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Abstract

We have designed and implemented an automated, just-in-time stimulation, seizure control
method using a seizure prediction method from nonlinear dynamics coupled with deep brain
stimulation in the centromedial thalamic nuclei in epileptic rats. A comparison to periodic
stimulation, with identical stimulation parameters, was also performed. The two schemes were
compared in terms of their efficacy in control of seizures, as well as their effect on
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synchronization of brain dynamics. The automated just-in-time (JIT) stimulation showed reduction
of seizure frequency and duration in 5 of the 6 rats, with significant reduction of seizure frequency
(>50%) in 33% of the rats. This constituted a significant improvement over the efficacy of the
periodic control scheme in the same animals. Actually, periodic stimulation showed an increase of
seizure frequency in 50% of the rats, reduction of seizure frequency in 3 rats and significant
reduction in 1 rat. Importantly, successful seizure control was highly correlated with
desynchronization of brain dynamics. This study provides initial evidence for the use of closed-
loop feedback control systems in epileptic seizures combining methods from seizure prediction
and deep brain stimulation.
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1. Introduction

Epilepsy is the second most common neurological disorder after stroke, and affects at least
50 million people world-wide. Approximately 60% of new onset epilepsy cases respond to
existing antiepileptic drugs (AEDs), however 40% are pharmacoresistant (intractable), with
seizures that cannot be fully controlled with available medical therapy or without
unacceptable side effects.! Thus, there are nearly 20 million people world-wide for whom
the development of more effective epilepsy treatment paradigms would be greatly
beneficial.

Currently, antiepileptic drugs are the principal form of chronic epilepsy management.
However, in addition to the lack of efficacy in nearly one-third of epileptic patients, there
are substantial side effects and morbidity associated with the use of antiepileptic drugs,
especially when polypharmacy is required. While surgical removal of the seizure focus is an
important and effective therapeutic intervention for patients with difficult to control
epilepsy, resective surgery is unlikely to replace chronic treatment as the primary mode of
medical epilepsy management. There exists a large population of patients in whom surgical
resection is not possible. This can be due to the presence of multiple epileptic foci, seizure
foci located in non-resectable areas of the brain (such as eloquent cortex associated with
language or speech processing), or the absence of a well-defined seizure focus like in
primary generalized epilepsies.

Electrical stimulation paradigms, as a means of seizure control, have the advantage of not
producing the systemic and central nervous system side effects which are seen frequently
with antiepileptic drugs. The vagus nerve stimulator (VNS) as an antiepileptic device was
approved by the US Food and Drug Administration in 1997. More than 30,000 VNS devices
have been implanted in patients with epilepsy throughout the world. One-third of these
patients experience at least a 50% reduction of seizure frequency, but fewer than 10%
become seizure-free.2 This device works primarily by periodic stimulation of the left vagus
nerve in the neck, however, it is possible for the patient to activate the stimulator with a
magnet if he or she has a seizure aura sufficiently early to allow activation before mental
impairment by the upcoming seizure.

Deep brain stimulation (DBS), principally of thalamic structures, has also been reported to
reduce seizure frequency in humans.3~8 Chkhenkeli et al. reported the inhibitory effects of
electrical stimulation at the head of the caudate nuclelus, cerebellar dentate nucleus,
thalamic centromedian nucleus and neocortical and temporal lobe mesiobasal epileptic foci
in 150 patients.’ In this study, chronic brain stimulation was performed on 54 of these
patients which resulted in seizure elimination in 48%, improvement of seizures in 43%, and
no improvement in 9% of the patients. Suppression of sub-clinical epileptic discharges and a
reduced frequency of generalized, complex partial, and secondary generalized seizures was
noted with stimulation of 4- 8 Hz in the head of the caudate nucleus and with 50-100 Hz in
the cerebellar dentate nucleus. Centromedian nucleus (CM) stimulation at 20-130 Hz
desynchronized the EEG and suppressed partial motor seizures. The stimulus was either
delivered as a continuous regimen (12-14 hours/day) or intermittent stimulation (10 min
“on” then 15-20 min “off”, for 12-14 hours/day; 20-30 minutes on, 3 or 4 times a day; 5
min “on” then 5 min “off”, 3 or 4 times a day).’

Deep brain stimulation has also shown promising results in controlling epileptic seizures in
several animal models of epilepsy with high frequency stimulation targeting the subthalamic
nucleus, anterior thalamic nucleus, caudal superior colliculus, substantia nigra, and
hippocampus.8~18 In all these investigations, stimulation parameters were in the following
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ranges: frequency from 50 to 230 Hz, bipolar constant current pulses of duration 30 to 1000
usec, with current intensities from 0.1 to 2 mA. Low frequency (between 1 to 30 Hz)
stimulation resulted in increase of seizure susceptibility.

Two clinical trials of DBS for epilepsy management are currently underway in the United
States, one being conducted by Medtronic and the other by NeuroPace, each with its
attendant risk and expense. Surgical implantation of stimulating electrodes into the thalamus
or the seizure focus (Medtronic study) and into the seizure focus (Neuropace study) is
required. Like the VNS device, the Medtronic DBS device*1° delivers periodic (e.g., 1 min
of trains of high frequency 145-175 Hz biphasic square pulses stimuli, with 5 minutes OFF
time) stimuli to the anterior thalamus, independent of the presence or absence of seizure
activity. Efficacy results from this stimulation scheme vary wildly and, among other factors,
they apparently depend heavily on the site of stimulation, and are masked by AEDs patients
continue to take after implantation of DBS. Responsive neurostimulation is an alternative
scheme to the above periodic stimulation scheme. Again, a predetermined (independent of
the state of the brain) form of stimulus is administered to “focal” areas. The difference is
that the administration of the stimulus (stimulation) is not periodic any more. It is delivered
either at the onset of an impending seizure, therefore limiting its efficacy to only abate
seizures after they have started and does not directly treat the underlying interictal/preictal
pathology that eventually leads to seizures,20 and/or at points in time where epileptiform
waveforms are detected by software (Neuropace study?L). This software should be highly
patient-dependent, handles a plethora of at times unmanageable and pretty subjective
parameters (as well as rules for their interaction) that need to be identified from pre-recorded
training datasets from each patient, and does not guarantee a satisfactory performance in a
typically non-stationary and difficult to anticipate EEG.22:23 Besides some pitfalls in the
reporting of results (e.g., instead of excluding patients from statistical evaluation when they
did not exhibit any clinical seizures with stimulation ON or OFF in the testing phase,
patients were included as 100% responders2%), this scheme of stimulation appears to be
more promising than the periodic one. Even though no study has yet demonstrated a clearly
better efficacy in seizure control of a just-in-time (JIT) neurostimulation than a
corresponding periodic scheme, JIT has considerable theoretical and practical advantages.

The theoretical advantages have been described in the past (e.g., better efficacy for seizure
control),22 and are now directly supported by results from our recent theoretical (computer
simulation) investigations in ictogenesis.24=28 Our preliminary experimental results also
support these conjectures.2%=33 On the other hand, in addition to better efficacy, the practical
advantages are related to the economy of power JIT stimulation may offer by having the
stimulator ON less frequently and for a shorter duration (only intermittently, and only when
needed). This may result into longer battery life, reduced size of implanted device and
reduction of side effects from excessive exposure of the brain to stimulation (issues that are
closely related to patient safety too). In the ideal JIT, the stimulus would be activated
sufficiently early (actually, as long before a seizure onset as possible) to prevent the brain's
route towards a seizure. This requires the ability to detect EEG changes predictive of an
impending seizure in the preictal period (minutes to hours before a seizure's occurrence),
and to then deliver a control stimulus long prior to the actual occurrence of a seizure with a
very well-defined goal, for example to desynchronize the brain dynamics (as we herein
show).

In the last decade, substantial progress has been made towards seizure prediction by the
introduction of novel concepts and measures from spatiotemporal state transitions in
nonlinear systems into the study of the human brain. It has now become evident that
epilepsy is a dynamical disorder of the brain. The hallmark of this line of research is the
ability to predict epileptic seizures (in the order of tens of minutes) prior to their clinical or
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electrographic onset. In 1988, lasemidis et al. reported the first investigation into clinical
epilepsy within the framework of nonlinear dynamics.34 Reports on the nonlinear nature of
the EEG in epilepsy followed.35=47 Through the use of Lyapunov exponents, we showed
that seizures are consistent with transitions of the epileptic brain from its less ordered
(chaotic) state to a more ordered state (less chaotic) and back to a less ordered (chaotic)
postictal state along the lines of chaos-to-order-to-chaos transitions. Subsequently, the
existence of long-term preictal periods (order of minutes) was shown using nonlinear
dynamical analysis of EEG from subdural arrays and raised the possibility of designing
seizure prediction algorithms via monitoring the temporal evolution of the short-term
maximum Lyapunov exponents (STLmax). More recently, in patients with focal temporal
lobe epilepsy (TLE), it was shown that the observed preictal dynamical entrainment of
normal brain sites with the focus is typically reset in the immediate postictal period.*8 This
may well indicate that a successful seizure therapy should concentrate on long-before-
seizure-occurrence resetting of the dynamical recruitment of the “normal” brain sites by the
focus. Even though in the past we have used the term “dynamical entrainment” to
characterize the transition towards an epileptic seizure, in the rest of this paper we are using
the term *“dynamical synchronization” to denote the synchronization that results from such
an entrainment of the “normal” brain sites by the epileptogenic focus.

The current study was designed to test the following two hypotheses: (1) that an epileptic
seizure will be prevented if an electrical stimulation successfully resets the observed
pathological preictal synchronization of the brain, and (2) periodic stimulation performs
worse than an automated justin-time (JIT) stimulation of the brain at warnings of an
impending seizure. In Section 2, the employed methodology to generate seizures in rats, the
seizure prediction methods utilized, as well as the design and implementation of the
automated JIT stimulation system are discussed. Deep brain stimulation with parameters
comparable to ones in the literature was used and incorporated in a stand-alone system. An
evaluation of this system in terms of its efficacy in seizure prediction and control of brain
dynamics is shown in Section 3, followed in Sections 4 and 5 by a discussion and
conclusions of its possible use as an alternative treatment modality for the
pharmacologically refractory epilepsy patient.

2. Methods

2.1. Animal model of chronic epilepsy

Animal models of chronic epilepsy that is induced by an episode of acute status epilepticus
(SE) fulfill many characteristics for identification of effective therapeutic interventions. In
this study, the lithium-pilocarpine (LP) model of acute SE in rats was chosen as the model
for development of chronic epilepsy due to its similarities with temporal lobe epilepsy
(TLE) in patients.*=20 TLE is one of the most common forms of intractable epilepsy. Thus
the LP model is an appropriate choice to study new treatments for the pharmaco-resistant
patient (intractable epilepsy).

Injection of lithium chloride, followed 24-hours later by pilocarpine (a muscarinic agonist),
in rats induces generalized convulsive status epilepticus that can last for several hours. Many
researchers report the LP rat model to have a latent period (from the episode of SE to the
development of recurrent spontaneous seizures — chronic epilepsy) typically lasting 4-6
weeks.*9755 As in patients, the neuropathology includes hippocampal sclerosis, as well as
neuronal damage to other limbic structures, such as the amygdala, thalamus, and entorhinal
cortex; however, the extent of damage is usually more apparent and extensive than the one
seen in patients.®®
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The spontaneous recurrent seizures seen in these chronic epileptic rats have features that
both electrographically and behaviorally resemble complex partial seizures originating in the
limbic structures with secondary generalization (also observed in TLE patients).
Electrographically, these seizures show spike and wave discharges in the recorded EEG
which spread from the limbic brain structures out to the cortex. As in TLE patients, these
spike and wave discharges evolve as the seizure progresses and similarly show a marked
slowing of EEG activity at seizure offset. Behaviorally, secondary generalization of the
seizure in these rats results in both tonic posturing and a clonic shaking behavior of the
limbs and face, typically with subsequent loss of balance and awareness of their
surroundings, again similar to behavior observed in TLE patients.

Male Sprague-Dawley rats (200-225 g), obtained from Harlan Labs (Madison, W1I), were
used for the study. The experiments and data collection were conducted in the Laboratory
for Translational Epilepsy Research at Barrow Neurological Institute and approved by the
Institutional Animal Care and Use Committee. The algorithms for the analysis of the data
were developed in the Brain Dynamics Lab at Arizona State University. An episode of acute
SE, utilizing the LP model, was used to generate a subsequent state of chronic epilepsy with
spontaneous recurring seizures. In our LP model formulation, rats received an
intraperitoneal (IP) injection of 3 mmol/kg lithium chloride (Sigma) mixed in sterile 0.9%
saline at a dose volume of 1 ml/kg, 24 hours prior to a subcutaneous injection of 30 mg/kg
pilocarpine (Sigma) mixed in sterile 0.9% saline at a dose volume of 1 ml/kg.

Rats entered SE approximately 20 minutes after pilocarpine injection. Evidence of SE was
noted behaviorally by the presence of a Racine level 5 seizure (rearing with loss of balance).
56 Once SE was established (60 minutes of continuous seizure activity), each rat received an
IP injection of 15 mg/kg of acepromazine, at a dose volume of 1.5 ml/kg, in order to aid in
survival. Rats were allowed to spontaneously recover from SE, which may take up to 24
hours. For the initial 72 hours following the episode of SE, rats were fed a diet of rat biscuits
supplemented with a Transgel pack (Charles River Labs, Wilmington, MA). Rats were
housed individually with a 12 hour light-dark cycle and monitored daily by visual inspection
for the presence of spontaneous seizures.

2.2. Surgical techniques/placement of electrodes

Three to four weeks after the insult of SE, rats (by then weighing 350-400 g) were
implanted with a six-microwire monopolar electrode array targeted for EEG recording in:
(a) four cortical locations (from Bregma: A-P 2.0-mm, lateral = 3.0-mm and A-P —4.0,
lateral £ 3.0-mm to depth 1.0-mm), and (b) two hippocampal locations (A-P —5.6-mm,
lateral £ 4.5-mm, to depth of 5.0-mm). Two Teflon coated tungsten bipolar twisted
stimulating electrodes were also inserted, targeting the centromedial thalamic nucleus (A-P
—2.5-mm, lateral £ 1.5-mm, to depth 5.9-mm under a 10° lateral angle). During the surgical
implantation of the electrodes, rats were anesthetized with an intramuscular injection of an
anesthetic cocktail consisting of 50 mg/kg ketamine, 10 mg/kg xylazine, and 1 mg/kg
acepromazine, and maintained with a 20% booster dose of the cocktail every 45-minutes
during the surgery or as necessary.

Aseptic techniques were employed during the surgical process. The hair was shaved from
the base of the skull to the nasium and the eyes coated with Lacrilube gel. Rats were then
mounted in a stereotaxic frame (Kopf Instruments, Tujunga, CA) and the surgical area
swabbed with 70% ethanol and Betadine. The skull was subsequently exposed by a single
anterior-posterior scalpel incision and the periostium scraped free from the cranium.
Electrode locations were identified stereotaxically from Bregma where a 1-mm craniotomy
at each position was created with a stereotaxic drill.
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Once all electrode positions were exposed, the monopolar six-electrode array was implanted
and temporarily held secure by super glue. The bipolar twisted stimulation electrodes were
then implanted into the centromedial nucleus of the thalamus under a lateral angle of 10
degrees. One reference and one ground electrode (#0-80 stainless steel screws), were
implanted over the olfactory bulb and cerebellum respectively along with four additional
anchor screws to hold the implant in place. Once all electrodes and anchors were in position,
the connector was positioned in an anterior-posterior arrangement and the implant secured
with dental acrylic. Each end of the incision was then sutured and the rat removed from the
stereotaxic frame and allowed to recover in individual Plexiglass cages for at least 48 hours
prior to further handling.

A histological evaluation of the stimulation electrode placement was attempted for each rat
after the end of the experiments. Briefly, rats were anesthetized followed by cardiac
perfusion with 4% paraformaldehyde and their brains were removed. Coronal sections (30
m) were made using a microtome and stained with hematoxylin and eosin to verify
electrode tip placement. In most of the rats, while there was an appearance of electrode
tracts leading toward the central thalamus, the exact tip placement was not able to be
determined due to a large amount of tissue tears and damage resulting from removal of the
electrodes and connector piece, mostly by the rats towards the end of this lengthy study.

2.3. EEG recording

All electroencephalographic (EEG) data in the study were recorded on a Beehive
Millenium® LTM EEG machine (Grass-Telefactor Inc., West Warwick, RI). Recorded EEG
data were band-pass filtered at 0.3 to 70 Hz, including a 60 Hz notch filter, and stored to a
network hard disc in 1-minute file segments. All recordings were done in a referential mode,
with the electrode over the olfactory bulb as the reference.

At least 48 hours following electrode implantation, rats were connected to the EEG machine
through an interposed commutator system that allowed free movement of the animal in each
cage to access food and water. All EEG data were continuously recorded over days with
concurrent real-time nonlinear dynamical analysis of the recorded EEG on an adjacent
personal computer.

2.4. Nonlinear dynamics of EEG

2.4.1. Short-term Lyapunov exponents—The EEG is the output of a complex
multidimensional system (brain) and has statistical properties that depend both on time and
space.>’ Bursting behavior, intermittent spike phenomena, and amplitude-dependent
frequency behavior are among typical patterns that have proven difficult to understand with
current statistical techniques. Neurons in the brain are densely interconnected and the EEG
recorded from one site is inherently related to activity recorded at another, although the
neural activity recorded from these two sites may functionally interact at different points in
time. Because of this behavior, the EEG is considered a multivariable non-stationary time
series. While the nervous system involves an enormous number of interrelated variables,
almost impossible to all be measured, it is theoretically possible to make quantitatively
meaningful inferences about the underlying global dynamics through monitoring of a subset
of a few critical variables for long periods of time.58

A well-established technique for visualizing, and then quantifying, the dynamical behavior
of a multivariate system is to generate its portrait in the space of its states. Each
instantaneous state of the system in the state space is represented as a vector with
components the time dependent variables of the system. These time-dependent vectors are
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plotted sequentially in the state space and capture the evolution of the state of the system
over time.>® This process is called embedding.

Since the ictal state (during the period of a seizure) is more ordered (less chaotic), with
reduced complexity (correlation dimension between 2 and 3) than the interictal state (during
periods between seizures),®% embedding of the recorded EEG from one brain site in a 7-
dimensional state space using the method of delays may capture the dynamics of the ictal
state.81 In such an embedding, each state at time t is represented by a vector X (t), whose
components are the delayed versions of an original single-channel EEG time series x (t), and
is described by:

X(0)=[x(), x(t+71), x(t+27), ..., x(t+(p — )1)] )

where p = 7 is the embedding dimension of the state space and z is the embedding time delay
calculated from the first local minimum of the mutual information (MI) of the segment of
the EEG signal we embed. Although the embedding dimension of the interictal state is
expected to be higher than that of the ictal state, a constant embedding dimension p = 7 has
been used to reconstruct all relevant state spaces over the ictal and interictal periods at
different brain locations. The advantages of using such a small embedding dimension are
that: (a) irrelevant information to the epileptic transition in dimensions higher than 7 would
have much not influence on the values of the estimated dynamical measures, and (b)
estimation of the dynamical measures suffers less from the small number of data points
available per moving window (short windows are used to address the nonstationarity of the
EEG). The disadvantage is that critical information about the transition to seizures, that may
exist in dimensions higher than 7, would not be captured.

Measures of chaos, that measure the rate of generation of new information in stationary data
(e.g. data from chaotic attractors), had been defined in the past.52 Based on these measures,
lasemidis et al. developed indices that can be applied to nonstationary data and
approximately measure the existence of chaos in these data. The indices were called short-
term maximum Lyapunov exponents (STLmax)-8%:61 Sensitivity analysis of the STLyax
measure, in terms of the minimum required length of EEG segments from epileptic patients
to produce robust and distinct STLyax Values between interictal and ictal states, has shown
that EEG segment's duration of 10.24 sec is a reasonable choice.b!

2.4.2. Spatial synchronization of dynamics—As measures of dynamics, the STLyax
values have been estimated over time, one value per each of sequential non-overlapping
EEG epochs of 10.24 sec in duration from each of multiple electrode sites, thus creating a
set of STLyax profiles (one STLmax profile per recording site) over time. These profiles
characterize the spatio-temporal chaotic signature of the epileptic brain. Based on the
Student's paired t-test of m degrees of freedom (independence and Gaussian conditions are

satisfied — see3), a statistical distance T,<'j between the STLax profiles of pairs of electrode
sites i and j is used to quantify the level of synchronization of dynamics between these sites
within a time window of w(t, t + m - 10.24 sec), where m = 60 STL,x values (that is,
window length of approximately 10 minutes).

The desynchronization condition between electrode sites i and j, as determined by the paired
t-test, is:
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T,'j>ta/2‘mfl:Tth )

where t,2 m—1 is the 100 - (1 — a/2)% critical value of the t-distribution with m — 1 degrees

of freedom. If T} i < laj2.m-1 (Which means that we do not have satisfactory statistical
evidence at the « level that the differences of STL 5 Values between electrode sites i and j
within the time window w(t) are not zero), we consider that sites i and j are dynamically

synchronized (entrained) with each other at time t. Using o = 0.01 and m = 60, the

synchronization threshold Ty, = 2.662. On the other hand, if 7;;>a/2,»—1 (which means that
we have satisfactory statistical evidence at the o level that the differences of STLyax values
between electrode sites i and j within the time window w(t) are not zero), we consider that

sites i and j are dynamically desynchronized (disentrained) with each other at time t.

Finally, in the rest of the paper, we call T-index(t) the spatial average of 7} 55, that is, the

average of T,f,- values from a set of (i, j) pairs of sites at time t. Thus, T-index profiles of a set
(tuple) of electrode sites are estimated as the average of all possible pairs (i, j) between
electrode sites in the tuple, and as such they constitute average spatial synchronization of
brain dynamics profiles over space and time. Evidently, low values of T-index denote
synchronization, while high values desynchronization of dynamics.

2.4.3. Resetting of dynamics at seizures—Desynchronization of synchronized brain
dynamics around epileptic seizures has been observed and analyzed in patients with epilepsy
in the past. We have called this phenomenon seizure resetting, and we have shown that it
predominantly occurs at seizures than at any other point in the interictal period.*® We have
observed the same phenomenon in epileptic rats. Figure 1 shows the details of resetting
around a typical seizure in one of the rats in this study after it became chronically epileptic.
We notice that a) triplets of electrode sites exist that are dynamically synchronized (their
corresponding T-indices are continuously less than Ty, = 2.662) long before (about 40
minutes) the depicted seizure (e.g. the tuple of left frontal F3, right hippocampal RH, left
hippocampal LH electrodes, and the tuple of left frontal F3, right hippocampal RH, right
parietal P4), and b) the synchronized tuples desynchronize (their corresponding T-indices
become greater than Ty, = 2.662) within minutes after the end of the seizure. It is to be
understood that seizures may not always be able to reset the brain. For example, seizures in
status epilepticus typically cannot reset the brain.23

2.4.4. Resetting of dynamics at stimulation—Motivated by the above findings in
humans and rats, that is the existence of long-term preictal dynamical synchronization and
fast postictal desynchronization, we have hypothesized in the past that intervention with a
potential to reset the synchronization of the epileptic brain dynamics early in the preictal
period could avert the occurrence of the impending seizure.?2 In Fig. 2, an example of
resetting of brain sites by electrical stimulus is shown in terms of the corresponding T-index
of triplets of electrode sites. The T-index is estimated every 10.24 sec, from overlapping 10
min windows running in the STL,ax profiles of the pairs of brain sites (i, j) included in the
estimation of T-index. In this case, evidence of desynchronization (increase in T-index
above the synchronization threshold), following the stimulus artifact zone is present for
nearly 30 minutes after the end of stimulus. Desynchronization of brain dynamics was most
apparent at the highest tolerated amplitude (non-seizure inducing), with either 130 or 200
Hz. It is to be understood that stimuli of this form are not always successful in resetting the
brain.

Int J Neural Syst. Author manuscript; available in PMC 2011 June 22.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Good et al.

Page 9

2.5. Seizure prediction in rats

The seizure prediction scheme described by lasemidis et al.53:64 was used in this study. This
scheme follows the amount of dynamical synchronization (T-index) of brain sites over time.

Issue of a seizure warning—The progressive convergence of the STL,x Lyapunov
exponents over time is the basis for a seizure warning to be issued. This is achieved by
setting two thresholds in the T-index profiles: a large upper threshold (UT), which
corresponds to desynchronization with p < 0.01, as well as the low (LT) synchronization
threshold (LT = Tyy). In this prediction scheme, a seizure warning is only issued when the T-
index of selected critical sites makes a transition from above UT to below LT (see Fig. 1).
Since not all brain sites may progressively be synchronized prior to a seizure, the selection
of the ones that are synchronized (critical sites) is a global optimization problem with a goal
to minimize the distance between the STLax dynamical measures at these sites.

Selection of critical sites—The solution to this problem, and its application
prospectively to seizure prediction schemes, has been previously described.5°:56 Briefly,
let's consider the integer bivalent 0-1 problem:

min x'Tx, with x € {0, 1}",

n
Subject to the constraint ) x;=k,
i=1

where n is the total number of available electrode sites, k is the number of sites to be
selected, and x; are the (zero/one) elements of the n-dimensional vector x. The elements of
the matrix T = (Tj;) are the T-index values calculated from STLpay values from electrodes
sites i and j (j # i), and i over the space of all available electrodes at time t. If the constraint
is included in the objective function f (x) = xt Tx by introducing the penalty

n n
IFZF]Z,-:I]TU]“, the optimization problem becomes equivalent to an unconstrained
global optimization problem:

2

xth+,u(ix,- = k)k} ,

i=1

min

where x € {0, 1}". An electrode site i is selected if in the solution x to this problem x; = 1.
The selected k sites at time t then form the optimal or critical set of electrode sites to follow
their dynamical entrainment forward in time for seizure prediction purposes. For robustness
purposes, more than one set of k-sites (k-tuple) are followed forward in time. Typically the
number of the next to the optimal k-tuples followed (denoted by 1) may vary from 1 to 10.
Both k and | parameters are estimated off-line from the testing portion of the available EEG
data per rat through receiver operator curve (ROC; sensitivity/specificity) analysis (see®’
and the Results section below).

At the initiation of the seizure prediction program, which is a special case, sites had to be
selected and monitored over time until the issue of the first warning. Instead of starting the
program at a random time point, we here followed our previously published methodology.53
That is, the first sites to be followed over time were derived from the preictal period of the
first observed seizure in the data, according to the optimization methodology above, but with
the additional constraint that the selected sites should be desynchronized in the immediate
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postictal period (within 10 minutes after the end of that seizure). These initialization criteria
secure that: (a) we follow forward in time sites relevant to the ictogenesis (they are
synchronized before a seizure), and (b) these sites also are reset after that seizure,
automatically becoming potentially sensitive precursors for a relapse to synchronization
before the next seizure and facilitate the issue of a timely seizure warning, if the mechanism
of ictogenesis is common across seizures in the same subject. After the first seizure, the
prediction program started to run and issue seizure warnings, with electrode sites being
adaptively reselected at each issued warning according to the following criteria: (a) the
selected tuples of sites have T-indices less than the synchronization threshold Ty in the 10-
minute window prior to a warning (i.e., synchronized sites immediately before a warning),
and (b) sites should also be desynchronized in the 20 to 10-minute interval prior to the
warning (i.e., sites desynchronized long before a warning). These two constraints for
reselection of electrode sites at a warning were imposed to capture a progressive (not an
abrupt) synchronization of the selected sites before a warning. After each warning, the T-
indices of the newly selected electrode sites are followed forward in time and the conditions
(see above) for the next seizure warning are applied. This site reselection process is repeated
at every such detected dynamical transition (warning).

2.6. Automated just-in-time (JIT) stimulation control

Custom software (ESWP — Epileptic Seizure Warning Program) was developed in
collaboration with EEGsoft Inc. to achieve data analysis in real time. The ESWP software
was developed on a .NET framework to operate in a Windows based environment.

The necessary algorithms for seizure prediction included the following previously described
methods:

» reconstruction of a 10.24 sec EEG data segment in the state space at time t

» calculation of the STL,x per EEG data segment and available electrode site at time
t

» calculation of the T-index matrix within (t, t + 10 min) running windows over the
STL max profiles

» selection of the | (optimal and suboptimal) tuples of electrode sites (k sites per
tuple)

» evaluation of the T-index per selected tuple of critical sites forward in time

» issue of seizure warnings based on the behavior of the monitored T-index of the
selected tuples of the critical sites (see subsection above)

The ESWP software is capable of analyzing, plotting, and writing faster than real time to file
the results of the analysis of more than 32-channels of EEG data.

A link to a custom-developed stimulator program was made with the ESWP software. The
stimulator program was developed to trigger an A-M Systems Model 2300 stimulator unit
(Calsborg, WA) and provide a stimulus, with predetermined pulse width, frequency and
duration, to the stimulation electrodes at the time points that ESWP issues seizure warnings.
Upon the issue of a seizure warning, the stimulator program was called as a function within
the ESWP program and triggered the stimulator to generate a stimulus train of pulses of 1
minute in duration. The steps in the combined automated seizure prediction with deep brain
electrical stimulation are depicted in the flow chart of Fig. 3. Initial selection of critical sites
was made by ESWP upon the observation of a seizure from the EEG/video by the EEG
technician in the Lab (ESWP started to run at that time point on the EEG — because it is
faster than real time, it was able to catch up with the real time EEG recording within
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minutes). Subsequently, reselection of the critical sites was automatically performed by
ESWP 11 minutes after each issued warning/stimulus to allow no interference between this
process and the produced stimulus artifact on the recorded EEG (see Fig. 2).

2.7. Experimental design

Testing of the automated seizure prediction and control system was carried out over 6
phases (Phase 0 to 5) following surgical implantation of electrodes in the rats who survived
the epileptogenesis procedure. The functions performed within each phase are described
below:

Phase 0—Search for optimal stimulus parameters based on resetting of brain dynamics.
During this period, we conducted a search over the amplitude and frequency of a
predetermined (and widely used in the literature) form of stimulus (train of square pulses of
zero mean value and duration of 1 minute) using as criterion its capability to reset
synchronized brain sites after its delivery.

Phase 1—Baseline EEG Recording (Seizures frequency/duration — Testing of ESWP
prediction algorithm). Baseline EEG recording was performed to evaluate the frequency and
duration of seizures occurring spontaneously in each rat. The presence of seizure activity
was recorded by visual inspection of the EEG. During this period, evaluation of the
performance of the seizure prediction scheme with respect to its sensitivity and specificity
was also conducted. From this analysis, the parameters of upper threshold UT, tuple size k,
and number of tuples | were chosen. This process allowed the prediction algorithm to be
tailored per rat and parameters to be selected with a balance of sensitivity and specificity in
seizure prediction (see Results section).

Phase 2—Automated Seizure Prediction combined with JIT Deep Brain Stimulation. (A
closed-loop seizure control scheme.) During this phase of the experiment the ESWP
software was programmed to deliver a one-minute stimulation train to the centromedial
thalamic nucleus electrodes at seizure warnings. The frequency of seizure warnings and
delivered stimulations were recorded. From the above, it is clear that stimulation is triggered
at each issued seizure warning by ESWP in phase 2. If we stimulated at a warning and then
did nothing for the next 2 hours (seizure prediction horizon for the ESWP), ignoring
possibly issued subsequent seizure warnings in this interval, it would be like we were
ignoring the indication each warning offers, that is, that the brain remained synchronized at
those additional time points despite our stimulation at the first warning. There is no meaning
of retrospectively evaluating the seizure prediction algorithm in phase 2 (and somehow use a
seizure prediction horizon) because we intervene via stimulus and change the probability of
a seizure occurrence all the time. There is no meaning in estimating true positive or false
positive predictions in phase 2 and relate them to the ones in phase 1.

Phase 3—Post-JIT EEG Recording. Following the automated JIT stimulation control
phase, at least one week recording with no stimulation was allowed to study a) the long-term
effect (plasticity) of JIT stimulation on the frequency of seizures, and b) monitor when
seizure frequency returns to the baseline values (phase 1) in order to start the periodic brain
stimulation.

Phase 4—Periodic (P) Deep Brain Stimulation. (An open-loop seizure control scheme.)
During this phase, periodic stimulation with identical stimulation parameters as the ones
used in the automated JIT stimulation (phase 2), that is, one-minute stimulus pulse trains
were delivered across the centromedial thalamic nucleus electrodes per rat. The period of
stimulation was selected to be identical to the average inter-stimulus interval of JIT. Thus,
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each rat received the same amount of stimulus in phases 2 and 4 but at different times. This
phase was designed to investigate the effect of timing of stimulation on seizure frequency,
and compare the performance of periodic versus timely deep brain stimulation on seizure
control using the same subjects as controls of themselves.

Phase 5—Post-P EEG Recording. Following the periodic stimulation phase, a one week
recording with no stimulation was performed to be used as the post-periodic stimulus control
phase.

Per epileptic rat, phase 0 lasted for 1 week, while each of the subsequent phases lasted for at
least seven days. A total of 6 rats were tested through the experimental phases with the
number of days in each phase as shown in Table 1. Of note, Rat 1 died on Day 4 into Phase
4, and Rat 6 lost its recording hardware 1 day into Phase 5 and had to be sacrificed. The
frequency and duration of seizures occurring in each of these phases were visually
determined and recorded by the attending technician off-line.

3.1. Resetting of brain dynamics by stimulation (Phase 0)

In phase 0, per rat, an extensive search over the parameters of the electrical stimulus
(amplitude and frequency) for resetting of previously entrained (critical) tuples of brain sites
was conducted. Resetting of brain dynamics by a high frequency (130-200 Hz) stimulus
pulse was tested over a short range of stimulus amplitudes (100-600 xA, that is up to well
below the 30-xC/cm? charge density limit for non-damaging stimulation in neural tissues
given the size of our stimulating electrodes). The stimulus was administered for 1 minute, its
pulse-width was kept constant at 100 usec, and was delivered in a charge-balanced bipolar
cathodic form across the centromedial thalamic electrodes. The optimal parameters are
given in Table 2. We then used these optimal parameters of the electrical stimulus in phase 2
and 4 for control of seizures per rat over days under either of the two seizure control
schemes (open or closed-loop) respectively.

3.2. Seizure prediction (Phase 1)

The performance of the seizure prediction algorithm was evaluated in phase 1 by a statistical
analysis in terms of receiver operator curves (ROC), that is, estimation of sensitivities and
specificities in terms of the parameters involved in the algorithm. Details of this method
have been previously described.87 In order to evaluate the accuracy of seizure warnings in
terms of sensitivity and specificity, a prediction horizon is used. The seizure prediction
horizon is defined as a window of time following a seizure warning during which the animal
is likely to have a seizure. A warning is considered correct (true prediction) if a seizure
occurs within the seizure prediction horizon; conversely if no seizure occurs, the warning is
considered a false warning or false prediction. The unit of specificity used herein inversely
corresponds to the number of false predictions per hour (total number of false predictions
divided by the total number of hours of EEG analyzed).

In this study, the following parameters were varied to find the effect of each one on the
seizure prediction scheme:

e upper threshold UT was varied from 3.5 to 5.0 in increments of 0.5
» tuple size k was varied from 2 to 5

» number of tuples | was varied from 1to 5
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For each of the parameter set tested, the seizure prediction horizon was fixed at 120 minutes,
and all seizure warnings occurring within this prediction horizon were considered as a single
warning. This ensures that there will be at most one true positive warning before a predicted
seizure (thus sensitivity cannot be larger than 100%), but also may artificially decrease the
false positive rate in the algorithm's evaluation period. The critical electrode sites for a
parameter set were adaptively determined as described in Sec. 2.5 (see Fig. 1 for the result
of one such set of parameters: k = 3, 1 =3, UT =5.0). In order to test the validity of the
prediction scheme, the EEG datasets from phase 1 for each rat were split into training and
testing datasets of equal duration (Table 1). Off-line determination of predicted seizures
(sensitivity) and false positives (specificity) led to determination of the sensitivity and
specificity per parameter set. The best parameter set was determined as the one that led to
the best sensitivity (typically greater than 60%) and with the best corresponding specificity
(typically less than 0.2 false predictions per hour) in the training dataset. If more than one
parameter set fit within these limits, the set with the highest sensitivity was chosen for
evaluation of ESWP in the testing dataset.

A combined total of 747 seizures were recorded across six epileptic rats over a collective
duration of nearly 52 days of EEG recording in this phase (see Table 3). Seizures were
recorded by visual inspection of the EEG and without knowledge of the results from the
dynamical analysis. Seizures were typically complex partial with secondary generalization.
Seizure activity in the EEG was usually apparent first in the deep electrodes, was associated
with hippocampal or thalamic fast activity subsequently spreading to cortical areas, which
showed characteristic spike and wave EEG patterns. Propagation of the EEG signal was
apparent within the seizure. The end of the seizures was typically abrupt and showed a
suppression of the EEG with low amplitude slowing. When secondary generalization was
present, almost all seizures could be classified as a Racine Level 5 seizure with rearing and
loss of balance.

In the training datasets, the full ROC analysis of the prediction scheme was performed in
terms of sensitivity and specificity values for UT, k, and I. For the testing datasets, the
optimal upper threshold, tuple size, and number of tuples were chosen from the ROC
analysis of the training datasets specific for each rat. The thus determined optimal sets of
parameters per rat are given in the first 3 columns of Table 4. Also in this table, the attained
sensitivity, specificity and mean prediction time by running the ESWP with these optimal
parameters are given per rat. Note that sensitivity and specificity analysis was performed in
predicting seizures subsequent to the first one (retrospective analysis). Overall sensitivity of
EWSP across rats was 0.66 (251/381), false positives rate 0.1 per hour, and mean prediction
time (time of true warning before a seizure) 55 minutes.

The prediction algorithm ESWP was then run, with the optimal parameters determined from
the EEG training datasets (phase 1), on the EEG testing datasets (phase 1) per rat. The
sensitivity and specificity analysis in predicting seizures (including the first one —
prospective analysis) was then performed on the testing datasets. The results are shown in
Table 5. Overall sensitivity of EWSP across rats here was 0.746 (264/354), false positives
rate 0.16 per hour, and mean prediction time (time of true warning before a seizure) 64
minutes. It is worthy to compare the performance of EWSP in high versus low seizure
frequency datasets. Rat 3 had only 4 seizures in 83.3 hours (training dataset), 7 seizures in
83.3 hours (testing dataset) (see Table 3). EWSP's sensitivity in the training dataset of this
rat was 0.667 with 0.036 false predictions per hour (see Table 4), that is, very small
compared to the ones of Rats 1 and 2 which had at least 5 times shorter interseizure
intervals. In the testing dataset of this rat (see Table 5) EWSP's sensitivity was 0.833 (very
much comparable to the one in Rats 1 and 2) with 0.036 false predictions per hour (the
smallest number of all rats). In light of these observations, an implication that our 2 hour
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prediction horizon makes any issued warning a true prediction is not withstanding due to the
actual variability and clustering of seizures in a rat. If that were true, in the example given
above, the prediction algorithm should perform much better in Rats 1 and 2 than in Rat 3,
which is not the case.

3.3. Just-in-time seizure control (Phase 2)

One-minute pulses of stimulus were delivered to the thalamic electrodes at all seizure
warnings issued by ESWP. The rest of stimulus parameters per rat were as in Table 2. The
prediction parameters used per rat were the ones derived in phase 1 (see Table 4). The
resulted average of inter-stimulus intervals is given per rat in Table 6. (This average was
subsequently used as the period of stimulation in the periodic stimulation scheme.)

The performance of seizure control via JIT stimulation per rat is given in Table 7. It can be
evaluated by comparing the mean seizure frequency per day and seizures' duration during
phase 2, to the ones in the baseline (phase 1), as well as to the ones after the end of JIT
seizure control (phase 3). Details of its performance for Rat 2 are given in Fig. 4(a).
Statistical comparisons of seizure frequency were performed via a Wilcoxon sign-ranked
test with a significance level of p < 0.05. Five of six rats showed a reduction in mean seizure
frequency per day when compared to baseline seizure levels, with two of the rats (Rat 2 and
6) showing a significant reduction of more than 50%. Rat 2, which had a significant
reduction in seizure frequency during the JIT control, after the end of all phases of the
experiment, was engaged to a repetition of phase 1 and 2 in an attempt to verify one more
time the previously observed reduction of seizure frequency, and it was again found to be
significant (see entry Rat 2** in the third row of Table 7). Increase of seizure frequency
after the end of JIT, in phase 3, was also observed. For Rat 2, the change of seizure
frequency in phases 1, 2 and 3 of the experiment are shown in Fig. 4 through Tukey's box-
and-whisker plots. Changes in seizure duration were compared using the Kolmogorov
Smirnov Z-test and are also shown in Table 7 with significance set at p < 0.01. Three of the
rats (Rat 1, 3 and 6) showed no significant changes in seizure duration at JIT stimulation
period, two of them showed significant decrease (Rat 4 and 5) and one of them (Rat 2) a
small but significant increase in the duration of their seizures. To better visualize such
seizure frequency reduction results in combination with the results from seizure duration, in
the last two columns of Table 7 we present the estimated average time a rat spends seizing
(ATS) per day under JIT and at its baseline. It is important to note that, under JIT, there was
about 2 to 3 times reduction of ATS in 4 of the 6 rats in the study.

3.4. Periodic seizure control (Phase 4)

Periodic stimulation was performed (phase 4), following a baseline rest period (phase 3).
The stimulus given was identical to the one in JIT but repeated periodically with a period
equal to the mean value of JIT's interstimulus interval of phase 2 (see Table 6) per rat.

The performance of seizure control via periodic stimulation per rat is given in Table 8. It
was evaluated in terms of the same criteria as JIT. Details of its performance for Rat 2 are
given in Fig. 4(b). Statistical comparisons of seizure frequency were performed via a
Wilcoxon sign-ranked test with a significance level of p < 0.05. Only three rats (Rat 1, 5, 6)
showed a reduction in seizure frequency during periodic control. Only one of them showed a
significant decrease of seizure frequency (Rat 6). Therefore, Rat 6 was the only rat that
showed a significant decrease in seizure frequency with either control scheme utilized. The
rest of the rats (Rat 2, 3, 4) showed an increase in seizure frequency, with one of them (Rat
4) showing a significant increase. For Rat 2, the change of seizure frequency in phases 1, 2
and 3 of the experiment are shown in Fig. 5 through box-and-whisker plots. Changes in
seizure duration were compared using the Kolmogorov Smirnov Z-test and are also shown in
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Table 8 with significance set at p < 0.01. Two of the rats (Rat 3 and 5) showed no significant
changes in seizure duration during periodic stimulation, two of them showed significant
decrease (Rat 2 and 4) and two of them (Rat 1 and 6) significant increase in the duration of
their seizures. To better visualize any seizure frequency reduction results in combination
with the results from seizure duration, in the last two columns of Table 8 we present the
estimated average time a rat spends seizing (ATS) per day under P and at its corresponding
baseline. It is important to note that, under P, there was about 2 times reduction of ATS in
only 1 of the 6 rats in the study. In addition, in Fig. 5, for one rat (Rat 2) we have included
the variation of daily seizure frequency over time for JIT and its baseline (top panel), and for
P and its baseline (middle panel). Because in this rat we attempted a repetition of the whole
experiment (denoted Rat 2*), these additional data for JIT (phase 2*) and its second baseline
(phase 1*) are also depicted (bottom panel). From this figure it is clear that the periodic (P)
stimulation started from a very similar baseline (with respect to pre-existing seizure
frequency) to the one of JIT stimulation. This was typical in all our rats in the study.
Therefore, the observed big differences in performance between JIT and P cannot easily be
justified by the observed small differences between their baselines. A final observation from
Fig. 5 is that JIT seems to be pretty robust: it seems to be equally effective in seizure
frequency reduction during phase 2 or 2* (compare Figs. 5(a) and 5(c)), that is,
irrespectively of these phases being weeks apart and the in-between application of the
periodic stimulation.

3.5. Brain dynamics of seizure control

In order to investigate possible causes for the observed successes/failures of seizure control,
a comparative analysis of dynamical synchronization and seizure frequency during both JIT
and periodic control phases was performed. Per rat, in phases 2 and 4, we first estimated the
global brain synchronization via a global T-index (average of T-indices of all pairs of
available electrode sites within 2-hour non-overlapping running windows) over time. We
then compared the resulting global T-index curve with the one generated from the number of
seizures that occurred within the corresponding windows over time.

Such a comparison over time is shown in Fig. 6(a) for Rat 2 in phase 2 (JIT stimulation
period). From this figure it is evident that: (a) when seizure frequency was significantly
decreased during the JIT stimulation (e.g., in days 2 and 3 to almost zero), T-index assumed
its highest values, denoting significant desynchronization of brain dynamics and (b) when
seizure frequency was high, T-index assumed low values, denoting synchronization of brain
dynamics. We went one step further and estimated the cross-correlation coefficient between
the two curves in Fig. 6. The value of this coefficient across the whole record was —0.72 at p
< 0.001. Even when we correlated the curves in the second half of the record only, the cross-
correlation coefficient was statistically significant negative (—0.20 at p < 0.02). This result
means that the global T-index is significantly and inversely correlated with the seizure
frequency, and therefore desynchronization of brain dynamics significantly correlates with
seizure control. In Fig. 6(b), we show the actual JIT stimulation rate (humber of stimuli per
2 hour running windows) over time for this rat in this period. It shows that stimulation was
on across all days in phase 2, and therefore we cannot base the failure of maintaining seizure
control after day 4 on lack of stimulation. However, taking also in consideration the results
from Fig. 6(a), we can say that lack of seizure control was most probably due to inability of
the stimulation to reset the brain. Because high T-index values reflect desynchronized brain
dynamics, which may be due to either the effect of the stimulation or the seizures (either of
the two do reset the brain, as we have shown herein — see Figs. 1 and 2 — and in the past).
However, in the framework of this experiment, stimulation is designed to be ON (via the
seizure prediction program) before a seizure occurs. If stimulation is ineffective in resetting
the brain and stop the route of the brain towards a seizure, the seizure will occur. In this
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case, stimulation rate will be high and seizure rate will be high, while T-index will be low
(right portions of Figs. 6(a) and 6(b)). However, if stimulation is effective, T-index will be
relatively high, stimulation rate will again be high and seizure rate will be low (left portions
of Figs. 6(a) and 6(b)).

Across rats, Fig. 7 cumulatively shows the same result. In this figure, we plot the global T-
index values (distributed in box-and-whisker boxes) estimated from every 2 hour non-
overlapping EEG segment in phase 2 versus the number of seizures occurred in that same
EEG segment. That is, if 0 seizures occurred in an EEG segment, the T-index estimated
from that segment would be placed in the first box in a panel of Fig. 7, etc. Also, this means
that one box-and-whisker box of T-index corresponds to one value of seizure frequency
measured by number of seizures per 2 hours. We observe that Rats 2 and 6 (i.e. the ones that
responded to JIT with a significant seizure frequency reduction) exhibit significantly high
values of T-index, and hence desynchronization of brain dynamics, when seizures do not
occur often (low seizure frequency; for example 0 or 1 seizure per 2 hours). On the contrary,
when seizures occur often (high seizure frequency values; for example 2 to 7 per 2 hours),
the T-index values are low, denoting synchronization of brain dynamics. It is interesting to
note that Rat 3, which exhibited a large (—63.69%) but not a significant reduction in its
seizure frequency (see Table 7), also shows the above inverse and monotonous relation
between desynchronization of brain dynamics and seizure frequency. It is also interesting to
note that, in all other rats (Rat 1, 4, 5) where JIT failed to significantly reduce their seizures,
no inverse relation between desynchronization and seizure frequency can be observed. In
this case, T-index values remain low (synchronized brain sites) and relatively constant in
terms of seizure frequency.

During the periodic stimulation (phase 4), lack of reduction of seizure frequency across rats
corresponded well with the lack of desynchronization of their brain dynamics too. Figure 8
clearly shows this result in Rat 2. Synchronization of brain dynamics remained high (low
global T-index value) across the whole period of periodic stimulation and seizures persisted.
It is noteworthy that, even in this case of failure of seizure control, seizure frequency was
anti-correlated with T-index (e.g. local maxima of T-index correspond to local minima of
seizure frequency). Calculating the cross-correlation coefficient between the seizure
frequency and the global T-index curves gives a significant (p < 0.05) value of —0.12. This
result again means that the global T-index is significantly and inversely correlated with the
seizure frequency, and therefore it seems that, even in this case, desynchronization of brain
dynamics significantly correlates with seizure control.

4. Discussion

In this study a stand-alone closed-loop automated seizure prediction and just-in-time
stimulation control system was developed that utilizes methods from nonlinear dynamics
coupled with deep brain stimulation techniques. The automated JIT stimulation control
system was implemented in six chronically epileptic rats. The performance of the automated
system in controlling seizures was compared to an open-loop periodic stimulation control
scheme with identical stimulus characteristics and period of stimulation equal to the JIT's
mean of inter-stimulus intervals per rat. Since this was a within-subject comparison study of
methods for seizure control, the unambiguous localization of the stimulation electrodes in
the centromedian thalamic nucleus is not a factor on the conclusions reached by the study.

Sensitivity for prediction of seizures by the ESWP algorithm (an integral part of the JIT
system in this investigation) in the testing datasets was higher than 80% for every rat with
the exception of Rat 6 (slightly less than 50% — see Table 5). The average prediction time
(time from an issue of a true warning by ESWP to the impending seizure occurrence) across
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rats in the testing datasets was 63.7 minutes. The average specificity of ESWP for seizure
prediction in the testing datasets across rats was 0.164 false warnings per hour, or else about
3 false warnings per 20 hours. Overall, across rats in the testing datasets, true warnings were
issued in 264 out of 354 seizures yielding a mean sensitivity of 74.6% and 101 false
warnings over 617 hours of recording giving 0.164 false warnings per hour (about 3 false
warnings every 19 hours).

In this animal model, despite the above performance of ESWP, the automated JIT
stimulation control scheme was significantly effective only in 33% of the rats tested with
respect to seizure frequency (although 83% of them did experience a reduction in seizure
frequency), and had mixed (mostly non-significant) results with respect to seizure duration
(see Table 7). This performance was however a substantial improvement over the one of
periodic control scheme, which resulted to an increased seizure frequency in 50% of the rats
tested, and a significant reduction of seizure frequency in 17% of them. It appears that
timing of stimulation is a very important factor for achievement of seizure control. These
results suggest that the automated seizure control scheme may provide a more effective
means of seizure control than the periodic one.

In terms of brain dynamics, it was found that successful seizure control was highly
correlated with the ability of JIT or periodic stimulation to reset dynamically synchronized
brain sites, whereas unsuccessful seizure control was correlated with the failure of
stimulation to desynchronize the brain. Interestingly, based on an assumption of
desynchronization of dynamics prior to seizures,®® it was recently attempted to show that
DBS may have to be designed to “synchronize the epileptic brain in order to prevent
seizures”. This attempt was not successful, producing mixed results.®® The results from our
current study suggest that the key for prevention of seizures through stimulation is the
desynchronization of the synchronized epileptic brain (resetting). This conjecture is in
agreement with Duran et al.”? and our theory of synchronization of dynamics as precursor to
seizures, and of seizures as the natural means of the brain to reset.22:23:48 Qur long-term
continuous EEG studies on status epilepticus (SE)23:71 also support this conjecture
(successful AED intervention desynchronizes the synchronized SE brain, despite claims for
the opposite in analogous investigations in SE72). Conduct of larger scale studies to shed
more light on these important conjectures for epileptogenesis, ictogenesis and the treatment
of epilepsy is contemplated.

There are other factors that may have influenced the performance of the stimulation systems
investigated in this study. The form of the stimulus was common in both open and closed-
loop systems and consistent with ones currently in wide use. However, as Fig. 2 clearly
shows, the form of the stimulus may influence the desynchronization of the dynamics of the
brain only for a limited time (e.g., no more than 30 minutes in the case presented). Along
these lines, novel forms of stimulus have recently been proposed for closed-loop stimulation
systems,24:25 have produced promising results in simulation studies with biologically
plausible models of components of the epileptic brain,26-28 and therefore may prove to be
more effective than the ones in current practice for seizure control.

Another factor that needs further investigation is the optimal location of the stimulation
electrodes. In this study, the stimulation electrodes were placed in the centromedial thalamic
nucleus. As we described in the introduction, many groups have tried stimulating different
areas of the brain (e.g. anterior thalamic nucleus). Where to stimulate more effectively is
certainly still an open question. Therefore, the field of neuromodulation/neurostimulation
may well benefit from advances in precise localization of the epileptogenic focus.”3~74

Int J Neural Syst. Author manuscript; available in PMC 2011 June 22.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Good et al.

Page 18

Our last, but not least, observation from this study has to do with the long-term effect of
stimulation on seizure frequency. For example, it is clear from Fig. 6(a) that JIT control may
lose efficacy over days. This could be due to any of the following factors that need to be
separately or in conjunction investigated further. First, brain tissue reacts with the long-term
implantation of the recording and/or stimulating electrodes and renders them dysfunctional.
However, there is an indication that that was not the case here, as the repetition of
experiment in Rat 2** shows (seizure control was demonstrated via JIT weeks after phase 2
in this rat). Second, the employed ESWP seizure prediction algorithm becomes over time
less sensitive to the impending seizures under the influence of stimulation-imposed changes
in the brain dynamics. This is possible and may require the development of better adaptive
algorithms than the existing one to monitor the dynamics of the brain. Second generation
ESWP algorithms are being developed along these lines by our group, with the additional
advantage of no need of a training process for the identification of the optimal ESWP
parameters. Third, there may be a need to change the form of the stimulus itself over time,
according to the change of the brain dynamics, for it to continue to be effective in seizure
control in the long-term. Investigations along these lines have been performed and show the
importance of this factor for seizure control.24=28 Fourth, location of stimulation may need
to change over time. This might be necessary to be performed if synchronization of
dynamics moves over time to different brain locations. An alternative method might be to
stimulate at a central location with good access to all (or most of) the critical electrode sites
in each case.

5. Conclusion

In this small-scale, real-time, in-vivo DBS study with epileptic rodents, we have shown that
the development of an effective closed-loop seizure control system, that has the recorded
EEG as input and electrical stimulation as output, is feasible and promising. Such a system,
employing the concept of JIT (just in time) electrical stimulation, can be more effective than
a corresponding open-loop periodic stimulation system that consumes the same amount of
battery energy. It also appears that the concept of brain's dynamical desynchronization or
resetting is central to the success of a seizure control system. Finally, the form of stimulus
itself and its effect on seizure control may be one of the missing pieces of the puzzle for a
highly efficacious long-term seizure control. For example, pulse stimuli (like the ones used
in this study and advocated widely in the literature) may not abate every upcoming seizure
even if they are JIT delivered, as it is shown in this study as well as in mathematical models
of epilepsy (periodic stimulation widely underperforms there too).18-20

In summary, this study, as the first-stage of work in progress, shows that it is feasible to
close the loop between seizure prediction and deep brain stimulation for a better control of
seizures, and we believe it also contributes fundamentally to the understanding and
interpretation of the successes and failures of current and future seizure control schemes.
Therefore, studies of a larger scale along these lines are contemplated.
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Fig. 1.

Dynamical transition into and out of a typical seizure in a rat (as it appears on the real-time
ESWP screen). Top Panel: STLax profiles estimated from a 90-minute EEG segment
recorded from the right frontal (F4), right parietal (P4), left frontal (F3), left parietal (P3),
right thalamic (RT), right hippocampal (RH), left thalamic (LT), and left hippocampal (LH)
electrodes; units of STL, are in bits/sec; seizure occurred 60 minutes into the recording
(vertical line) and lasted for 3 minutes. Bottom Panel: T-index profiles of (F3, RH, LH), (F3,
P4, RH), and (F3, RT, LH) tuples of electrode sites. The critical entrainment threshold (CT)
with a = 0.01 is shown by the red horizontal line at 2.662, and upper threshold (UT) is also
shown at 5.0 by the green horizontal line. A seizure is noted at time 18:40 with a seizure
warning elicited at 18:02 when there is a transition in the T-index from above the UT to
below the CT.
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Desynchronization of synchronized brain dynamics by electrical stimulus in the brain of an
epileptic rat. The stimulus train characteristics were: 1 minute duration, intensity of 200-uA,

frequency of 130-Hz. It was applied at time zero at the left thalamic (LT2) and left

hippocampal (LH) electrode pair in the brain of an epileptic rat. The stimulus artifact (0 to 1
minute in the time axis of the EEG data — not shown here) affects the estimation of the T-
index values for the subsequent 10 minutes (see stimulus artifact shaded area in this figure)
Desynchronization of brain dynamics (T-index above Ty, = 2.662) is observed thereafter,

most significantly for 30 minutes after the stimulus.
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Fig. 3.

Flow chart of automated seizure prediction and control in the JIT stimulation system.
Continuous realtime estimation of STLy,,x from EEG data is performed. Global optimization
is employed to select the critical electrode sites at the first seizure and at seizure warnings
thereafter. At seizure warning, the stimulator is triggered to deliver a predetermined
stimulus.
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Fig. 4.

Just-in-time and periodic seizure control in Rat 2. The phases of the experiment are shown
on the horizontal axis in order of occurrence. Upper panel: Baseline (Phase 1), JIT control
(Phase 2), Baseline (Phase 3). The vertical axis represents the number of seizures occurring
per day during each phase. In these Tukey's box-and-whisker plots, each box represents the
interquartile range of the mean seizures per day, the black bar within the box represents the
median of the seizure frequency, and the bottom and top whiskers represent 1.5 times below
and above the lower and upper quartiles respectively. The number above each box
represents the number of days the rat was in each phase of the experiment. A statistically
significant decrease of seizure frequency is observed during JIT stimulation (Phase 2) in this
rat. Lower panel: Baseline (Phase 3), P control (Phase 4), Baseline (Phase 5). Increase of
seizure frequency is observed during periodic stimulation (Phase 4) in this rat.
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Seizure Frequency (number of seizures per day) in Rat 2 over: (a) Baseline and JIT periods
(Phases 1 and 2 respectively), (b) Baseline and Periodic stimulation periods (Phases 3 and 4
respectively), and (c) Baseline and repetition of JIT periods (Phases 1* and 2* respectively;
that is, phases 1 and 2 for Rat 2* in the Tables). Phase 2*, the repeat of JIT stimulation in
Rat 2, is only of 6 days in duration because the rat pulled the headpiece off on the 7th day

and had to be sacrificed.
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Fig. 6.

Brain dynamics of JIT seizure control in Rat 2 (Phase 2). (a) Top panel: The global T-index
(solid black line) and the seizure frequency (# seizures in two-hour non-overlapping running
windows — grey bars) are shown over time. It is observed that, when brain
desynchronization (higher T-index values) exists, seizures are controlled (e.g. in days 1 to
4). However, when synchronization is higher (lower T-index values), seizure frequency is
higher, which is indicative of ineffective seizure control. (b) Bottom panel: The delivered
stimulus rate (#stimuli per 2 hour windows) over time.
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Global brain synchronization as a function of discrete seizure frequency (# seizures per 2-
hour window) during JIT control stimulation for each rat. The global synchronization is
estimated within the corresponding 2-hour windows and illustrated in box-and-whisker box
format (see text for details). A significant increase in brain synchronization (lowering of
mean global T-index with increasing seizure frequency) is apparent in Rats 2, 3, and 6 only
(panels b, ¢, and f), while no significant change in brain synchronization with seizure
frequency is observed in Rats 1, 4 and 5 (panels a, d, and e).
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Fig. 8.

Brain dynamics of periodic seizure control in Rat 2 (Phase 4). The global T-index (solid
black line) and the seizure frequency (# seizures in two-hour non-overlapping running
windows — grey bars) are shown over time. Brain synchronization oscillates at high values
and seizure frequency remains high throughout the record (no control of seizures is
achieved).
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Table 2

Stimulus amplitude and frequency for brain desynchronization in each rat.

Amplitude (uA)

Frequency (Hz)

Rat 1
Rat 2
Rat 3
Rat 4
Rat 5
Rat 6

400
600
600
400
200
300

200
130
130
130
130
130
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JIT stimulation intervals.

Table 6

Mean stimulus interval(hours:min:sec)

Max stimulus interval(hours:min:sec)

Rat 1
Rat 2
Rat 3
Rat 4
Rat 5
Rat 6

0:17:35
0:16:45
0:29:19
0:22:42
0:32:02
0:35:53

4:50:19
1:55:32
2:01:41
1:45:59
2:07:50
3:38:36
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