposes. The focus of these studies was mainly to induce
changes in the amplitudes of signal-features, aiming at therapeutic benefits of such
interventions (exp. reduction in seizure frequency) [7]. Although these studies did not
investigate the ability of increasing and/or decreasing a specific feature quickly and
accurately enough, so it can to be employed for efficient communication/control, their results
suggested that bidirectional control is possible and set the ground for further research in BCI

field.

1.1 Areas of BCI application

Augmenting human capabilities by providing a new muscle- and nerve-independent
channel for interaction with the outside world was recognized as a relevant tool to help the
people with motor disabilities. These disabilities can be a consequence of traumatic lesions of
the brain or the spinal cord (spinal cord injury — SCI), cerebrovascular diseases (stroke), or
degenerative neuromuscular diseases (muscular dystrophies and motor neuron disorders such
as amyotrophic lateral sclerosis (ALS) and spinal muscular atrophies) that are characterized
by a progressive loss of voluntary muscular activity [2], [3]. In all these cases, however,
cognitive functions may be mostly or completely spared. The four application areas that
potentially could benefit the most from combining BCI principles and methods with assistive

technologies were recently recognized, and these are [4]:

« communication and control,
« motor substitution,
. entertainment and

« motor restoration
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1.1.1 BCI in neurorehabilitation

“Let us assume that the persistence or repetition of a reverberatory activity (or
"trace"”) tends to induce lasting cellular changes that add to its stability. When an
axon of cell A is near enough to excite a cell B and repeatedly or persistently takes
part in firing it, some growth process or metabolic change takes place in one or both

cells such that A's efficiency, as one of the cells firing B, is increased.”
Hebb’s rule, Donald Hebb (1949) [8]
“Cells that fire together, wire together”
Carla Shatz (1990) [9]

Recent advances in neurorehabilitation show the potential of BCI technology to be used
either for long term substitution or further enhancement of the impaired motor function,
dividing the BCls in two groups: assistive and restorative, respectively [10]. Assistive BCls,
accordingly, assist the user in communicating or performing a daily life task by replacing the
lost motor function with a new one provided by the external device controlled by the signals
from the brain. Target population for assistive BCIs is mainly people with severe stabilized
motor disability (due to SCI, ALS, etc.). Examples of such systems are BCI control of
functional electrical stimulation (FES) [11] [12], orthotic devices [13], wheelchair [14-16] or
spelling devices [17, 18]. Restorative BCIs aim to restore impaired motor function through
BCI based training/therapy [19]. The final goal is to induce plastic changes via guided
neurofeedback by closing the loop between the desired brain activity and contingent stimuli
[20]. One possible way of closing this loop is when user’s movement imagination (motor
imagery - MI) or attempt, identified from the ongoing neural activity, directly triggers
contingent sensory feedback [21] [22]. It is hypothesized that therapeutic interventions
consisting of repetitive pairing the MI with contingent sensory input, induce activity
dependant neuroplasticity and facilitate more natural motor control according to the Hebbian
learning principles [19] [23] [20]. Specifically, someone’s will to move extracted from the
signals collected from the brain area with a lesion, can be translated into the real matching-
movement of the affected limb by using FES of muscles, orthotic device or an assistive robot
[24]. By mimicking natural activation patterns between the efferent cortical activity of the
areas that once controlled the affected limb and precisely temporally synchronized sensory

input response that activates associated afferents might lead to rewiring or strengthening of
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the motor networks [10] [25] [26] [27]. Several recent studies have proven the different
concepts of BCI based neurorehabilitation. Buch et al. were the first to report that chronic
stroke patients with complete hand paralysis were able to modulate their oscillatory
movement related brain activity to control external hand orthosis [28]. Daly et al. reported
that imagined/attempted movement can be translated to FES induced movement, and that this
treatment resulted in motor recovery of a chronic stroke patient [29]. Caria et al. used
sensorimotor rthythm (SMR) to drive hand and arm orthosis and have proven the concept that
only MI temporally synchronized with the orthosis movements led to motor relearning,
plastic changes and functional improvement in chronic stroke patients [27]. This new
potential of BCI in therapy isn’t only promising because it aims at a large target group (stroke
survivors), comparing to the assistive ones, but also currently seems more feasible in terms of
applicability. Daily use of the assistive BCI device is a challenging task for many reasons.
Long term signal recording is difficult in both noninvasive (EEG based) and invasive BCls.
Impedance changes, noise, habituation, fatigue etc. all affect the quality of the signal-features
and consequently may influence negatively the BCI operation. On the other hand, if the BCI
device is applied in a training program, with a daily routine, during a limited time period
(weeks/months) this approach might seem more realistic in bringing the BCIs out of the

research laboratories into the clinical practice and real world application.
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1.2 BCI components and classification

Like any communication or control system a BCI is consisted of the following parts:
input (user’s brain signal), output (i.e. device commands), components that translate input
into output, and a protocol that determines the onset, offset, and timing of operation, all
presented in Figure 1.2 [2]. BCI systems are further classified based on the specific nature of
each component. The classification of BCI devices based on various criteria will be discussed

in the following chapters (1.3-1.8).

_________________________________________ BClsystem
Signal Translation Device E
' acquisition — Signal features ) JR— |
i . algorithm commands |
i | and processing AW, i !

Figure 1.2 - Basic design and operation of any BCI system. Taken from [2].
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1.3 Invasive and noninvasive BCI systems

BClIs are divided into categories of invasive and noninvasive systems depending on the
procedure applied for brain signal recordings. Brain signal can be any direct or indirect
measure of electrical brain activity originating from the firing neurons. In invasive BCI
devices this activity is measured by electrodes placed in the tissue of the cortex (intracortical
recording) or on top of the cortex, beneath the first brain membrane — dura (subdural
recording or electrocorticogram - ECoG) [30] [31]. In noninvasive measurements of the
brain’s electrical field, electrodes are fixed on the intact skull, the method known as
electroencephalography (EEG) [32]. In addition to electric field changes, neural activity
produces various types of signals that can be measured non-invasively such as magnetic field
recorded with magnetoencephalography (MEG) [28]. Metabolic changes of blood flow and
oxygenation in the neural structures that follow their activation can also be measured with
techniques such as: functional magnetic resonance imaging (fMRI) [33], optical imaging (i.e.
near infrared spectroscopy — NIRS) [34] and positron emission tomography (PET) [35].
Unfortunately, techniques like MEG, fMRI, PET require robust, sophisticated equipment that
can be operated only in specialized facilities. Also, the techniques for measuring blood flow

have longer latencies which make them less appropriate for real-time control.

The devices based on EEG measurements were the most exploited for BCI control due to
their noninvasiveness, portability, lower costs and excellent temporal resolution. The
limitations of the non-invasive methods are the fact that they are often susceptible to noise,
the signal is attenuated and have lower spatial resolution due to the distance from the brain
and spreading through the layers of bone and tissue and that the recorded signal represents
the large-scale activity of neural populations. Signals acquired by invasive recording methods
are less affected by noise and artifacts and thus have better signal-to-noise ratio than
noninvasively measured brain signals. The obvious drawback is a brain surgery that is
necessary to implement such a system but also the issues of tissue rejection, scaring (resulting
in loss of contact between the sensor and neural tissue), possibility of infection, problem of

connectors and/or data transfer.

The further overview of BCI principles and methods will include only descriptions of

noninvasive EEG modalities following the original research described within this thesis.
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1.4 Control signals of EEG-based BCls

One of the main challenges in BCI is to identify the group of mental tasks or mental
strategies that induce specific neurophysiological signal changes (also termed, task related
brain-signal patterns). A specific device command is assigned to each of those patterns so
that the execution of a specified mental task triggers certain device command. There are two

main categories of EEG-based control signals that are used for driving BCIs [36]:

« evoked control signals and

« induced control signals

Evoked signals are generated by external stimuli (visual, auditory or somatosensory) and
embedded in the BCI user’s spontaneous EEG activity. These signals are commonly referred

to as evoked potentials (EP).

Induced signals are the alterations in the EEG voluntarily generated by the BCI user and
these are in general independent of external events/stimuli. Induced signals are the result of

internal cognitive processing [36].
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1.4.1 Steady state visual evoked potentials (SSVEP)

The steady-state evoked potential (SSEP) is a brain response elicited by a repetitive
stimulus of a fixed frequency [37]. During the stimulation the steady-state response appears
in the EEG in a form a periodic, nearly sinusoidal waveform of the same fundamental
frequency as the stimulus and often includes higher harmonics [38]. Depending on the nature
of the stimulus, which can be visual [37] [39] [40], auditory [41] and somatosensory [42],
three SSEP modalities are at disposal, each most pronounced (have the highest amplitude) in

the associated cortical regions.

Visual evoked potential (VEP) is the transient response in the EEG evoked by isolated
visual stimulus. The stimuli that evoke transient VEPs are an asynchronous and of repetition
rate not more than 2 stimuli per second. The term transient is used because the slow
stimulation rate allows the sensory pathways to recover in between the consecutive stimuli.
However if the visual stimuli are presented at a fixed rate, fast enough to prevent the evoked
neural activity from returning to baseline state, the elicited responses becomes continuous
and are referred to as the steady-state visual evoked potentials (SSVEP) [43] [44]. The Figure
1.3 shows the gradual shifting of the visual evoked responses from transient (VEP) to

continuous (SSVEP) with the change of the stimulation frequency.
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Figure 1.3 - Changes in the VEP wave form as a function of stimulation frequency. Taken from [43].
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Steady-State Visual Evoked Potentials (SSVEP) are brain’s responses to a repetitive
visual stimulation (exp. light flashes), occurring mainly in the primary visual cortex. The
frequencies of the stimuli used for SSVEP induction vary in different studies. In recent
scientific publications authors have considered even the frequencies below 2 Hz for
producing steady-state response [45]. Namely these types of stimulation evoke transient
VEPs but in fixed rate which produces a periodic response that can be treated with the same
processing/detection methods as SSVEP [44]. In recent review of the stimulation methods for

SSVEP eliciting the specified range of stimuli frequencies is 1 to 100 Hz [46].

SSVEP are used as a control signal in BCI because they can offer the user to select
among several commands, and thus can be used to drive a BCI based menu [47] [48]. Each
option/command in such menu is associated with one of the repetitive visual stimuli
presented to the user. Individual stimuli can differ from each other only by their repetition
frequency. As all stimuli are simultaneously presented, the user can focus the visual attention
on the specific one, eliciting the corresponding SSVEP response in the EEG measured over
the primary visual cortex, which triggers the associated menu option [49]. This is based on
the fact that the SSVEP amplitude is greater for the attended stimuli than for the unattended

ones, even when the stimuli are presented in the same region of visual field [50] [51].

For eliciting the SSVEP responses, three types of visual stimuli have been reported in the
literature: light stimuli, single graphic stimuli and pattern reversal stimuli [45]. Light stimuli
are the flashing light sources such as light emitting diodes (LEDs), fluorescent lights or Xe-
lights, whose blinking is modulated with a certain frequency. The single graphic stimulus
consists of a repeatedly appearing and disappearing image (usually on a computer screen) at a
fixed rate. Pattern reversal type of stimulation consists of at least two patterns alternated at a
specified frequency. When using a computer screen for stimuli display it should be taken into
consideration that the refresh rate of the monitor itself could influence the stimuli
presentation. Examples of single graphic stimuli and pattern reversal stimuli are shown in
Figure 1.4. Typical SSVEP response in the time and frequency domain are presented in

Figure 1.5.
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Figure 1.4 - Single graphic type stimuli (A) and pattern reversal type stimuli (B) for SSVEP eliciting. Taken
from [45].

20
15 f
10
3 st &
o =)
Z o0 =
= z
£ - :
-10
—15+
20 . ’ ) ) . . " " i , —40 5 i i i i i
02 04 06 08 1 12 14 16 18 2 0 10 20 30 40 50 60
t(s) Frequency (Hz)

(A) (B)

Figure 1.5 - SSVEP waveform of an EEG signal recorded in bipolar configuration (Oz-Cz) during stimulation

with a light source flashing at 15 Hz (left plot), and its frequency spectrum (right plot). Taken from [45].
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1.4.1.1 SSVEP based BCIs

In this chapter the practical solutions of employing SSVEP in BCI control are reviewed.

Cheng et al. (2002) presented a SSVEP BCI that can help users to input phone numbers
by using a virtual telephone keypad with thirteen buttons (ten digits from 0 to 9, backspace,
enter and on/off option) illuminated at different rates, displayed on a computer monitor
(Figure 1.6) [49]. Eight out of the thirteen BCI users succeeded in calling the mobile phone

with the average transfer rate over all subjects of 27.15 bits/min.

Gao et al. (2003) developed an SSVEP based environmental controller with high
information transfer rate (Figure 1.6) [48]. This system can distinguish 48 targets and provide
a transfer rate up to 68 bits/min. Frequency resolution or the minimum difference in
flickering frequency between neighboring targets the subject was able to discriminate was
reported to be about 0.2 Hz. The stimuli frequencies in this study covered the bandwidth from

6to 15 Hz.

Lalor et al. (2005) proposed SSVEP-based BCI design within a real-time gaming
framework for binary control in a 3D video game (Figure 1.6) [52]. The video game involves
the movement of an animated character within a virtual environment. SSVEP induction is
based on checkerboard pattern-reversal. The performance of the BCI was consistent across
six subjects, with 41 of 48 games successfully completed with the average real-time control

accuracy across subjects of 89%.

Gollee et al. (2010) presented a BCI device that combines SSVEP with FES system to
allow the user to control stimulation settings and parameters [53]. The system uses four
flickering lights of distinct frequencies for forming a menu-based interface, enabling the user
to interact with the system for electrical stimulation of abdominal muscles for respiratory
assistance. The system was tested on 12 neurologically intact subjects and the mean accuracy

of more than 90% was achieved, with an average information transfer rate of 12.5 bits/min.

Ortner et al. (2011) designed an asynchronous SSVEP BCI for control of an assistive
orthosis for grasping [54]. The orthosis was equipped with two LEDs which flickered at 8
and 13 Hz (Figure 1.6). The performance of the BCI was tested on practical task of grasping
a plastic bottle, moving it from one area to another and releasing it. The six subjects showed

good control with a positive predictive value (PPV) higher than 60%. The overall PPV for all
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subjects reached 78+10 %. The authors also reported that several users disliked the flickering
lights required in SSVEP BCls.

Figure 1.6 — Examples of SSVEP based BCIs. Thirteen buttons displayed on the screen of a computer monitor

constituting a virtual telephone keypad (upper left image). LED stimulator with 48 targets (upper right image).
Hand-orthosis with two (8 and 13 Hz) mounted flickering LEDs (lower left image). Screenshot of the mind-balance
game, where the balance of the avatar is achieved by gazing at pattern reversal stimuli (lower right image). Figure

adapted from [49], [48], [S5] and [52], respectively.

22



1.4.2 Event Related Desynchronisation/Synchronisation (ERD/ERS)

Berger (1930) discovered that certain events can induce or block the alpha rhythm and it
was later noticed that these changes in the ongoing oscillatory EEG activity are time-locked
while not phase-locked to the event [56], [57]. Time-locking of the brain rhythmic activity is
reflected in changes (decrease or increase) in the amplitude of alpha oscillations in regard to
the event, due to a decrease or an increase in synchrony of the underlying neuronal
populations, respectively [58]. Decrease in amplitudes of oscillatory brain activity related
with an event was accordingly named: event-related desynchronization (ERD) [59], while the
corresponding increase was described as: event-related synchronization (ERS) [60]. The
terms event-related spectral perturbation (ERSP) and event related oscillations (EROs) are
also used to refer to both ERD and ERS [61]. ERD and ERS phenomena aren’t exclusively
linked to the EEG-measured oscillatory brain activity but are found also in ECoG [62] [63]
[64] and MEG recordings [65]. Sensory, motor, cognitive and emotional processing can

affect the ongoing EEG by eliciting ERD and/or ERS in specific frequency bands [58] [66].

The absence of phase synchrony in the internally induced oscillatory activity between the
single trials (events) implies that they cannot be analyzed by simple averaging as event
related potentials (more in section 1.4.4), however time-frequency analysis i.e. spectral power
analysis may be applied [67]. Therefore, these oscillatory phenomena of the brain signals can
be identified either as a decrease or an increase of power in subject-specific frequency bands,
in respect to the baseline power, which is the brain signal power in the time interval during
passive, idle state [67]. Consequently, referring to the terms ERD/ERS always entails
existence of the referent, baseline interval in respect to which the power changes are
calculated, and thus they are relative measures which depend of the amount of activity during
the referent interval. It should be emphasized that ERD/ERS always occur in specific

frequency bands of interest, depending on the task/stimuli or measurement location.

Generally, the frequency of brain oscillations is negatively correlated with their
amplitude, thus the amplitude decreases with increasing of frequency [68]. The spatial
distribution of ERD/ERS in different scalp locations tends to be dependent on the frequency
band which is analyzed. ERD of lower alpha rhythm (7-10 Hz) is usually spread wide over
the cortex and can be induced with a variety of mental tasks, while the higher alpha ERD
(10-12 Hz) is spatially more restricted and related to more specific tasks (exp. tasks

involving processing of semantic memory information) [69]. Another example of specific

23



ERD/ERS spatial pattern is that the ERD of the alpha rhythm measured in the central area of
the cortex may be accompanied by ERS in the same frequency band in the neighboring areas

and vice versa [70].

1.4.2.1 ERD/ERS and movement

ERD/ERS phenomena are related also with the preparation, execution and imagination of
body-movements [71]. EEG based movement related oscillatory changes are mainly seen in
alpha and beta frequency bands (<35 Hz) and show characteristic spatiotemporal patterns
during sensorimotor processing whereas ERD can be seen as a correlate of an activated
cortical area and ERS may represent a deactivated cortical area or inhibited cortical network,

at least for certain tasks, or under certain conditions [72].

1.4.2.2 Spatiotemporal ERD/ERS features during movement

The mu rhythm ERD can start to 2 s prior to the movement and is most prominent over
the contralateral sensorimotor areas during motor preparation and spreads bilaterally with
movement onset. ERD during hand MI shows similar pattern to the pre-movement ERD, that

is, locally is restricted to the contralateral sensorimotor areas [68].

Alpha and beta ERD can be observed as electrophysiological correlates to the activation
of cortical neural networks and their preparation to process information with an increased
excitability of cortical neurons [68] [73]. During movement preparation and execution,
desynchronization of alpha mu activity at a specific cortical location may be accompanied
with ERS in the same band over areas not engaged in the task [70] [74]. ERS can also be
present after the movement (at the offset of the movement), in the same areas that had
displayed ERD during the movement execution [63]. The brisk and slow finger movements
exhibit almost identical morphology of the ERD/ERS time courses, although they are
different tasks in terms that the brisk movements are preprogrammed and they does not
require feedback from the periphery, while slow movements depends on the afferent input

from kinesthetic receptors evoked by the movement itself [75] [58].

Since the peak of the alpha mu rhythm typically occurs in the absence of processing
sensory information or motor output, it was hypothesized to reflect a cortical idling state and
may represent inhibitory cortical activity [68]. This may be true for cortical areas
representative for another modality or in neighboring areas that correspond to the same

modality. The example is simultaneous central ERD and occipital ERS during movement task
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and vice versa for visual task (occipital ERD accompanied with central ERS). Other
examples are mu rhythm patterns during execution and imagination of foot movements where
ERD at the foot representation area is accompanied by ERS of the hand area. The central beta
rhythm may also be indicative for the active state of neural networks in the sensorimotor
cortex, given that amplitude of beta oscillations is also decreased during preparation,
execution, and imagination of movements. After the movement offset a short-lasting beta
bursts (increased amplitude of beta oscillations) appear [76]. They are termed beta-rebound
or post-movement beta ERS and display a high degree in somatotopical specificity [77] [78].
Beta rebound can also be present after the movement imagery and therefore its occurrence
may not necessarily depend on the motor cortex output and muscle activation [79]. These
central beta oscillations have been interpreted to reflect a short-lasting state of deactivation or
inhibition of motor cortex networks [77]. This assumption was supported using transcranial
magnetic stimulation (TMS) to show that the excitability level of motor cortex neurons was

significantly reduced within the first second after the offset of finger movement [80].

The hand area mu ERD can be found in nearly every subject, but a foot area alpha mu
ERD is less common [81]. In the Figure 1.7 are presented examples of ERD and ERS spatial

patterns in the hand and feet area for different frequency bands.

Results of a study comparing pre-movement ERD and post movement ERS during 3
different motor tasks (thumb, index finger and wrist movement), show similar mu ERD
during motor preparation and significant differences in ERS after the movement offset. The
contralateral beta ERS was significantly larger in gross movements of the wrist as compared
to index finger and thumb movements, which suggests that the pre-movement
desynchronization is independent of the forthcoming type of movement, whereas the post-

movement beta synchronization depends on the activated muscle mass [76].
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Figure 1.7 - Upper right and left images represent the hand area mu desynchronization in the 10+11 Hz band
and a beta desynchronization in the 20+24 Hz band during a voluntary right hand movement, respectively. Lower
right and left images represent the foot area desynchronization in the 7+8 Hz band and a circumscribed 20+24 Hz
band ERD during the voluntary foot movement. The maps represent a time interval of 125 ms while the white cross

marks the position of ERD maximum. Taken from [58].

1.4.2.3 ERD and ERS during movement imagery

In addition to motor preparation and execution, imagination of movements also produces
specific EEG patterns over primary sensory and motor areas [71]. The explanation of this
phenomenon is that MI involves the same brain structures as in programming and preparation
of movements [82]. For an example, imagination of right and left hand movements result in
desynchronization of mu and beta rhythms over the contralateral hand area with very similar
topography to planning and execution of real movements, Figure 1.8 [83]. It can be assumed
that the pre-movement ERD and the ERD during MI reflect a similar type of presetting of
neural networks, in sensorimotor areas, reflecting the readiness to act (move) [68]. An
involvement of the primary sensorimotor cortex in MI was further explored by functional
brain imaging and by TMS studies showing an increase of motor responses during mental

imagination of movements [84] [85].

The protocols of testing the BCI devices based in movement imagery often include
cueing in order to define exact time points or intervals in which the imagery is performed, for
testing the accuracy of the detections. The cueing in BCI paradigms will be further discussed

in chapters 4 and 6.
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Figure 1.8 - ERD/ERS time-frequency maps (left side) and topography of mu ERD (right side) of a single subject
during execution (upper panel) and imagination of a right-hand movement (lower panel) calculated for the C3
location. Zero marks the movement-onset and the onset of cue presentation in the execution and imagination task,

respectively. Taken from [32].

1.4.2.4 ERD/ERS as control signals in BCI

In this chapter the examples of ERD driven BCIs with different applications will be

reviewed.

Scherer et al. (2004) have developed a BCI for asynchronous virtual keyboard control.
User can scroll through the letters by feet movement imagery and then select the desired
letter by imagery of left or right hand movement [86]. The other variant of the asynchronous
ERD/ERS based keyboard control was introduced by Millan et al. [87]. The virtual keyboard
presented on the computer screen was divided into 3 subsets of letters. User can select the
subset by applying one of the three mental tasks that induce ERD/ERS changes in the
ongoing EEG activity. The three tasks are selected from the group of strategies, namely,
mental relaxation, right/left hand (arm) MI, mental cube rotation, mental arithmetic or word
association. When a subset of letters is selected it is divided in subsets again and this process
is repeated until the three letters remain and the single letter is selected. Then the whole

process is repeated until the desired word/sentence is spelled.
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The beta ERS has been employed for asynchronous wheelchair control in virtual reality
by a spinal cord injured subject [15]. The mental strategies that induced beta bursts are
imaginary movements of BCI user’s paralyzed feet, while and the single bipolar channel was
used for brain signal acquisition and feature extraction. The accuracy of participant’s

performance averaged over several runs was 90%.

Pfurtscheller et al. (2003) have presented an asynchronous brain-computer interface
(BCI) for the control of functional electrical stimulation (FES) for the restoration of grasp
function in a tetraplegic subject. The mental strategy to drive this BCI was imagination of
feet movement to produce beta ERS. The grasp sequence was consisted of four consecutive
phases Figure 1.9 where each ERS detection triggered the subsequent FES assisted phase. In
this study, inconsistently with the natural motor activation pattern, the feet movement
imagery was used for artificial induction of hand movement. The patient was able to grasp a

glass with the paralyzed hand using this BCI device [11].
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Figure 1.9 - Raw bipolar EEG channel (vertex), bandpass filtered (15-19 Hz) EEG signal and band power time
course over a time interval of 50 seconds are presented in graphs (from up to down). Threshold and trigger pulse

generation after FES operation and grasp phases are presented. Taken from [11].
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1.4.3 Movement related cortical potential (MRCP)

In 1964 Kornhuber and Deecke first reported of electroencephalographic (EEG) activity
preceding voluntary movement in human after identifying the two movement related EEG
signal components [88]. The first component was observed before the movement onset
(named Bereitschaftspotential — BP or readiness potential — RP), and the second one after the
movement onset. In later publications different components of the movement related cortical

potential (MRCP) have been identified and different terms have been applied [89].

The BP starts at about 2.0 s before the onset of the movement (usually identified from
electromyographic signal - EMG) and then increases its gradient about 400 ms before the
movement. The late steeper slope shows clearly different scalp distribution compared to the
early slow shift and thus these two are designated as late BP or Negative Slope (NS’) and
early BP, respectively [90]. The early BP is maximal at the midline centro-parietal area, and
is symmetrically and widely distributed over the scalp regardless of the site of movement
[89]. The onset of early BP significantly differs among different conditions of movement and
among subjects. In the tests where the subject repeatedly perform the same movement at a
self-paced rate of once every 5 s or longer, the early BP commonly starts much earlier as
compared to the movement executed in more natural conditions, due to the prolonged
preparation time [89]. The onset of the late BP, determined by an abrupt increase of the
gradient at the central electrode and can also vary in different subjects and experimental
conditions. The late BP is maximal over the contralateral central area for the hand
movements (approximately C1 or C2 of the international 10-20 system) and at the midline
(approximately Cz) for the foot movements. Shibasaki et al. in 1980s have identified 8
components, 4 before and 4 after the movement onset, in finger movements (BP, NS’, P-50,
N-10, N+50, P+90, N+160 and P+300), based on the scalp distribution of averaged data
across 14 subjects. This labeling is interpreted (except for BP and NS’) according to the
surface polarity, where letters P and N correspond to the positive and negative values
respectively [90]. The numbers in the labels are the mean time intervals in milliseconds
between the peak of each component and the peak of the averaged, rectified EMG, the
number being negative if the peak occurred before the EMG peak (not EMG onset), and
positive if it occurred after the EMG peak (Figure 1.10).
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Figure 1.10 - MRCP curves extracted from 15 scalp locations (monopolar configuration with linked earlobe
reference) measured in a single healthy subject during the execution of the self-initiated left wrist extensions and

averaged over 98 trials. Taken from [89].

1.4.3.1 MRCP as a control signal for BCI

MRCP signals are characterized with a low signal to noise ratio (-20 dB). Hence, the
MRCP features are typically extracted by repeating the same motor task, segmenting of the
continuous EEG on the data epochs centered around the certain reference point (exp.
movement onset or offset) of each single trial and later averaging of these epochs to reduce
the effects of inherent stochastic noise is applied [91]. However feature extraction methods
based on multi-trial averaging is not adequate for online control, thus the single-trial

classification methods are required.

In recent publications the possibility of single trial detection of the MRCP is presented
[92] [93]. Authors of [93] have described a method for detecting MRCPs from scalp EEG in
real time for the purpose of a developing a generic brain switch, with high accuracy, low
latency and to use it as closed-loop BCI system for neurorehabilitation. In an online
experiment on nine healthy subjects true positive rate of the detector was 79 + 11% with the
number of false positives of 1.4 + 0.8 per minute. The proposed system performed detections
with short latency of 315 + 165 ms.
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1.4.4 Event related potential (ERP)

Event-related potential (ERP) is a response in the EEG to a particular event or a stimulus
in a form of sequence of peaks (positive and negative voltage deflections) reflecting the flow
of information through the brain. ERP technique was based on the hypothesis that the same
visual, auditory or sensory stimuli will produce the stereotyped fluctuations in potential
measured by EEG [94]. Therefore the ongoing brain activity will contain the deterministic
components related to the events/stimuli embedded in the EEG which is generally stochastic
in nature. For this reason the averaging technique over multiple trials is applied for increasing
the signal to noise ratio. The trials to be averaged represent the group of responses to the
same, or in specific way similar stimuli, locked to the time-instant of their presentation.
Using the ERP techniques series of cognitive operations that precede the behavioral
responses (the delivery of sensory information to the peripheral nervous system) can be
analyzed. The early studies have shown the ERP responses to sensory stimuli [95]. In the
1960s it was demonstrated that the cognitive activity related to task preparation could be
measured also. This activity was termed contingent negative variation (CNV), occurring as a
slow potential decrease, and it was shown to build up prior to the onset of a stimulus to which
participants were required to respond and it was the first discovered ERP component
describing the cognitive processes [96]. In that respect, ERP components can be divided into
exogenous and endogenous [94]. Exogenous components occur in the time interval starting
with stimuli presentation to about 100 ms after. They are the early sensory responses that
depend on the physical properties of the stimuli (luminosity, loudness, intensity etc.). The
ERP components after exogenous (after 100 ms) are termed endogenous and they depend on
cognitive processes related to the event. In context of BCI the ERP component mostly used as
a control modality is P300, but in recent publications other ERP components such as error
related potentials (ErrP) or N400 were employed to increase the robustness and accuracy of

BCI control [97] [98].

The slow cortical potential shifts (SCP) were also employed for online BCI control. In
this control paradigm BCI users have to produce positive or negative SCP shifts in regard to
the baseline. A negative SCP shifts are related with higher excitability while the positive
SCP shifts reflect reduced excitability or even inhibition [99]. With substantial neurofeedback
training, the volitional producing of negative and positive SCP shifts can be learned and used

for BCI control.
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1.4.4.1 P300 based BCIs

The P300 component of the ERP is a positive peak appearing roughly about 300 ms after
the presentation of a stimulus (visual, auditory or somatosensory). P300 is typically evoked
using the experimental design referred to as an “oddball paradigm”. That implies presentation
of two types of stimuli in a stream. First type is the common stimulus (appearing more
frequently) and the second is rare stimulus (appearing less frequently, and also termed “target
stimulus”). The P300 component arises when subjects are required to attend to the
appearance of rare stimuli presented (exp. count them). In the context of control, P300 is
mainly used in designing BCI based menus where menu-options (rare stimuli) are presented
sequentially and repeatedly. The user can select a desired option by focusing the attention on

appearances of a specific stimuli (i.e. expecting/counting them).

The most famous BCI device using the visual P300 modality is the “P300 speller”
originally designed by Farwell and Donchin (1988) [17]. In their original design the virtual
keyboard consisting of 26 letters of the alphabet plus several other symbols and commands, is
displayed on a computer screen arranged in a square matrix of characters (Figure 1.11).
During the BCI operation the columns and rows of the matrix repeatedly flash at random time
instants. The user’s task is to focus attention successively on the characters he/she wishes to
select (spell) and this intentions is detected online. This is achieved by the fact that when the
elements containing the attended character flash, a P300 is elicited. The desired character is
identified by the BCI system (after multiple trials) at intersection of row and column that
evoked the largest P300 peak amplitude. Initial report suggested that device could be

operated accurately at the rate of 0.20 bits/sec. (i.e. 12 bits, or 2.3 characters, per min).
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Figure 1.11 — The left image (A) is P300 speller virtual keyboard on the computer screen. The word DOG is
supposed to be spelled and under it are the letters spelled by the subject. The right image (B) represents the
illustrative example of averaged ERP curves obtained for each letter while the subjects was focusing on the letter
“0O”. The horizontal axis of the graphs in (B) is time interval of 400 ms after the stimulus (flash) and vertical axis is

normalized ERP amplitude.

Following the original idea other improved versions of P300 operated BCI menus and

spellers have been developed.

Authors of [97] have employed ErrP in order to automatically recognize misinterpreted
commands in P300 speller. ErrP occurs after a user gets aware he/she made an error. But,
more important for BCI applications, ErrP is generated also when the machine behaves
differently from the user intent [100]. ErrP is characterized by an negative potential shift at
the fronto-central region, in 50—100 ms interval after an erroneous response (error negativity)
and a subsequent positive shift in the parietal region with maximum between 200 and 500 ms
after the error (error positivity) [101]. Online detection algorithms of ErrP can improve the

accuracy of P300 speller [97].

The P300 speller performance was further improved by optimizing the stimulus used for
eliciting the ERP components used for letter-classification. Authors of [98] have compared
the standard flashing letters/characters type of stimulation with the flashing familiar faces
transparently superimposed on letters/characters. The familiar faces stimuli is known for

eliciting particularly strong (high amplitude) ERP components previously explored in various
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psychology studies [102]. Visual perception of familiar faces elicits several ERP components,
specifically the N170, P300 and N400f [103]. The N170 occurs between 130 and 200 ms and
is assumed to be involved in rapid face perception but not in recognition process. Familiar
faces elicit a face-specific N400 component, between 300 and 500 ms post-stimulus at
parietal and central electrode sites. By including other types of stimulation and other
components in P300 speller paradigm the reduction of stimulus sequences needed for correct

classification can be achieved, thus the speed of communication can be improved [98].
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1.5 Dependant and independent BCIs

The classification of BCI systems on dependant and independent is made according to the

following criterion:

“Does the operation of the BCI device in any way depend on the preserved

function of the brain’s normal output pathways (peripheral nerves and muscles).”
Wolpaw et al. (2002) [2]

According to this criterion a dependent BCI does not use the brain’s normal output
pathways to transfer the command/message, but activity in these pathways is needed to
generate the brain signals’ features that carry it. For example, the first BCI system proposed
by Vidal was a dependent BCI that utilized a matrix of symbols that flash one at a time, and
the user selects a specific symbol (each associated with a specific option) by looking directly
at it [104]. The principle behind it is that the visual evoked potential (VEP) recorded from the
scalp EEG over visual cortex when that symbol on which the user is focused flashes is much
larger that the VEPs produced when the others flash. In this case, the brain’s output channel
is EEG, but the generation of the EEG-feature that carries the information on the users
current gaze fixation point is dependent on preserved eye movements and therefore on
extraocular muscles and the cranial nerves that activate them (i.e. gaze direction is detected

by monitoring EEG rather than by monitoring eye position directly).

In contrast, an independent BCI does not depend in any way on the brain’s natural output
pathways. Consequently the activity in these pathways is not needed to generate the brain
activity that does carry the message. Because independent BCIs provide the brain with
wholly new output pathways, they are of greater theoretical interest than dependent BCls.
Furthermore, for people with the most severe neuromuscular disabilities, who may lack all
normal output channels (including extraocular muscle control), independent BClIs are likely

to be more useful [2].
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1.6 Synchronous and asynchronous BClIs

Another categorization of the BCIs on synchronous and asynchronous is based on
different modes of user’s interaction with the BCI device. The synchronous or often called
cue-based or cued BClIs provide the possibility of sending the command only in specific time-
windows imposed by the BCI system itself. For that purpose various types of cues (visual,
auditory, sensory) can be employed to inform the user about the start/end of the time window
in which the communication is enabled. Only if the user performs the mental task during the
specified time window the command is send. In the time periods between the windows, the

communication is disabled [105].

The BClIs with asynchronous control or so called “self-paced” BClIs allow the sending of
the commands by performing the mental task at any time. The users choose themselves when
to interact with the system by performing one of the mental tasks used for control. In the
periods in which the user chooses not to act, the system should remain in the idle state,
waiting for the next command. Therefore, in synchronous approach the user has to wait for
the cue appearance in order to perform the action, and remain in a constant state of readiness
which can be tiring. During the asynchronous BCI operation, instead of the user, the system
is in the standby state waiting for the user to act according to his/hers will, which is a more
flexible and natural way of control. Logically, the designing a self-paced BCI is more
difficult than a synchronous BCI in terms of data processing and classification. In
synchronous approach the BCI system analyzes only the data in the time windows defined
with the cues displayed by the BCI. When the BCI sends the cue it automatically analyses the
signal epoch after its presentation in order to find the mental task related changes. If the
changes are detected the action is executed. Therefore the BCI “knows” when the mental
states should be classified and analyzes (or even acquires) only a small signal portions. On
the other side, the self-paced BCI system has to continually analyze the signals for detecting
the mental task related changes in the ongoing brain activity. With the synchronous BClIs
there is a major problem of false BCI activations. Applying the cued approach can increase
the system accuracy by design, eliminating the possible false activations in rest which remain
between the windows/cues when the communication is disabled. It should be noted that the
presentation of the cues can introduce changes in the brain signals that can affect and overlap
with the task-related changes, and this should be taken in consideration when designing a

synchronous BCI device (discussed in more detail in section 6).
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1.6.1 Cueing in BCI paradigms

Cues can be introduced into the BCI system design for two main reasons. First is to
provide a time-window in which the command is sent by the user as stated previously. The
second reason for introducing cueing into the BCI is to test its performance. In that sense
each cue represents the reference time point in regards to which one can analyze the user’s
brain activity. This is particularly important in situations in which there is no other
physiological reference signal that describes the task. For an example, in SSVEP BCls if
needed to evaluate the delay of the SSVEP response in regards to the start of the subject’s
focus on the flickering light source, eye movements could be tracked (by electrooculogram -
EOG, camera etc.), therefore the movements of the eyes provide a physiological reference for
EEG segmentation to intervals of interest and further analysis. In event-related potentials
analysis, the timing of the event that produced the response gives a time reference point in
regard to which the segmentation on single trials or latencies of ERP components can be
analyzed. If real voluntary movements are analyzed the EMG or other movement related
signals (exp. from inertial sensors) can be recorded to provide the reference of the executed
movement phases synchronized with the EEG. However, in BCIs driven by imaginary
movements or other induced mental strategies (relaxation, mental arithmetic, mental cube
rotation etc.) there is no reference signal since the task execution depends solely on internal
cognitive processing. In that case the timing of appearance of each cue that instructs the user

to perform the induced mental task can serve as the reference for signal analysis.
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1.7 Evoked and induced BCIs

BCIs can be categorized on whether they use evoked or spontaneous control signals
(previously explained in chapter 1.4). Evoked BCIs depend on the brain’s responses to
external events/stimuli. For an example systems using VEP, SSVEP or P300 are evoked BClIs
because for the command generation the external input (stimulation) is needed [36]. Induced
BClIs use the spontaneous inputs that can be self-regularized and do not depend on any type
of external stimulation [36]. Examples of induced BCIs are the ones using SMR or other
brain rhythm self-modulation. However, in broader sense the events inducing changes in
frequency components of the analyzed brain signals (EEG, MEG, ECoG) can either be
externally or internally induced. External events include any type of stimulation (e.g. visual,
auditory, tactile, electrical stimuli), whereas the internal events imply self-initiated execution
of a certain mental of physical task (e.g. imagined or real voluntary movement, respectively)
[106]. Externally induced activity should not be mistaken with externally paced (i.e. cued)
events, in terms of terminology. Different cues may also induce event related changes in the
brain signals, however in general their purpose isn’t to evoke activity but to direct or guide

the user on when and/or how to perform the desired mental task (more in sections 4 and 6).

1.8 Passive and active BCIs

All of the previously described principles were related to so-called “active BCIs” where
the user interacts explicitly or voluntarily with the external device via BCI. The term “passive
BCTI” is used to describe the use of the BCI as an implicit communication channel between
user and computer [107]. By implicit interaction it is referred to a process where an action
performed by the user that is not primarily aimed to interact with a computerized system but
which such a system understands as input. In this was interaction with a system can be
established independently or even against users will. This implicit interaction can be
employed for detecting drowsiness in car drivers, tagging multimedia content, in BCI games
for adapting the avatar’s characteristics based on implicit information or in BCI based lie

detection [107] [108].
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2 Software application for EEG acquisition, BCI and

neurofeedback.

For the purpose of recording, processing and obtaining the EEG features used for online
BCI control the custom software application was developed. This software was used in
several original research studies that constitute this thesis (chapters 2.7, 3, 4, 5, 7, 8 and 9).
This application is developed in LabVIEW (version 2010, National Instruments Inc., Austin,

USA) software package and it includes the following features:

« Channel data online display in the time domain,

« Channel data online display in the frequency domain — power spectral density (PSD)
calculation and display,

« Signal filtering,

« Short-time Fourier transform (Spectrogram) calculation and display,

« Online ERD/ERS and SSVEP detection algorithms,

« Display of visual cues and feedback for mental and motor tasks,

« Storing the acquired data.

The front panel of the application’s graphical user interface is divided into 2 segments
(Figure 2.1). The left segment is labeled “Acquisition” and it contains the options associated
with the continuous data acquisition (start/stop acquisition button, start/stop recording button,
sampling frequency box and number of samples to read from the buffer box). The right side
of the screen is labeled “Display and Processing” and it contains mainly waveform charts that
are sorted in 3 different tabs: Raw Signals, Filtering and Processing. Each tab contains charts,

controls and indicators associated with the group of functions under it.
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Figure 2.1 - The front panel of the software application’s graphical user interface, under the “Raw signals” tab.
On the left graph are the stacked raw signals of 9 channels and on the right graph associated PSD plots also in

stacked mode.

2.1 Channel display

Since the EEG recording system used in most of the experiments (Appendix A)
comprises the two 8 channel amplifiers that can be used separately or combined making a 16
channel system, the user can set on the main panel the number of input channels for display,

recording and saving, 8 or 16 channels.

The program offers two modes of waveform views, each channel (EEG signal waveform)
in a separate chart or multiple waveforms on the same chart. In the multiple waveform view,
all channels are displayed on a same chart in different colors (labeled within a plot legend)
and in that case the vertical distance between the graphs is set by entering a value of the
parameter defining a voltage difference between each of the neighboring waveforms. The
multiple waveform view may be useful for visual inspection of larger number of channels
recordings without the need of vertical screen scrolling. The user can also adjust the time
range by setting the desired window length for online signal display, where the default value

is 10 seconds. The refreshing of the graphs is done using a sweep mode which is convenient
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for visual inspection of the signal shape around the events of interest, since the signal epoch

in the selected time range set for the display will remain still until swept.

2.2 Signal filtering

The filtering options are set under the “Filtering” tab of the front panel (Figure 2.2). The
Butterworth filters are employed for signal filtering. The input parameters for the filter are
the filter type (lowpass, highpass, bandpass and bandstop), filter order, low cutoff frequency
and high cutoff frequency. All of these parameters can be set from the front panel. If different
electrophysiological (EEG, EMG, EOG etc.) or other input signals (external trigger
reference) are measured simultaneously, the user can select the appropriate filtering options
for the selected subset of channels. For an example, if movement related EEG changes are

analyzed, EMG is often used as a reference and filtered accordingly.
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Figure 2.2 — Filtering tab. On the right side of the screen are displayed filtered signals (in separate charts) and

on the left side are the associated PSD charts for each channel.
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2.3 Signal display in the frequency domain

For each input channel the signal representation in the frequency domain is displayed.
PSD plots for each channel are calculated online and presented in separate graphs. The time
interval (window) for PSD calculation can be set on the front panel. PSD charts are created

for both filtered and raw signals.

2.4 Time-frequency signal representation

Short-time Fourier transform algorithm (spectrogram) is employed for time-frequency
signal representation. The spectrogram of the selected input channel is displayed (Figure 2.3).
The user can select whether the spectrogram is calculated for the filtered or raw version of the
input signal. The variable parameters that can be set on the front panel for spectrogram
calculation are: time window width and window type (rectangle, Hamming, Hanning,

Blackman, triangle etc.).

2.5 Online frequency band-power calculation and ERD/ERS or SSVEP

detection

Charts, controls and indicators associated with the algorithms for online frequency band-
power calculation and the ERD/ERS detection are displayed under the “Processing” tab of
the front panel (Figure 2.3). The frequency band-power calculation of the signal is calculated

using the following processing steps:

1. Band pass filtering of the input signal
2. Squaring the sample values

3. Averaging the squared signal in the selected time window

Therefore, for band-power calculation, the user has to define the length of the time
window for which the power is calculated. The window size box is available under the
processing tab where the value of the window length in seconds can be entered. It is
mentioned before that on the front panel user can select the sampling frequency and the
number of samples per channel to read from the buffer during continuous data acquisition.
The number of samples to read defines also the step of the time window for band-power
calculation. For an example, if it’s demanded to calculate the band-power in the 2 second
window every 100 ms, then the window length value will be 2 and samples to read value 0.1.

Bandpass filter for band-power calculation is defined the same way as in signal filtering. The
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charts displaying bandpass filtered signal and signal power are available under “Processing”

tab (Figure 2.3).

For the detection of ERD or ERS it is necessary to track the band-power fluctuations and
to determine the time instants the band-power drops below or rises above certain threshold,
respectively. The second parameter required for the ERD/ERS detection is the dwell time of
the threshold exceeding, that is the time interval for which the band-power signal has to
remain below/above the threshold in order to declare detection. The dwell time in
milliseconds is entered in “dwell time” box. The “refractory time” parameter may be also set.
It defines the time interval (in seconds) after each detection in which the detector is disabled
and the next detection cannot occur. Including the refractory period may be important if the
detections are employed to trigger external events, creating a feedback loop (like in BCI
applications and neurofeedback). In some cases the triggered events may produce
perturbations in the input brain signals creating a positive feedback loop. To avoid this, the
refractory period is introduced giving the system time to equilibrate before the next task

execution/detection.
Three methods of threshold selection are included in the program:

« Manual threshold selection
« Automatic threshold selection

« Adaptive threshold selection

2.5.1 Manual threshold selection

User or the operator can choose to manually select the threshold by inserting the power
value in the threshold box. It is usually achieved by simple visual observation of the band
power fluctuations presented in one of the charts. The operator can instruct the user to
perform a certain mental, motor or other task and visually asses the changes in the online
band-power fluctuations and select the threshold based on this instantaneous empirical

insight.

2.5.2 Automatic threshold selection

For determining the threshold automatically, the operator has to define the time interval
for threshold calibration and then press the “Calibrate” button to start the calibrations process.

During the selected time interval the mean band-power during this interval is calculated and
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the threshold is defined as a percentage of that power which can be inserted in an associated
control-box. The obtained mean band-power value represents the reference power in respect

to which relative decrease (ERD) or increase (ERS) is detected.

2.5.3 Adaptive threshold selection

When the adaptive threshold selection algorithm is chosen the operator first has to
perform either manual or automatic threshold selection, according to the previously defined.
After the initial threshold determination, the start of the threshold-adaptation algorithm is
initiated by pressing the “Adaptive” button. The adaptive algorithm is based on measuring the
duration of the inactive (idle) state and duration of the active state and comparing them to the
predefined maximal values. If any of the two exceeds these maximal values the threshold
adapts by changing its value. All the time instants in which the band-power didn’t reach
(exceed) the predefined threshold are considered inactive (idle), whereas the active instants
are considered the ones during the threshold exceeding. For defining the adaptive algorithm
the operator has to set the maximal active interval and the maximal inactive interval. The
inactive time interval begins from the last shift from active to inactive state and ends with the
first subsequent shift from inactive to active state. In accordance with this the active time
interval is starts with the threshold crossing in direction from inactive to active state and ends
with the next threshold crossing (i.e. active to inactive state). Note that the dwell time is not
taken into consideration for active and inactive intervals calculation. If the ongoing inactive
time interval exceeds the maximal inactive time interval value (pre-set by entering the value
in seconds in the associated ‘“idle max” box), the threshold is automatically
increased/decreased by certain percent of its value (the percent of increase/decrease is set by
entering the value in the associated box), and similarly, if the ongoing active time interval
exceeds the maximal active time interval (“active max” box, in seconds) the threshold is
automatically decreased/increased, respectively. For detection of the power decrease (ERD)
the threshold will increase its value if the duration on current inactive state exceeds the
defined maximum (“idle max”) and decrease its value if the duration of the current active
state exceeds the associated maximum (“active max”). In contrast to that for the detection of
the power increase (ERS or SSVEP) the threshold will decrease its value with the “idle max™
exceeding and increase its value with “active max” exceeding. The percentage of threshold

increase/decrease is entered in the “adapt percent” box.
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2.6 Display of visual feedback and cues

The developed software may be and was used in the following experimental conditions:

« EEG recordings in different paradigms:
- Self-paced motor/mental task,
. Cued motor/mental tasks,

o BCI and neurofeedback.

For the EEG recordings in different paradigms the two types of visual cues are available
in this software: virtual LEDs and sliders. The methodology for its applications will be

further described in sections 8 and 9, respectively.

In BCI and neurofeedback the two types of feedback are mainly employed: continuous

and discrete. Developed software comprises both feedback modalities in several visual forms.
For providing the continuous feedback the following presentations can be employed:

« Single channel PSD chart,
« Single channel band-power time course chart,
« Single channel spectrogram chart,

« Band-power bars.

First 3 listed items (charts) can be presented to the user and employed for controlling a
certain feature of the plotted signal, since all of them are continuously updated during the
acquisition, providing the information signal features such as: spectral features, band-power
amplitude and time-frequency features (items 1-3 respectively). However for naive subjects
the visual feedback should be presented in an intuitive and simple manner. For this reason the
band-power bars are introduced (Figure 2.3). The program can display one or more bars
depending on the number of frequency bands simultaneously conditioned. The level of the
bar at each time instant corresponds to the current band-power value. By observing the bar

during the signal acquisition the user can train the execution of the mental (or other) task.

The first type of discrete visual feedback was realized by virtual light indicators (virtual
LEDs) where the flash of the led indicates that the detection occurred. Second type of visual
discrete feedback is displayed in the third chart (from the top), on the left side (positioned
under the band-power chart) in Figure 2.3 which displays a signal of two levels (0 and 1).

The area under the signal curve is filled with red. The 0 value corresponds to the band-power
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in time instants in the inactive state and the 1 in active state after the dwell time below the
threshold has been accounted for, that is, the red rectangular shape appears with each

detection.

Other types of triggered events were employed for providing discrete feedback to the user
on the success of task execution, like robot movements (section 2.7) or FES (sections 7, 8 and
9). The combination of continuous and discrete feedback is included, also. For that purpose
the sliding bar that changes color (from yellow to red) with each detection (threshold crossing
with the dwell time accounted for) was used. In that way the user gets both, the continuous
information on his/hers band power, in order to try to control it but also the discrete
information on when the pre-set requirements for detection are met (indicated with the

change of bar color).
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2.7 Feasibility study of sensorimotor alpha rhythm neurofeedback in
children

Based on the publication [109]:

Mirkovi¢ B., Stevanovi¢ M., Savi¢ A.: EEG Controlled Ni Lego Robot: Feasibility Study
of Sensorimotor Alpha Rhythm Neurofeedback in Children, - Biomedical Engineering /
Biomedizinische Technik, Vol 58, No 1, 2013.

2.7.1 Introduction

Neurofeedback is a form of biofeedback during which the subjects train to voluntarily
modulate their brain activity in terms of frequency, location or amplitude [110]. Slow cortical
potentials such as contingent negative variation or specific frequency band-power (FBP) can
be used in design of neurofeedback paradigms [111]. Previous studies have showed that
increase of upper alpha FBP by neurofeedback training resulted in enhanced cognitive control
in healthy subjects [112]. Theta/beta training and SCP were found to be effective in treating
attention-deficit/hyperactivity disorder (ADHD) in children [113]. Alpha neurofeedback was
proven to be effective in treatment of depressive symptoms [114]. SMR neurofeedback was
used for improvement of motor skills or for enhancement of the lost/impaired motor function
after stroke or brain injury [115]. Alpha rhythm neurofeedback could be used for training of
relaxation or stress level reduction [116]. The goal of this study was to explore the alpha
rhythm in the beginning stages of idle state when person is highly focused on the task of
resting. For this purpose a custom designed novel system for neurofeedback consisting of
EEG device (Appendix A), the described LabVIEW (version 2010, National Instruments Inc.,
Austin, USA) based software and LEGO Mindstorms robot. The method was tested in 36

children.

2.7.2 Methods
2.7.2.1 Subjects

Thirty six subjects, between 6 and 15 years of age, took part in this study. Experiments
were conducted at the Festival of robotics 2012 held in Belgrade, where subjects volunteered

for the tests.
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2.7.2.2 Instrumentation and setup

Subjects were seated on a chair and a LEGO Mindstorms robot was placed on a table in
front of them (Figure 2.4). EEG was recorded in bipolar configuration, C3 referenced to C4,
with two Ag/AgCl electrodes placed according to International 10-20 standard. Ground
electrode was located on the forehead. Acquisition system used for EEG recording is
described in Appendix A. Gain was set at 20k, while the signals were hardware filtered in a

range 0.1-40 Hz. All signals were sampled at 500 Hz.

2.7.2.3 Neurofeedback

In this study alpha band ranging 8-13 Hz was used for neurofeedback. EEG is first
bandpass filtered with 5™ order Butterworth filter to extract the alpha activity. EEG band-
power time course was estimated by squaring and averaging the bandpass filtered signal in a
time window of 1 second with a 90% overlap between the two consecutive windows.
Subjects were provided with continuous visual feedback on the computer screen projection
on the wall in front of them, in the form of a sliding bar whose size corresponded to the
current alpha FBP, refreshed for each time window. Second type of feedback, the control of
LEGO robot, was implemented through operand conditioning paradigm using discrete
reinforcement. For each subject the reference power was determined before the trial, as the
mean alpha power during the 10 s of rest and the detection threshold (TH) was the reference
value multiplied by 2. Whenever the EEG FBP remained above the TH for at least 5
consecutive windows (corresponding to the dwell time of 500 ms), this was accounted as one
detection. After the detection, the command was sent via Bluetooth connection to the robot
programmed to make a step. Therefore, the number of steps that the robot made was directly
proportional to the detection count i.e. to the retention time of EEG alpha power above the
threshold. Subjects were instructed to relax while sitting still and try to move the robot. They
were also informed that the continuous visual feedback in the form of a sliding bar can help
them to achieve a result by trying to increase the bar value until the robot starts moving. One

trial per subject was recorded with duration of 45 seconds.
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Figure 2.4 — Experimental setup.

2.7.2.4 Signal offline processing and Results

The EEG signals were visually inspected for noise/artefacts and the noisy power-signals
were omitted from further analyses, (five subjects were excluded). Raw EEG was processed
offline for obtaining the same FBP time courses that were used for delivering the feedback
online. Bend power time courses were subsequently normalized from 0 to 1 and averaged
over subjects, shown on Figure 2.5. This average shows higher amplitude bursts of alpha

activity in the second half of the trial, possibly due to the presented feedback.

For analyzing overall distribution of detections in time the single trial duration was

divided in three consecutive non-overlapping 15 second time intervals (TI,, n=1-3). The
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detection rate per each time interval (DR(TI,), n=1-3) was calculated using the following

equation:
DR (T],,) =]00D (TI,,) /D, n=1-3 Equation 1

where D(TI,) was sum of all subjects’ detections in interval 77,, and D was the total
number of detections for all subjects. Obtained values for detection rates were:
DR(TI,)=16,3%, DR(TI;)=29.8% and DR(T13)=53.9%. These values indicate an increase of

detection count during the course of the trial.
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Figure 2.5 - Grand average over 31 subjects of EEG alpha-band power time courses for C3-C4 channel. Taken
from [109].
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2.7.2.5 Discussion

In this study a feasibility of using a custom neurofeedback software in combination with a
LEGO Mindstorms robot used as a means for providing motivating feedback for participants
was tested. Subjects’ will to apply and effort to perform a task plays an important role
especially in children. From the collected data it can be concluded that the power
fluctuations, possibly partly as a result of the both types of presented feedback, are in the
form of alpha activity bursts rather than a steady increase of alpha FBP. These bursts might
have originated from attention shifts resulting in power drops, occurring when the discrete
feedback, the robot movement, was presented. That could be explained by subjects’
eagerness to see the robot walk or distractions by the sound that the robot movements
produced. The main advantage of the proposed system for tests in children is the robot-
movement feedback, which was conceived to be interesting and motivating for the potential
users to undergo the neurofeedback treatment. Additionally, the developed software can be
used for providing feedback for other frequency bands of interest such as theta, upper alpha

or beta, commonly used in neurofeedback paradigms.
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3 Steady-state visual evoked potentials (SSVEP) induction and

visualization

In this study the methods of inducing SSVEP in laboratory conditions were explored. The

aims of this study were to:

« Test the feasibility of inducing SSVEP with the available EEG device (Appendix A)
and LED as a flickering light stimulus,

« Record the SSVEP in two experimental conditions, with “focus-on” and “focus off”
the stimulus, aiming to determine how the visual attention focus within the subjects’
field of view affects the induced responses,

« Repeat the recording in two conditions (previous item) for a wider range of stimulus
frequencies: 6 — 30 Hz,

« Process and visualize the recorded data.

3.1 Methods

3.1.1 Subjects

Two healthy male subjects (aged 26 and 27 years) without the history of neurological
disorders participated in this study after signing informed written consent approved by the
local ethics committee. The tests were performed in the Laboratory for Biomedical
Instrumentation and Technologies (BMIT), University of Belgrade — School of Electrical

Engineering. Subjects had normal or corrected-to-normal vision.

3.1.2 Instrumentation

One LED with the following specifications was used: white light, clear casing, luminous
intensity of 2250 mcd and viewing angle 35 degrees. Alternating voltage from the function
generator (square pulses) was used to control the LED blinking frequency. Ag/AgCl
electrodes (Ambu Neuroline 720, Ambu, Ballerup, Denmark) were used for EEG
measurements. Four electrodes were positioned on the scalp at locations O1, O2, Oz and Cz
(according to the international 10-20 standard) and one ground electrode was placed on the
forehead. Three EEG channels were derived, with Cz as the reference: O1-Cz, 02-Cz, Oz-Cz.
Sampling frequency was set to 500 Hz. Hardware bandpass filtering was in a range 0.1 — 40

Hz and the gain was 20k.
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3.1.3 Experimental protocol

Subjects were seated on a chair and a flickering LED was placed in front of them on a
table, 50 — 70 cm from their eyes. One experimental session was split into four blocks with
breaks between them. Six stimuli freqencies were applied per block, with 20 seconds duration
of each frequency. Consegently, the duration of each block was around 2 minutes. The
subjects were instruced to shift their gaze down on the table and focus directly on the LED
for 10 seconds and then to rise their gaze and focus on some point in space in front of them
for the next 10 seconds. The 10 second focuses on/off the LED were introduced for
determining how the visual attention focus within the subjects’ field of view affects the
induced responses. Focuses on/off the LED were performed without head movements, with
only gaze direction shifts. The audiory commands for eye-gaze shifts were given and time
stamped by the operator during the trial. The stimuli freqencies were in a range 6 — 30 Hz (24

fregencies in total) with the order per block given in Table 1.

Table I - The order of LED stimuli flickering freqencies in four blocks

Block No. Stimuli freqencies (Hz)
1 6, 7,8,9,10,11
2 13, 14,15, 16,17, 18
3 19, 20, 21, 22, 23,24
4 25,26, 27,28, 29, 30

3.1.4 Results and Discussion

Figure 3.1 and Figure 3.2 display the spectrograms of the data for subjects 1 and 2,
respectivelly. Spectrograms were calculated using a Hamming window of 2 seconds width,
with 90% overlap bewteen the consecutive windows. In subjects 1 more prononunced SSVEP
responses were obsereved during the focus-on intervals compared the subject 2. It’s
important to note that in both cases (focus-on and focus-off) the blinking LED is in the
subject’s field of view. In subject 1 the SSVEP responses were genaraly strongest in the
freqency range 10 — 20 Hz. Moreover, both subjects reported that the stimuli blinks with

freqencies below 14 Hz were unpleasant and tiring. In both subjects the SSVEP were more
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pronounced in channels Oz and O2 than in Ol. These observations were taken into

consideration for designing the hybrid BCI is research study described in chapter 7.

Frequency (Hz)
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Figure 3.1 - Spectograms with SSVEP responses for channels O1, Oz and O2 (upper, middle and lower panel
respectively) of subject 1. Horizontal black dashes on each graph mark the focus-on time intervals with focus-off

intervals in between. The order of stimuli frequencies is given in Table 1.
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Figure 3.2 - Spectograms with SSVEP responses of subject 2. Panel arrangement and markings are the same as

in Figure 3.1
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4 Event related desynchronizations/synchronization (ERD/ERS)
induction with real and imaginary movements and its

quantification and visualization

Based on publication [117]:

Savi¢ A., Popovic M.B. and Popovi¢c D.B.: Event related desynchronisation/
synchronization based method for quantification of neural activity during self-paced versus

cue-based motor task." Clinical Neurophysiology Vol. 123, No. 7, 2012, e81. (Abstract)
The aims of this study were:

o Testing the feasibility of inducing and recording ERD during real and imaginary
hand movements.

« Processing and visualization the real/imaginary movement related EEG patterns.

4.1 Methods

4.1.1 Subjects

Fourteen healthy subjects without the history of neurological disorders participated in this
study. Seven subjects (5 male, 2 female, aged 23-27 years) participated in the tests
comprising real movements and other seven subjects (6 male, 1 female aged 22-27) with
movement imagery. Only one subject was experienced in tests including EEG recordings and
MI based neurofeedback (Subject 1, real-movement protocol). The tests were performed in
the Laboratory for Biomedical Instrumentation and Technologies (BMIT), University of
Belgrade — School of Electrical Engineering. Before the tests, subjects signed informed

written consent approved by the local ethics committee.

4.1.2 Instrumentation

EEG device (Appendix A) in combination with Ag/AgCl electrodes (Ambu Neuroline
720, Ambu, Ballerup, Denmark) were used for EEG measurements. Sampling frequency was
set to 500 Hz. Hardware bandpass filtering was in a range 0.1 — 40 Hz and a notch filter at 50
Hz was applied too. The gain was 20k. Two recording electrodes at C3 and Cz locations were
placed on the scalp, according to the international 10-20 standard, and one ground electrode

was placed on the forehead. One EEG channels was derived: C3-Cz. For the real movements

57



execution protocol the reference signal for determining the task onset was EMG signal
recorded using one bipolar derivation, with two electrodes placed at extensor carpi radialis
muscle. For the movement-imagery protocol the photosensor (described in Appendix B) was
used for synchronization between the EEG recordings and the cues for initiation of the MI

task onset.

4.1.3 Experimental protocol
4.1.3.1 Movement execution test

Subjects were seated on a chair with their right hand resting on the table in front of them.
They were instructed to relax while sitting still with their eyes open and to perform the brisk
(~ 1 — 2 second) right hand palmar grasp movements. The movement executions were
initiated by the subect (i.e. in a self-paced manner). The only instruction about the pace of the
task executions was to try to keep the interval between the consecutive movements at least 5
seconds but without counting the seconds or paying specific attention to this constraint.

Individual subjects performed between 26 and 70 movements.

4.1.3.2 Movement imagination test

Subjects were seated with their hands resting in the lap. A computer screen was placed on
the desk in front of the subjects, distanced about 70 cm from their eyes. MI is subject-induced
mental strategy, and there is no physiological signal that can serve as a reference for
determining the onset/offset of the imaginary task. Therefore, the tests with MI are mostly
cue-based, meaning that the series of cues (commonly visual or auditory) are presented to
guide the subject when or how to perform the task. In this study for timing the imagery tasks,
visual cues in a form of a video-clip were presented to the subjects on a computer screen.
Video starts with a white fixation cross on a black background (Figure 4.1, left image). In
random (but predetermined) time instants an image of an arrow pointing to the right appeared
on the screen, instructing the subject to start imagining the right hand palmar grasp (Figure
4.1, right image). Imagined movements matched the real ones subjects were performing in
the movement execution part of the tests. The time interval between the cues varied (8 — 15
seconds) in order to avoid the effects of habituation of the subject. In the inter-cue intervals
only the fixation cross was shown on the screen. Duration of each cue-presentation was 4
seconds. During one experiment 27 cues were presented in total. With the appearance of each

cue, a white rectangle appeared instantaneously in the left upper corner of the screen (Figure
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4.1, right image). This figure is used to trigger the photosensor attached to the screen over it.
Applied sensor is phototransistor based, and it detects if the light intensity exceeds an upper
threshold set by a potentiometer, giving two different voltage levels on the output. The cue-
appearances (ie. white rectangle appearances) are converted into a voltage signal, consisting

of a series of rectangular pulses, marking the cue appearances. Therefore the output of the

photosensor provides all the information needed for subsequent single-trials segmentation.

Figure 4.1 - The computer screen with a fixation cross displayed (left panel) and the screen with the arrow-cue

(right panel).

4.2 Signal processing and results

4.2.1 Movement execution test

For determining the movement’s onsets, the recorded EMG signal was processed offline
using custom MATLAB (version 2010, The Mathworks, Natick, MA, U.S.A.) routines. EMG
was first high pass filtered with 4™ order Butterworth filter with 10 Hz cut-off frequency for
removing the baseline drifts. Filtered EMG was then rectified and smoothed in the 500 ms
time window, with 1 sample time-steps for obtaining the envelope of the filtered EMG. For
movement onset detection a manually selected threshold was applied. Time-instants in which
the EMG envelope rises above the threshold were declared the movement onsets. After the
each detection a refractory period of 2 seconds was applied for eliminating possible threshold
crossings (false detections) during the movement. Highpass filtered EMG signal and EMG
envelope are presented in Figure 4.2 (first and second panels from the top). Short-time
Fourier transform method was applied on the continuous EEG from one channel (C3-Cz) of
each subject, for determining (manually, by visual inspection) the subject-specific task
related patterns (Figure 4.2, fifth panel from the top). Changes associated with the performed

movements are observed in the two frequency bands: alpha mu band (specifically selected for
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each subject from a full alpha range of 7-13 Hz) and beta band (selected equally for all
subjects: 15-24 Hz). The expected movement related patterns in the EEG were the following:

« ERD in both, the alpha mu and beta bands before and during the real movements and
following the cue, during the ML

« ERS in the beta band (beta rebound) around the offset of real/imaginary movements.

For extracting and quantifying ERD/ERS patterns the raw EEG was filtered with two 4
order Butterworth’s bandpass filters in alpha mu and beta ranges. Filtered signals were
squared and smoothed in a time window of 1 second (in one sample steps) for obtaining mu
and beta band-power time courses (Figure 4.2, third and fourth panel from the top). Raw
EEG, alpha mu and beta powers were segmented on single trial epochs using the time instants
of movement onsets extracted from the EMG. Segmented EMG signal envelope of subject 1
is displayed in Figure 4.3. EEG epochs ranged from 5 seconds before movement onset to 5
seconds after the movement onset (labeled as -5 s and 5 s, respectively). Epochs containing
any type of noise or artifacts were rejected from further analysis, resulting in the same
number of mu power, beta power and raw EEG epochs. Remaining artifact-free raw EEG
epochs were used for obtaining the mean time-frequency signal presentation over all trials.
Short-time Fourier Transform of each single raw EEG trial was calculated and these were
averaged for obtaining the mean spectrogram, presented in Figure 4.4 (left panel). Artifact-
free mu and beta power epochs were used for averaging and obtaining the mean alpha mu and
beta ERD/ERS curves. (Figure 4.4, middle upper and lower panels, respectively). Another
method for ERD/ERS pattern’s visualization are so called single trial ERD/ERS maps
representing all single trial ERD/ERS epochs (Figure 4.4, right upper and lower panels).
Single trial ERD/ERS maps are instructive for visual inspection of ERD/ERS curves’
consistency over single trials. The results of all subjects tested within the movement-

execution protocol are given in Figure 4.4 - Figure 4.10.
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Figure 4.2 - Data from subject 1 is presented during the 26 movement executions. High pass filtered continuous

EMG from the extensor carpi radialis muscle during the hand closing (first panel), EMG signal envelope used for

single trial EMG and EEG segmentation (second panel), alpha mu band power time course (third panel), beta band
power time course (fourth panel) and continuous raw EEG signal (C3-Cz channel) spectrogram with alpha mu and

beta bands marked with horizontal black dashed lines (fifth panel).
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Figure 4.4 — EEG data of subject 1. In the left panel is displayed the average spectrogram over 26 single EEG
trials during movement execution where the gray and white horizontal dashed lines are the boundaries of the
subject’s alpha mu band (9-12 Hz) and beta band (15-24 Hz) respectively. Alpha mu band-power single-trial epochs
(thin gray lines) and the average mu power curve (bold black line) are presented in the upper-middle panel. Beta
band-power single-trial epochs (thin gray lines) and the average beta band power curve (bold black line) are
presented in the lower-middle panel. Alpha mu band power single-trial ERD/ERS map and beta band power single
trial ERD/ERS map are presented in upper and lower right panels respectively. In all panels zero and/or vertical

black dotted line mark the movement onset.
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Figure 4.8 - EEG data of subject 5. Visualization of mean spectrogram, mu and beta ERD/ERS curves and
single-trial ERD/ERS maps for 43 single EEG trials during real movement executions are presented. Subject’s alpha

mu and beta ranges are 9-11 Hz and 15-24 Hz respectively. Panel-layout and markings are the same as in Figure 4.4.
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Figure 4.9 - EEG data of subject 6. Visualization of mean spectrogram, mu and beta ERD/ERS curves and
single-trial ERD/ERS maps for 47 single EEG trials during real movement executions are presented. Subject’s alpha

mu and beta ranges are 9-11 Hz and 15-24 Hz respectively. Panel-layout and markings are the same as in Figure 4.4.
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Figure 4.10 — EEG data of subject 7. Visualization of mean spectrogram, mu and beta ERD/ERS curves and
single-trial ERD/ERS maps for 50 single EEG trials during real movement executions are presented. Subject’s alpha

mu and beta ranges are 9-11 Hz and 15-24 Hz respectively. Panel-layout and markings are the same as in Figure 4.4.
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4.2.2 Movement imagination test

The same processing steps as for real movements (previous section 4.2.1) were applied
for obtaining the results displayed in Figure 4.11 - Figure 4.17 of subjects tested with the
imaginary movement protocol. The only difference in processing was the segmentation of the
EEG on the single-trials. The timings of the cue-appearances were used for segmentation.
EEG epochs ranged from 5 seconds before the cue onset to 5 seconds after the cue onset

(labeled as -5 s and 5 s, respectively).

70 1 70
. 5
=] 60 &
s %
g &0 w10 50
E z Z
10 A0 = 40 o
E<] 2 15 -
5 g g
&3 & -1
© ©
= £z
= o
Ed S

=
o o
[ [
o [=]
]
(=1

n
[=]
(L]

Frequency (Hz)
&

Time (5]

20

ra
[
=) r
m

Beta Band-Power (p,\/z)
o
Single Trials
o
Beta Band-Power (U_VQJ

|

- 1} 4
Tirne (s)

Figure 4.11 — EEG data of subject 8. In the left panel is displayed the average spectrogram over 26 single EEG
trials during movement imagination where the gray and white horizontal dashed lines are the boundaries of the
subject’s alpha mu band (9-12 Hz) and beta band (15-24 Hz) respectively. Alpha mu band-power single-trial epochs
(thin gray lines) and the average mu power curve (bold black line) are presented in the upper-middle panel. Beta
band-power single-trial epochs (thin gray lines) and the average beta band power curve (bold black line) are
presented in the lower-middle panel. Alpha mu band power single-trial ERD/ERS map and beta band power single
trial ERD/ERS map are presented in upper and lower right panels respectively. In all panels zero and/or vertical

black dotted line mark the movement onset.
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Figure 4.13 — EEG data of subject 10. Visualization of mean spectrogram, mu and beta ERD/ERS curves and

single-trial ERD/ERS maps for 17 single EEG trials during real movement executions are presented. Subject’s alpha
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4.11.
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Figure 4.14 — EEG data of subject 11. Visualization of mean spectrogram, mu and beta ERD/ERS curves and
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Figure 4.15 — EEG data of subject 12. Visualization of mean spectrogram, mu and beta ERD/ERS curves and
single-trial ERD/ERS maps for 27 single EEG trials during real movement executions are presented. Subject’s alpha

mu and beta ranges are 9-12 Hz and 15-24 Hz respectively. Panel-layout and markings are the same as in Figure 4.11.
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Figure 4.16 - EEG data of subject 13. Visualization of mean spectrogram, mu and beta ERD/ERS curves and
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4.3 Discussion and conclusions

The most repetitive mu and beta ERD/ERS curves’ morphology and strongest ERD
(greatest difference between the resting power and power during ERD) is seen in subject 1
which was the only subject that was previously trained for MI using neurofeedback. Subject 1
performed real movements, and this task do not require training as for MI. However it may be
concluded that trained subject was superior in relaxing and increasing the mu power before
the task execution resulting in greater power decrease i.e. ERD during movements. Training
may help the subjects to create more distinct patterns, increasing the classification accuracy.
Consequently, subjects 2 and 7 exhibited low values of mu power in rest and weak ERD
consequently. In subjects 5 and 6 pre movement ERD reflecting the movement planning and
preparation processes are present, showing the potential of ERD for detection of movement
intention. Generally weaker ERD was found in subjects performing movement imagination.
It is possible that learning how to perform experimental mental strategy required training
with feedback, while tested subjects were naive, and no feedback was present during the
tests. The described methods for recording, processing and quantifying ERD/ERS created a

base for the original research studies given in chapters 7, 8 and 9.
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5 Event vrelated potential (ERP) elicitation, processing and

visualization

In this study the methodology of eliciting and recording ERPs in laboratory conditions

were explored. The aims of this study were to:

« Test the feasibility of eliciting and recording N400 component of the ERP in a visual
lexical decision task paradigm.

« Process and visualize the recorded data.

As stated previously in section 1.4.4, the N400 component may be employed for
increasing the accuracy of assistive ERP driven BCIs [98]. However there are other possible
applications of N400 component in neurorchabilitation. Speech related ERP can even be
employed for prediction of favorable outcomes after traumatic brain injury [118]. It has been
found that during listening to words in an oddball paradigm a large negative wave is
produced peaking at about 400 ms. The wave duration is proportional to the cognitive load
and its negativity is higher in the case of non-words and smaller for words frequently
encountered in daily communication. These ERP components are very sensitive to cognitive
decline and they may find application in the field of early onset Alzheimer’s disease or
assessment of stroke patients’ cognitive abilities (in the case of N400, language related
abilities) solely on the basis of using electrophysiological measures that are known to

correlate strongly with traditional neuropsychological test scores [118].

5.1 Methods

5.1.1 Subjects

Twenty-three native Serbian speakers with normal or corrected-to-normal vision took part
in the study. Participants were students recruited at the University of Belgrade who gave
informed consent and received course credit for participation. The study was approved by the

Departmental ethics board.

5.1.2 Stimuli design

In this study the stimulation was performed using the visual lexical stimuli, namely,

words selected from a Serbian corpus and matching pseudowords [119] [120].
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Word stimuli were 100 concrete, high-frequency words selected such that the
phonological structure (sharp/soft sounding) was congruent with the word’s meaning (the
shape of the object). Thus all words were either sharp-sounding, spiky objects (e.g. wuwwvax
/shilyak/ ‘spike’) or soft-sounding, round objects (e.g. 6aron /balon/ ‘balloon’). Based on

these criteria, 50 ‘soft’ and 50 ‘sharp’ words were selected for test.

A matched set of 100 pseudowords were created from the stimulus words, by substituting
a single consonant from within the same phonological category (sharp/soft). For example, the
pseudoword bavon was created by substituting the soft /1/ of balon (‘balloon’) for another soft
consonant /v/. The position of the substituted consonant was balanced across the stimulus list,

as was the overall number of substitutions and for each phoneme.

Two visual frames (one spiky and one curvy) were used in the experiment. The
combination of stimuli resulted in four experimental conditions: words and pseudowords in
either congruent or incongruent frames (Figure 5.1). Stimulus presentation was controlled by

Superlab 4.0 [121].

5.1.3 EEG recordings

EEG signals were recorded in monopolar setup with electrodes placed at F3, Fz, F4, C3,
Cz, C4, P3, Pz, P4, PC5, PC6, TS, T6, O1 and O2 sites according to the international 10-20
standard. Acquisition system used for EEG recording is described in Appendix A. The
ground electrode was positioned on the forehead and linked earlobes were used as a
reference. Skin-electrode contact impedance was below 5 kQ at the beginning of the trials.
EEG signal amplification was 20k and hardware bandpass filtering over the range 0.03 - 40
Hz. Signals were sampled at 500 Hz using NI USB-6212 (National Instruments, Austin TX)
card for analog to digital signal conversion. Custom software with graphical user interface
was used for EEG signals acquisition and online display (described in chapter 2). For the
synchronization between the EEG channels and the visual stimuli (images) appearing on the
computer screen the photosensor described in Appendix B was used. Each stimuli image
contained a white rectangular shape in the upper left corner. This shape was introduced to
trigger the output voltage change due to the change in image luminosity. The photosensor

was attached to the computer screen over the area where the white rectangle appears.
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WORDS PSEUDOWORDS

balon ‘balloon’ bavon

Figure 5.1 - Examples of stimuli in two experimental conditions (words and pseudowords) with spiky

visual frame.

5.1.4 Experimental protocol

Using the stimuli described above, participants were presented with a delayed visual
lexical decision task (Figure 5.2) in which each trial began with a 400ms fixation cross,
followed by blank screen for 100ms (= 50ms jitter) then the test stimulus (a word or
pseudoword presented within spiky or curvy frame) for 900ms, followed by a blank screen
(100ms + 50ms jitter). To reduce the interference of motor responses in the EEG until after
the stimulus left the screen, participants were asked to delay their lexical decision response
until after the onset of a visual cue (a question mark) which remained onscreen until
participants indicated whether the previously presented stimulus was a word, by pressing the
key “N” or a pseudoword by pressing the key “C” on a keyboard using the index finger of
each hand. All 400 trials were presented in a random order to each subject. It took

participants approximately 20 minutes to complete the task.
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Figure 5.2 - Time sequence of stimuli presentation.

5.2 ERP processing

Offline EEG processing was conducted using custom MATLAB (version 2010a, The
Mathworks, Natick, MA, U.S.A.) routines. EEG signals from all channels were filtered using
a zero-phase 4™ order Butterworth bandpass filter with 0.1 — 25 Hz cut-off frequencies. The
high pass component of the filter removes the near-DC drift and the low pass component
filters out muscle artifacts and 50 Hz noise, along with related harmonics. Data were then
segmented into epochs including 100 ms baseline prior to stimulus onset and 900 ms
following stimulus onset. The data segmentation was done using the reference signal from the
photosensor which was in a form of square voltage pulses indicating the stimuli
onsets/offsets. The baseline was corrected in all EEG channels by subtracting from each
epoch the mean of 100 ms interval prior to the stimuli onset. Epochs contaminated with
ocular-movements and/or other artefacts were rejected from further analysis if absolute value
of the signal from any of the channels exceeded a threshold manually determined for each
subject from a range 40 — 60 uV. (mean value: 48+6.4 uV). Participant’s data were excluded
from further analysis if they did not provide at least 60 artefact-free trials per experimental
condition, resulting in 3 subjects exclusions leaving the data of 20 subjects for grand average

ERP calculation. The trials of all subjects were averaged resulting in grand average ERP
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curves calculated for each electrode site for two experimental conditions: word stimuli and

pseudo-word stimuli.

5.3 Results and conclusions

For grand average ERP visualization the data recorded from the 15 electrode sites were
grouped together (Figure 5.3) forming 9 scalp locations: F3\PCS5, Fz, F4\PC6, T5\C3, Cz,
C4\To6, O1\P3, Pz, P4\O2, where the ERPs of the channels with labels separated by backslash
symbol (‘\’) were averaged together to form each zone. These nine sites were chosen because
they form three lateral regions (left-central-right): Fronto-Temporal (F3/PC5, Fz, F4/PC6),
Temporo-Central (T5/C3, Cz, C4/T6), and Parieto-Occipital (O1/P3, Pz, P4/02). Grand
average ERPs for each of the nine zones for the two conditions are displayed in Figure 5.4.
There is a visible mismatch starting around 400 ms after the stimuli onset between the two
conditions (words and pseudowords) which represents the N400 component. For better
visualization of this mismatch the dynamic maps are employed. The color coding on the
dynamic maps represent the amplitude of the difference ERP (ERP for pseudowords
subtracted from ERP for words). Difference ERPs displayed in dynamic maps (Figure 5.5
and Figure 5.6) are obtained for ten zones in total (five per each map). Five zones grouped
together to depict lateralization of potential difference between conditions are presented in
Figure 5.5. Five zones grouped together to depict antero-posterior distribution of potential
difference between conditions are presented in Figure 5.6. Based on the results obtained and
visualized the N400 component was successfully elicited and extracted using the described
methodology. In the future studies these methods may be employed in neuroerehabilitation
for assessing the stroke patients’ cognitive abilities by using the presented ERPs as a control

data.
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Figure 5.3 - 15 electrodes grouped into a 9 zones. Colors blue, yellow and purple mark the three

regions : Fronto-Temporal, Temporo-Central and Parieto-Occipital, respectively.

word stimuli
pseudoword st.

41 PC5\F3 F4\PC6

amplitude (s1V)

0 200 400 600 800 0 200 400 600 800 0 200 400 600 800
time (ms)

Figure 5.4 - Grand average ERPs for two experimental conditions (words in black and pseudowords
in red) at each of the nine analyzed zones. Zones are marked in the upper left corner of each plot where
the channels with labels separated by backslash symbol (‘\’) were averaged together to form each zone. Y

axis is the ERP amplitude in microvolts. Zero marks the stimulus onset.

76



difference ERP dynamic map: words—pseudowords
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PC5\T5 F3\C3\P3 Fz\Cz\Pz FA\Ca\P4 PC6\T6 nV

Figure 5.5 - Dynamic map showing difference ERP waves for words-pseudowords. Time in
milliseconds is shown on the vertical axis, starting with the baseline period before stimulus onset. Labels
on horizontal axis are the five zones-of-grouping where the channels with labels separated by backslash

symbol (‘\’) were averaged together.

difference ERP dynamic map: words—pseudowords

-100 0 100 200 300 400 500 600 700 800 900 m/
time (ms)

Figure 5.6 - Dynamic map showing difference ERP waves for words-pseudowords. Time in
milliseconds is shown on the horizontal axis, starting with the baseline period before stimulus onset.
Labels on vertical axis are the five zones-of-grouping where the channels with labels separated by
backslash symbol (‘\’) were averaged together: F (F3\Fz\F4), P (P3\Pz\P4), PC (PC5\PC6), T (T5\T6) and
0O (01\02).
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6 Movement related cortical potentials (MRCPs) and event related
desynchronization/synchronization (ERD/ERS) multichannel
recording and processing during self initiated and cued

movements.

Based on publication [122]:

Savi¢, A., Lontis, R., Jiang, N., Popovi¢, M., Farina, D., Dremstrup, K., & Mrachacz-
Kersting, N.: Movement Related Cortical Potentials and Sensory Motor Rhythms during Self
Initiated and Cued Movements. In Replace, Repair, Restore, Relieve—Bridging Clinical and
Engineering Solutions in Neurorehabilitation, 2014, pp. 701-707. Springer International
Publishing.

The aims of this study were:

o Testing the feasibility of simultaneous recording of MRCPs and ERD/ERS during
real hand movements with multichannel EEG.

o Processing and visualization of MRCP and ERD/ERS spatiotemporal patterns.

« Comparing morphologies of MRCP curves in self initiated and cued conditions and

morphologies of ERD /ERS curves between conditions.

6.1 Methods

6.1.1 Subjects

Eight healthy (5 male, 3 female, 21-43 years) subjects participated in this study. The tests
were conducted at the Center for Sensory-Motor Interaction, Department of Health Science
and Technology, Aalborg University, 9220 Aalborg @, Denmark. Before the tests, subjects

signed informed written consent approved by the local ethics committee.

6.1.2 Instrumentation

The EEG and EMG signals were recorded using gUSBamp EEG amplifier (gTec GmbH,
Germany). 28 EEG channels were acquired at a standard 10/20 locations: F1, F2, F3, Fz,
FC1, FC2, FC3, FC4, FCz, C1, C2, C3, C4, C5, Cz, PC1, PC2, P3, P4, P5, Pz, P1, P2, P3, P5
and Pz using the active electrode system (ActiCap, Brain Products, Germany). The ground

electrode was located on AFz and the reference electrode on the left earlobe. Data were
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sampled at 256 Hz. Hardware bandpass filter cut-off frequencies were 0.01 Hz and 30 Hz.
Impedances of the skin-electrode junctions were kept below the recommended values given
by the manufacture of the active electrode system. EMG was recorded from the extensor
carpi radialis (ECR) and flexor carpi radialis (FCR) muscles using two bipolar EMG
derivations with Ag/AgCl electrodes (Ambu Neuroline 720, Ambu, Ballerup, Denmark).

6.1.3 Experimental protocol

The participants were seated in a chair with a computer screen in front of them at a distance
of 1.5 m. Subjects were instructed to perform brisk (~1 s) palmar grasp movements with the
right hand consisting of hand opening (all fingers and thumb extension) followed by a hand
closing (all fingers and thumb flexion). The subjects performed the same task in the two
experimental conditions, self-paced and externally cued. In the self-paced condition, the
decision on when to perform the task was left to the subjects’ own will. In the other condition
the series of cues were presented to the subjects on the computer screen. The visualization of
the cues was the same as in study 4 (chapter 4.1.3.2). The subjects were instructed to gaze at
the fixation cross in the middle of the screen. At certain moments the arrow pointing to the
right direction appeared over the cross. The pauses between the two cues (arrow appearances)
varied between 8 and 12 s. In each experimental condition, the subjects performed a total of
50 movements. EMG signals served as a reference for detecting the onsets of the performed

movements.

6.2 Signal processing

Offline EEG processing was conducted using custom MATLAB (version 2010, The
Mathworks, Natick, MA, U.S.A.) routines.

6.2.1 MRCP extraction

EEG signals from all channels were low-pass filtered using a zero-phase 2" order
Butterworth filter with 6 Hz cut-off frequency. EEG channel data were then segmented into
epochs ranging from 2 seconds before (-2 s) to 1.5 seconds after (+1.5 s) the movement onset.
The onsets of the movements were extracted from the recorded EMG signals. The baseline
was corrected in all EEG channels by subtracting from each epoch the mean value of the
signal in the interval -2 to -1.5 s. Epochs contaminated with ocular-movements and/or other

artefacts were rejected from further analysis if the absolute value of the signal from any of the
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channels exceeded a threshold manually determined for each subject from a range 40 — 60
uV. For each subject a minimum of 30 MRCP trials per condition were selected for further
averaging. The individual MRCP was calculated by averaging all trials over each subject in
both experimental conditions separately. Grand average MRCP curves over all subjects tested

for 28 channels are presented in Figure 6.1.

6.2.2 ERD/ERS curves extraction

An algorithm for automatic detection of subject-specific frequency band for ERD
extraction was developed. Subject-specific ERD frequency band was defined as the sub-band
(of 3 Hz bandwidth) of the alpha band (7 — 13 Hz) most responsive to movement task,
meaning that the difference between the mean pre movement band-power and mean band-
power during the movement is greatest. For realization of this algorithm following steps were

applied:

1. Bandpass filtering of EEG signal (channel C3) with a zero-phase 4" order
Butterworth filters in the following sub-bands: 7 — 10 Hz, 8 — 11 Hz, 9 — 12 Hz
and 10— 13 Hz.

2. Squaring the samples of these 4 band-pass filtered signals and their segmentation
on single-trials (ranged from -1 to 1 s).

3. Averaging the trials (separately for each band).

4. Calculating the differences between the mean band-power in intervals (from -1 to
0 s) and (from 0 to 1 s) for averages of the previous item. The maximal difference

corresponds to the sub-band selected for ERD extraction.

For subsequent ERD/ERS curves extraction bandpass filtered signals (in the sub-band
automatically determined for each subject using the previously described method) were
squared and smoothed in windows of 100 ms. These band-power signals were segmented in
the same manner as the MRCP (-2 s to 1.5 s). The same subset of trials used for MRCP
averaging was used for ERD/ERS analysis. Additional epochs were excluded based on a
threshold manually set on the signal band-power of each subject. For each subject, a
minimum of 30 ERD/ERS trials per condition were used for averaging. Trials were averaged
according to conditions and the relative event-related oscillations (EROs) of power for each

average was calculated according to the following equation:
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100(A(t)-R)

EROs (t) = ,tE (ty,t3) Equation 2

where

« EROs (?) is a percentage value of ERD or ERS (ERD are the negative and ERS the
positive values) at each time point ¢ of the epoch,

« A is the power within the frequency band of interest at moment ¢,

« Ris amean power in the same band over a reference time interval, the same as the
baseline in the MRCP processing,

« t;1s a starting time point of epoch interval (-2 s) and

. 1, the ending time point of epoch interval (1.5 s).

Grand average ERD/ERS curves over all subjects tested for 28 channels are presented in

Figure 6.2.

For the statistical analysis, three time intervals of interest were selected: I; (-1 s to -0.5 s),
I, (-0.5 s to 0 s) and I5 (0 s to 0.5 s). The mean amplitude values in these intervals were
calculated for MRCP and ERD/ERS curves. Paired-sample t-tests were used to compare these

means for the self paced and cued conditions of each subject.

6.3 Results and conclusions

The results of the statistical analysis were obtained for each channel. Analysis of the
MRCPs showed statistically significant differences (p<0.05) between the self-paced and cued
conditions, where lower voltages in the self paced task were found in the interval I; for
channels: FC1, FC2, FCz, C1, Cz, CP2, CP3; in interval I, for channels: F1, F3, Fz, FC1,
FC2, FC3, FC4, FCS5, FCz, C1, C2, C3, C5, Cz, PC1, PC2, PC3, PCS5, PCz, P1, P3, Pz; and in
interval I3 for channels: F1, F3, Fz, FC1, FC2, FC3, FC4, FC5, FCz, C1, C2, C3, C5, Cz,
PC1, PC2, PC3, PCS, PCz, P1, P3, P5.

For the ERD/ERS curves, no statistical differences were found between the two conditions
in any of the predefined intervals. These preliminary results may be of importance for
development of restorative BCI protocols and upgrading control of assistive devices. The
treatment of combining MI or motor attempt with precisely temporally synchronized sensory
feedback (which is a basis of restorative BCls as explained in section 1.1.1) requires
repetitive executions of attempted/imagined motor tasks. These tasks can be executed in

asynchronous (self-paced) or synchronous (cue-based) manner. Results of this study show
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that MRCP morphology differs significantly (before and during the movement execution in
the regions of interest) in these two modes of operation. In the cued mode the negative
potential shift before the movement and the peak negativity (amplitude of the negative peak)
at the movement onset are significantly lower. Therefore, introducing a go-cue, (i.e. the cue
which demands instantaneous motor reaction of the subject) in MRCP based BCI control
paradigm could lower the accuracy of such system (by distorting the control signal). Less
pronounced negativity in the movement preparation phase (interval 1) was expected for cued
movements since the planning and preparation phase was shortened by the introduction of the
reaction task. However, during the movement execution (interval I3), these changes persist in
previously stated channel subsets. ERD/ERS curves on the other hand were not affected by
the introduction of the cue. Therefore, the type of cueing should be carefully considered when

designing the potential MRCP controlled restorative BCls.
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Figure 6.1 - Grand average MRCP curves for 28 channels over 8 subjects. Blue curves represent the self-paced

and green curves the cued condition.
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7 BCI system I: Hybrid BCI for advanced functional electrical
therapy

Based on publications [123] [124]:

Savi¢, A., Kisi¢ U., Popovi¢ M.B.: Toward a hybrid BCI for grasp rehabilitation, -
Proceedings of the 5th European Conference of the International Federation for Medical and

Biological Engineering, Vol 37, 2012, pp. 806-809, (DOI:10.1007/978-3-642-23508-5_210)

Savi¢ A., MaleSevi¢ N., Popovi¢ M.B.: Feasibility of a Hybrid Brain-Computer Interface
for Advanced Functional Electrical Therapy - The Scientific World Journal, Vol 2014, No
797128, 2014, pp. 1-11. (DOI:10.1155/2014/797128, ISSN: 1537-744X, 1F(2012)=1.73)

7.1 Introduction to BCI in functional electrical therapy

Combining the BCI principles and methods with conventional assistive therapeutic
modalities such as FES or assistive robotics can result in increased efficacy of such
treatments [125] [4]. One of the therapeutic procedures that can potentially benefit from in
integration with BCI methods is Functional Electrical Therapy (FET) [126] [127] [128] [129]
[130] [131]. FET refers to the combination of FES induced life-like movements and intensive
exercise in people with central nervous system lesions. Exercise of reaching and grasping
early after stroke prevents the development of “no-use” patterns and compensatory
mechanisms. FES potentially enables stroke survivors to grasp objects during the period
when they are not able to control hand voluntarily. FET consists of repetitive executions of
pre-designed tasks, during multiple sessions (30 minutes every day for three consecutive
weeks). These tasks include electrically assisted impaired movements that are required during
exercise. Electrically generated or assisted grasp combined with the intensive voluntary
exercise that requires activation of proximal muscles of hemiplegic arm, is a basis of FET for
rehabilitation of grasp leading to an improvement in activities of daily living (ADL). FET for
grasp rehabilitation includes tasks that require three basic grasping strategies: palmar, lateral
and precision (pinch) grasps necessary for ADL (Figure 7.1). The palmar grasp provides the
opposition of the palm and the thumb and allows holding bigger and heavier objects such as
cans and bottles. The lateral grasp provides opposition of the flexed index finger and the
thumb and it is used to hold thinner objects such as a key, a paper, etc. Precision grasp is used

for objects like a pen or finger food. The objects are selected accordingly, each for every
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grasping strategy. During FET therapy, the patient’s task is to repetitively pick up and use an
object placed in their range of motion. FET stimulator provides various stimulation protocols
that should be applied for different grasp type. FES patterns should be chosen to support the
performed grasp (one pattern per grasp type). Therefore, stimulation pattern, i.e. type of grasp
to be electrically induced, must be selected before the each task execution. Various means
were applied in past to control the FES patterns: shoulder motion, voice recognition, EMG,
respiration, joystick, position transducer etc [132]. The simplest and the most common way
of selecting stimulation protocol is manually, by pressing the switch either by the subject or

by the therapist [132].

Figure 7.1 — Palmar, lateral and precision grasp (from left to right).

The term hybrid BCI is used for combining different BCI control signals, or brain- and
other biosignals, in order to increase reliability or number of commands available [133]. The
main aim of this study was to developed a hybrid BCI system and test its feasibility to be
used in the rehabilitation of grasping. The goal of hybridization was to improve the
previously described FET method. Two main steps during FET could benefit from the
automation, the process of selection and triggering of the stimulation pattern. These actions
may be performed in a more natural and automated manner by using BCI methods [123].
Two commonly used control signals for BCI devices, namely, steady-state visual evoked
potentials (SSVEP) and ERD were integrated in order to improve the control of the
rehabilitation procedure and its effectiveness, respectively. Feasibility of applying a novel,
hybrid BCI architecture in order to improve FET method with two additional features,
automated stimulation pattern selection and FES triggering has been tested. The proposed
hybrid BCI operates sequentially in two stages. The stage I is SSVEP-based selection of the
appropriate stimulation pattern for intended type of grasp. The stage II is ERD-based
triggering of this stimulation pattern as an outcome of MI of the intended grasp. The SSVEP-
BClI is introduced into the hybrid system to overcome the weakness of the conventional FET

procedure reflected in the need for manual or other man-made selection of predefined FES
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patterns for various grasp types. The ERD-BCI has a dual role. Firstly, it acts as a brain-
switch that is used to trigger the FES. Second and more important role is that combining MI
with contingent sensory feedback, produced by FES, in accordance to Hebbian rule, is
recognized as an effective tool for further enhancement of neuroplasticity as stated in section
1.1.1. Novel hybrid BCI was tested in healthy subjects in order to investigate proposed

methodology and provide reference data needed for the future clinical work.

7.2 Methods

7.2.1 Subjects

Six right-handed healthy subjects (5 males and 1 female, 24 — 27 years) participated in
this study after signing an informed consent approved by the local ethics committee. Subjects
had normal or corrected-to-normal vision. None of the subjects had previous experience with
the actual hybrid BCI system. Four subjects had previous experience with MI and two
subjects participated in the experiments with SSVEP induction. The tests were performed in
the Laboratory for Biomedical Instrumentation and Technologies (BMIT), University of

Belgrade — School of Electrical Engineering.

7.2.2 Instrumentation

7.2.2.1 EEG measurements

Ag/AgCl electrodes (Ambu Neuroline 720, Ambu, Ballerup, Denmark) applied for EEG
measurements were positioned according to the international 10-20 standard, on the C3, Oz
and Cz locations. Two scalp EEG channels were used, Oz referenced to Cz (SSVEP-BCI
channel) and C3 referenced to Cz (ERD-BCI channel). Ground electrode was placed on the
forehead. Impedances of the skin electrode junctions were maintained below 5 kQ. Signals
were amplified 20k times and hardware bandpass filtered over the range 0.1-40 Hz, and

sampled at 500 Hz, using the EEG device described in Appendix A.

7.2.2.2 Electrical stimulation system

For the electrical stimulation we utilized INTFES multi-pad electrode system (Tecnalia
Research and Innovation, Spain) displayed in Figure 7.2. It comprises multi-pad electrodes
and stimulator which controls both, electrode pad activation and corresponding stimulation

parameters. The INTFES stimulator has a Bluetooth module for high level control from PC.
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This feature enables us to initiate specific grasp sequence from PC application when the
certain condition (command) is detected. For the task of producing different grasp types, we
selected 2 square multi-pad electrodes, comprising 16 pads each in 4x4 configurations. Multi-
pad electrodes, which acted as cathodes, were placed on dorsal and volar side of forearm,
centered approximately at the middle point between elbow and wrist. The common electrode
(self-adhesive Pals Platinum oval electrode, 4x6.4 cm) was placed near the wrist. Stimulator
output stage is producing biphasic charge compensated, constant current pulses. In this study,
we defined pulse width of 250 ps and frequency of 40 Hz, while pulse amplitudes were
defined for each subject in optimization protocol. Electrode configurations (active pads and
current pulse parameters) were defined in electrode calibration protocol which precedes
experimental methodology, being optimal for each of the three types of grasp. During
calibration protocol, automated algorithm is sequentially activating electrode pads with short
train of stimulation pulses while acquiring data from inertial sensors positioned on fingers
and wrist. Based on twitch amplitudes of individual joints (fingers and wrist) we optimized
the stimulation pattern in order to produce the desired hand movement. The result of the
calibration protocol are three configurations of pads and theirs corresponding stimulation
parameters stored in PC application. Personally optimized current amplitudes were in range
10-20 mA. The temporal parameters (time delays of initiating grasping sequences for hand
opening/closing, thumb opening/closing and wrist flexion/extension) for different grasps are

predefined in accordance with natural-like movement of hand.
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Figure 7.2 — Overview of INTFES multi-pad electrode system (Tecnalia Research and Innovation, Spain)

components and applications.
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7.2.2.3 LED controller

For the SSVEP evocation we designed controller that communicates between PC and
LEDs. LEDs’ specifications were the same as in section 3.1.2. The controller (PIC 18F4520)
produces frequencies in a specific range (15-24 Hz) for the pulsating diodes. Flickering
frequencies can be set from PC application in order to get best SSVEP response. PC

application turns off all diodes when a SSVEP are detected from the subjects” EEG.

7.2.3 Experimental protocol

Subjects were comfortably seated at a distance of 70 cm from 3 aligned objects positioned
on a table. Objects selected for the tests, glass cup, CD case and a playing-cube, required
three different types of grasp, palmar, lateral and precision, respectively (Figure 7.3). One
flickering LED of a steady frequency (f,, n=1-3) was placed beside each of the objects.
Frequencies of the light flashes were f;=15, f,=17 and f3=19 Hz for five subjects, while for
the remaining one fj, f; and f3 were 17, 19 and 21 Hz, respectively. Before the tests, subjects
were informed about the experimental procedure. At the start of each test, subjects were
asked to look ahead, with all three LEDs flickering in their visual field, but without gazing at
any particular. Subjects then had to voluntarily choose an object they wanted to grasp and
consequently shift their gaze toward the LED assigned to that object. While focusing on one
object/LED, subjects were instructed to simultaneously reach with their right hand toward the
object and prepare for the imagery of adequate grasping. The timings of subjects’ focuses and
reaches for the desired objects were manually stamped by the operator for later offline data
segmentation on single trials. Immediately after the SSVEP were detected, the control
command was sent to switch off all three LEDs. That was the cue for the BCI user, to start
imagining the grasping of the selected object. MI tasks were imaginary palmar, lateral and
precision grasp, depending on the previously selected object. After the cue, subjects had 5
seconds to perform the MI task. If, as a result of MI, the ERD of the alpha mu rhythm was
detected, control command to trigger previously selected FES pattern was released. FES
pattern activated for the desired grasp was predetermined according to the detected SSVEP
(e.g. FES; for palmar grasp as a result of SSVEP,/f}). In the situations when subjects felt that
FES was activated before his/hers MI or, if FES started after MI but didn’t feel well time-
synchronized with the imagery, subjects were instructed to state “false” while being
stimulated. These trials were time-stamped as FP..4, explained in more detail in the section

7.5. Refractory period of 3 seconds was introduced after the each FES activation, during
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which both ERD and SSVEP BCls were disabled. After the refractory period, LEDs switch
back on to start a new trial. The stage I of the hybrid BCI, i.e. the control of the SSVEP-BCI,
starts from the moment the LEDs are switched on and ends with the SSVEP detection. The
stage 11, control of ERD-BCI, starts when the LEDs switch off, and ends when the LEDs turn
on again. Block schemes of the stages I and II are given in Figure 7.4 and Figure 7.5,

respectively.

The tasks of visual focuses were performed in subjects’ own pace and order enabling the
SSVEP-BCI to operate in an asynchronous mode. During the trials, subjects were instructed
to choose themselves any of the three objects for grasp whenever the LEDs were on. Subjects
could take a rest between the trials and proceed when they felt ready. In the situation when
the SSVEP were falsely detected during the resting period, subjects were instructed to react
by saying the word “false”. This was followed by manually switching the LEDs back on, and
time-stamping the false activation in rest as FPr by the operator (more in section 7.5). In an
instance that the MI of grasp was not detected within 5 seconds time window after LEDs
turning off, the new cycle is initiated, LEDs are switched back on, while FES is not delivered.
The two stage closed-loop trials were repeated between 25 and 43 times per subject. During
the tests, operator was notifying the trials and ensured that each subject performs at least 7
successful grasps per object. Time instances when LEDs were turned off and on were

recorded for later offline analysis.

Figure 7.3 — Photograph of the experimental setup
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Figure 7.4 - Block scheme of the stage I of the hybrid BCI operation, SSVEP-BCI. While the subject
gazes at one of the three objects equipped with LEDs flickering at frequencies f;;, EEG (0z-Cz) is
analyzed for detecting associated SSVEP response. With the SSVEP detection FES pattern for

corresponding type of grasp is selected and stage II is initiated. Taken from [124].
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Figure 7.5 - Block scheme of the stage II of the hybrid BCI operation, ERD-BCI. At the beginning of stage II all
three LEDs are turned off and the subject imagines the adequate grasp for the object selected in the previous stage. If

ERD is detected in the EEG (C3-Cz) previously selected FES pattern is triggered. Taken from [124].

7.3 SSVEP-BCI operation

The SSVEP were measured with one bipolar channel Oz-Cz while the subject was gazing
at a particular LED. The SSVEP responses to the each LED frequency were estimated using a
custom made NI LabVIEW (version 2010, National Instruments, Austin TX) based software
for the EEG acquisition and online processing (chapter 2). The following processing steps
were applied in order to detect SSVEP online. EEG channel was filtered with six 4th order
Butterworth bandpass filters, with 1 Hz bandwidth. Center frequencies for the three filters
were the frequencies of LED stimuli (f,, n=1-3), while for the additional three filters, these
frequencies were the corresponding first harmonics (2f,, n=1-3). The sum of the signal
amplitude filtered around the LED frequency and its first harmonic was squared and averaged
in the time window of 1 s every 50 ms. Therefore, the three band-power time courses (FBP,,
n=1-3) were extracted. Appearance of each SSVEP (SSVEP,, n=1-3) results in an increase of
the corresponding FBP,,. The SSVEP, were detected as a FBP, raised and remained above the
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threshold in 10 consecutive windows, i.e. for 500 ms (dwell time for SSVEP detection —
DT;). Threshold values for each FBP, (TH,, n=1-3) were determined manually for each
subject during the 5 minute SSVEP-BCI test session prior to the test. Additional constraint
(REQ1) for accepting the SSVEP detection was that only one band-power signal (i.e. FBP;)
dwells for DT above the corresponding threshold (TH;), while the other two (FBP, and
FBP3) remain below their thresholds (TH,, TH3).

7.4 ERD-BCI operation

ERD during motor-imagery (MI) was measured using bipolar channel C3-Cz. During the
10-15 minute MI training session frequency range of the mu rhythm was determined for each
subject prior to the tests. Mu rhythm was extracted using 4™ order Butterworth bandpass
filter. Band power of the mu rhythm (FBP,,,) was calculated online in the time windows of 1
second every 50 ms. FBP,,, was consequently presented as a sliding bar on the computer
screen, giving subjects the continuous visual feedback on their MI task execution. Subjects
were told to imagine the grasp of their right hand until power bar drops. Imageries of palmar,
lateral and precision grasps were trained. During the training session, the threshold for alpha
mu ERD (THeq) was manually determined for each subject. ERD as a result of MI was
detected when the FBP,,, remained below the threshold in 4 consecutive windows, i.e. for
200 ms (dwell time for ERD — DTq). The flowchart presenting the hybrid BCI operation
with both sequential stages, the SSVEP-BCI and the ERD-BCl is given in Figure 7.6.
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Figure 7.6 - The workflow of the two stage hybrid BCI operation. LED, (n=1-3) stands for LED beside the cup,
CD case and playing cube, respectively. LED,, is chosen by the subject for visual focusing. If x=y at the beginning of
stage 11 (all LEDs off), then the correct SSVEP was detected. FES, are the FES patterns for induction of palmar,
lateral and precision grasp, respectively. FES,_, is the stimulation pattern adequate for grasping of the object beside
LED,_,.The counters ¢;, c,, ¢3, ¢4, €., ¢, compute the number of consecutive windows (iterations). The c;, ¢, and c;
measure the DT, for FBP;, FBP, and FBP; respectively. The ¢, measures the DT, 4. The c, counts the duration of 5
seconds interval after the LEDs are off when the subject can activate FES. The ¢, measures the 3 second refractory

period after FES,_, trigger. Taken from [124].
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7.5 Performance measures of the hybrid BCI operation

The performance of the hybrid BCI system was evaluated with the following measures:
number of true activations of the SSVEP-BCI (TPgsyep), number of true activations of the
ERD-BCI (TPcq) , number of false activations of the SSVEP-BCI (FPsgyep), number of false
activations of the ERD-BCI (FP.q4), number of false negatives for the ERD-BCI (FNcq),
number of false activations during the resting period between the trials (FP;) and number of
the successful trials (TP). TPgep 1s the detection of the correct SSVEP response. If the
subject reached for the object while focusing on the LED beside that object, and consequently
the SSVEP evoked by that LED are detected, that was considered TPggep. FPgovep 1S
accordingly the detection of an incorrect SSVEP response. TPq is the detection of ERD after
the TPgsep, With an additional requirement (REQ2): ERD detection didn’t occur in the first
300 ms after the cue for MI. If the REQ2 was not met, and ERD was detected in the first 300
ms after TPgep, this detection is counted as FP.q. REQ2 is introduced for the following
reason. In the situation when the combination of TPy, and FPeq produced a successful grasp
(correct stimulation pattern is selected and FES is triggered), the detected ERD certainly is
not the result of MI, since with the DT.4 accounted for, mu power has dropped below the
THq4 before subject was able to perform MI. The trials that were time-stamped when the
subjects reported that FES seemed out of synch with MI were accounted as FP4, t00. FNgyq 1S
the lack of ERD detection within the 5 seconds after the cue for MI. The single trial is

accounted as true positive (TP) if the following conditions were met:

1. SSVEP of the appropriate frequency was detected,
2. after the LED turning off the ERD was detected within the 0.3 - 5 second time
interval and

3. FES activation was not reported as “false” by the subjects themselves.

In other words, the single trial of selecting and grasping of an object can be accounted as
successful (TP) only if the TPssvep is followed by TP.4, meaning that the subject
successfully grasped the object he/she reached for and that MI and ERD were time-synched.
FP, is a false SSVEP detection during the resting period between the trials. These are reported
by the subjects and time-stamped by the operator. The accuracy of the hybrid BCI operation

was subsequently derived using the following equation:

Acc =TP /(TP + FPSSVQP + FNgg + FPeq) Equation 3
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7.6 Results

In Figure 7.7, Figure 7.8 and Figure 7.9 are displayed the prepresentative outcomes
during the hybrid BCI two stage operations are presented. For subject S2, Figure 7.7 shows
nine successful trials (TP) during 100 seconds interval. For subject S5, three successful trials
(TP) and one false activation of SSVEP-BCI (FPgp) during a 100-second interval are
presented in Figure 7.8. The false activation occurred when the subject focused and reached
for the second object (LED2) but the SSVEP1 were falsely detected. One successful trial
(TP), one false positive ERD detection (FP¢q4), and one missed ERD detection (FN¢q4) for

subject S1, during 27 seconds interval are presented in Figure 7.9.
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BP3
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time [s]

Figure 7.7 - Normalized band-powers FBP,, FBP,, FBP; and FBP_,, from top to the bottom. Nine successful
trials (TP), three per each LED, for subject S2 during the representative 100 seconds interval are shown. Turquoise
vertical dashed lines on the subplots 1, 2 and 3 point to the time instants of visual focuses on LED;, LED, and LED;
respectively, while red vertical dashed lines refer to the correct detections of SSVEP,, SSVEP, and SSVEP;
respectively. Red lines on the subplot 4 mark all the correct SSVEP detections (TP SSVEP), i.e. cues for MI. Blue
horizontal dashed lines on subplots 1, 2, 3 and 4 present the corresponding thresholds TH;, TH,,TH; and TH,,q,

respectively. Green vertical dashed lines mark the correct ERD detections (TP,.,). Taken from [124].
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Figure 7.8 - Normalized band-powers FBP,, FBP,, FBP; and FBP, from top to the bottom. Three successful
trials (TP), one per each LED, and one false activation of SSVEP-BCI (FPg,.) for subject S5, during the
representative 100 seconds interval are presented. Subplot arrangement and color codes for turquoise, red, blue, and
green are the same as in Figure 7.7. Pink vertical dashed line marks one incorrect SSVEP detection when subject
reached and focused on the second object (LED,) but the detection falsely occurred in FBP; (threshold TH,; was
exceeded by FBP, for DT,). Taken from [124].
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Figure 7.9 - Normalized band-powers FBP,, FBP,, FBP; and FBP,,, from top to the bottom. One successful trial
(TP), one false positive ERD detection (FP.,) and one missed ERD detection (FN,) for subject S1, during the
representative 27 seconds interval are presented. Subplot arrangement and color codes for turquoise, red, blue, and
green are the same as in Figure 7.7. The yellow vertical dashed line marks one FP detection which occurred 200ms
after the cue for MI. FNerd occurred after the third cue for ML, i.e. ERD wasn’t detected in the following 5 seconds
after the cue for MI and FES wasn’t activated. Taken from [124].

Table II summarize the results from all the measurements in this study. Third and fourth
column include LED frequencies and number of trials (i.e. grasp attempts) per each object
(LED). Frequency band used to detect ERD for each subject is in the fifth column. Total
duration of the test for each subject and complete resting period between the trials are given
in sixth (Tan and seventh (T columns, respectively. Total resting period is a sum of all
intervals in which the LEDs were on but subject wasn’t intentionally focusing on any of them
(1.e. wasn’t trying to select an object). Numbers of TP, FPgep, FPera, FNerq and FP; per trial

duration in minutes are given in eight to twelfth columns. All subjects were able to control

the hybrid BCI device with a mean accuracy of 0.78+0.12.
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Table II - Subject ID, age, led flickering frequencies, number of trials per each LED, ERD frequency bands, T, and T, in seconds, TP, FP.,, FP. FN.q4 and FP, per trial duration per

minutes and BCI accuracy are given in the columns. Mean (ME) and standard deviation (SD) are computed for all measurements.

1 2 3 4 5 6 7 8 9 10 11 12 13
Subject age LED No. ERD freq. Tan T rest TP FPg.p FP.q FNerq FP, Acc
no. freq. (Hz) trials band (Hz) (s) (s) (min™) (min™) (min™) (min™) (min™)

LEDI1: 15 7

26 LED2: 16 8 9-13 267.71 104.25 3.59 0.45 1.12 0.45 0.22 0.64
: LED3: 17 10
LEDI: 15 9

5 24 LED2: 16 9 9-13 271.40 101.38 5.53 0.00 0.22 0 0.22 0.96
LED3: 17 8
LEDI: 15 12

26 LED2: 16 11 8.7-13 347.37 119.09 5.53 0.35 1.38 0 0.00 0.76
’ LED3: 17 11
LEDI1: 15 14

4 25 LED2: 16 16 8§—-13 427.95 145.15 4.49 0.00 1.54 0 0.28 0.74
LED3: 17 13
LEDI1: 15 9

27 LED2: 16 10 9-13 440.13 205.17 3.14 0.14 0.27 0 0.41 0.88
: LED3: 17 7
LEDI1: 17 14

25 LED2: 18 16 9-13 633.67 274.19 2.84 0.66 0.47 0 0.09 0.71
¢ LED3: 19 12
11

ME 555 12 8.78 13 398.04 158.21 4.18 0.27 0.84 0.07 0.20 0.78

10.50

2.83

b 105 3.41 04-0 136.95 68.56 1.18 0.27 0.58 0.18 0.14 0.12

1.87




7.7 Discussion and conclusions

A hybrid BCI prototype was developed to enhance the procedure of FET and its feasibility
in healthy subjects was tested. The system proposed is an example of how to combine two
BCI control signals within a hybrid architecture that provides several advantages over
conventional FET. First, it enables an intuitive control of the stimulator, since the selection of
an object for grasp by looking at it is a natural way to choose an item of interest. However,
the main reason for introducing BCI into the conventional FET method is its potential to
further enhance neuroplasticity by including MI triggered FES. Therefore, proposed hybrid
system comprises both assistive and restorative approach in BCI. Assistive approach is
reflected in an intuitive selection of the stimulation pattern while the restorative aspect may
result as the consequence of movement imagination for stimulation triggering. The fact that
only 2 bipolar channels (3 electrodes) are used is favorable for practical purposes in terms of
time needed to prepare the user for the treatment. While the system was designed to be used
by stroke survivors mainly, the subjects in this study were healthy individuals. Evidences in
several other studies support expectations that the stroke patients would be able to use and
benefit from the proposed system. For example, SSVEP were recognized as a robust control
signals for wearable orthosis [125] [54]. Various studies showed that stroke patients are able
to produce mu rhythm ERD in order to establish neurofeedback [115]. In [134] was shown
that stroke patients could use mu ERD to control afferent proprioceptive feedback, and that
using fixed threshold for ERD detection and graded feedback depending of the detected ERD
strength can lead to increase of BCI performance over the multiple session training. Stepien
et al. [135] have analyzed ERD during the cued index finger movements of the affected hand
in hemiparetic patients with acute cortical and subcortical stroke, finding that the hand
movements produced alpha and beta ERD in both hemispheres of all subjects over the
sensorimotor areas. However, in patients with cortical lesions, for the paretic hand
movements, the measured ipsilesional alpha ERD was weaker than contralesional ERD. For
subcortical stroke patients no significant interhemispheric alpha ERD differences were
observed. Therefore one has to take into account that depending on the lesion location, ERD
strength and consequently ERD detection accuracy can be reduced in patients with cortical
lesions [135] [136]. Several studies [27] [137] [138] have investigated effects of BCI hand
training based on modulation of ipsilesional motor cortex mu rhythm combined with goal-

directed physical therapy on motor recovery and neural reorganization in stroke patients. The
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results showed significant recovery of hand motor function and/or enhanced activity in
ipsilesional motor cortex. The following studies have investigated combination of MI
triggered proprioceptive feedback in stroke patients [27] [28] [29]. Authors of [28] were the
first to report that chronic stroke patients with complete hand paralysis were able to modulate
their rolandic contralateral ipsilesional mu rhythm, measured by MEG, to drive an external
hand orthosis. In [29] it is reported that imagined or attempted finger movement can be
translated to FES induced matching movement which resulted in motor recovery of a single
chronic stroke patient. In [27] the authors used alpha SMR ERD to drive hand and arm
orthosis and have proven the concept that only MI temporally synchronized with the orthosis
movements led to motor learning and induced plastic changes and functional improvement in
chronic stroke patients. The system for electrical stimulation used in this study and the
calibration protocol for generating optimal FES patterns were tested in stroke patients and the
results are published in recent articles [139] [140]. Although in this study successful
induction of the adequate natural-like grasps in all six subjects during the tests were achieved,
the generated movements weren’t quantitatively evaluated, as that was outside the scope of
this research. However, it can be concluded that combination of FES and EEG recordings
within the hybrid BCI is feasible, without any FES-related artifacts present in the EEG

frequency ranges used for the BCI control.

The proposed hybrid BCI implements asynchronous selection of stimulation pattern, i.e.
the user can select the object at any time, and take a brake if necessary without a need to
switch the system off. The tests of the system were conducted with an assumption of
preserved reaching. Absence of the preserved reaching can be overcome by placing the
objects to be grasped in a potential users’ diminished workspace. The REQ1 was introduced
to eliminate possible false detections due to noise that induce simultaneous power rise at all
three frequencies. As a consequence, false positive rate for stimulation pattern selection is
lowered. The ERD-BCI operates in a synchronous (cue-based) mode given that the user has a
fixed time window of 5 seconds to perform the imagery task. The ERD detections outside the
window of 5 seconds after the SSVEP detection are ignored by BCI operation, providing
users to freely move between the trials without accidental FES triggering. Advantages of
asynchronous SSVEP-BCI are its robustness, high transfer rates, and suitability for
implementing BCI-based menus with multiple commands [49]. Synchronous ERD based

brain-switch avoids the zero class problem of the ERD BCI [141]. Moreover, novel BCIs’
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architecture should provide potential users more intuitive control of rehabilitation procedures,

and/or more independence from the assistance of the therapist.
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8 BCI system II: Motor imagery driven BCI with cue-based
selection of FES induced grasps

Based on publications [142], [143]:

Savi¢ A., Malesevi¢ N., Popovi¢c M.B.: Motor imagery driven BCI with cue-based
selection of FES induced grasps, - Proceedings of the 1st International Conference on
Neurorehabilitation, ICNR 2012, Vol. 1, Springer-Verlag Berlin Heidelberg, Toledo, Spain,
2012 pp. 513.-516. (DOI: 10.1007/978-3-642-34546-3 82)

Savi¢ A., MaleSevi¢ N., Popovi¢ M.B.: Motor Imagery based BCI for control of FES,
Clinical Neurophysiology Vol 124, No 7, 2013: pp. el 1-e12 (Abstract)

8.1 Introduction

The hybrid BCI (BCI system I) proposed in the previous study (chapter 7) comprises
asynchronous stimulation pattern selection and cue-based stimulation triggering, and for its
realization two different BCI control signals were employed: SSVEP and ERD. In this study
it was attempted to use only ERD for BCI control and to substitute asynchronous SSVEP BCI
with the cued control. During the BCI operation, three visual cues are successively shown to
the user on a computer screen. Each cue is associated with one stimulation pattern (similarly
as the LEDs were in the previous study - chapter 7). User can choose a FES pattern by
synchronizing the timing of his/hers MI task execution and the cue appearance on the screen.
Again, the ERD of the alpha mu rhythm is used for on-line detection of subjects’ execution of

MI task.

8.2 Methods

Developed BCI was tested on 4 healthy subjects (3 male, 1 female, 25-27 years). EEG
signals were recorded in bipolar setup with electrodes placed at C3 and C4 according to the
international 10-20 standard. Ground electrode was positioned on the forehead. Multi-pad
electrode system for FES (Tecnalia Research and Innovation, Spain) was used for electrical
stimulation. For EEG measurements device described in Appendix A was used. EEG signal
amplification was 20k and bandpass filtering over the range 0.1 - 40 Hz. Sampling frequency
was 500 Hz. During the tests, three different visual cues were presented to the subjects on a

computer screen. Cues were displayed successively, at time intervals varying between 5 - 15
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seconds (Figure 8.1). They were in a form of three virtual light bulbs of different colors,
green, blue and red. With the lightening of each indicator, subjects’ task was to imagine
his/hers right hand movement. Each cue was associated with a particular grasp type and
adequate stimulation pattern. Specifically, if the user wants to induce palmar grasp he/she
needed to imagine the matching movement during the interval in which the green bulb was
on. Similarly the lateral and precision grasps would be induced if the user’s ERD was
detected during the lightening of the blue and red bulb respectively. The cues (bulb
lightening) were active for three seconds. The same algorithm for ERD detection as in
chapter 7.4 was applied in this BCI design. For the EEG acquisition and online processing,
cues’ presentation, and control of electrical stimuli the software described in chapter 2 was
used. Additional requirement for FES activation was that the ERD had to be detected after the
cue in order to trigger FES pattern. If in the time instant of the cue appearance the signal
band-power used for control is already below the threshold for ERD detection, system does
not trigger FES. In that situation FES could be triggered only if band-power rises above the

threshold and then again drops below it while the cue is still active.

MI detection MI detection MI detection

\/ \ \

FES pattemn 1 FES pattemn 2 FES pattemn 3

LI 00 200

A ) M ) M )

tel te ] te 2 te 2 te 3 te 3

Figure 8.1 - The picture shows three consecutive trials. Timings zc 1, tc 2 and tc 3 mark the appearances of 3
different cues presented to the subject on a computer screen (lightening of the green, blue and red virtual LED,
respectively). Timings te I, fe 2 and te 3 mark the disappearances of each cue. Time interval in which the cue is
displayed during one trial (#c — te) is 3 seconds. If the MI is detected during that interval associated FES pattern is
triggered. Yellow rectangular shapes mark the time interval in which the predefined FES patterns 1, 2 and 3 are
delivered, after the MI detection during the displays of the cues 1, 2 and 3 respectively. FES patterns 1, 2 and 3
produce palmar, lateral and precision grasp respectively. Possible false positives, i.e. MI detections occurring beyond

the 7c — te interval do not trigger FES. Taken from [142]

8.3 Results and Discussion

Performance of the BCI was measures with true positive rate (TPR = TP / (TP + FN)),

where TP is the number of FES activations and FN number of cues (trials) during which the
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FES was not triggered. Table III summarizes the results of testing the BCI-FES system.
Subjects operated the BCI with a true positive rate in a range 80% — 100% determined for
total of 116 trials. Mean time interval (TT) between the cue and MI detection was 1.80+0.64 s.
These results indicate that proposed BCI based assistive device can be used for inducing three
different grasps with FES driven by ERD and that MI based training/rehabilitation programs

with exercising various movements may benefit from this approach.

Novelty of the proposed BCI-FES system (BCI system II) is that a single mental task can
be converted into various motor commands defined by the timings of the cues i.e. task
executions. This system was realized by creating a BCI based virtual menu were a user can
mentally select the stimulation pattern by imagining the desired movement in the predefined
time windows. The use of the custom made multi-pad electrodes and stimulators enable the
proposed BCI to artificially induce numerous electrically induced movements in one session.
Combination of FES patterns may be activated consecutively by sequentially choosing to
perform MI after the appropriate cue, thus enabling the subject to perform complex tasks (i.e.
reaching, grasping, lifting and manipulating an object). For simultaneous activation of
different muscle groups, electrodes should be placed accordingly on the forearm and upper
arm segments. Proposed BCI setup requires one bipolar EEG channel only, which diminishes
time needed to prepare the users for the treatment. The presented three-cue setup is
appropriate for functional electrical therapy of grasp, but other applications might need more
commands (cues) which would require optimization in terms of speed of BCI operation, by

reducing the time intervals between the cues.

Table III — BCI system II performance results.

Subject no. | age (years) | trial no. | freq. band (Hg) TPR TI (s) £+ SD
1 26 20 9-12 1.00 1.33+0.72
2 26 24 9-13 0.96 1.74+0.71
3 27 37 8-12 0.86 2.12+0.39
4 25 35 9-13 0.80 1.76+0.61
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9 BCI system IIlI: Asynchronous “brain-switch” for FES control

Based on:

Savic A., Lontis R., Malesevi¢ N., Popovic M.B., Jiang N., Dremstrup K., Farina D. and
Mrachacz-Kersting N.: Feasibility of an Asynchronous Event Related Desynchronization
based Brain Switch for control of Functional Electrical Stimulation. Accepted for BMT 2014,
Hannover 8-10 Oct. 2014.

9.1 Introduction

In this study the feasibility of an asynchronous brain-switch for FES control was explored
as well as the possibility of such a system for inducing plasticity of the corticospinal tract to
the flexor carpi radialis (FCR) muscle. A novel asynchronous BCI device employs ERD
(induced by users’ imaginary movement) as a control signal for online triggering of selective
FES (using multipad electrode system). FES parameters are set to externally induce
movement that matches the predefined imaginary movement task. In this study BCI system

was tested for single-joint movement exercise supported by FES.

The two versions of the BCI system for MI-based control of FES described in chapters 7
and 8, operate in a synchronous (cue-based) mode where users have a fixed time window to
perform the MI task. The drawback of cued approach may be in the fact that presentation of
the cue itself can produce changes in the brain signals leading to interferences of the mental
task (MI) with the neural mechanisms related to the processing of the cue itself. Benefit of
the cued system is increased accuracy by design, eliminating the possible false activations in
intervals between the cues. However, in the cued approach the user has to wait for the cue
appearance in order to perform the action, remaining in a constant state of readiness which
can be exhausting. On the contrary, during the asynchronous BCI operation, instead of the
user, the system is in the standby state waiting for the user to act according to his/hers will,

which is a more natural way of control.

The aim of this study was primarily to test the accuracy of the developed asynchronous
brain-switch, and to determine whether its performance differs compared to the cued system,

as well as to explore the changes in cortical excitability induced by such an intervention.
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Alterations in cortical excitability were assessed using transcranial magnetic stimulation
(TMS) [144]. Using this technique it is possible to probe the cortical spinal pathway that
directly links the brain (motor cortex) to the muscles. TMS involves the application of a
rapidly changing magnetic field over particular area of the motor cortex that represents the
target muscle. Magnetic field induces an electrical current in the neural tissue under the scalp,
producing a response in the target muscle that may be quantified by surface
electromyography. TMS was applied prior to and following the BCI intervention and
resulting changes quantified by extracting the amplitude of the muscle response (the motor

evoked potential — MEP).

9.2 Methods

9.2.1 Subjects

Six healthy, male subjects (25-48 years) with no prior history of neurological conditions
participated in this study. The tests were conducted at the Center for Sensory-Motor
Interaction, Department of Health Science and Technology at Aalborg University, 9220
Aalborg @, Denmark. Before the tests, subjects signed informed written consent approved by

the local ethics committee.

9.2.2 Instrumentation

Protocol in this study comprised EEG recordings, FES and measurements of TMS
induced MEPs. Instrumentation and methodology for the three protocol components will be

described within the following sections.

9.2.2.1 EEG recordings

EEG was recorded using Ag/AgCl electrodes (Ambu Neuroline 720, Ambu, Ballerup,
Denmark) positioned at C3 and Cz locations according to the 10-20 international standard, in
a single-channel bipolar configuration (C3-Cz). The ground electrode was positioned on the
forehead. Impedances of the skin electrode junctions were kept below 5 kQ. For EEG
measurements g.BSamp biosignal amplifier (gTec GmbH, Austria) was used. Signals were
hardware bandpass filtered to extract 0.5-100 Hz band and notch filtered at 50 Hz. The
sensitivity was set to 0.5 mV. The signals were digitized with 500 Hz sampling frequency

using NI USB-6251 BNC (National Instruments, Austin, TX, USA) A/D card. For the EEG

108



acquisition, online processing, feedback presentation and triggering of electrical stimuli the

software described in chapter 2 was used.

9.2.2.2 FES system setup

Multipad electrode system for FES - INTFES (Tecnalia Research and Innovation, Spain)
was employed for electrical stimulation. Rectangular multipad electrode (Tecnalia Research
and Innovation, Spain) with 16 pads in 8x2 configuration was placed on the volar side of
forearm near the elbow. The common electrode (self-adhesive Pals Platinum oval electrode,
4x6.4 cm) was placed on the dorsal side near the wrist. The pulse width and frequency
applied in this study were 250 ps and 40 Hz respectively. The stimulation pattern comprising
the subset of the electrode pads and corresponding current amplitudes were set to induce the
wrist flexion movement of the right BCI users’ hand. The pulse amplitudes and subset of
pads producing the desired movement were selected for each subject manually using the

graphical user interface based software for stimulator settings.

9.2.2.3 MEP recordings

Surface Ag/AgCl electrodes (Ambu Neuroline 720, Ambu, Ballerup, Denmark) were
used to record the EMG activity of the flexor carpi radialis (FCR) and extensor carpi radialis
(ECR) for all aspects of the experiments. Data were acquired at 2 kHz using the LabVIEW
(National Instruments Inc., Austin, USA) based acquisition tool Mr. Kick II 2.3 (Knud
Larsen, Center for Sensory-Motor Interaction, Aalborg University, Denmark). The EMG
signals were pre-amplified and band pass filtered at 20 Hz - 2 kHz and stored for later off-
line analysis. A Magstim 200 (Magstim Company, Dyfed, UK) with a focal figure of eight
coil (110 mm diameter) was used to apply single pulses (with a posterior to anterior directed

current) to elicit a MEP in the muscle of primary interest which was the FCR muscle.
9.2.3 Experimental protocol

The applied protocol involved: one BCI intervention session and three TMS based
assessment sessions:

1. before BCI intervention,
2. immediately after BCI intervention and

3. 30 minutes after BCI intervention.
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9.2.3.1 TMS protocol

Subjects were seated in a chair and their vertex marked for the initial placement of the
TMS coil. Initially the stimulation intensity for the magnetic simulation was set at
approximately 50% of stimulator maximal output to find the optimal site for evoking of a
MEP in the FCR. The best spot for stimulation (also termed the hot-spot) was set at the place
on a scalp where the peak to peak amplitudes of the recorded MEP responses from the target
muscle were greater than amplitudes at neighboring points for a given stimulus intensity. For
all subjects this site was approximately 1-2 cm anterior and 3cm laterally to the vertex. Once
the hot-spot was identified, the coil position was maintained by markings made on the head
of the subject. Subsequently, the resting threshold (RTh), defined as the highest stimulus
intensity that produced no more than five out of ten consecutive FCR MEPs with a peak to
peak amplitude of ~50 uV while the muscle was at rest, was identified. Next, 12 MEPs were
elicited in the resting FCR at five TMS intensities, 90, 100, 110, 120 and 130% of RTh. The

TMS stimuli were delivered every 5 — 7 s in a randomized order.

9.2.3.2 BCI protocol

During the BCI intervention the subjects were seated in an armchair with a computer
screen in front of them. The subjects were instructed to repetitively perform the imagery of
the right hand wrist flexion movement in a self-paced manner. The continuous visual
feedback in form of a sliding bar was presented during the whole intervention. The level of
the slider was set to rise with stronger ERD. When ERD was detected, the pre-set FES pattern
was triggered, inducing the matching movement to the imagined one. The FES duration was
1 second. After FES activation the refractory period of 4 seconds was introduced, during
which the BCI system was disabled. For the assessment of BCI performance subjects had to
give their feedback on the true, false and missed BCI activations by saying predefined terms.
The test ended if the duration of the intervention reached 15 minutes or the number of true
activations reached 50. The experimental setup during the BCI intervention is presented in

Figure 9.1.
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Figure 9.1 — Photograph of the experimental setup during the BCI intervention. Taken at Center for Sensory-

Motor Interaction, Department of Health Science and Technology at Aalborg University, 9220 Aalborg O, Denmark.

9.3 ERD processing

During the intervention ERD was calculated online. For that purpose the following order
of steps was applied on the raw EEG: bandpass filtering (4th order Butterworth filter),
squaring and averaging of the samples in the 2 seconds time windows every 50 ms.
Boundaries of the subject-specific mu rhythm frequency band (ie. the cut-off frequencies of
the filter) were determined before the intervention. The result was EEG signal band-power
(BP) in the sub-band of the alpha rhythm. Threshold for ERD detection was manually set for
each subject and ERD was detected when the BP remained below the threshold with dwell

time of 500 ms.
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9.4 BCI performance measures

The performance of the BCI was evaluated by the number of true positives (TP), false
positives (FP) and false negatives (FN) where TP is the MI followed by the FES, FP is a false
FES activation and FN is an undetected MI attempt. FP and FN are reported by the subjects
themselves and the remaining FES activations were accounted as TP. BCI precision (positive
predictive value: PPV=TP/(TP+FP)) and sensitivity (true positive rate: TPR= TP/(TP+FN)),

were calculated.

9.5 Results

9.5.1 BCI performance results

Table IV summarize the results for BCI performance of the four subjects (column 1).
Two subjects were eliminated from the analysis for the reason explained below, in section
9.5.2. The frequency band used to calculate ERD is given in column 2. Test duration for each
subject is in column 3. Numbers of TP, FP and FN are given in fourth to sixth column. The
PPV and TRP values, given in seventh and eight columns, are in the ranges 0.66 - 0.92 and

0.81 - 0.94 respectively.

Table IV — BCI system III performance results.

1 2 3 4 5 6 7 8
Subject freq. band (Hz) time (min) TP | FP | FN | PPV TPR
1 9-12 15 42 | 22 3 0.66 0.93
2 8—11 15 39 13 9 0.75 0.81
3 10-13 11 50 9 3 0.85 0.94
4 7—10 15 48 4 3 0.92 0.94
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9.5.2 MEP results

Table V - Boltzman parameters for MEP data

FCR — target muscle ECR - antagonist

Subject time MEP,,.. P S50 MEP,,.. ¥ S50
pre 620 0.96 61 606 0.97 59
1 post 427 0.13 65 350 0.37 59
post 30 47 0.94 56 168 0.98 61

min
pre 177 0.91 58 79 0.96 62
) post 120 0.95 63 579 0.9 62
post 30 30 0.68 62 313 0.98 66

min
pre 83 0.91 55 99 0.33 51
3 post 128 0.87 52 106 0.91 59
post 30 99 0.39 48 97 0.97 56

min
pre 78 0.89 65 429 0.99 65
4 post 81 0.58 62 333 0.17 58
post 30 99 0.29 62 317 0.99 65

min

Prior to, immediately following and 30 min after the cessation of the intervention, MEPs
were collected at five stimulus intensities for both the target muscle FCR and its antagonist,
the ECR. The relationship of the MEP amplitude with the stimulus intensity was established
by fitting the Boltzmann sigmoidal function using the Levenberg-Marquard nonlinear least-
mean-squares algorithm to the averaged MEP for each intensity (according to Devanne et al.)
[145]. In two of six tested subjects the pre-data fit had a coefficient of determination s

value) below 0.8 for the FCR, indicating that the fit did not account for at least 80% of the
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total variance of the data points. These subjects were subsequently eliminated from further
analysis. Representative results of raw and fitted data for both muscles from subjects 2 and 3
are shown in Figure 9.2. where A and B show data from subject 3 for whom the MEP size
increased in the target muscle. For this subject, the fit accounted for 0.91 and 0.87 of the total
variance of the data points in the pre- and post-measures respectively, yet post 30 min r’
value decreased to 0.39. For the antagonist ECR the r* was 0.33 during pre- but increased to
0.91 and 0.97 for the post- and post 30 min measures respectively. In Figure 9.2, C and D
contain data for subject 2 for whom the MEP size decreased in the target muscle yet
increased in the antagonist. The r* value again showed a suitable fit during pre- and post-
measures, but this decreased to 0.68 post 30 min for the FCR. For the ECR the r* values for
pre-, post- and post 30 min measurements were 0.96, 0.9 and 0.98 respectively. No attempt
was made to statistically analyze the data due to the low subject number. Table V contains
the parameters for the Boltzmann fit for all four subjects. These are the maximum MEP value
(MEP 1a0), the coefficient of determination (r%), and the Sso value i.e. the stimulus intensity

required to obtain a response 50% of the MEP .« [ 145].
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9.6 Conclusion

An asynchronous BCI device comprising EEG measurements and selective FES by using
multipad electrode system was developed. EEG measurements require a single bipolar
channel which is suitable for real BCI applications. In this pilot study we investigated MEPs
elicited by non-invasive TMS to quantify plasticity of the corticospinal tract to the target
muscle FCR following a single session use of a BCI system for MI based control of FES.
Five different intensities of TMS were applied pre, immediately post and 30 min following
the cessation of the intervention. Although no distinct pattern in FCR MEP responses were
observed across the four subjects (see Table V), a relatively higher MEP variability was
consistently found for the post and/or post 30min measures as evidenced by the reduction in
the r* value for the Boltzmann fit. The r* value in this case is an indication of how much it
can account for the total variance of the data points. An acceptable level was set at 0.8 or

above.

Optimized and standardized protocols of FES therapy alone have been successfully
applied with therapeutic devices in clinical and/or home environments [127]. MI is another,
yet emerging, type of therapy for rehabilitation of movement [146] [147] [148] [149]
involving mental rehearsal of overt movements, activating the same cortical structures. The
analysis of cortical activity shows that both FES and MI activate sensorimotor cortex and
corresponding neural pathways [150]. A combined MI —FES therapeutic approach based on
BCI technology would be expected to lead to even greater effects. Indeed, previous studies
have reported significant plasticity following prolonged use of such a BCI system in a
tetraplegic patient [151]. Several factors may explain why in this study we found not
consistent alterations in MEPs of the target muscle. Firstly, it is possible that since FES and
MI act on similar neural structures, their combined application led to an interference effect
similar to what has been reported for motor learning and paired associative stimulation (PAS)
[152].FES may thus cause over-potentiation of selected synapses which are also targeted by
the MI. Bienenstock et al. [153] proposed a dynamic adaptation of a modification threshold
(Bienenstock-Cooper-Munro (BCM) rule of synaptic modification), thus synaptic plasticity is
regulated according to the previous history of the neural activity across that synapse.

Secondly, since the control signal for the FES was ERD, it is possible that some subjects
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were unable to control these well enough to ensure accurate delivery of FES. In a study of
Mrachacz-Kersting et al. [25] where MI was used to trigger a single electrical stimulation to
the target nerve it was imperative that the timing of this stimulation was such that the induced
afferent signal from the stimulation reached the motor cortex during its maximal activation
during MI. In this this study the arrival of afferent inflow at the motor cortex in relation to
task execution cannot be quantified since movements were self-paced. Another possibility is
that a single session use of a system as proposed here is insufficient to lead to significant
plasticity. Indeed, FES when applied alone requires at least 15 of repeated training sessions
prior to any significant functional improvements [129]. Also MI when applied alone will only
cause changes in MEP size when such few repetitions are performed [25]. In conclusion, the
BCI system based on MI control of FES did not induce consistent alterations in MEP size of
the target muscle. However the greater variability of MEPs immediately following and 30
min after the cessation of the intervention suggests that the motor cortex is undergoing

changes.
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10 Discussion, conclusions and future work

During the course of this research three versions of BCI device for control of FES were
developed. The components of these systems are the EEG device (described in Appendix A),
electrical stimulation system with multi-pad electrodes (INTFES, Tecnalia Research and
Innovation, Spain) and NI LabVIEW (version 2010, National Instruments Inc., Austin, USA)
based software for acquisition, online processing and neurofeedback. EEG control signals
utilized for designing these BCIs were ERD and SSVEP since these components’ features
could be detected online on a single trial basis [124] [142]. BCI system I (described in
chapter 7) is hybrid and comprises both modalities (SSVEP and ERD) while BCI systems 11
and III (described in chapters 8 and 9) use only ERD for control of FES. Mental strategy used
to induce ERD and drive all three BCI versions is imagery of hand movements. In BCI
systems I and II, three basic types of grasp are consecutively imagined and induced (with
FES) if ERD is detected. In BCI system III wrist flexion imagery is employed for BCI
triggering of FES that induced the matching movement. Consequently, BCI systems I and II
can be used in rehabilitation protocols which demand exercise of several electrically
induced/assisted movements (i.e. functional electrical therapy of grasp). BCI system III is
intended for repetitive electrically assisted exercise of single movements (exp. wrist flexion

or extension, fingers flexion or extension, single grasping type etc.).

All three versions of BCIs for FES control were tested in healthy subjects. The BCI
system [ was tested in 6 healthy subjects, and all of them were able to control the hybrid BCI
device with a mean accuracy of 0.78+0.12 [124]. These results are in line with starting
hypotheses that SMR ERD and SSVEP can be sequentially induced, measured and detected
with satisfactory accuracy (>70%) using 2 bipolar standard EEG channels and that SSVEP
and ERD measurements and detection algorithm can be employed to drive a hybrid BCI
device for control of selective FES producing 3 different stimulation patterns. BCI system II
was tested in 4 subjects that achieved TPR between 0.8 and 1. BCI system III was tested in 4
subject that operated the system with PPV and TRP in the ranges 0.66 - 0.92 and 0.81 - 0.94

respectively.

The custom offline processing algorithms for ERP and MRCP processing (described in

sections 5 and 6) and online algorithms for SSVEP and ERD processing (described in section
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7, published in [124]) were developed and tested and represent also the contributions of this

thesis.

The potential of inducing plasticity of the corticospinal tract to the muscle after an
intervention with BCI system III was assessed using TMS (and quantified by MEPs).
Although inconsistent alterations in MEPs of the target muscle were found, the greater
variability of MEPs after such an intervention suggested that the motor cortex was

undergoing changes.

In future research we intend to test proposed BCI systems in stroke patient population.
These tests should potentially provide the answers to the following questions crucial for

applying the designed systems in neurorehabilitation:

. Are the stroke subjects capable of inducing the detectable mental task related
patterns in order to drive proposed BCI devices with satisfactory accuracy?

« Can the application of these restorative BCI interventions induce plastic changes
and result in better (faster and/or more effective) recovery of stroke patents?

o Which of the proposed BCI versions is the most applicable in terms of
robustness, effectiveness (in inducing neuroplasticity) or usability (assessed by

the end users, i.e. stroke patients)?

These questions are addressed within the thesis, and evidences from the literature that
stroke patients would benefit from designed BCI systems are provided (sections 7.7 and 9.6)
However, the final answers can be potentially obtained only by conducting appropriate

clinical trials with stroke patients.

Improvements of the proposed system can be made in two domains: extraction of relevant
(mental task related) BCI control signal features and algorithms for their
detection/classification. Since the field of restorative BCIs is evolving, even during the
formation of this thesis, novel findings have emerged and changed the course of this research.
Most recent studies emphasize the importance of precise temporal synchronization of the
delivered afferent input (exp. delivered sensory stimuli by FES) with the motor imagery [25]
[26]. That is the reason why authors of these studies favor MRCP control modality, compared
to ERD which was more frequently used for MI detection in stroke subjects [115]. The future

designs of restorative BCIs based on MI triggering of FES may benefit from using features
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from both MRCP and ERD modalities, for increasing the temporal precision in delivering

sensory feedback and/or increasing the accuracy of MI detection.

Integration of the both MRCP and ERD/ERS control signals within a hybrid mode is
planned to be investigated in the future as a novel strategy for detection of MI and triggering
of FES [115] [25]. Although both MRCP and ERD/ERS responses originate in the related
cortical regions and display common temporal features, their magnitudes and spatial
distributions appear to be independent of each other, which suggests that the physiological
mechanisms governing these two signals are different and may represent distinctive aspects
of motor cortex activation [63]. Both modalities have certain advantages and disadvantages
when used as control signals for BCI that appear to be of a complementary nature. ERD/ERS
have often been implemented for asynchronous BCI control since in trained users they can be
accurately detected on a single-trial basis. Additionally, mu ERD initiates 0.5-2 seconds prior
to movement providing the possibility of online detection of movement intention [68] [154].
The main drawback of ERD/ERS as a potential control signal for such restorative BCI
methodology is the fact that they do not provide information on precise timing of the stages
during movement preparation/execution [63]. The MRCP, on the other hand, comprises
consecutive components (described in section 1.4.3) correponding to the early preparation,
initiation and execution of movement [155]. Therefore, with MRCPs, these phases can be
exactly detected, which is crucial for the synchronization of the motor commands with the
sensory input (i.e. electrical stimulus or movement of the orthosis) [25]. MRCPs and
ERD/ERS may be used in a joint mode considering they are complementary to each other in
decoding the real and imaginary motor tasks. For example, ERD may be used for
asynchronous detection of movement intention followed by MRCP-based FES triggering in a
synchronized manner with detection of the following negative peak of the MRCP. A hybrid
BCI that complements advantages from both, MRCP and ERD control could make the

restorative BCI systems more effective, accurate and suitable for neural rehabilitation.

Finally, the author believes that this Thesis will serve for the primary purpose of BCI
systems, which is to help patients with motor disabilities communicate with their

environment and/or to aid in their motor recovery.
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11 Appendix

Appendix A — System for EEG measurements

Here is described a hardware setup that was available for EEG measurements in the
Laboratory for Biomedical Instrumentation & Technologies (BMIT) of the School of
Electrical Engineering, University of Belgrade. This system is consisted of PSYLAB Stand
Alone Monitor (SAM) in combination with PSYLAB EEGS8 biological amplifier (Contact
Precision Instruments, London, UK), where SAM may be used as an independent stand-alone
unit with analogue output for connection to any data acquisition system or recorder. SAM
unit has integrated LCD panel where all the parameters for the connected devices are
displayed. EEGS is an 8 channel biological signal amplifier. One SAM allows connection of
up to EEG8 two measurement devices and one SAM and 2 EEGS8 were available for the
measurements. Each channel of the EEG8 amplifier is an individual analogue system (signal
multiplexing is not used), with full bandwidth and low noise amplification. Low pass, high
pass, hum notch filters, gain, un-block, calibration and electrode impedance check facilities
are included in each amplifier. All 8 channels in one EEGS8 amplifier unit must have the same
settings (filter, gain etc.) except where an amplifier is specially configured for eye channel
measurement. Specifications for EEGS8 are given in the Table VI. Nine high pass and four
low pass anti-aliasing hardware filters’ cut-off frequencies settings are provided for different
measurement requirements. The high pass filter is single pole, with 9 cut-off settings (at -
3dB): 0.01, 0.03, 0.1, 0.3, 1, 3, 10, 30, 100 Hz (Figure 11.1, left graph). This high pass range
(0.01- 100 Hz) covers wide area of electrophysiological signal-features that include very slow
signals at the 0.01 Hz setting (contingent negative variations - CNV or MRCP). The 30 Hz
range is useful for EMG measurement (hardware baseline shifts filtering). For the low pass
filter, two pole, 12 dB per octave filter is designed to remove high frequencies for anti-
aliasing purposes with four cut-off settings: 40, 200, 400 and 10000 Hz, and is configured to
the Bessel characteristic (Figure 11.1, right graph). Nine amplification levels are available:

200, 500, 2000, 5000, 10000, 20000, 50000, 100000, 200000.
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Figure 11.1 — High pass (left graph) and low pass (right graph) filter characteristics.

Table VI — EEGS Specification

Maximum Signal Magnification (Gain) 200000
Nominal Output Voltage +/- 5V
Noise Level (Referred to Input) <0.1uV
Input Impedance >1000MQ
Low Frequency Response min (-3dB) 0.01Hz
High Frequency Response max (-3dB) 10kHz
Common Mode Rejection 110dB
Subject Isolation (optical / magnetic) >5kV
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Appendix B — Photo-sensor for hardware synchronization

In this section the phototransistor based sensor for hardware synchronization of EEG with
the external events is described. An extremely important issue in EEG experiments that
comprise external events is to verify that the timing of all events is known with sufficient
precision. Some examples of referent events in EEG analysis are: the display of an image on
a computer screen, playing of a sound, key presses, movements and the timing of these events
has to be measured. The errors in measured event-timings usually result in one of the three
types of delays: constant, drifting or random. The first two can be compensated for using the
offline processing methods but the jitter as a result of random delay cannot be corrected
afterwards. If possible, hardware synchronization is the best solution for determining event

timings.

In experiments described within this thesis the cueing was done using visual events on the
computer screen (displaying of an image containing cue-information). Therefore, the timings
of these image appearances should be determined in order to segment the EEG correctly. For
that purpose the phototransistor based light sensor that detects the cue-appearances is utilized.
The photosensor schematics and used electronic components are given in Figure 11.2. The
cue-images appearing on the screen comprised a white rectangular shape in the upper left
corner (displayed in Figure 4.1, right image). The photosensor is mounted on the screen over
the white rectangular shape so the phototransistor is illuminated with each cue appearance
(Figure 11.3). The response time of the phototransistor used (BPY62) is in the order of us.
The output voltage of the photosensor is acquired at one of the inputs of the A/D card used

for EEG acquisition.

Figure 11.2 — Photosensor schematics. Uout is the measured output voltage of the sensor that serves as the

reference signal for synchronization.
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Figure 11.3 — Photograph of the experimental setup with the photosensor attached on the computer screen over
the area where the white rectangular shape as a part of the cue-image is appearing. The box containing the sensor

circuit is circled in green.
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location: University of Jyvaskyla, Finland, mentorship/supervision: prof. Ina Tarkka.

Travel grant for short term scientific mission - STSM, of the COST Action TD1006, (STSM
title: Control strategies for EEG BCI device based on motor imagery), location: University of
Aalborg, Denmark, mentorship/supervision: prof. Natalie Mrachacz Kersting.

Travel grant of the Juho Vainio Foundation, Helsinki, Finland (titled: "Effects of physical
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prof. Ina Tarkka.
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low-frequency asynchronous stimulation (SDLFAS) delays fatigue of stimulated muscles, -
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Eds.: J. L. Pons, D. Torricelli, M. Pajaro, Springer-Verlag Berlin Heidelberg 2013, Vol. 1, pp.
513.-516. (DOI: 10.1007/978-3-642-34546-3_82) (ISBN (print): 978-3-642-34545-6, ISBN
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Internationa conference papers (M33)
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Savié, A., Kisi¢ U., Popovi¢ M.B.: ,,Toward a hybrid BCI for grasp rehabilitation, -Proceedings
of the 5th European Conference of the International Federation for Medical and Biological
Engineering, 2012, Vol 37, pp. 806-809, Springer-Verlag GmbH Berlin Heidelberg, (ISSN:
1680-0737, ISBN (Online) 978-3-642-23508-5, ISBN (Print) 978-3-642-23508-8,
DOI:10.1007/978-3-642-23508-5_210)

Savié¢ A., Niazi, [.K., Popovi¢ M.B.: ,,Self-paced vs. cue-based motor task: the difference in
cortical activity,” - Proceedings of the 19th Telecommunications Forum, TELFOR 2011, 22-24
November 2011, Belgrade, Serbia. IEEE Press, Article No. 6143887, pp. 39-42 (ISBN: 978-1-
4577-1499-3, http://dx.doi.org/10.1109/TELFOR.2011.6143887)

Sobaji¢ N., Savié A.: ,,Comparison of the event-related desynchronization during self-paced
movement and when playing a Nintendo Wii game,* -Proceedings of the 18th Telecommunication
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Popovi¢ M.B., Savi¢ A.: ,,Brain control of assistive devices, -Proceedings of the 10th
Mediterranean Congress of PRM and 13th National Congress of PMR, Mediterranean Forum of
PRM 2013, Budva, MonteNegro, 2013, pp. 56
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ERP study of sound symbolism in natural language,“ -Proceedings of the 18th Conference of the
European Society for Cognitive Psychology, Budapest, Hungary, 2013, No A-0682, pp. 1

Savié A., Malesevi¢ N., Popovi¢ M.B.: ,,Cue-based control of three FES induced movements by
motor imagery driven BCL*“ -Proceedings of the IEEE EMB/CAS/SMC Workshop on Brain-
Machine-Body Interfaces, San Diego, California, USA, 2012., pp. D-3.

Savié A., Malesevi¢ N., Popovi¢ M.B.: ,,Motor Imagery based BCI for control of FES,* -
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(Printed in: Clinical Neurophysiology Vol 124, No 7, 2013: pp. el1-e12, DOI:
10.1016/j.clinph.2012.12.020, M22, TF(2012)=3,144)

Beli¢ J., Savié€ A., “Brain Computer Interface-based algorithm for the detection of finger
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Proceedings of the Symposium Symposium of Clinical Neurology 2011 with international
participation, Military Medical Academy, Belgrade, Serbia, 2011, pp. 34-35

(Printed in: Clinical Neurophysiology Vol 123, No 7, 2012, pp. e81-e81, DOI:
10.1016/j.clinph.2011.11.058, M22, 1F(2012)=3,144)

Savié A., Popovi¢ M.B., Popovi¢ D.B.: ,,Method for Voluntary Movement Detection in Tremor
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Savié A., Popovi¢ M.B., Popovi¢ D.B.: ,,Detection of the “will to move” for an ambulatory
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National Journals (M53)
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Mpwnor 1.

UsjaBa o ayTopcTBy

MoTtnucaHu-a AHppej Casuh

Opoj nHgekca 10/5005

UsjaBrbyjem
0a je QOKTOpCKa gucepTaumja nog HacnosBom

ENEKTPOEHLIE®ATIONPA®CKUN CUTMHATIV 3A YTTPABIbAHE PAYYHAPCKNM
NWHTEP®EJCOM Y HEYPOPEXABUITNTALININ

e pe3ynTtaTt CoOnCTBeHOr UCTpaxuBadkor paga,

e [a npeanioxeHa gucepraumja y UenvHU HW Yy AenoBuMa Huje Guna npeanoxeHa 3a
nobuvjae 6Guno koje gunnoMe npema  CTygujCKum  nporpammma  Apyrux
BMCOKOLLIKOJICKMX YCTaHOoBa,

e [a Cy pe3yntatu KOpekKTHO HaBedeHU U

e [a HUCaM KpluMo/na ayTopcka npaBa U KOPUCTUO WHTENEKTyarnHy CBOjUHY ApYrux
nuua.

MoTnuc pokropaHpa

Y Beorpaay, 22.09.2014.
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Mpwnor 2.

U3jaBa 0 NCTOBETHOCTU LUTaMNaHe U eNeKTPOHCKe Bep3unje
AOKTOpPCKOr paga

Mme n npesume aytopa Angpej CaBuh

Bpoj nHaoekca 10/5005

Ctyaujcku nporpam YnpaBrbawe cuctemmma n obpaga curHana

Hacnoe paga EnekTpoeHuedanorpadckm curHanu 3a ynpasrbate

pavyHapCcKum MHTepdEejcoM Yy Heypopexadbunmtaumjm

MeHTOp Mpodc. Ap Mupjana MNonosuh, YHuBepauteT y beorpagy -
EnekTpoTexHuyku doakynteT

Motnucanwn/a Angpej Casuh

MsjaBrbyjeM ga je wramnaHa Bep3umja MOr OOKTOPCKOr paga WCTOBETHA eNeKTPOHCKO)
BEp3uju Kojy cam npegao/na 3a objaBrbuBare Ha noptany [AurutanHor penosutopujyma
YHuBep3uTteTa y beorpangy.

[losBosrbaBam ga ce objaBe MojM NMMYHKM Nodaun Be3aHu 3a gobuvjarbe akageMCcKor 3Baka
JOKTOpa Hayka, Kao LTO Cy MMe M npe3ume, roamHa n Mecto pohewa n gatym ogbpaHe
paga.

OBKW Nn4YHKM nNogaum Mory ce 06jaBUTM HA MPEXHMM CTpaHUUama gurutanHe 6ubnuoreke, y
€NeKTPOHCKOM KaTtanory u y nyénukauunjama YHueepauteTa y beorpaay.

MoTnuc pokropaHaa

Y beorpagy, 22.09.2014.
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Mpwvnor 3.

UsjaBa o kopuwhemwy

Oenawhyjem YHuBepautetcky 6ubnunoteky ,Csetosap Mapkoeuh® ga y [OurutanHu
penosuTopujym YHuBep3uTeTa y beorpagy yHece MOjy [AOKTOpPCKY AucepTauujy noa
HacrnoBoM:

ENNEKTPOEHLE®AIIOIPA®CKN CUTHAIIN 3A YINPABIbAHLE PAHYHAPCKNM
NHTEP®EJCOM Y HEYPOPEXABUITMTALININ

Koja je Moje ayTopcko Aeno.

[uncepTaumnjy ca cBMM NpunosmmMa npegao/na cam y eriekTpoHCKOM ¢hopmaTy MOrogHom 3a
TpajHO apxuBmpats-e.

Mojy pokTopcky aAucepTauuvjy noxpakweHy y OurutanHu penosvtopujym YHusepauTeTa Yy
Beorpagy mory ga KopucTe CBUW Koju nowTyjy oapenbe cagpxaHe y ogabpaHom Tuny
nuueHue KpeaTtusHe 3ajegHuue (Creative Commons) 3a Kojy cam ce ogny4dmo/na.

@AyTopCTBo

2. AyTOpCTBO - HEKOMepLUUMjanHo

3. AyTopcTBO — HEKoMepuumjanHo — 6e3 npepaae

4. AyTOopCcTBO — HEKOMepUMjarHo — AennuTn nog UCTUM ycrnoBnma
5. AytopctBo — 6e3 npepage

6. AyTOpCTBO — OEenuUTK No4 UCTUM YCroBMMa

(Monumo fa 3aoKkpyXkuTe camo jeaHy Of LecCT NoHyheHnX NUUeHUM, KpaTak Onuc nNuueHum
AaT je Ha nonefuHu nucta).

MoTtnuc pgokTopaHaa

Y Beorpaay, 22.09.2014.

140



1. AyropctBo - Jlo3BoJbaBaTe yMHOXKaBame, AUCTPUOYIM]Y U jaBHO CAOMILITABAIKE Jeia, U
mpepajie, ako ce HaBeJe MMe ayTopa Ha HauuH ojpeheH of cTpaHe ayTopa WM JaBaola

JUIEHIIE, YaK ¥ Yy KomepuujanHe cepxe. OBo je Hajcno00 HM]ja 01 CBUX JIUIECHITH.

2. AyrtopcTBO — HekomepuujanHo. Jlo3BosbaBaTe yMHOXaBame, JUCTPUOYIH]Y U jaBHO
caominTaBame Jea, U mpepaje, ako ce HaBele MMe ayTopa Ha HauuH oxapeheH ox crpane

ayTopa wid gaBaona jureHe. OBa JIMIeHIa He 103BoJbaBa KOMEPIMjaaHy ynoTpely nena.

3. AyTopcTBO - HEKOMEpIHjalTHO — Oe3 mpepaje. J[03BosbaBaTe yMHOKABAkE, JUCTPUOYITH]Y
Y JaBHO CaoIITaBamke JIea, 0e3 MPoMeHa, IPeoOINKOBamka WIH yroTpede aeiia y CBOM JIeny,
aKo ce HaBeJle M€ ayTopa Ha Ha4uMH ojpeleH oj cTpaHe ayTopa Wiy aaBaoiia JuieHie. OBa
JIMIICHIIA HE J103BOJbaBa KOMEPIHUjAIHY YHOTpeOy nena. Y OJHOCY Ha CBE OCTaJe JIMIICHIIE,

OBOM JIMIICHIIOM C€ OrpaHnuaBa Hajsehu 0OMM mpaBa KopHumhema Jena.

4. AyTOpcTBO - HEKOMEpIHMjalHO — JIeJIWTH II0Jl HCTUM YycioBuMa. Jlo3BospaBarte
YMHOKaBame, AUCTpUOYLIM]y U JaBHO CAOMIUTaBaWkE JIela, U Ipepajie, ako ce HaBelIe UMe
ayTopa Ha HauyMH ojpeheH o cTpaHe ayTopa WIM JaBaolla JIMIEHIIE M aKo ce Ipepaja
aucTpuOynpa I1OJ HCTOM MM CIMYHOM JuueHUHoM. OBa JMIEHIA He J03BOJbABA

KOMEpIIjaJIHy YyIoTpeOy Aena u mpepaja.

5. AyropctBo — 0e3 mpepane. Jlo3BosbaBaTe yMHOMKaBame, AUCTPUOYLHU]y U JaBHO
caomniuTaBame Jiena, 0e3 MpoMeHa, MpeoOIMKOBamba WK yIoTpede /1ea y CBOM Jely, ako ce
HaBeJe MMe ayTopa Ha HauumH ozapeheH ox cTpaHe ayropa win jaaBaona juneHne. OBa

JIUIICHIIA 03BOJbaBa KOMEPIIMjAIHY yIIOTpeOy aena.

6. AyTOpCTBO - AEIHUTH MOJ UCTUM ycjioBHMa. J[03BoJbaBaTe yMHOXKaBame, IUCTPUOYLHUjy U jaBHO
caoINILTaBamke Jieia, U pepaje, ako ce HaBeAe MMe ayTopa Ha HauuH ojapeleH o cTpaHe ayTopa WiH
JlaBaolia JUILEHIIE U aKo ce Ipepaaa JUCTpUOyrpa oA UCTOM HITM CIMYHOM JnieHoM. OBa JuieHna
JI03BOJbaBa KOMEpLUjalHy yrnoTpely aena u npepaaa. Cinyna je copTBEpCKUM JMLEHIIaMa, OHOCHO

JIMIiCHaMa OTBOPCHOTI KOJaA.
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