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Abstract
Background: Deep brain stimulation (DBS) is a highly effi-
cient, evidence-based therapy to alleviate symptoms and
improve quality of life in movement disorders such as
Parkinson’s disease, essential tremor, and dystonia, which is
also being applied in several psychiatric disorders, such as
obsessive-compulsive disorder and depression, when they
are otherwise resistant to therapy. Summary: At present,
DBS is clinically applied in the so-called open-loop approach,
with fixed stimulation parameters, irrespective of the pa-
tients’ clinical state(s). This approach ignores the brain states
or feedback from the central nervous system or peripheral
recordings, thus potentially limiting its efficacy and inducing
side effects by stimulation of the targeted networks below or
above the therapeutic level. Key Messages: The currently
emerging closed-loop (CL) approaches are designed to
adapt stimulation parameters to the electrophysiological
surrogates of disease symptoms and states. CL-DBS paves
the way for adaptive personalized DBS protocols. This review
elaborates on the perspectives of the CL technology and
discusses its opportunities as well as its potential pitfalls for
both clinical and research use in neuropsychiatric disorders.

© 2023 The Author(s).

Published by S. Karger AG, Basel

Introduction

Deep brain stimulation (DBS) is a highly efficient,
evidence-based therapy, which enables targeted neuro-
modulation for neurological and psychiatric disorders
using stimulating electrodes implanted in the brain. State-
of-the-art applications of DBS include symptom allevi-
ation in movement disorders such as Parkinson’s disease
(PD) and essential tremor, other neurological disorder

such as epilepsy, as well as mental disorders such as
obsessive-compulsive disorder (OCD). It is being further
explored as a therapeutic option for depression, pain
syndromes, and other neuropsychiatric disorders.
Therefore, DBS is an intervention that alleviates the
symptoms caused by a spectrum of disorders and may
significantly modify disease courses.

Currently, DBS is clinically applied in the so-called
open-loop approach, with electrical pulses delivered
continuously at a fixed amplitude, frequency, waveform,
and pulse width (see Frey, Cagle [1] and Gilbert, Mason
[2] for recent reviews on the topic), irrespective of the
patients’ clinical state(s). Back to the early 2000s, there
were reports showing that adverse motor symptoms
induced by continuous DBS on the subthalamic nucleus
(STN) can be reversed by adapting the stimulation
settings [3, 4] during subsequent clinical visits, and this
reprogramming had a positive impact of long-term DBS
outcomes [5, 6]. DBS reprogramming of the stimulation
parameters has become the gold standard in clinical DBS
practice, with the disadvantage of requiring time-
consuming, recurrent visits to an expert clinician. Un-
der this framework, researchers have continuously
aimed at identifying suitable pathologic markers for
adapting DBS parameters. Moreover, the DBS hardware
has greatly improved over the years, including, but not
limited to, higher electrode density and the existence of
directional leads. Additionally, the DBS systems have
also evolved, increasing the interest in and capabilities
for CL-DBS [7], but also increasing the complexity of
DBS programming strategies. More recent advances in
CL-DBS have already highlighted the potential of ma-
chine learning algorithms and artificial intelligence
methods to advance DBS and may facilitate the opti-
mization of stimulation parameterization by combining
information of tissue substrates (brain integrity and
activity), clinical status, medical therapy levels, and
patient-reported outcomes. Recently, systems with
sensing capabilities have received FDA approval in USA
and CE mark approval in Europe.
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From a hardware perspective, in the most basic sense, a
CL system evaluates an output to regulate a forthcoming
input such that the system can achieve a desired state. If
we break down the process slightly further, a CL system
has a sensor that measures its own output and then
compares this to a pre-defined desired reference output. If
a disparity between the actual outcome and the reference
is detected, the system adjusts the new input signal in
such a way that the difference between the actual outcome
and the reference is minimized. Such systems offer ef-
ficiency and control of output through regulation of
signals. These CL feedback systems are ubiquitous in
everyday life and exist in many different forms. A
common example would be a thermostat, where the
thermometer probe measures the temperature in a room
and adjusts the cooling/heating apparatus to bring the
room to a temperature desired by the room occupant(s).
Moreover, slightly more complex everyday examples
would include a driver steering their vehicle or a pe-
destrian maintaining their walking speed. The driver
assesses the angle the car is heading and constantly uses
this input information to adjust the steering wheel, which
keeps the vehicle at a desired angle and hence on the
desired path. Similarly, the pedestrian constantly assesses
their walking speed and adjusts to keep at a comfortable
or desired pace. In terms of the brain, CL relies on the
detection and measurement of a biomarker (termed in-
formed feature) which is associated with or predictive of
target symptom presence and severity. The informed
biomarker could be a feature of brain activation but also a
functional peripheral parameter, or even a measurement
of brain anatomical status (i.e., neurodegeneration).
Depending on the coherence between the symptom se-
verity and the magnitude of the corresponding bio-
marker, a stimulation can be regulated.

In this direction, also known as adaptive DBS, CL-DBS
is aimed at dynamically modifying stimulation according
to brain, symptom, and disease states, which is currently
achieved by sensing their electrophysiological surrogates.
Such experimental biomarker-based neural approaches
can then be adapted to respond by delivering a modified
stimulation pattern depending on the patient responses,
which may vary across diseases. These constitute major
advances towards an individualized improvement in
patient outcomes with DBS and opens new avenues for
advanced models for targeting individual symptoms or
pathological brain states as in neuropsychiatric disorders.

Importantly, in the development of CL-DBS for motor
disorders it is important to not only focus on the opti-
mization of motor symptoms. Optimal well-being of the
patient does not only depend on optimal and objective

control of motor symptoms but also on the symptom
severity of non-motor symptoms as well as the subjec-
tively experienced symptom burden. At settings where
optimal motor control is achieved, these other contrib-
uting symptomsmay be differentially affected, whichmay
lead to patients experiencing less wellbeing at these
settings. The patients’ subjective experiences, as measured
with, for instance, “ecological momentary assessments,”
should therefore be explicitly considered in the devel-
opment of clinical applications of CL-DBS [8]. Therefore,
adapting DBS parameters according to fluctuating
symptom severity while considering current and target
brain states may achieve better response (increase its
efficacy) and potentially reduce induced side effects, at
lower energy use. For this aim, DBS can be also utilized as
a research instrument to precisely investigate physio-
logical and pathological bases of brain functioning in
already implanted patients. This dual utility of DBS, as a
brain-circuitry sensor and a modulator, has emerged in
the recent years and has been exploited for the devel-
opment of CL-DBS approaches.

Under the assumption that an overlapping neural
circuitry may drive similar motor and non-motor
symptomatology in neurological and psychiatric disor-
ders, the advent of CL-DBS may be translated across
disease indications. In this paper, we integrate the current
knowledge of CL-DBS approaches in distinct neuro-
psychiatric diseases. First, we describe the clinical states
that can be targeted by CL-DBS, including quantification
of brain networks and disease states from brain imaging
and simultaneous electrophysiological recordings with
stimulation. Then, we discuss the current opportunities
and considerations of such biomarker-based approaches
regarding their association with both symptoms and DBS
outcomes as well as the potential for their development
into novel approaches for the treatment of neuropsy-
chiatric disorders in which the symptoms are similarly
driven by pathological network activity. Finally, we
present some examples of cross-fertilization between
invasive and non-invasive brain stimulation, the devel-
opment of neurofeedback (NF), and the relevance of
neuroimaging in DBS network studies to fill the gaps of
CL-DBS.

The Role of Electrophysiological Signals in DBS

Assessment of the neural substrates of brain function
in the timeframe in which they occur is possible with non-
invasive techniques such as electroencephalography
(EEG), or invasive, including microelectrode recordings,
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local field potentials (LFPs), single-unit activity, and other
electrophysiological measures (Fig. 1a–c). EEG signals
reflect the electrical activity of neural networks over a

specific period of time. Electrophysiological recordings do
not only allow real-time access to brain activity but also to
evaluate effects of stimulation, thus opening a window to

1
(For legend see next page.)
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evaluate the input-output relationship of the brain re-
gions and networks.

One interesting capability of modern DBS systems is
that they can measure depth of brain activity at non-
stimulating contacts on the DBS electrode [9], which has
allowed the exploration of subcortical neural dynamics,
through LFP recordings. Two possibilities exist to ac-
quire LFP signals, namely, patient externalization di-
rectly after surgery or the use of sensing technology on
chronically implanted patients. At the edge between
current open-loop DBS approaches and CL-DBS, elec-
trophysiological LFP recordings are highly valuable
post-implantation as they can be used to fine-tune the
stimulation parameters or for the long-term monitoring
of implanted patients.

Electrophysiological recordings have further value
during the characterization of movement patterns. For
example, information about the quality of executing a fine-
granular hand motor task under varying DBS conditions
[10]. It is important to highlight that the oscillatory activity
and synchronization is different across brain networks or
systems [11]. Further, based on the assumption that the
interaction between oscillations can also happen at dif-
ferent frequency bands [9], the so-called cross-frequency
coupling can be used as a meaningful measurement of the
brain state (Fig. 1d). Cross-frequency activity is modulated
by clinically relevant high-frequency (above 100 Hz) DBS
stimulation frequencies, particularly at gamma frequencies
[12], which have allowed to determine that not only in-
creased beta power is clinically relevant but also an increase
in the coupling between beta in the STN and broadband
gamma (~50–200 Hz) amplitude in the motor cortex [13].
Other approaches include spectral power measurements,
coherence (for instance, phase-amplitude coupling), and
measurements of synchronization of oscillatory activity at
specific frequencies, phase, and waveform, as well as

oscillatory activity bursts. The combination of LFPs re-
cordings from the basal ganglia, recorded at the tip of a
stimulation electrode placed deep in the brain, and re-
cordings from the cortex of PD patients have helped
characterize the temporal dynamics of DBS-evoked activity
(Fig. 1e), showing that DBS inhibits beta activity (13–30
Hz) while increasing gamma rhythm (60–90 Hz [12, 14]).
Further, using such LFPmeasurements, it has been recently
demonstrated that despite control of decision and move-
ment speed shares some commonalities, the causal con-
tribution of the STN to both processes can be disentangled
[15]. Thus, electrophysiological recordings have success-
fully been utilized for characterizing brain network and
behavioural responses to DBS.

In PD, the possibilities of CL-DBS for the management
of clinical symptoms, mostly based on LFP measure-
ments, have already been shown and recently reviewed
[16]. These studies have evidenced that delivering high-
frequency stimulation only when increased beta-band
power is detected at a patient-specific threshold im-
proved PD motor symptoms with higher clinical efficacy
than continuous DBS [17–20].

In summary, the role of electrophysiological recordings
in current DBS strategies involves (1) substantiation of the
optimal target identification within the brain by analysing
the pathological neural activity associated with the par-
ticular disorder. In this sense, by recording neural signals
from the target region and surrounding areas, clinicians
can determine the most effective site for electrode im-
plantation. (2) Intraoperative guide for the neurosurgeons
during DBS electrode implantation surgery. (3) Neural
circuit mapping via analysis of the (ab)normal firing
patterns and communication between brain regions, which
in turn allows a deeper understanding of particular brain
disorders. Therefore, by leveraging electrophysiological
techniques, clinicians can enhance the precision,

Fig. 1. Analysing electrophysiological brain data. a Schematic
representation of the implanted electrodes in deeper brain
structures. The squares serve to depict different invasive and
non-invasive electrophysiological techniques. b Electroen-
cephalography (EEG) and electrocorticography (ECoG). EEG
that allows to register the activity of groups of neurons that is
volume conducted to the surface of the head, while ECoG
records activity using electrodes inserted on the subdural space.
c Deep into the brain, stimulation electrodes or microelectrodes
are inserted surgically, allowing to register extracellular and
intracellular activity, respectively; DBS electrodes have a dual
function, stimulation, and recording of deep brain structures.
d Example of analysis of electrophysiological signals in which
extraction of the signal sources from the EEG in the time domain
can be achieved and combined with LFP recordings to evidence

interregional connectivity (e.g., through cross-frequency cou-
pling). e Spectral features over time evidence that during
stimulation, an evoked activity (ERNA) appears between 300 Hz
and 350 Hz (label 1) and its power attenuates while dropping in
frequency until it reaches a steady state centred around 260 Hz
(label 2). Stimulation blocks are denoted by the grey rectangles at
the top of the trace. In addition, during stimulation, there is a
prompt suppression of beta and low gamma power (label 3) and
a modulation of the HFO frequency (label 4) is present before
stimulation. Note that line noise artefacts are visible throughout
the recordings at 50 Hz and its harmonics, along with the
stimulation artefact at 130 Hz and its harmonics, despite being
reduced by notch filters. Movement artefacts, affecting mostly
lower frequencies, are particularly visible in the third stimula-
tion block.
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effectiveness, and long-term outcomes of DBS, ultimately
improving the quality of life for individuals suffering from
neurological and psychiatric conditions.

Transient States of Synchronization and CL-DBS

As mentioned above, CL-DBS represents a tool to
optimize the delivery of stimulation in the temporal
domain and a thorough understanding of the temporal
dynamics of neuronal oscillations is critical for the im-
plementation of this technology [21]. Currently, basal
ganglia beta activity is the best-characterized symptom
biomarker in PD [22–25]. The amplitude of beta activity
is not sustained over time but is characterized by a
fluctuating nature that can arbitrarily be segregated into
transient states of synchronization (i.e., beta bursts
~200 ms duration) [25, 26]. After the withdrawal of
dopaminergic medication in PD (off state), beta bursts
tend to become longer and reach higher amplitude levels.
Length and amplitude of beta bursts are related to the
overall level of motor impairment [25, 27–30]. In addi-
tion, beta bursts may also elicit a more instantaneous
impact on motor performance as their occurrence prior
or during ongoing movements may slow down move-
ment velocity [31–33]. These observations are consistent
with the hypothesis that the increased synchronization
denoted by beta bursts compromises the information
coding capacity in the basal ganglia-cortical networks and
may negatively affect upon motor performance [34].

In summary, the evidence is accruing that such
transient states of synchronization represent clinically
relevant periods for temporally targeted stimulation. In
fact, beta-burst-driven CL-DBS algorithms have already
been successfully piloted [35, 36] and are currently fur-
ther validated in on-going CL-DBS clinical trials
(NCT04547712, NCT05402163). Alternative and prom-
ising CL-DBS algorithms may target slower amplitude
dynamics fluctuating over minutes, which, for instance,
can index the ON-OFF medication transitions known in
PD [20, 37, 38]. Future efforts for the optimization of CL-
DBS may include objective electrophysiological pro-
cessing techniques for feedback signal selection [39, 40],
as well as the combination of multiple feedback signals
[41, 42] in implantable devices to better address the
variety of individual symptoms states.

Notably, beta oscillations have mainly been studied in
the STN. However, beta oscillations occur ubiquitously
throughout the brain including cortical and subcortical
structures [43, 44]. Of particular interest for DBS, the
pallidum expresses beta oscillations, which have been

linked to movement slowness in dystonia [45] and to
drug-induced dopamine depletion [46]. Thus, similar to
subthalamic beta power, pallidal beta oscillations might
be a valuable feedback marker for improving motor
impairment using closed-loop (CL-)DBS. This supports
our initial hypothesis that overlapping neural circuitry
may drive similar motor and non-motor symptomatology
in brain disorders, which may be translated to deploy CL-
DBS across disease indications.

A further alternative fingerprint to be used for CL is
gamma oscillations. Gamma oscillations from both cortical
and subcortical motor regions contralateral to movement
are linked to motor control. Specifically, gamma syn-
chronization is considered as an oscillation that promotes
movement and encodes vigour of motor output [47, 48]; it
is encountered when movement is successfully stopped
[49] and changes according to the alertness levels [50]. For
a detailed overview of gamma activity, please see Wiest,
Torrecillos [51]. Interestingly, a narrowband gamma,
particularly within the range of 60–90 Hz, has been linked
to therapy-induced dyskinesias. These results suggest the
existence of different gamma oscillations. Because nar-
rowband gamma is primarily an induced activity by either
dopaminergic medication or DBS and is minimally affected
by voluntary movements in patients with PD [52, 53], it
represents a promising biomarker for dyskinesia in CL-
DBS. Noteworthy, a thalamic gamma narrowband has been
detected in several neurological disorders including ET,
dystonia, andmyoclonic epilepsy [54, 55], despite not being
related to dopaminergic medication in such diseases.

CL-DBS for Movement Disorders: Opportunities in
Patients with Acutely Externalized Leads

While sensing-enabled implantable DBS systems allow
for the recording of neural signals from chronically im-
planted electrodes during unconstrained activity and in
naturalistic environments, perioperative subcortical sens-
ing with DBS electrodes temporally externalized in a
laboratry environment has been performed for more than
20 years. Despite limitations of the latter, including limited
recording time, a constrained testing environment, po-
tential stun effects, and long hospitalization time for the
patients, working with externalized electrodes still offers
unique advantages for research. Indeed, this setting allows
for a better signal-to-noise ratio, a higher sampling rate,
and the possibility of accurately synchronized recordings of
other signals such as EEG, magnetoencephalography, and
EMG. This approach could thus offer new insights into the
underlying circuit pathophysiology and how cortical and
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subcortical neural oscillations translate into muscle activ-
ities in behaviour. It also offers a unique opportunity to test
new algorithms and hardware, without being limited by
what is feasible with an implantable device.

In PD, gait difficulties, including freezing of gait (FoG),
remain a clinical challenge, with the effect of dopami-
nergic medication and conventional STN DBS often
insufficient and variable. There have been important
research efforts towards better understanding of FoG.
Anil, Hall [56] used an experimental, implanted, sensing
neurostimulator (Activa® PC + S, Medtronic, Inc.) to
measure synchronous STN LFPs, shank angular veloci-
ties, and ground reaction forces in freely moving patients.
They observed that patients with FoG showed greater
sample entropy in the alpha (8–12 Hz) frequency band
during periods of FoG than during walking without FoG.
Later on, Subramanian, Morris [57] reported that pro-
longed beta burst durations in the STN differentiated
patients with freezing from those without freezing, and
these prolonged beta bursts were shortened during DBS
that improved gait. Meanwhile, recording with exter-
nalized leads either during the surgery inside the oper-
ation theatre or during the interval between staged op-
erations also offers new insight on the pathophysiology of
FoG, related to the above-mentioned technical charac-
teristics. For example, Subramanian, Hindle [58] per-
formed intraoperative recordings, and found that in-
creases in multi-unit activities, and beta/theta rhythms in
the STN are associated with freezing onset in PD.

Recording STN LFPs from patients with externalized
electrodes during gait-like tasks has delivered a better
understanding of the role of the STN in normal gait
control [59]. Here, an observation of rhythmic modu-
lation of activities in the beta frequency band in STN LFPs
in tandem with stepping movements increased beta ac-
tivities during the stance phase of the contralateral leg and
reduced beta activities during the active movement phase
of the contralateral leg including propelling, swinging,
and touching down. The STN modulation across the two
hemispheres shows an anti-phase pattern, mirroring the
alternating movements of the two legs in walking. This
alternative modulation pattern captured in the STN LFPs
can be enhanced with an auditory stimulus and increases
the regularity of the stepping movements [60]. In another
study, a similar modulation pattern in the pedunculo-
pontine nucleus, which also has an important role in
locomotion and gait control, was observed [61]. Previous
studies have found that continuous high-frequency
stimulation suppresses the beta activity in the STN
LFPs [14, 62, 63]. A new biomimetic stimulation pattern,
which mimic the modulation pattern observed in normal

walking, has been shown to lead to entrainment in the
stepping movements [64] and is currently being tested in
patients during free walking. To drive adaptive DBS for
gait difficulties forward, continuous efforts are required to
advance the investigation about the activity changes in
the STN during FoG, to better understand its patho-
physiology, as well as identifying biomarkers for the
switching of stimulation protocols that better suit the
pathophysiological and movement status.

A further example comes from essential tremor, in
which patients experience tremors only when they are
performing a voluntary movement or maintaining a
specific posture. Continuous DBS is a very effective
therapy; however, many patients experience the loss of the
DBS effect due to habituation and/or the progression of the
disease [65]. Therefore, the concept of stimulation on
demand for essential tremor developed almost parallel to
DBS itself [66]. In recent years, there has been an increased
research effort on CL-DBS for essential tremor, using
either accelerometer [67], EMG, or electrocortical (elec-
trocorticography) measurements as feedback signals [60,
64, 67–70]. Thalamic LFPs recorded from the same
electrode implanted for stimulation provide further in-
formation about voluntary movements with an average
decoding accuracy of 80% at the false-positive rate of
around 20% [69]. Real-time CL-DBS based on movement
decoding using thalamic LFPs has been tested in patients
with externalized electrodes, and can achieve similar effects
in tremor suppression as conventional DBS, but with only
a fraction of the total energy delivered to the brain [61].
Here, deep learning convolutional neural networks may
further improve decoding accuracy if based on particular
brain states, but the testing of more sophisticated methods
is currently not be feasible in patients with chronically
implanted devices due to technical constraints.

As such, lead externalization offers the opportunity to
test and compare different signal processing and control
algorithms, as well as hardware design for adaptive DBS for
PD [66].We are also taking advantage of the high frequency
of sampling and of the precise synchronization of different
measurements to test the effect of stimulation timing on
motor function and decision-making [8]. This will help us
better understand the mechanisms of DBS in terms of
changes in both behaviour and neural signals. Research in
acutely externalized electrodes will probably provide proof
of concepts and speed up the clinical translation of new
algorithms and protocols for CL neuromodulation.

Besides novel hardware, recent proposals for open-
source platforms for CL-DBS research have been de-
veloped [71]. This will enhance the development of
new algorithmic approaches to decode disease- or
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symptom-specific brain states and to learn CL control
strategies are important building blocks to drive the re-
search on CL-DBS. Providing exchangeable modules for
recording hardware, decoding, user tasks, stimulation
strategies, and stimulation hardware, this experimental
platform comes with extensive monitoring functionality
and will support reproducible research in the field.

Considerations regarding CL-DBS Approaches in
Psychiatric Disorders

Most previous CL-DBS studies have focused on PD
and essential tremor. However, since the general goal of
CL-DBS is to improve efficacy and reduce side effects by
tailoring stimulation to individual patients and changes in
their clinical states, we are convinced that CL stimulation
will have implication beyond these disorders. For in-
stance, any condition, in which electrical stimulation has
demonstrated clinical efficacy, might ultimately benefit
from novel CL approaches.

As mentioned earlier, targeting oscillatory responses in
movement disorders, namely PD, is already making
strides for CL-DBS [16, 72], but similar oscillatory fea-
tures are proving useful for other diseases, such as
Tourette syndrome [73, 74], and both neurologic and
neuropsychiatric diseases often show increased oscilla-
tory hypersynchrony [75–77]. Further, in psychiatric
diseases different networks may need to be targeted for
optimal clinical outcome [78]. This supports our proposal
that translation of oscillation-informed stimulation may
be helpful for psychiatric disorders.

Mental illness is currently understood as a dysfunction
of brain networks [10, 14, 27, 62, 79] and thus, DBS can be
considered to replicate the benefits of, for example,
movement disorders. OCD has been the only accepted
indication for DBS in psychiatry, but its efficacy remains to
be proven against other techniques. Recently, the CE mark
was lost for OCD and at this moment in Europe there
remains no established indication in the psychiatric dis-
orders [80]. Targeted stereotactic lesions can be remark-
ably effective even in refractory cases of depression and
OCD [63, 65]. CL-DBSmay provide an avenue to shift this
balance more towards the neuromodulatory approach.
The challenge for CL-DBS in OCD, depression, as well as
other psychiatric disorders is to identify relevant neural
signatures of mental illness and its fluctuating symptoms
that providemeaningful feedback to stimulator devices [2].
Recent work has made special emphasis in the opportu-
nities for CL-DBS in depression [81]. For some psychiatric
disorders, candidate EEG markers for potential CL-DBS

are currently being studied [70, 71, 82]. Overall, current
approaches offer opportunities for CL-DBS by the aid of
MRI modalities, for example, through personalized brain
mapping and targeting [81], in which diffusion imaging
may be used to identify the fibre tracts underlying the
electrophysiological signals, and deliver a data-driven
decision on the local target to implant the electrodes.

To effectively treat a disorder such as depression with
CL approaches, a system needs to automatically evaluate
a biomarker for the individual’s mood. Clinical evidence
shows that affect can fluctuate within minutes [83] to
days [84] and such fluctuations must be captured by a
reliable assessment or biomarker. In principle, it should
be irrelevant if such fluctuations of affect occur in a
diseased or a physiological brain. Assessment using rating
scales is not adequate to capture quick fluctuations since
they usually apply a time frame of 1 or 2 weeks. At
present, there is no biomarker which unequivocally
corresponds to the individual’s experience of his/her
acute mood state. There are other approaches, which
probe multiple sites of the subcortical networks with
multiple depth electrodes, in order to isolate the ideal hub
region as well as to extract readings of mood and its
fluctuations [85–87] in depressed patients (see Widge
[88] for a recent parallel perspective). However, stereo
EEG is invasive and a potential scalability of such an
approach is likely improvable. Less invasive approaches try
to combine implanted DBS electrode recording with ad-
ditional prefrontal cortical surface electrodes recordings to
assess mood and anxiety in PD patients [89]. The results of
such practices are promising and might point to standard
regions for biomarker detection (beta frequency range) in
the prefrontal region with respect to mood and anxiety.
Additionally, translational research has recently identified
hints for depression readings at a different low gamma
frequency range [90] in the prefrontal cortex of rodents.

If and how such biomarker readings can effectively be
manipulated with DBS is a yet unsolved question and
amongst others dependent on the target region for
stimulation. Multiple target regions are under research
for antidepressant efficacy. Two of the most researched
regions are the subgenual cingulate gyrus [91, 92] and the
superolateral branch of the medial forebrain bundle [59,
93] with dramatically different response dynamics of days
to a few weeks (superolateral branch of the medial
forebrain bundle) to months (subgenual cingulate gyrus).
These dynamics might influence the usability of a certain
target region in a CL setting.

At this moment, there is only one approved system with
CL capacity, which may, in principle, drive DBS. The
NeuroPace responsive neurostimulation (RNS®) system is
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FDA approved in the indication of focal epilepsy [94]
and recently its potential use for depression has been
shown in a proof of principle study [86]. Two further
available systems (Newronika’s Alpha-stim DBS and
Medtronic’s Percept™ PC) are currently undergoing
clinical trials for their safety and efficacy in CL-DBS for
PD (Medtronic’s NCT04547712 and Newronika’s
NCT04681534), but other implantable sensing tech-
nologies exist (e.g., G102RS device – PINS Medical,
China; Picostim™ – Bioinduction®), as well as ongoing
clinical trials evaluating the performance of programming
methods (NCT03037398; CLOVER – Closed Loop Pro-
gramming Evaluation Using External Responses for Deep
Brain Stimulation). Table 1 summarizes available devices
and their differential technical features. However, because
of the previously mentioned reasons (distinct frequency
ranges, cumbersome clinical mood detection, and others),
these systems need to be specifically equipped for CL in
specific indications.

Insights from NF Experiments for CL Systems

Some limitations for implementing DBS-based CL-
based therapies in new patients and patient populations
include the invasive nature of DBS implantation proce-
dure carrying with it all the associated risks and de-
manding long-term follow-up. This highlights the in-
terest in a non-invasive methodology, which can operate
on similar principles to achieve similar success. On the

contrary, a self-adapting system would lower the work-
load of the clinicians by diminishing the need for control
or reprogramming visits.

The application of feedback systems in medicine is
observed in the CL-DBS systems [95]. NF is a CL
methodology that allows for the training of the self-
regulation of brain regions or networks using real-time
feedback of neural signals, as obtained, for example, by
non-invasive functional MRI (fMRI) [81]. Particularly,
using fMRI forNF applications gives access to deeper brain
regions when compared to other brain imaging modalities
such as EEG and functional near-infrared spectroscopy
[27]. In real-time fMRI (rt-fMRI) NF training, participants
receive a measure of their brain activity or connectivity
from pre-defined region(s) and use this information to
regulate the selected region(s) using cognitive strategies.
This enables participants to develop personal strategies
that are most effective in self-regulation, thereby providing
an individually tailored intervention [27]. NF is a highly
sustainable form of non-invasive neuromodulation, which,
once learned, can be applied by patients whenever needed
to overcome disease symptomatology.

To explore applications where NF can supplement
DBS (e.g., at earlier stages of disease, or for patients who
would not fulfil criteria for DBS, or in conditions for
which efficacy of DBS has not yet been established), PD
can serve as a good starting point. One of the most
common brain regions targeted for training is the sup-
plementary motor area (SMA), which is relevant for
motor initiation and has been implicated both in the

Table 1. Available devices and software suitable for CL-DBS

Device Manufacturer Key features

Newronika AlphaDBS and FilterDBS Newronika Rechargeable pulse generator with sensing technology to record
noise-free LFPs while electrical stimulation is delivered

Medtronic AdaptiveStim (Activa
PerceptTM PC + S)

Medtronic Neurostimulator with sensing electrode, widely available

CLOVER-DBS – sensor-based
optimization for Boston Scientific
Vercise

Boston
Scientific

Semi-automatic, CL iterative computer algorithm facilitating the
initial programming of DBS settings for PD patients

SceneRay harmony DBS+ SceneRay Adaptive stimulation technology, primarily for Parkinson’s
G102RS device PINS Medical Dual channel rechargeable implantable pulse generator with

sensing technology
PicostimTM Bioinduction® Skull-mountable DBS device; LFP recordings during and post-

implantation, with real-time display of the frequency components of
the signal

*Abbott Infinity DBS+ Abbott Directional leads, rechargeable neurostimulator
NeuroPace RNS® Systema NeuroPace Approved treatment for adults with drug-resistant focal epilepsy.

Recognizes and responds to patient-specific iEEG patterns

*Suitable hardware for CL-DBS but not yet available. aCL device already approved, despite not for DBS.
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pathophysiology of PD and in possible compensatory
processes [56]. Proof of concept of fMRI-NF targeting the
SMA has been demonstrated in PD [57, 58], but the target
selection has so far been rather generic, such as average
activation level of the SMA, and the clinical effects have
been limited (and not significantly superior to an active
control intervention).

Deep areas of the brain can also be reached by fMRI-
NF and, thus, the basal ganglia areas associated with the
motor network that is primarily affected in PD are tar-
geted. This opens up opportunities to train upregulation
of specific parts of the basal ganglia in PD and potentially
even mimic some of the effects of DBS (Fig. 2), which
have been investigated in a number of studies with
concomitant fMRI [68]. Exploring such a transfer of

concepts and targets from DBS to fMRI-NF is the topic of
the ongoing work of the Neuripides Consortium (https://
neuripides.eu/).

Current Challenges of CL-DBS

There are various challenges that need to be addressed
for implementing CL-DBS not only in well-controlled
research environments but in real-life clinical settings.
First, the optimal feedback biomarkers need to be stable
over time and detectable in the target patients. For ex-
ample, STN beta power can be recorded years after the
DBS operation and is present in a majority of, albeit not
all, PD patients [72, 96, 97]. This problem is less clear for

Fig. 2. rt-fMRI-based CL NF. a The participant lies in the
scanner and views their own brain activity as feedback to apply
cognitive strategies and achieve a predefined regulation goal.
b The brain activity is measured and acquired in real time by
the MRI scanner. c MRI data are sent to a software package

where the signal is processed and converted in real time. The
processed signal is then displayed on a screen in a form easily
understood by the participant (feedback image created using
Unreal Engine 4 [Epic Games, Inc., Cary, NC, USA]-based
application).
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other proposed feedback markers. A second challenge
imposed by CL-DBS is that the system needs to learn a
control strategy to adaptively deliver stimulation de-
pending on the ongoing brain signal recordings. Due to
the large number of potential states that are reflected in
electrophysiological recordings, learning an optimal
strategy for an individual may require a large number of
interactions with a particular patient, i.e., probing the
effect of small variations of the stimulation parameters.
To reduce this time to a minimum, the pre-training of
control algorithms in simulated CL environments could
represent a practical option [82, 98].

Furthermore, if electrophysiological feedback markers
are applied, CL system can be affected by stimulation
artefacts (e.g., Herz, Little [99]) or other sources of
electrical activity such as electrocardiography activity in
subclavicular implants [100] requiring appropriate online
artefact correction procedures.

As previously highlighted, it is very likely that single
electrophysiological markers is not sufficient to achieve
optimal outcomes fromCL-DBS. Thus, CL-DBSmay need a
combination of electrophysiology/brain activity markers
with brain integrity (locally and at the network level), clinical
and medication status, and patient’s ecological momentary
assessments. This end up into a real-time adjustability
problem. Further, DBS effects are not only determined by
stimulation amplitude, but optimizing clinical effects can
require simultaneous adjustments of contact selection,
stimulation frequency, and pulse width. For optimizations in
such high-dimensional spaces, more complex machine
learning algorithms might be required rather than a single
feedback marker [21, 41]. Finally, despite some studies exist
on patient-specific, electrophysiology-informed CL-DBS,
and clinical trials are undergoing, CL-DBS can be considered
on their earliest stages. Such studies are opening new insights
into the biology of brain diseases but also demonstrate the
scalability challenges for CL-DBS to highly heterogeneous
disease populations.

MRI Applications Relevant for CL-DBS

Additionally to the methods already mentioned, fur-
ther opportunities for CL-DBS are offered by structural
and fMRI, which are widely used to characterize tissue
properties non-invasively in humans. For example,
magnetic field strengths of 1.5 and 3 Tesla currently
provide means for clinicians and surgeons for the pre-
operative detailed characterization of patients and sur-
gery planning for DBS implantation. The standard
workup can include 3D-T1 magnetization-prepared

rapid acquisition gradient-echo, fluid-attenuated inver-
sion recovery/T2, susceptibility-weighted imaging, dif-
fusion images, and gadolinium-enhanced MRI as part of
the perioperative protocol.

In addition to their utility for current clinical practice,
MRI techniques can provide important information about
local and global brain properties, herby supplementing
clinical routine tests such as neuropsychological assess-
ment or functional impairment evaluation that are not
designed to detect such events [101]. Recent evidence
exists that the atrophy in the central brain areas accurately
predicts the post-operative clinical outcome in PD patients
undergoing STN DBS [102, 103]. Similarly, the connec-
tivity of the brain networks (e.g., through graph theory or
diffusion imaging) can unmask motifs of the brain that are
strongly correlated with clinical outcomes following DBS
[102, 104] or guide parametrization of the stimulation
[105]. Further, and bearing in mind automatic DBS
programming, information from morphometric or net-
work properties can be fed into a single-subject charac-
terization of the brain integrity or the brain pathological
state, which may be considered for the initiation and
adaptation of CL stimulation parameters. Here, we envi-
sion a vast opportunity formachine learning approaches to
include structural and functional information for the
adaptation of stimulation paradigms. As a recent example,
it has been reported that besides electrophysiological (e.g.,
LFPs) measurements providing a neural signal for clini-
cally effective CL-DBS, MRI markers, particularly those
informing about the preoperative degree of structural and
functional damage within the targeted network, can
provide an early and objective signal of the disease status as
well as the time needed to achieve the aimed DBS out-
comes in depression patients [106].

Overall, MRI can be used as means (1) to provide a
basis on the tissue integrity status during planning DBS
targeting; (2) to provide information on the initial pa-
rameter setting and programming according to the
properties of targeted network; (3) to facilitate data-
driven, individualized, and optimized localization of
the spot to perform sensing; (4) to allow longitudinal
monitoring of disease-related pathological progression
that interferes with DBS functioning.

Conclusions

Despite current advances in DBS technology, further
research is needed to succeed in the development and
application of CL-DBS. Such evaluation should utilize the
temporal dynamics of imaging and electrophysiological
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biomarker signals, as well as their evoked and induced
responses to DBS and the relevant clinical state of the
patients, including their monitoring with peripheral de-
vices. Importantly, patient’s ecological momentary as-
sessments should be considered for the development of CL-
DBS applications. This integrative information may pro-
vide a window for increasing DBS efficacy and be further
developed into CL applications that translate into clinical
settings. Moreover, studies involving larger sample sizes or
chronic recordings would allow translating the current
understanding of motor-system-related electrophysiology
CL-DBS mechanisms for different brain conditions and
lastly may help to deliver individualized therapy to patients
with neurological and neuropsychiatric diseases.

Acknowledgments

This work constitutes the consensus of the 1st international
EuroDBS alliance meeting in Mainz, Germany, in June 2022
(EuroDBS.org). We thank Kathleen Claussen for proof reading the
manuscript.

Conflict of Interest Statement

Maria Fiorella Contarino is a member of the Advisory Board (all
fees to institution) of Abbvie and Inbrain, has consultancies (all fees to
institution) withMedtronic (independent consultant for research and
educational issues) and Inbrain (independent consultant for re-
search), and has received speaking fees from Abbvie (fees to insti-
tution), ECMT (CME activity), and Boston Scientific (fees to insti-
tution). The rest of the authors have no conflicts of interest to declare.

Funding Sources

This study was supported by the German Research Foundation
(DFG; Priority Programme SPP2177; grants GR 4590/3-1 and GO
3493/1-1) and by a research grant from Abbott to Sergiu Groppa.
Neither source had a role in the preparation, review, or approval of
the manuscript nor did they have any decision in the submission of
the manuscript for publication or influence on the content of
this work.

Author Contributions

Authors Gabriel Gonzalez-Escamilla, Sergiu Groppa, Gerd
Tinkhauser, Halim Ibrahim Baqapuri, David E.J. Linden, Huiling
Tan, and Volker Arnd Coenen were responsible for conceptual-
ization, literature search, investigation, data curation,
writing – original draft, writing – review and editing, visualization,
and made agreement to be accountable for all aspects of the work
in ensuring that questions related to the accuracy or integrity of
any part of the work are appropriately investigated and resolved.
Authors Bastian Sajonz, Damian M. Herz, Christoph Wiest, Joana
Pereira, Matthias R. Dold, Manuel Bange, Dumitru Ciolac, Viviane
Almeida, Neuber John, Daniela Mirzac, Juan Francisco Martín-
Rodríguez, Christian Dresel, Muthuraman, Astrid Daniela
Adarmes Gomez, Marta Navas, Gizem Temiz, Aysegul Gunduz,
Lilia Rotaru, Yaroslav Winter, Rick Schuurman, Maria Fiorella
Contarino, Martin Glaser, Michael Tangermann, Albert F.G.
Leentjens, Pablo Mir, Cristina Virginia Torres Diaz, and Carine
Karachi were responsible for writing – review and editing, made
the final approval of the version to be published, and made
agreement to be accountable for all aspects of the work in ensuring
that questions related to the accuracy or integrity of any part of the
work are appropriately investigated and resolved. Authors Gabriel
Gonzalez-Escamilla, Sergiu Groppa, and Volker Arnd Coenen
were responsible for supervision and project administration.

References

1 Frey J, Cagle J, Johnson KA, Wong JK,
Hilliard JD, Butson CR, et al. Past, present,
and future of deep brain stimulation:
hardware, software, imaging, physiology
and novel approaches. Front Neurol. 2022;
13:825178.

2 Gilbert Z, Mason X, Sebastian R, Tang AM,
Martin Del Campo-Vera R, Chen KH, et al.
A review of neurophysiological effects and
efficiency of waveform parameters in deep
brain stimulation. Clin Neurophysiol. 2023;
152:93–111.

3 Bronstein JM, Tagliati M, Alterman RL,
Lozano AM, Volkmann J, Stefani A, et al.
Deep brain stimulation for Parkinson dis-
ease: an expert consensus and review of key
issues. Arch Neurol. 2011;68(2):165.

4 Frankemolle AMM, Wu J, Noecker AM,
Voelcker-Rehage C, Ho JC, Vitek JL, et al.
Reversing cognitive-motor impairments in
Parkinson’s disease patients using a com-

putational modelling approach to deep
brain stimulation programming. Brain.
2010;133(Pt 3):746–61.

5 Moro E, Piboolnurak P, Arenovich T, Hung
SW, Poon YY, Lozano AM. Pallidal stim-
ulation in cervical dystonia: clinical impli-
cations of acute changes in stimulation
parameters. Eur J Neurol. 2009;16(4):
506–12.

6 Moro E, Poon YY, Lozano AM, Saint-Cyr
JA, Lang AE. Subthalamic nucleus stimu-
lation: improvements in outcome with re-
programming. Arch Neurol. 2006;63(9):
1266–72.

7 Krauss JK, Lipsman N, Aziz T, Boutet A,
Brown P, Chang JW, et al. Technology of
deep brain stimulation: current status and
future directions. Nat Rev Neurol. 2021;
17(2):75–87.

8 Habets J, Heijmans M, Herff C, Simons C,
Leentjens AF, Temel Y, et al. Mobile health

daily life monitoring for Parkinson disease:
development and validation of ecological
momentary assessments. JMIR Mhealth
Uhealth. 2020;8(5):e15628.

9 Fleming JE, Orlowski J, Lowery MM,
Chaillet A. Self-tuning deep brain stimula-
tion controller for suppression of beta os-
cillations: analytical derivation and nu-
merical validation. Front Neurosci. 2020;
14:639.

10 Castaño-Candamil S, Piroth T, Reinacher P,
Sajonz B, Coenen VA, Tangermann M.
Identifying controllable cortical neural
markers with machine learning for adaptive
deep brain stimulation in Parkinson’s dis-
ease. Neuroimage Clin. 2020;28:102376.

11 Bastos AM, Vezoli J, Bosman CA, Schoffelen
JM, Oostenveld R, Dowdall JR, et al. Visual
areas exert feedforward and feedback in-
fluences through distinct frequency chan-
nels. Neuron. 2015;85(2):390–401.

12 Stereotact Funct Neurosurg
DOI: 10.1159/000535114

Groppa, Gonzalez-Escamilla, et al.

D
ow

nloaded from
 http://karger.com

/sfn/article-pdf/doi/10.1159/000535114/4060401/000535114.pdf by U
niversitätsbibliothek Bern user on 13 D

ecem
ber 2023

https://doi.org/10.3389/fneur.2022.825178
https://doi.org/10.1016/j.clinph.2023.04.007
https://doi.org/10.1001/archneurol.2010.260
https://doi.org/10.1093/brain/awp315
https://doi.org/10.1111/j.1468-1331.2008.02520.x
https://doi.org/10.1001/archneur.63.9.1266
https://doi.org/10.1038/s41582-020-00426-z
https://doi.org/10.2196/15628
https://doi.org/10.2196/15628
https://doi.org/10.3389/fnins.2020.00639
https://doi.org/10.1016/j.nicl.2020.102376
https://doi.org/10.1016/j.neuron.2014.12.018
https://doi.org/10.1159/000535114


12 Muthuraman M, Bange M, Koirala N,
Ciolac D, Pintea B, Glaser M, et al. Cross-
frequency coupling between gamma oscil-
lations and deep brain stimulation fre-
quency in Parkinson’s disease. Brain. 2020;
143(11):3393–407.

13 Gilron R, Little S, Perrone R, Wilt R, de
Hemptinne C, Yaroshinsky MS, et al.
Long-term wireless streaming of neural
recordings for circuit discovery and
adaptive stimulation in individuals with
Parkinson’s disease. Nat Biotechnol. 2021;
39(9):1078–85.

14 Wiest C, Tinkhauser G, Pogosyan A, Bange
M, Muthuraman M, Groppa S, et al. Local
field potential activity dynamics in response
to deep brain stimulation of the subthalamic
nucleus in Parkinson’s disease. Neurobiol
Dis. 2020;143:105019.

15 Herz DM, Bange M, Gonzalez-Escamilla G,
AuerM, Ashkan K, Fischer P, et al. Dynamic
control of decision and movement speed in
the human basal ganglia. Nat Commun.
2022;13(1):7530.

16 Radcliffe EM, Baumgartner AJ, Kern DS, Al
Borno M, Ojemann S, Kramer DR, et al.
Oscillatory beta dynamics inform
biomarker-driven treatment optimization
for Parkinson’s disease. J Neurophysiol.
2023;129(6):1492–504.

17 Beudel M, Brown P. Adaptive deep brain
stimulation in Parkinson’s disease. Parkin-
sonism Relat Disord. 2016;22(Suppl 1):
S123–6.

18 Little S, Beudel M, Zrinzo L, Foltynie T,
Limousin P, Hariz M, et al. Bilateral adap-
tive deep brain stimulation is effective in
Parkinson’s disease. J Neurol Neurosurg
Psychiatry. 2016;87(7):717–21.

19 Pina-Fuentes D, Little S, Oterdoom M, Neal
S, Pogosyan A, Tijssen MAJ, et al. Adaptive
DBS in a Parkinson’s patient with chroni-
cally implanted DBS: a proof of principle.
Mov Disord. 2017;32(8):1253–4.

20 Rosa M, Arlotti M, Marceglia S, Cogi-
amanian F, Ardolino G, Fonzo AD, et al.
Adaptive deep brain stimulation controls
levodopa-induced side effects in Parkinso-
nian patients. Mov Disord. 2017;32(4):
628–9.

21 Tinkhauser G, Moraud EM. Controlling
clinical states governed by different tem-
poral dynamics with closed-loop deep brain
stimulation: a principled framework. Front
Neurosci. 2021;15:734186.

22 Brown P, Oliviero A, Mazzone P, Insola A,
Tonali P, Di Lazzaro V. Dopamine depen-
dency of oscillations between subthalamic
nucleus and pallidum in Parkinson’s dis-
ease. J Neurosci. 2001;21(3):1033–8.

23 Hammond C, Bergman H, Brown P.
Pathological synchronization in Parkinson’s
disease: networks, models and treatments.
Trends Neurosci. 2007;30(7):357–64.

24 Kühn AA, Kupsch A, Schneider GH, Brown
P. Reduction in subthalamic 8-35 Hz os-
cillatory activity correlates with clinical

improvement in Parkinson’s disease. Eur
J Neurosci. 2006;23(7):1956–60.

25 Tinkhauser G, Pogosyan A, Tan H, Herz
DM, Kühn AA, Brown P. Beta burst dy-
namics in Parkinson’s disease OFF and ON
dopaminergic medication. Brain. 2017;
140(11):2968–81.

26 Feingold J, Gibson DJ, DePasquale B,
Graybiel AM. Bursts of beta oscillation
differentiate postperformance activity in the
striatum and motor cortex of monkeys
performing movement tasks. Proc Natl
Acad Sci U S A. 2015;112(44):13687–92.

27 Linden DE. Neurofeedback and networks of
depression. Dialogues Clin Neurosci. 2014;
16(1):103–12.

28 Duchet B, Ghezzi F, Weerasinghe G,
Tinkhauser G, Kühn AA, Brown P, et al.
Average beta burst duration profiles provide
a signature of dynamical changes between
the ON and OFF medication states in
Parkinson’s disease. PLoS Comput Biol.
2021;17(7):e1009116.

29 Tinkhauser G, Pogosyan A, Little S, Beudel
M, Herz DM, Tan H, et al. The modulatory
effect of adaptive deep brain stimulation on
beta bursts in Parkinson’s disease. Brain.
2017;140(4):1053–67.

30 Tinkhauser G, Torrecillos F, Duclos Y, Tan
H, Pogosyan A, Fischer P, et al. Beta burst
coupling across the motor circuit in Par-
kinson’s disease. Neurobiol Dis. 2018;117:
217–25.

31 Lofredi R, Tan H, Neumann WJ, Yeh CH,
Schneider GH, Kühn AA, et al. Beta bursts
during continuous movements accompany
the velocity decrement in Parkinson’s dis-
ease patients. Neurobiol Dis. 2019;127:
462–71.

32 Tinkhauser G, Torrecillos F, Pogosyan A,
Mostofi A, Bange M, Fischer P, et al. The
cumulative effect of transient synchrony
states on motor performance in Parkinson’s
disease. J Neurosci. 2020;40(7):1571–80.

33 Torrecillos F, Tinkhauser G, Fischer P,
Green AL, Aziz TZ, Foltynie T, et al.
Modulation of beta bursts in the sub-
thalamic nucleus predicts motor perfor-
mance. J Neurosci. 2018;38(41):8905–17.

34 Brittain JS, Brown P. Oscillations and the
basal ganglia: motor control and beyond.
Neuroimage. 2014;85 Pt 2(Pt 2):637–47.

35 Little S, Pogosyan A, Neal S, Zavala B,
Zrinzo L, Hariz M, et al. Adaptive deep brain
stimulation in advanced Parkinson disease.
Ann Neurol. 2013;74(3):449–57.

36 Velisar A, Syrkin-Nikolau J, Blumenfeld
Z, Trager MH, Afzal MF, Prabhakar V,
et al. Dual threshold neural closed loop
deep brain stimulation in Parkinson dis-
ease patients. Brain Stimul. 2019;12(4):
868–76.

37 Arlotti M, Marceglia S, Foffani G, Volk-
mann J, Lozano AM, Moro E, et al. Eight-
hours adaptive deep brain stimulation in
patients with Parkinson disease. Neurology.
2018;90(11):e971–e976.

38 Bocci T, Prenassi M, Arlotti M, Cogi-
amanian FM, Borellini L, Moro E, et al.
Eight-hours conventional versus adaptive
deep brain stimulation of the subthalamic
nucleus in Parkinson’s disease.
NPJ Parkinsons Dis. 2021;7(1):88.

39 Baker AP, Brookes MJ, Rezek IA, Smith SM,
Behrens T, Probert Smith PJ, et al. Fast
transient networks in spontaneous human
brain activity. Elife. 2014;3:e01867.

40 Khawaldeh S, Tinkhauser G, Torrecillos F,
He S, Foltynie T, Limousin P, et al. Balance
between competing spectral states in sub-
thalamic nucleus is linked to motor im-
pairment in Parkinson’s disease. Brain.
2022;145(1):237–50.

41 Merk T, Peterson V, Köhler R, Haufe S,
Richardson RM, Neumann WJ. Machine
learning based brain signal decoding for
intelligent adaptive deep brain stimulation.
Exp Neurol. 2022;351:113993.

42 Shah A, Nguyen TAK, Peterman K, Kha-
waldeh S, Debove I, Shah SA, et al. Com-
bining multimodal biomarkers to guide
deep brain stimulation programming in
Parkinson disease. Neuromodulation. 2023;
26(2):320–32.

43 Aron AR, Herz DM, Brown P, Forstmann
BU, Zaghloul K. Frontosubthalamic circuits
for control of action and cognition.
J Neurosci. 2016;36(45):11489–95.

44 Schmidt R, Herrojo Ruiz M, Kilavik BE,
Lundqvist M, Starr PA, Aron AR. Beta oscil-
lations in working memory, executive control
of movement and thought, and sensorimotor
function. J Neurosci. 2019;39(42):8231–8.

45 Lofredi R, Scheller U, Mindermann A,
Feldmann LK, Krauss JK, Saryyeva A, et al.
Pallidal beta activity is linked to stimulation-
induced slowness in dystonia. Mov Disord.
2023;38(5):894–9.

46 Kühn AA, Brücke C, Schneider GH, Trot-
tenberg T, Kivi A, Kupsch A, et al. Increased
beta activity in dystonia patients after drug-
induced dopamine deficiency. Exp Neurol.
2008;214(1):140–3.

47 Anzak A, Tan H, Pogosyan A, Foltynie T,
Limousin P, Zrinzo L, et al. Subthalamic
nucleus activity optimizes maximal effort
motor responses in Parkinson’s disease.
Brain. 2012;135(Pt 9):2766–78.

48 Fischer P, Lipski WJ, Neumann WJ, Turner
RS, Fries P, Brown P, et al. Movement-
related coupling of human subthalamic
nucleus spikes to cortical gamma. Elife.
2020;9:e51956.

49 Fischer P, Pogosyan A, Herz DM, Cheeran
B, Green AL, Fitzgerald J, et al. Subthalamic
nucleus gamma activity increases not only
during movement but also during move-
ment inhibition. Elife. 2017;6:e23947.

50 Brücke C, Bock A, Huebl J, Krauss JK,
Schönecker T, Schneider GH, et al. Tha-
lamic gamma oscillations correlate with
reaction time in a Go/noGo task in patients
with essential tremor. Neuroimage. 2013;75:
36–45.

Closed-Loop Deep Brain Stimulation
Perspectives in Neuropsychiatry

Stereotact Funct Neurosurg
DOI: 10.1159/000535114

13

D
ow

nloaded from
 http://karger.com

/sfn/article-pdf/doi/10.1159/000535114/4060401/000535114.pdf by U
niversitätsbibliothek Bern user on 13 D

ecem
ber 2023

https://doi.org/10.1093/brain/awaa297
https://doi.org/10.1038/s41587-021-00897-5
https://doi.org/10.1016/j.nbd.2020.105019
https://doi.org/10.1016/j.nbd.2020.105019
https://doi.org/10.1038/s41467-022-35121-8
https://doi.org/10.1152/jn.00055.2023
https://doi.org/10.1016/j.parkreldis.2015.09.028
https://doi.org/10.1016/j.parkreldis.2015.09.028
https://doi.org/10.1136/jnnp-2015-310972
https://doi.org/10.1136/jnnp-2015-310972
https://doi.org/10.1002/mds.26959
https://doi.org/10.1002/mds.26953
https://doi.org/10.3389/fnins.2021.734186
https://doi.org/10.3389/fnins.2021.734186
https://doi.org/10.1523/JNEUROSCI.21-03-01033.2001
https://doi.org/10.1016/j.tins.2007.05.004
https://doi.org/10.1111/j.1460-9568.2006.04717.x
https://doi.org/10.1111/j.1460-9568.2006.04717.x
https://doi.org/10.1093/brain/awx252
https://doi.org/10.1073/pnas.1517629112
https://doi.org/10.1073/pnas.1517629112
https://doi.org/10.31887/DCNS.2014.16.1/dlinden
https://doi.org/10.1371/journal.pcbi.1009116
https://doi.org/10.1093/brain/awx010
https://doi.org/10.1016/j.nbd.2018.06.007
https://doi.org/10.1016/j.nbd.2019.03.013
https://doi.org/10.1523/JNEUROSCI.1975-19.2019
https://doi.org/10.1523/JNEUROSCI.1314-18.2018
https://doi.org/10.1016/j.neuroimage.2013.05.084
https://doi.org/10.1002/ana.23951
https://doi.org/10.1016/j.brs.2019.02.020
https://doi.org/10.1212/WNL.0000000000005121
https://doi.org/10.1038/s41531-021-00229-z
https://doi.org/10.7554/eLife.01867
https://doi.org/10.1093/brain/awab264
https://doi.org/10.1016/j.expneurol.2022.113993
https://doi.org/10.1016/j.neurom.2022.01.017
https://doi.org/10.1523/JNEUROSCI.2348-16.2016
https://doi.org/10.1523/JNEUROSCI.1163-19.2019
https://doi.org/10.1002/mds.29347
https://doi.org/10.1016/j.expneurol.2008.07.023
https://doi.org/10.1093/brain/aws183
https://doi.org/10.7554/eLife.51956
https://doi.org/10.7554/eLife.23947
https://doi.org/10.1016/j.neuroimage.2013.02.038
https://doi.org/10.1159/000535114


51 Wiest C, Torrecillos F, Tinkhauser G, Po-
gosyan A, Morgante F, Pereira EA, et al.
Finely-tuned gamma oscillations: spectral
characteristics and links to dyskinesia. Exp
Neurol. 2022;351:113999.

52 Swann NC, de Hemptinne C, Miocinovic S,
Qasim S, Wang SS, Ziman N, et al. Gamma
oscillations in the hyperkinetic state de-
tected with chronic human brain recordings
in Parkinson’s disease. J Neurosci. 2016;
36(24):6445–58.

53 Wiest C, Tinkhauser G, Pogosyan A, He S,
Baig F, Morgante F, et al. Subthalamic
deep brain stimulation induces finely-
tuned gamma oscillations in the absence
of levodopa. Neurobiol Dis. 2021;152:
105287.

54 Jenkinson N, Kühn AA, Brown P. γ oscil-
lations in the human basal ganglia. Exp
Neurol. 2013;245:72–6.

55 Wiest C, Morgante F, Torrecillos F, Po-
gosyan A, He S, Baig F, et al. Subthalamic
nucleus stimulation-induced local field po-
tential changes in dystonia. Mov Disord.
2023;38(3):423–34.

56 Anil K, Hall SD, Demain S, Freeman JA,
Ganis G, Marsden J. A systematic review of
neurofeedback for the management of
motor symptoms in Parkinson’s disease.
Brain Sci. 2021;11(10):1292.

57 Subramanian L, Morris MB, Brosnan M,
Turner DL, Morris HR, Linden DE. Func-
tional magnetic resonance imaging
neurofeedback-guided motor imagery
training and motor training for Parkinson’s
disease: randomized trial. Front Behav
Neurosci. 2016;10:111.

58 Subramanian L, Hindle JV, Johnston S,
Roberts MV, Husain M, Goebel R, et al.
Real-time functional magnetic resonance
imaging neurofeedback for treatment of
Parkinson’s disease. J Neurosci. 2011;
31(45):16309–17.

59 Coenen VA, Bewernick BH, Kayser S, Kilian
H, Boström J, Greschus S, et al. Supero-
lateral medial forebrain bundle deep brain
stimulation in major depression: a gateway
trial. Neuropsychopharmacology. 2019;
44(7):1224–32.

60 Fischer P, Chen CC, Chang YJ, Yeh CH,
Pogosyan A, Herz DM, et al. Alternating
modulation of subthalamic nucleus beta
oscillations during stepping. J Neurosci.
2018;38(22):5111–21.

61 He S, Baig F, Mostofi A, Pogosyan A, De-
barros J, Green AL, et al. Closed-loop deep
brain stimulation for essential tremor based
on thalamic local field potentials. Mov
Disord. 2021;36(4):863–73.

62 Kühn AA, Kempf F, Brücke C, Gaynor
Doyle L, Martinez-Torres I, Pogosyan A,
et al. High-frequency stimulation of the
subthalamic nucleus suppresses oscillatory
beta activity in patients with Parkinson’s
disease in parallel with improvement in
motor performance. J Neurosci. 2008;
28(24):6165–73.

63 Whitmer D, de Solages C, Hill B, Yu H,
Henderson JM, Bronte-Stewart H. High
frequency deep brain stimulation attenuates
subthalamic and cortical rhythms in Par-
kinson’s disease. Front HumNeurosci. 2012;
6:155.

64 Fischer P, He S, de Roquemaurel A, Akram
H, Foltynie T, Limousin P, et al. Entraining
stepping movements of Parkinson’s patients
to alternating subthalamic nucleus deep
brain stimulation. J Neurosci. 2020;40(46):
8964–72.

65 Barbe MT, Liebhart L, Runge M, Pauls KA,
Wojtecki L, Schnitzler A, et al. Deep brain
stimulation in the nucleus ventralis inter-
medius in patients with essential tremor:
habituation of tremor suppression. J Neurol.
2011;258(3):434–9.

66 Brice J, McLellan L. Suppression of inten-
tion tremor by contingent deep-brain
stimulation. Lancet. 1980;1(8180):1221–2.

67 Elias GJB, Germann J, Boutet A, Loh A, Li B,
Pancholi A, et al. 3T MRI of rapid brain
activity changes driven by subcallosal cin-
gulate deep brain stimulation. Brain. 2022;
145(6):2214–26.

68 Elias GJB, Loh A, Gwun D, Pancholi A,
Boutet A, Neudorfer C, et al. Deep brain
stimulation of the brainstem. Brain. 2021;
144(3):712–23.

69 Tan H, Debarros J, He S, Pogosyan A, Aziz
TZ, Huang Y, et al. Decoding voluntary
movements and postural tremor based on
thalamic LFPs as a basis for closed-loop
stimulation for essential tremor. Brain
Stimul. 2019;12(4):858–67.

70 Castaño-Candamil S, Ferleger BI, Haddock
A, Cooper SS, Herron J, Ko A, et al. A pilot
study on data-driven adaptive deep brain
stimulation in chronically implanted es-
sential tremor patients. Front Hum Neu-
rosci. 2020;14:541625.

71 Dold M, Pereira J, Janssen M, Tangermann
M. Project dareplane for closed-loop deep
brain stimulation. Brain stimulation: basic,
translational, and clinical research in neu-
romodulation. Brain Stimul. 2023;16(1):
319–20.

72 Meidahl AC, Tinkhauser G, Herz DM,
Cagnan H, Debarros J, Brown P. Adaptive
deep brain stimulation for movement dis-
orders: the long road to clinical therapy.
Mov Disord. 2017;32(6):810–9.

73 Cagle JN, Okun MS, Cernera S, Eisinger RS,
Opri E, Bowers D, et al. Embedded human
closed-loop deep brain stimulation for
tourette syndrome: a nonrandomized con-
trolled trial. JAMA Neurol. 2022;79(10):
1064–8.

74 Molina R, Okun MS, Shute JB, Opri E, Rossi
PJ, Martinez-Ramirez D, et al. Report of a
patient undergoing chronic responsive deep
brain stimulation for Tourette syndrome:
proof of concept. J Neurosurg. 2018;129(2):
308–14.

75 Basar E, Schmiedt-Fehr C, Mathes B, Femir
B, Emek-Savas DD, Tülay E, et al. What

does the broken brain say to the neurosci-
entist? Oscillations and connectivity in
schizophrenia, Alzheimer’s disease, and
bipolar disorder. Int J Psychophysiol. 2016;
103:135–48.

76 Mathalon DH, Sohal VS. Neural oscillations
and synchrony in brain dysfunction and
neuropsychiatric disorders: it’s about time.
JAMA Psychiatry. 2015;72(8):840–4.

77 Vinogradov S, Herman A. Psychiatric
illnesses as oscillatory connectomopathies.
Neuropsychopharmacology. 2016;41(1):
387–8.

78 Olsen ST, Basu I, Bilge MT, Kanabar A,
Boggess MJ, Rockhill AP, et al. Case report
of dual-site neurostimulation and chronic
recording of cortico-striatal circuitry in a
patient with treatment refractory obsessive
compulsive disorder. Front Hum Neurosci.
2020;14:569973.

79 Li N, Baldermann JC, Kibleur A, Treu S,
Akram H, Elias GJB, et al. A unified con-
nectomic target for deep brain stimulation
in obsessive-compulsive disorder. Nat
Commun. 2020;11(1):3364.

80 Visser-Vandewalle V, Andrade P, Mosley
PE, Greenberg BD, Schuurman R,
McLaughlin NC, et al. Deep brain stimu-
lation for obsessive-compulsive disorder: a
crisis of access. Nat Med. 2022;28(8):
1529–32.

81 Sitaram R, Ros T, Stoeckel L, Haller S,
Scharnowski F, Lewis-Peacock J, et al.
Closed-loop brain training: the science of
neurofeedback. Nat Rev Neurosci. 2017;
18(2):86–100.

82 Castano-Candamil S, Vaihinger M, Tan-
germann M. A simulated environment for
early development stages of reinforcement
learning algorithms for closed-loop deep
brain stimulation. Annu Int Conf IEEE Eng
Med Biol Soc. 2019;2019:2900–4.

83 Bejjani BP, Damier P, Arnulf I, Thivard L,
Bonnet AM, Dormont D, et al. Transient
acute depression induced by high-frequency
deep-brain stimulation. N Engl J Med. 1999;
340(19):1476–80.

84 Schlaepfer TE, Bewernick BH, Kayser S,
Mädler B, Coenen VA. Rapid effects of deep
brain stimulation for treatment-resistant
major depression. Biol Psychiatry. 2013;
73(12):1204–12.

85 Allawala A, Bijanki KR, Goodman W, Cohn
JF, Viswanathan A, Yoshor D, et al. A novel
framework for network-targeted neuropsy-
chiatric deep brain stimulation. Neurosur-
gery. 2021;89(2):E116–21.

86 Scangos KW, Khambhati AN, Daly PM,
Makhoul GS, Sugrue LP, Zamanian H, et al.
Closed-loop neuromodulation in an indi-
vidual with treatment-resistant depression.
Nat Med. 2021;27(10):1696–700.

87 Scangos KW, Makhoul GS, Sugrue LP,
Chang EF, Krystal AD. State-dependent
responses to intracranial brain stimulation
in a patient with depression. Nat Med. 2021;
27(2):229–31.

14 Stereotact Funct Neurosurg
DOI: 10.1159/000535114

Groppa, Gonzalez-Escamilla, et al.

D
ow

nloaded from
 http://karger.com

/sfn/article-pdf/doi/10.1159/000535114/4060401/000535114.pdf by U
niversitätsbibliothek Bern user on 13 D

ecem
ber 2023

https://doi.org/10.1016/j.expneurol.2022.113999
https://doi.org/10.1016/j.expneurol.2022.113999
https://doi.org/10.1523/JNEUROSCI.1128-16.2016
https://doi.org/10.1016/j.nbd.2021.105287
https://doi.org/10.1016/j.expneurol.2012.07.005
https://doi.org/10.1016/j.expneurol.2012.07.005
https://doi.org/10.1002/mds.29302
https://doi.org/10.3390/brainsci11101292
https://doi.org/10.3389/fnbeh.2016.00111
https://doi.org/10.3389/fnbeh.2016.00111
https://doi.org/10.1523/JNEUROSCI.3498-11.2011
https://doi.org/10.1038/s41386-019-0369-9
https://doi.org/10.1523/JNEUROSCI.3596-17.2018
https://doi.org/10.1002/mds.28513
https://doi.org/10.1002/mds.28513
https://doi.org/10.1523/JNEUROSCI.0282-08.2008
https://doi.org/10.3389/fnhum.2012.00155
https://doi.org/10.1523/JNEUROSCI.1767-20.2020
https://doi.org/10.1007/s00415-010-5773-3
https://doi.org/10.1016/s0140-6736(80)91680-3
https://doi.org/10.1093/brain/awab447
https://doi.org/10.1093/brain/awaa374
https://doi.org/10.1016/j.brs.2019.02.011
https://doi.org/10.1016/j.brs.2019.02.011
https://doi.org/10.3389/fnhum.2020.541625
https://doi.org/10.3389/fnhum.2020.541625
https://doi.org/10.1016/j.brs.2023.01.591
https://doi.org/10.1002/mds.27022
https://doi.org/10.1001/jamaneurol.2022.2741
https://doi.org/10.3171/2017.6.JNS17626
https://doi.org/10.1016/j.ijpsycho.2015.02.004
https://doi.org/10.1001/jamapsychiatry.2015.0483
https://doi.org/10.1038/npp.2015.308
https://doi.org/10.3389/fnhum.2020.569973
https://doi.org/10.1038/s41467-020-16734-3
https://doi.org/10.1038/s41467-020-16734-3
https://doi.org/10.1038/s41591-022-01879-z
https://doi.org/10.1038/nrn.2016.164
https://doi.org/10.1109/EMBC.2019.8857533
https://doi.org/10.1109/EMBC.2019.8857533
https://doi.org/10.1056/NEJM199905133401905
https://doi.org/10.1016/j.biopsych.2013.01.034
https://doi.org/10.1093/neuros/nyab112
https://doi.org/10.1093/neuros/nyab112
https://doi.org/10.1038/s41591-021-01480-w
https://doi.org/10.1038/s41591-020-01175-8
https://doi.org/10.1159/000535114


88 Widge AS. Closing the loop in psychiatric
deep brain stimulation: physiology, psy-
chometrics, and plasticity. Neuro-
psychopharmacology. 2023.

89 de Hemptinne C, Chen W, Racine CA,
Seritan AL, Miller AM, Yaroshinsky MS,
et al. Prefrontal physiomarkers of anxiety
and depression in Parkinson’s disease. Front
Neurosci. 2021;15:748165.

90 Bühning F, Miguel Telega L, Tong Y, Pereira
J, Coenen VA, Döbrössy MD. Electro-
physiological and molecular effects of bi-
lateral deep brain stimulation of the medial
forebrain bundle in a rodent model of de-
pression. Exp Neurol. 2022;355:114122.

91 Holtzheimer PE, Husain MM, Lisanby SH,
Taylor SF, Whitworth LA, McClintock S,
et al. Subcallosal cingulate deep brain
stimulation for treatment-resistant depres-
sion: a multisite, randomised, sham-
controlled trial. Lancet Psychiatr. 2017;
4(11):839–49.

92 Holtzheimer PE, Kelley ME, Gross RE,
Filkowski MM, Garlow SJ, Barrocas A, et al.
Subcallosal cingulate deep brain stimulation
for treatment-resistant unipolar and bipolar
depression. Arch Gen Psychiatry. 2012;
69(2):150–8.

93 Fenoy AJ, Schulz PE, Selvaraj S, Burrows CL,
Zunta-Soares G, Durkin K, et al. A longi-
tudinal study on deep brain stimulation of
the medial forebrain bundle for treatment-
resistant depression. Transl Psychiatry.
2018;8(1):111.

94 Sun FT, Morrell MJ, Wharen RE Jr. Re-
sponsive cortical stimulation for the treat-
ment of epilepsy. Neurotherapeutics. 2008;
5(1):68–74.

95 Parastarfeizabadi M, Kouzani AZ. Advances
in closed-loop deep brain stimulation de-
vices. J NeuroEng Rehabil. 2017;14(1):79.

96 Little S, Brown P. What brain signals are
suitable for feedback control of deep brain
stimulation in Parkinson’s disease? Ann N Y
Acad Sci. 2012;1265(1):9–24.

97 Anderson RW, Wilkins KB, Parker JE,
Petrucci MN, Kehnemouyi Y, Neuville RS,
et al. Lack of progression of beta dynamics
after long-term subthalamic neuro-
stimulation. Ann Clin Transl Neurol. 2021;
8(11):2110–20.

98 Ng PR, Bush A, Vissani M, McIntyre CC,
Richardson RM. Biophysical principles and
computational modeling of deep brain
stimulation. Neuromodulation. 2023;S1094-
7159(23)00624-4.

99 Herz DM, Little S, Pedrosa DJ, Tinkhauser
G, Cheeran B, Foltynie T, et al. Mechanisms
underlying decision-making as revealed by
deep-brain stimulation in patients with
Parkinson’s disease. Curr Biol. 2018;28(8):
1169–78.e6.

100 Neumann WJ, Memarian Sorkhabi M,
Benjaber M, Feldmann LK, Saryyeva A,
Krauss JK, et al. The sensitivity of ECG
contamination to surgical implantation site
in brain computer interfaces. Brain Stimul.
2021;14(5):1301–6.

101 Gonzalez-Escamilla G, Muthuraman M,
Ciolac D, Coenen VA, Schnitzler A,
Groppa S. Neuroimaging and electro-
physiology meet invasive neurostimulation
for causal interrogations and modulations
of brain states. Neuroimage. 2020;220:
117144.

102 Gonzalez-Escamilla G, Koirala N, Bange M,
Glaser M, Pintea B, Dresel C, et al. Deci-
phering the network effects of deep brain
stimulation in Parkinson’s disease. Neurol
Ther. 2022;11(1):265–82.

103 Muthuraman M, Deuschl G, Koirala N,
Riedel C, Volkmann J, Groppa S. Effects of
DBS in parkinsonian patients depend on the
structural integrity of frontal cortex. Sci Rep.
2017;7:43571.

104 Gonzalez-Escamilla G, Muthuraman M,
Reich MM, Koirala N, Riedel C, Glaser M,
et al. Cortical network fingerprints predict
deep brain stimulation outcome in dystonia.
Mov Disord. 2019;34(10):1537–46.

105 Segura-Amil A, Nowacki A, Debove I, Pe-
termann K, Tinkhauser G, Krack P, et al.
Programming of subthalamic nucleus deep
brain stimulation with hyperdirect pathway
and corticospinal tract-guided parameter
suggestions. Hum Brain Mapp. 2023;44(12):
4439–51.

106 Alagapan S, Choi KS, Heisig S, Riva-Posse P,
Crowell A, Tiruvadi V, et al. Cingulate
dynamics track depression recovery with
deep brain stimulation. Nature. 2023;
622(7981):130–8.

Closed-Loop Deep Brain Stimulation
Perspectives in Neuropsychiatry

Stereotact Funct Neurosurg
DOI: 10.1159/000535114

15

D
ow

nloaded from
 http://karger.com

/sfn/article-pdf/doi/10.1159/000535114/4060401/000535114.pdf by U
niversitätsbibliothek Bern user on 13 D

ecem
ber 2023

https://doi.org/10.1038/s41386-023-01643-y
https://doi.org/10.1038/s41386-023-01643-y
https://doi.org/10.3389/fnins.2021.748165
https://doi.org/10.3389/fnins.2021.748165
https://doi.org/10.1016/j.expneurol.2022.114122
https://doi.org/10.1016/S2215-0366(17)30371-1
https://doi.org/10.1001/archgenpsychiatry.2011.1456
https://doi.org/10.1038/s41398-018-0160-4
https://doi.org/10.1016/j.nurt.2007.10.069
https://doi.org/10.1186/s12984-017-0295-1
https://doi.org/10.1111/j.1749-6632.2012.06650.x
https://doi.org/10.1111/j.1749-6632.2012.06650.x
https://doi.org/10.1002/acn3.51463
https://doi.org/10.1016/j.neurom.2023.04.471
https://doi.org/10.1016/j.cub.2018.02.057
https://doi.org/10.1016/j.brs.2021.08.016
https://doi.org/10.1016/j.neuroimage.2020.117144
https://doi.org/10.1007/s40120-021-00318-4
https://doi.org/10.1007/s40120-021-00318-4
https://doi.org/10.1038/srep43571
https://doi.org/10.1002/mds.27808
https://doi.org/10.1002/hbm.26390
https://doi.org/10.1038/s41586-023-06541-3
https://doi.org/10.1159/000535114

	Perspectives of Implementation of Closed-Loop Deep Brain Stimulation: From Neurological to Psychiatric Disorders
	Introduction
	The Role of Electrophysiological Signals in DBS
	Transient States of Synchronization and CL-DBS
	CL-DBS for Movement Disorders: Opportunities in Patients with Acutely Externalized Leads
	Considerations regarding CL-DBS Approaches in Psychiatric Disorders
	Insights from NF Experiments for CL Systems
	Current Challenges of CL-DBS
	MRI Applications Relevant for CL-DBS
	Conclusions
	Acknowledgments
	Conflict of Interest Statement
	Funding Sources
	Author Contributions
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


