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Practice points

e Accurate implantation of deep brain stimulation (DBS) leads is paramount. Several preoperative and/or
intraoperative imaging modalities provide increasingly precise anatomical guidance. Neurophysiological and
clinical information obtained by intraoperative microelectrode recordings and stimulation could further increase
accuracy.

e Directional stimulation is a novel modality that requires segmented DBS leads. This modality allows a more
efficient stimulation of regions associated with clinical benefits while avoiding regions associated with side
effects. Directional stimulation cannot compensate for misplaced leads but it could optimize outcomes and
energy consumption in patients with well-placed or slightly misplaced leads.

e Continuous DBS influences normal and abnormal activity of the target circuit. Modulation of abnormal activity
translates into motor symptom control but modulation of normal activity may concomitantly result in unwanted
and often subtle side effects.

e In Parkinson’s disease (PD), local field potentials (LFPs) that are abnormally synchronized in the beta frequency
band (13-35 Hz) correlate with the severity of akinetic-rigid symptoms and their response to pharmacological and
DBS therapy.

e In PD, improvement of akinetic-rigid symptoms is associated with DBS suppression of abnormally synchronized
LFPs in the low beta frequency band (13-20 Hz) and facilitation of high frequency gamma synchronization
(35-250 Hz).

e A novel and commercially available DBS system is able to measure LFPs from DBS targets using inactive contacts
while delivering stimulation through active contacts. This system has the potential to reduce the time it takes to
optimize DBS in PD by targeting areas with higher amplitude of low beta LFPs.

e In dystonia, LFPs are abnormally synchronized in the theta/alpha (4-13 Hz), beta (13-35 Hz) and gamma
(60-90 Hz) frequency bands. Phasic dystonic symptoms and their gradual response to DBS therapy correlate with
changes in theta/alpha LFP synchronization.

e In essential tremor, there is excessive LFP synchronization in the theta/alpha (4-13 Hz) and beta (13-35 Hz)
frequency bands.

e DBS therapy for movement disorders could be anatomically optimized by directional stimulation and
physiologically optimized by targeting pathological LFPs. In the future, adaptive DBS systems will individualize
pathological characteristics of measured neurophysiological signals to automatically deliver therapeutic electrical
pulses of specific spatial and temporal parameters.

Intraoperative neurophysiological information could increase accuracy of surgical deep brain stimulation
(DBS) lead placement. Subsequently, DBS therapy could be optimized by specifically targeting pathological
activity. In Parkinson’s disease, local field potentials (LFPs) excessively synchronized in the beta band
(13-35 Hz) correlate with akinetic-rigid symptoms and their response to DBS therapy, particularly low
beta band suppression (13-20 Hz) and high frequency gamma facilitation (35-250 Hz). In dystonia,
LFPs abnormally synchronize in the theta/alpha (4-13 Hz), beta and gamma (60-90 Hz) bands. Phasic -,
dystonic symptoms and their response to DBS correlate with changes in theta/alpha synchronization. |I\:/|Llet(;JIE?ne
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In essential tremor, LFPs excessively synchronize in the theta/alpha and beta bands. Adaptive DBS
systems will individualize pathological characteristics of neurophysiological signals to automatically
deliver therapeutic DBS pulses of specific spatial and temporal parameters.
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Currently available deep brain stimulation (DBS) systems continuously deliver electrical pulses of certain amplitude,
duration and frequency to modulate neurophysiological activity at the circuit level. DBS is safe and effective for the
treatment of motor symptoms including motor fluctuations and tremor in Parkinson’s disease (PD), essential tremor
(ET) and dystonia. In these conditions, implanted DBS systems target key nodes of basal ganglia-thalamo-cortical
circuits, including the sensorimotor regions of the subthalamic nucleus (STN), the globus pallidus parts interna
(GPi) and the ventral intermedius (Vim) nucleus of the thalamus. The exact mechanism of action of DBS is still
debated, though we can make inferences about its effects based on experience with implantation in more than
160,000 patients worldwide [1].

Precise implantation of DBS leads within the target is essential to optimize benefits and avoid off-target side effects.
Using segmented DBS leads, directional stimulation requires less energy and could prevent off-target side effects.
This modality cannot compensate for misplaced leads but it could optimize outcomes and energy consumption in
patients with well-placed or slightly misplaced leads. Once the leads are in the optimal location, continuous DBS
influences both normal and abnormal activity of the target circuit depending on the specific neurophysiological
signals modulated by specific pulse parameters delivered during specific timeframes. Modulation of abnormal
activity translates into motor symptom control, but modulation of normal activity may concomitantly result in
unwanted and often subtle side effects [21. Individualizing DBS therapy to treat the predominant motor symptoms
without causing side effects may be possible by manipulating DBS pulses so that they modulate only abnormal
neurophysiological activity. In this article, we review clinical applications and recent advances in our understanding
of neurophysiological biomarkers to optimize the treatment of movement disorders with DBS, including PD, ET
and dystonia.

Neurophysiological biomarkers & DBS

Neuronal firing patterns

Neuroanatomical structures encountered throughout the surgical trajectories toward the DBS target have charac-
teristic electrophysiological patterns of neuronal cell firing that are present during wakefulness. At most centers,
these patterns are evaluated by microelectrode recordings (MER) of extracellular, single-unit neuronal activity prior
to surgical implantation of the DBS leads. Neuronal firing patterns include distinctive spike frequencies (firing
rates), burst indices, amplitudes and densities of cell firing. By identifying these patterns while advancing a micro-
electrode through a stereotactically-defined trajectory, intraoperative MER expands the neuroanatomical resolution
of pre-surgical imaging studies to optimize such trajectories and targets for final implantation of the DBS leads.
Intraoperative microstimulation further expands MER-based mapping to include acute clinical responses and side
effects triggered by stimulation at different depths along each trajectory. Thus, microstimulation is able to provide
useful physiological information from trajectories and locations where the DBS lead may not be necessarily placed
in the end. Table 1 summarizes common neuronal firing patterns and stimulation-induced clinical effects that
the surgical DBS team, including neurosurgeon, neurophysiologist and/or neurologist, may use to optimize the
location of DBS lead implantation [3,4].

Although the addition of MER to imaging-based anatomical targeting likely increases neurosurgical accuracy, the
use of MER s still controversial since no prospective trial has directly compared the outcomes of DBS in patients
randomized to MER-based surgery while awake versus purely imaging-based surgery while sedated (5-8]. Importantly,
interpretation of MER is subjective and varies due to patient characteristics, anesthetic agents, equipment used for
the recordings, expertise of the neurophysiologist, etc. Additionally, ‘optimal” placement may vary across patients,
as recent imaging models and connectome-based anatomical and functional studies have identified that different
locations within the target nuclei may be better suited to optimize specific motor symptoms [9,10]. Prospective studies
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Table 1. Common neuronal firing patterns and stimulation-induced effects encountered during deep brain stimulation

surgery for movement disorders.

Structure Neuronal firing pattern Stimulation-induced effects

Striatum (caudate, putamen) Low density and background, low amplitude and very low frequency activity. NA
No sensorimotor activity

Thalamus: dorsal or VOa Low density, background and sporadic low amplitude, low frequency activity. None
No sensorimotor activity

Thalamus: VOp Moderate density, low background and frequency. Sensorimotor activity. Possible tremor improvement at high
Bursting cells that may correlate with tremor amplitudes
Thalamus: Vim Sensorimotor activity. Bursting cells that may correlate with tremor Tremor improvement

Dysmetria at high amplitudes
Dysarthria (medial Vim)

Thalamus: Vc Proprioceptive (anterior Vc) or tactile (posterior Vc) sensory-responsive Contralateral paresthesia
activity Dysmetria at high amplitudes
Zona incerta Low density, background and sporadic low amplitude, low frequency activity Improvement of Parkinsonism
STN (in PD) Very high density and background, high amplitude and frequency. Bursting ~ Dyskinesia (dorsolateral STN)
cells that may correlate with tremor. Sensorimotor activity (dorsolateral STN) Improvement of Parkinsonism (dorsolateral
STN)
Mood changes (medial STN)
SNr High frequency (regular), moderate density, background and amplitude Mood changes, worsening of Parkinsonism
GPe (more evident in PD than in Moderate background. Brief interruptions of moderate frequency, Dyskinesia
dystonia) continuous activity (pausing cells). Brief bursts of high frequency activity

(bursting cells)

GPi High density, amplitude and frequency, low to moderate background. Dyskinesia (dorsal GPi), improvement of
Bursting cells that may correlate with tremor. Sensorimotor activity Parkinsonism (in PD)

Medial lemniscus Absent or markedly reduced Contralateral paresthesia
(white matter)

Internal capsule Absent or markedly reduced Contralateral muscle pulling, twitching,
(white matter) posturing, gaze deviation, dysarthria

Red nucleus Similar to STN Nausea, sweating, warm/cold sensation,

dizziness, etc.

Oculomotor nucleus NA (Not part of trajectory or target) Ipsilateral esotropia or esophoria (with or
without diplopia)

Optic tract Absent or markedly reduced (white matter). May be evoked by light stimulus Contralateral phosphenes

DBS: Deep brain stimulation; ET: Essential tremor; GPe: Globus pallidus pars externa; GPi: Globus pallidus pars interna; NA: Not applicable; PD: Parkinson’s disease; SNr: Substantia nigra
pars reticulata; STN: Subthalamic nucleus; Vc: Ventralis caudalis nucleus of the thalamus; Vim: Ventral intermedius nucleus of the thalamus; VOa: Ventral oralis anterior nucleus of the
thalamus; VOp: Ventral oralis posterior nucleus of the thalamus.

correlating imaging-based neuroanatomical targets, neurophysiologically optimized targets and clinical outcomes
of DBS are needed to confirm the theoretical value of MER and intraoperative stimulation.

Local field potentials

Rather than individual neuronal firing, local field potentials (LEPs) represent synchronized presynaptic and postsy-
naptic activity of large neuronal populations. This synchronized activity originates electrophysiological oscillations
in a circumscribed region [11]. LFP recordings might be equivalent to MER for DBS lead implantation (12]. Fur-
thermore, disease- and symptom-specific LEPs, reflecting different types of abnormally synchronized oscillations,
have been described in the STN, GPi and Vim of patients with PD, ET and dystonia [13]. Besides the specific neu-
roanatomical location of these LEPs in the target sensorimotor circuit, other characteristics such as the frequency,
amplitude, duration and waveform shape of the LFPs appear to be relevant to optimize DBS therapy. For instance,
one of the first observations in neuromodulation was that stimulation at the same thalamic target produced opposite
effects in tremor control depending on the high (~100 Hz) or low (~10 Hz) frequency of the pulses [14]. These
initial observations and the widespread use of electroencephalography probably originated the current classification
of LFPs based on their frequency bands: delta (0—4 Hz), theta/alpha (4-13 Hz), low beta (1320 Hz), high beta
(20-35 Hz), gamma (35-250 Hz band) and high-frequency oscillations (250-350 Hz) (Table 2). Both spatial and
temporal relationships between pathological LFPs and DBS pulses may be important determinants of the clinical
outcomes of DBS therapy in movement disorders [15].
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Table 2. Local field potentials associated with movement disorders.

Movement disorder

Local field potentials (frequency peak)

Increased synchronization Reduced synchronization
Akinetic-rigid syndrome in PD (untreated) m Low >high beta (13-20 Hz) (longer bursts) m Gamma (35-250 Hz) (shifts to higher frequency within
» Gamma' (35-250 Hz) (at lower frequency within this range)
range)
Akinetic-rigid syndrome in PD (treated) » High-frequency (250-350 Hz) m Low >high betaf (13-20 Hz) (shorter bursts)
» Gamma' (35-250 Hz) (at higher frequency within
this range)
Tremor in PD (untreated) m Theta/alpha (4-13 Hz) m Beta® (13-35 Hz)

Tremor in PD (treated)

Essential tremor

» Gamma' (35-250 Hz) (at higher frequency within
this range)

= High-frequency (250-350 Hz) (at higher frequency
within this range)

= Gamma (35-250 Hz) (at lower frequency within this
range)

» High-frequency (250-350 Hz) (at lower frequency
within this range)

m Theta/alpha (4-13 Hz)
n Beta® (13-35 Hz)

Levodopa-associated dyskinesia m Theta/alpha (4-13 Hz) m Beta® (13-35 Hz)

Dystonia (tonic)

Dystonia (phasic)

Tics

» Gamma' (60-90 Hz) (coherent between STN and
motor cortex)

u Delta (0-4 Hz)
u Low beta (13-20 Hz) (shorter bursts)
= Gamma (60-90 Hz)

n Theta/alpha (4-13 Hz)
u Low beta (13-20 Hz) (shorter bursts)
= Gamma (60-90 Hz)

m Theta/alpha (4-13 Hz)

T Also associated with initiation and facilitation of normal voluntary movements.

PD: Parkinson’s disease.

Neurophysiological biomarkers to optimize DBS in PD

Intraoperative neurophysiology

In PD, neuronal firing patterns observed during MER and stimulation-induced clinical effects can help optimize
imaging-based trajectories and targets (Table 1). An optimized dorsolateral STN trajectory would include at least
4-5 mm of sensorimotor activity (i.e., neuronal firing modulated by contralateral tremor or limb movement) and
anatomically consistent clinical changes induced by stimulation [16,17). For example, an intraoperative microstim-
ulation distance-threshold product greater than 500 (mm x pA) may predict a postoperative amplitude threshold
for capsular side effects of less than 2 V [18]. An optimized ventral posterolateral GPi trajectory would be located
approximately 2-3 mm anterior to the posterior limb of the internal capsule, and include sensorimotor activity
and anatomically consistent clinical changes induced by stimulation. Intraoperative stimulation helps define the
GPi target that is dorsal to the optic tract and appropriate to the sensorimotor homuncular representation, which
would theoretically improve outcomes [19-21].

Frequency matters
Experiments in which electrical pulses are delivered at frequencies of 20 Hz or less in patients with PD have
demonstrated deterioration of bradykinesia [22,23]. Stimulation at higher frequencies, particularly in the gamma
range associated with voluntary movement, has been shown to improve bradykinesia. In practice, DBS at 130 Hz
or higher is effective for rigidity, tremor and bradykinesia. However, specific features of movement control could
actually worsen. For instance, DBS at greater than 100 Hz has been associated with faster but less accurate
movements [24,25]. Similarly, high frequency DBS may reduce speech fluency and intelligibility despite improvement
in speech volume [26,27). This apparently paradoxical phenomenon could result from continuously suppressing
neurophysiological activity that is abnormal for certain features (e.g., movement speed) but normal for other
features (e.g., movement control) [2].

In clinical practice, low frequency DBS (usually 60-80 Hz) might be useful when patients experience axial motor
dysfunction induced by DBS at higher frequencies, including postural instability, gait and speech dysfunction.
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Interestingly, low frequency STN-DBS has yielded better outcomes when electrical pulses are delivered anteriorly
or ventrally. It is still unclear whether these benefits result from location-specific DBS effects or mitigation of DBS-
induced side effects. The initially observed benefits of low frequency DBS have been short-lasting and inconsistent
in some patients [28,29].

LFPs in the beta band frequency

In patients with PD who experience emergent motor symptoms after withholding dopaminergic medications
or during real world OFF periods, LFP recordings from the STN and GPi consistently demonstrate excessively
synchronized activity in the beta band frequency (13—-30 Hz) (30]. This beta LFP activity correlates with the presence
of contralateral akinetic-rigid symptoms. Moreover, dopaminergic and DBS-induced desynchronization of this beta
LFP activity correlates with symptom improvement [31]. Interestingly, the beneficial effects of levodopa are associated
with changes in low beta (13-20 Hz) more than high beta LFPs (21-30 Hz) (32]. There is no correlation between
beta LFPs and resting tremor in PD, possibly indicating different pathophysiological mechanisms involved in
tremor generation and akinetic-rigid symptoms in these patients. In fact, tremor has been associated with reduction
in beta activity (33].

In patients with PD, there is significant correlation between the optimal therapeutic location of the DBS lead and
the spatial distribution of beta LEP activity within the sensorimotor STN. Stimulation of STN regions where beta
LFPs are most prominent are associated with greater improvement in akinetic-rigid symptoms [34,35]. Since LFPs in
the beta range are measurable and consistently correlate with contralateral akinetic-rigid symptom severity and their
response to DBS therapy, they are potential neurophysiological biomarkers to optimize DBS in patients with PD. It
must be kept in mind that beta band LFPs are neither sensitive nor specific for PD. Even in patients with PD, beta
band LFPs are attenuated by and could potentially disappear during initiation of volitional movements (36]. LEPs
in the beta range have been found in other conditions such as dystonia [37] and obsessive-compulsive disorder [38].
Furthermore, specific patterns of beta activity have been reported for certain motor activities in patients with
PD [39,40]. Yet, the relatively greater amount of low beta activity (13-20 Hz) that correlates with akinetic-rigid
symptom severity could distinguish PD from other conditions. High beta activity (20-35 Hz) correlates less with
symptom severity and might result from hyperdirect cortical-subthalamic signals (41].

Amplitude of beta band LFPs in PD

In addition to their characteristic beta frequency, the amplitude of LFP activity is important in PD as it also correlates
with the severity of contralateral bradykinesia and rigidity. Similar to levodopa, continuous high frequency DBS
reversibly attenuates the amplitude of beta band activity in the targeted motor circuit (42]. DBS-induced amplitude
reduction in beta band LFPs also correlates with the degree of acute and chronic response of akinetic-rigid symptoms

in PD. Symptom improvement associated with levodopa correlates with amplitude attenuation of LFPs in the low
beta (13-20 Hz) more than high beta range (21-30 Hz) [43,44].

Duration of beta band LFPs in PD

Recent studies have demonstrated that the duration of excessive beta synchronization across different motor circuit
nodes may be more specific for akinetic-rigid symptoms in PD. In these studies, untreated akinetic-rigid symptoms
in PD correlated with longer bursts of beta synchronization in both the STN and the GPi, whereas shorter
episodes correlated with treated akinetic-rigid symptoms in PD and dystonia. Longer bursts of beta LEPs were also
associated with increased local and interhemispheric synchronization that resulted in slowness of movement [45-47).
Consequently, continuous DBS-induced beta suppression that does not distinguish between shorter and longer-
lasting beta activity could limit its benefits by producing deleterious effects [48]. Importantly, the amplitude of beta
activity progressively tends to increase along with its duration.

LFPs in the gamma and other high frequency bands

Abnormal LFP synchronization in the beta range may be considered a neurophysiological marker because it
is measurable and consistently correlates with Parkinsonism severity and response to treatment. In addition to
changes in beta band LEPs, dopaminergic treatment and DBS have also been associated with increased activity in
the gamma (60-90 Hz) and high frequency (250-350 Hz) ranges [49,50]. As opposed to beta oscillations, gamma
and high frequency oscillations seem to be associated with movement facilitation. In fact, gamma oscillations
increase synchronously in the motor cortex during normal voluntary movements [24,51]. After administration of
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levodopa, the peaks of gamma and high frequency oscillations are not attenuated but they actually shift toward
higher frequencies within these ranges when symptom improvement is evident [50,51). As previously mentioned,
resting tremor does not reliably correlate with changes in beta band LFPs. However, a similar frequency shift from
lower (~250 Hz) toward higher (~350 Hz) frequencies may be a reliable marker of tremor in PD [49]. Interestingly,
amplitude attenuation in low gamma (31-45 Hz) and high frequency oscillations have been associated with tremor
reduction [52,53].

LFPs in the theta and alpha frequency bands

Excessively synchronized LFP activity in the 3—10 Hz range has been reported in the GPiand STN of animal models
and patients with PD during levodopa-associated dyskinesia [54]. Consistent with these findings, dyskinesia has
been induced by stimulation of the STN at 5 Hz in patients with PD (s5]. Similar to what occurs during volitional
movements, some studies have evidenced suppression of the beta band LFPs during levodopa-associated dyskinesia.
In this case, the dopaminergic-induced increase in gamma activity evidenced in patients without dyskinesia was
absent [56]. Remarkably, other studies have shown an increase in gamma activity (60-90 Hz) during dyskinesia [57].
In seven patients with PD and diphasic dyskinesia, STN beta activity disappeared and theta and gamma activities
slightly increased at the onset of the dyskinesia [56].

Hemispheric-specific biomarkers

Levodopaand other dopaminergic medications affect both cerebral hemispheres in a presumably similar (symmetric)
pattern. In fact, there is strong interhemispheric coupling with local phasic synchronization and long beta bursts after
levodopa withdrawal in patients with PD. After administration of levodopa, this interhemispheric synchronization
decreases along with coupling of shorter bursts of beta LEPs [58]. As opposed to medications, DBS offers the
opportunity to differentiate the type of electrical pulses delivered to each hemisphere [59]. Worsening of axial motor
function, including speech and gait, has been observed despite improvement of other motor symptoms after bilateral
STN-DBS in PD (60,61]. In a study of 16 patients with PD, beta band LFPs from the left and right STN were found
to alternate with each contralateral step cycle during normal gait (62]. During normal steps, the STN beta band in
patients with PD and freezing of gait has smaller amplitude and is less predictable compared with patients with
PD without freezing. Prolonged bursts of beta band synchronization are observed during freezing episodes (48,631.
Since continuous, bilateral STN-DBS might be detrimental for gait control in PD, neurophysiological information
specifically obtained from each hemisphere has potential therapeutic implications. Adjusting bilateral STN-DBS in
an asymmetric, lateralized, alternating or adaptive fashion according to neurophysiological signals present in each
hemisphere could be used to avoid stimulation-induced side effects in patients with PD (64].

Other potential neurophysiological biomarkers in PD

Magnetoencephalography and electrocorticography recordings from the motor cortex, obtained concomitantly
with STN LFPs, have revealed exaggerated beta-gamma phase-amplitude coupling as a dynamic cortical marker of
akinetic-rigid symptoms in PD [65,66]. Additionally, the specific shape of the beta LFP waveform was found to be
of potential relevance [67]. Similar to what occurs in STN and GPi LFPs, DBS-induced symptom improvement
has also been associated with reduction in this cortical phase-amplitude coupling [68]. Electrophysiological signals
obtained from the motor cortex have been used to test adaptive DBS paradigms in patients with PD [69]. A recent
small study showed that levodopa-associated dyskinesia is associated with strongly coherent 60-90 Hz gamma
oscillations in the motor cortex and the STN [57].

Optimizing DBS for PD in clinical practice

Improvement in the akinetic-rigid symptoms of PD are associated with neutralizing abnormal low frequency beta
synchronization and facilitating normal high frequency gamma synchronization (50,701. The vast majority of initial
LEP studies in PD had been performed immediately after implantation of DBS leads in patients with externalized
electrode connectors. This approach limited generalizability to clinical practice, in which a fundamentally different
methodology is employed to implant and use DBS systems in patients with PD. Further studies using a new
implantable pulse generator (IPG) model consistently and reliably demonstrated the presence of LFPs in patients
with PD who had undergone DBS surgery many years before [71). Further advances in DBS technology allowed
measuring LEPs and delivering stimulation at the same time but using different contacts of the DBS lead (721.
Using this novel DBS technology for longer periods allowed to replicate correlations of beta band LFPs with the
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Figure 1. Measurement of local field potentials of the left subthalamic nucleus during initial deep brain stimulation
programming in a patient with Parkinson’s disease. Conventional monopolar review based on acute clinical responses
during initial DBS programming yielded equivalent therapeutic windows for contacts EO and E1. Consistent with the
monopolar review, the LFP survey demonstrated low beta (13-20 Hz) frequency peaks of higher amplitude in the
regions between contacts (A) EO and E1, (C) EO and E2 and (D) EO and E3. There were no significant beta peaks in the
regions between contacts (B) E1 and E2, (E) E1 and E3 and (F) E2 and E3. Thus, initial DBS settings were programmed
using contact EO since the three regions with low beta LFPs shared contact EO and the highest amplitude (1.89 uVp)
was found in the region between contacts (D) EO and E1. LFP measurements were obtained in the dopaminergic
medication OFF state by the Percept DBS system (Medtronic).

DBS: Deep brain stimulation; LFP: Local field potential.

severity of akinetic-rigid symptoms and their response to pharmacological and DBS therapy (73,74]. This novel
IPG system has been recently approved and is being implemented in Europe and North America. Long-term DBS
suppression of pathological beta activity could remain for as long as 12 months but it tends to attenuate over
time [75,76]. Currently, initial DBS programming consists of monopolar testing of all lead contacts to define the
therapeutic window for each contact in the dopaminergic medication OFF state. After this initial session, patients
usually require multiple follow-up visits to optimize the DBS settings. Since the delivery of electrical pulses will not
fundamentally change with the novel IPG system, it is likely that long-term clinical outcomes will remain similar.
However, this DBS system has the potential to reduce the time it takes to reach those outcomes by targeting areas
with higher amplitude of low beta LFPs (Figure 1).

Neurophysiological biomarkers to optimize DBS in dystonia & ET

Intraoperative neurophysiology in dystonia

Neurophysiological GPi activity differs in patients with PD and dystonia [19]. An optimized ventral posterolateral
GPi trajectory for dystonia is located approximately 4 mm anterior to the posterior limb of the internal capsule.
Similar to PD, the GPi target must be dorsal to the optic tract and implantation at the site of the appropriate
sensorimotor homuncular representation would theoretically improve outcomes (20,21]. Similar to PD, both GPi
and STN have been found to be equally effective targets for dystonia [77,78].

Intraoperative neurophysiology in ET

The main DBS target for the treatment of ET is the thalamic Vim nucleus. An optimized thalamic Vim DBS
trajectory is located approximately 2-3 mm anterior to the tactile region of the ventral caudal nucleus of the
thalamus at the appropriate homuncular representation, defined by intraoperative stimulation [79]. In a recent
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MER study of ten patients with severe ET, the neuronal activity with the maximum power and coherence with
tremor activity on electromyography (EMG) was found in the inferior part and border of the posterior ventrolateral
thalamus (which partially corresponds to the Vim). In these regions, neuronal populations with efferent tremor
activity were predominant and their suppression correlated with tremor reduction [so].

Local field potentials in dystonia

In dystonia, GPi LFPs consistently demonstrate abnormal synchronization in the theta/alpha (4-13 Hz) frequency
bands (81-86]. This theta/alpha activity is more prominent in electrode contacts positioned in the GPi compared
with contacts positioned in the globus pallidus externus [so]. In a few studies, LFP activity was also increased
in the beta (13-35 Hz) (83,85] and gamma band (60-90 Hz) (84). Although GPi beta oscillations were identified,
statistical comparisons confirmed they were less prominent in dystonia than in PD {(ss]. Fewer studies have evaluated
LFP activity in the STN of patients with dystonia, but these trials also showed significant power spectra in the
theta/alpha (87], beta (88] and gamma frequency ranges [87].

An important question is whether the theta/alpha LFP activity correlates with clinical symptoms. Multiple
studies have shown high signal coherence between low frequency pallidal LFP activity and simultaneously recorded
surface EMG from the contralateral muscles [81,82,89]; changes in EMG activity and clinical exam corresponded to
phasic rather than tonic symptoms [89]. In cervical dystonia patients, mean theta or alpha GPi activity correlated
with symptom severity and was greatest in the side contralateral to affected muscles (37]. Another study of GPi
LEPs in dystonic patients performing voluntary upper extremity movements revealed desynchronization of beta
20-30 Hz signals just prior to movement, and then decreased alpha 8-12 Hz power during the movement [90].
This suggests that excessive alpha synchronization could impede normal movement [(90,91].

Similarly, GPi-DBS decreased alpha predominant signals, but the trials only evaluated changes over minutes
to hours. In a study of 12 patients separated into predominantly phasic versus tonic symptoms, recorded GPi
LEPs 1-3 days after DBS macroelectrode implantation revealed prominent 4-12 Hz signals for patients with
both tonic and phasic dystonia (81]. GPi stimulation for 150 s reduced the frequency band to 4.4-7.3 Hz for the
phasic group, but patients with tonic symptoms did not show significant signal changes. Similarly, GPi-DBS for
180 s suppressed alpha and beta oscillatory activity with corresponding improvement in motor performance [92]. At
third study randomized seven dystonia patients undergoing DBS implantation or battery replacement to 15 min of
continuous stimulation, active stimulation, or no stimulation immediately after new DBS placement or battery
replacement [93]. Active stimulation was delivered for 2-4 min whenever high amplitude alpha oscillations (4—
12 Hz) were detected. No significant difference was found across the three groups when evaluating for suppression
of alpha oscillations. However, in patients whose dystonia symptoms had been effectively treated with chronic DBS
and were undergoing battery replacement, alpha oscillations at rest were lower compared with the newly implanted
patients. This correlates with observed clinical improvement in dystonia, and suggests that changes in alpha activity
occur gradually in response to GPi-DBS.

Two other studies have investigated how chronic DBS changes LFP activity. In one of them [94], an investigational
IPG provided long-term DBS to nine patients with focal-segmental or generalized dystonia for 6-51 months.
Stimulation was turned off for 5-7 h and GPi LEPs were sampled at five different time points. This study found
progressive increase in pallidal low frequency 3-12 Hz activity, which correlated with increased Burke-Fahn-
Marsden Dystonia Rating Scale scores. Beta peaks were also identified, but they were not consistently present at
every time point like the alpha activity. Another study similarly evaluated signal changes after turning off chronic
GPi or STN DBS for up to 90 min [95]. In this study, the authors did not have the capability of recording
LEPs and instead used EEG recordings from the primary motor cortex, which correlates with GPi low frequency
activity [81,86]. Yet, it was shown that EEG alpha activity gradually increased during the DBS washout period and
that it decreased again when DBS was restarted. To date, there have been no published studies that prospectively
evaluate pallidal signal changes over months from the initiation of DBS therapy.

LFPs in ET

In ET, there is excessive LFP synchronization in the theta and beta bands [96,97). Reduction in this beta activity
(14-30 Hz) and increase in gamma oscillations (55-80 Hz) have been reported during volitional movements and
have been proposed for adaptive DBS [98,99]. In the future, detecting thalamic beta oscillations may guide DBS
therapy as they appear to be stronger within the dentate-rubro-thalamic tract, in a location possibly associated with
better tremor control over time [100].
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Anatomical and Physiological Anatomical
physiological optimization of optimization of DBS optimization of DBS
surgical DBS lead therapy therapy

placement

Figure 2. Optimization of left subthalamic deep brain stimulation therapy for the same patient with Parkinson’s
disease described in Figure 1. (A) During surgical implantation of the left STN DBS lead, microelectrode recordings
and stimulation defined a physiologically optimized trajectory and target in the dorsolateral region of the
anatomically defined left STN. (B) During the initial programming session described in Figure 1, contact EO was chosen
to deliver DBS to the region with the highest peak of low beta LFPs. Upon subsequent DBS amplitude increase, the
patient developed subtle side effects due to lateral spread of stimulation toward the IC, which limited the benefits of
DBS. (C) With directional stimulation using segmented leads, this lateral spread of stimulation could be theoretically
avoided and DBS therapy could be further optimized. Reconstruction of neuroanatomical structures and DBS lead
localization were performed by merging pre-operative brain MRI and post-operative CT using BrainLab.

CT: Computed tomography; DBS: Deep brain stimulation; IC: Internal capsule; LFP: Local field potential; STN:
Subthalamic nucleus.

Other potential neurophysiological biomarkers

Similar to PD, electrocorticographic signals from the motor cortex have been used to pilot adaptive DBS paradigms
in ET by reducing cortical phase-amplitude coupling [101]. Studies using peripheral measures, such as accelerometry
and EMG, have shown that extremity tremor and abnormally synchronized thalamic LFPs are both in the theta range
(4-8 Hz). However, studies of thalamo-muscular coherence have shown that EMG activity starts approximately
200 ms after onset of tremor activity in the Vim. This delay would make EMG an unreliable marker for closed-loop,
adaptive DBS systems [102]. However, peripheral measures of tremor are important for pathophysiological studies.
For instance, correlating thalamic neuronal activity with tremor activity measured by EMG allowed identification
of specific neuronal populations and their relationship with the outcomes of DBS (so].

Future perspective

Emerging neuroimaging, stereotactic neurosurgical and electrophysiological techniques that combine sophisticated
pre-surgical and post-surgical neuroanatomical information with intraoperative neurophysiological information
will allow for optimization of DBS therapy by improving the accuracy of surgical DBS lead implantation. This
multi-modal information from the targeted region could be used during post-operative programming when using
conventional or directional DBS. Additional DBS technology that measures post-operative neurophysiological
information from the implanted neuroanatomical location, particularly LFPs, allows delivering DBS to patho-
physiologically relevant regions of the targeted anatomical region. The use of post-operative neurophysiological
information might reduce the time it takes to reach optimized parameters for chronic, continuous DBS and thus
increase the time that patients have the highest possible quality of life. Currently, DBS therapy for movement disor-
ders could be physiologically optimized by targeting pathological LFPs and anatomically optimized by directional
stimulation to avoid side effects. This combination of multi-modal pre-operative and post-operative information
could potentially improve the outcomes of DBS (Figure 2).

As we continue to refine our knowledge of the clinical relevance of specific characteristics of neurophysiological
signals, there is a tremendous opportunity to utilize this information for adaptive DBS to treat movement disor-
ders (73,91]. The ideal adaptive DBS system would be able to differentiate and individualize specific characteristics
of the measured neurophysiological signals in real time, to then automatically deliver therapeutic electrical pulses
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of specific parameters for a specific amount of time. Targeting specific characteristics of individualized neurophys-
iological signals (frequency, amplitude, duration, shape, etc.) from anatomically and physiologically optimized
targets would be more likely to improve motor symptoms with the least amount of energy and without causing side
effects [103]. For example, adaptive STN-DBS will treat akinetic-rigid symptoms in PD by specifically suppressing
low beta band LEPs of longer duration at the corresponding hemisphere only while the symptoms last [45,56]. At
least two limitations of the currently available DBS technology need to be overcome before adaptive DBS becomes
a reality: LFP measurement and delivery of DBS pulses cannot occur simultaneously, and theta/alpha, beta and
gamma band LFPs are measurable but not high frequency oscillations, which may be more relevant for tremor.
Another potential obstacle of adaptive DBS is that promoting prokinetic and inhibiting antikinetic signals may
increase the risk of hyperkinetic complications. There is a burst of exciting information coming along with a wavy
and possibly spiky road ahead but neurophysiological biomarkers have great potential to optimize DBS and move
the field toward adaptive DBS modalities.
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