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ABSTRACT: Continuous high-frequency DBS is an

established treatment for essential tremor and Parkin-
son’s disease. Current developments focus on trying to

widen the therapeutic window of DBS. Adaptive DBS

(aDBS), where stimulation is dynamically controlled by

feedback from biomarkers of pathological brain circuit

activity, is one such development. Relevant biomarkers

may be central, such as local field potential activity, or

peripheral, such as inertial tremor data. Moreover, stim-

ulation may be directed by the amplitude or the phase

(timing) of the biomarker signal. In this review, we

evaluate existing aDBS studies as proof-of-principle,
discuss their limitations, most of which stem from their
acute nature, and propose what is needed to take
aDBS into a chronic setting. VC 2017 The Authors.
Movement Disorders published by Wiley Periodicals,
Inc. on behalf of International Parkinson and Movement
Disorder Society
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Deep brain stimulation (DBS) has become an established
and reversible treatment of motor symptoms in essential
tremor, dystonia, and severe Parkinson’s disease (PD),
resulting in reductions in clinical impairment and
increased quality of life in patients.1-7 The DBS systems
used in current clinical practice effectively operate open-
loop so that stimulation parameters remain constant over
time between visits to the clinician. With few exceptions,

stimulation is applied at regular and high frequencies, in
excess of 100 Hz. Such high frequencies of stimulation are
believed to create an acute information lesion, whereby
transmission of aberrant neural activity is attenuated.8-10

At the same time, however, any residual physiological
communication may be impaired in the stimulated brain
circuit.11 It is perhaps no surprise then that the application
of DBS in movement disorder patients is limited by side
effects such as speech impairment, psychiatric symptoms,
and antagonistic worsening in some motor functions,
which are all thought to arise from interactions between
the stimulation and local brain circuits.11-16 Such side
effects could potentially be reduced by sparing neural cir-
cuits from high-frequency stimulation when dysfunction is
limited or by patterning stimulation so that it is far more
selective for dysfunctional neural dynamics. In line with
this, recent studies suggest that DBS might be more effi-
cient and efficacious if modulated in response to the
inferred state of activity in pathological brain circuits.17,18

The primary goal of DBS that adapts to the current
state of pathological activity, so called adaptive DBS
(aDBS), is to increase the specificity of the interven-
tion, and thereby widen the therapeutic window. A
secondary goal is to reduce power drains on the
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implanted pulse generator (IPG). Improvements in battery
technology have lessened but not negated the gains to be
had from reduced power consumption. A significant pro-
portion of patients are unsuitable for rechargeable IPG sys-
tems,19 and those that are would benefit from the ability to
recharge less frequently. However, perhaps the most excit-
ing impact of reduced power demands might be the possi-
bility of reducing rechargeable battery size sufficiently to
enable skull mounted IPGs.20-22

How might aDBS systems infer the current state of
activity in the pathological circuits with which they
interact? Essentially information can be derived from
peripheral measures of motor state, such as the moni-
toring of tremor or involuntary writhing movements
(dyskinesias), directly from recordings of brain activ-
ity, or through a combination of these approaches.
Where deep brain signals are recorded these must be
robust over many years, and for this reason local field
potential activity is preferred over microelectrode
recordings of neurons, even though features of both
may correlate with symptoms.23-27 Microelectrode
recordings are, however, less stable over time. Also
critical is to consider the nature of those pathological
circuits in which activity is inferred. These may be
mechanistically or causally related to the symptoms or
serve as faithful markers of the primary circuit dys-
function. In the former case, stimulation can be specif-
ically patterned to maximally disrupt the underlying
causal circuit dynamics, as for example, in the case of
phase-responsive forms of stimulation being pioneered
for the treatment of tremor.28 In the latter case, the
DBS intervention is necessarily more generic, and its
delivery is controlled by the inferred state of the
unmeasured or unknown primary circuit dysfunction.
An example of a generic DBS approach is the stereo-
typed high-frequency stimulation that forms conven-
tional DBS (cDBS). This may be modulated according
to the amplitude of signals that need not directly
relate to the primary circuit dysfunction, but provide
indirect evidence of the severity of the latter. We term
this amplitude-responsive aDBS and distinguish it
from the more specific phase-responsive DBS currently
being developed for tremor treatment (Fig. 1). An
example of amplitude-responsive aDBS is DBS which
is delivered according to the level of beta (13-30 Hz)
local field potential (LFP) activity recorded in the sub-
thalamic nucleus (STN); we do not know for sure
whether beta activity is causally important or not, but
it correlates with motor impairment in PD patients
undergoing functional neurosurgery29 and thereby
provides a surrogate for whatever may be mechanisti-
cally at play.

The choice between amplitude and phase-responsive
approaches primarily depends on the maturity of our
knowledge about underlying causal circuit dysfunc-
tion. In the case of tremor it is reasonable to attribute

the peripheral disturbance to central oscillators that
empirical evidence suggests can be controlled at the
level of the motor cortex or thalamic cerebellar receiv-
ing areas.30,31 For most conditions, however, we have
no compelling evidence as yet that one or other circuit
feature lies at the heart of the motor disturbance. For
these it is best to use generic high-frequency DBS
and to control its delivery through the monitoring of
surrogates such as the beta activity recorded in the
STN LFP.

In this review, we first consider the evidence moti-
vating further development of amplitude-responsive
and phase-responsive aDBS, the limitations of trials
performed to date, and what remains to be done if
aDBS is to be translated in to clinical practice.

Applications and Supporting
Evidence

Amplitude-responsive aDBS

Amplitude-responsive aDBS was systematically tested
in parkinsonian humans for the first time in an acute
trial in 201317 after a landmark study of aDBS in non-
human primates yielded promising results.32 Unilateral
DBS was performed for about 10 minutes in 8 PD
patients in the STN up to 7 days after electrode implan-
tation. High-frequency DBS was delivered whenever the
beta activity exceeded a threshold amplitude of beta in
the STN. This resulted in a 50% reduction in the contra-
lateral upper limb Unified Parkinson’s Disease Rating
Scale (UPDRS) motor score assessed by blinded evalua-
tion compared to no stimulation. When compared with
cDBS, aDBS was significantly (27% absolute reduction)
more effective and resulted in a 56% reduction in time
on stimulation. An important element of the study was
the comparison of aDBS to random, intermittent stimu-
lation unlocked to LFP bursts of beta activity. Random
DBS resulted in trivial UPDRS change in blinded assess-
ments despite involving almost exactly the same time on
stimulation as aDBS. Hence randomness of stimulation
could not account for the clinical efficacy of aDBS.

Nevertheless, this proof of principle study was lim-
ited by short stimulation times and unilateral applica-
tion that did not allow assessment of axial signs and
gait. These limitations were addressed in a follow-up
study of bilateral aDBS in 4 PD patients tested over
stimulation sessions lasting up to about 2 hours.33 Here
aDBS improved blinded total UPDRS III scores by 43%
when compared with no stimulation, similar to the
improvement in cDBS studies in which blinded video
assessments have been made.34,35 aDBS also resulted in
a 55% reduction in stimulation time, which could be
decreased further by additional administration of levo-
dopa. The bilateral sensing and stimulation and longer
stimulation times in this study enabled the assessment
of gait and axial signs, which presented an
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improvement on the earlier study. However, no direct
comparisons between aDBS and cDBS were made.

An additional animal study trialed amplitude-
responsive DBS of the STN in a single nonhuman pri-
mate MPTP-model of PD.36 The study found aDBS to
be as good, if not better, than cDBS in reducing rigid-
ity despite stimulation being present for only about
50% of the time and that reaching speed was not
changed by either treatment. However, only cDBS
reduced the speed of the return from a reach with the
upper limb in a cue reaching task.

Together these studies suggest that, at least under
acute testing conditions, aDBS is effective despite
involving substantially less energy than cDBS. This
reduction in energy raises the hope that side effects
will be correspondingly less for a given voltage or
current of stimulation than with cDBS and that the

goal of a widened therapeutic window might be met.
Several studies support this hypothesis. Both a case
report and a case series of bilateral aDBS in freely
moving PD patients have used a scalar approach
where stimulation voltages varied according to LFP
beta changes through a personalized algorithm,
rather than the binary approach of turning DBS on
and off used in other studies (Fig. 1B, lower green
panel). aDBS substantially reduced the dyskinesias in
patients on medication.37,38 In addition, the acute
impact of aDBS on speech was assessed in 10 PD
patients in a further study.28 The patients received
bilateral aDBS and cDBS, but only cDBS caused an
acute deterioration in speech, assessed through the
blinded assessment of the speech intelligibility test.
This was despite the better motor improvement with
aDBS in this cohort.

FIG. 1. Schematic summary displaying different forms of DBS. A shows conventional DBS where pulses occur at a constant frequency. B depicts two
forms of amplitude responsive DBS; upper green panel, event-dependent control where stimulation is triggered and terminated when a signal, like beta-
amplitude, rises above and falls below a threshold, respectively and green lower panel, continuous-time control where stimulation varies proportionately
to the amplitude of the signal. C shows phase-responsive DBS where pulses of high-frequency stimulation are timed to a particular phase by either
event-dependent (upper orange panel) or continuous time control (lower orange panel). [Color figure can be viewed at wileyonlinelibrary.com]
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One concern with the use of beta activity as a feed-
back biomarker has been what might happen during
movement, when beta activity is suppressed.36 In prac-
tice this has not been a problem in patient studies, as
much of the motor UPDRS involves active movement,
and yet this is improved during beta amplitude-
responsive aDBS. This might be because bradykinetic
movements are associated with poor beta reactivity so
that impaired movement may still be accompanied by
beta activity that is sufficient to trigger stimulation.39-42

Dopaminergic medication improves both beta reactivity
and movement, but stimulation under these more physi-
ological circumstances is less relevant.

Another issue has been how might amplitude-
responsive aDBS work in PD. This was addressed in a
recent electrophysiological analysis of previously
reported data sets.43 The study showed that aDBS
selectively trims long duration beta bursts and
increases the number of short beta bursts, relative to
no stimulation and cDBS. Critically, the amplitude of
beta bursts scales with their duration so that longer
bursts signal greater pathological oscillatory synchro-
nization within the local neural population. In line
with this, the prevalence of short and long beta bursts
negatively and positively correlated with motor
impairment, respectively.

What about amplitude-responsive DBS for tremor?
Here there have been several trials. These, unlike the
above, have been performed in chronically implanted
patients, although they still remain acute in nature. The
earliest study used not the severity of tremor itself to trig-
ger stimulation onset, but surface electromyographic
(EMG) activity over the deltoid muscle signalling upper
limb activation. This was then used to trigger periods of
thalamic DBS in five patients with severe intention tremor
due to multiple sclerosis, 2 of whom had pronounced
functional benefit.44 However, the absence of a control
condition without stimulation meant that it was unclear
whether benefit was due to lesion effects or adaptive DBS.
Subsequent studies have used the severity of tremor
recorded with peripheral inertial-based sensors and/or sur-
face EMG activity as the feedback signal, a personal com-
puter to process the signals, extract key features and
implement the control algorithm, and electromagnetic
telemetric communication with the IPG. Control algo-
rithms usually involve simple thresholding of processed
signals, but can be more sophisticated, and utilize addi-
tional information about whether the patient is engaged
in rest, posture, or action.45 The nature of the telemetric
link and implanted IPG has meant that stimulation is then
controlled with an approach of turning DBS on and off.

The clinical efficacy of aDBS for tremor can be diffi-
cult to ascertain from these more recent trials, as some
only formally evaluate the success of tremor predic-
tion45 or report changes in tremor amplitude, rather
than changes in clinical rating scales more readily

related to disability. Yamamoto and colleagues46 aimed
to treat intention tremor in patients with severe essen-
tial tremor and triggered high-frequency thalamic DBS
whenever spectral power at tremor frequency in the
EMG from biceps brachii exceeded a customized
threshold. This led to complete resolution of intention
and action tremor, as assessed unblinded using corre-
sponding elements of the essential tremor rating scale in
all 4 patients tested. The average time on stimulation
was not reported, however. Another important trial
explored amplitude-responsive aDBS in tremor-
dominant PD.47 Five patients were studied and unilat-
eral high-frequency DBS was delivered whenever the
tremor power detected by a Smart Watch (LG G-watch)
exceeded a threshold. Tremor power was reduced on
average only by 37% relative to baseline, but this was
achieved with voltages that were almost 80% lower
than those used for cDBS. Stimulation was also deliv-
ered for only 50% of the time. However, the system
had difficulty in distinguishing tremor from episodes of
voluntary movements, and these were therefore
excluded from analysis.

Phase-responsive aDBS

Where we have good reason to suspect that a particu-
lar neural activity directly relates to symptomatology we
can potentially increase the efficiency and selectivity of
electrical stimulation by patterning the latter so that it
specifically modulates the causal neural activity. In a
landmark study from 2011, Rosin and colleagues32 per-
formed a form of phase-responsive aDBS in the MTPT
model of PD in 2 nonhuman primates. They showed
aDBS to be more effective at attenuating motor symp-
toms compared to cDBS when applying brief, high-
frequency bursts of simulation to the globus pallidus
interna, 80 ms after the detection of spikes in single neu-
rons recorded in the ipsilateral M1. The 80-ms delay was
critical in improving motor impairment and corre-
sponded to the cycle of the 9-15 Hz beta band oscilla-
tions typical of this model. Recently, phase-responsive
aDBS has been applied to treat tremor.48 The assumption
here is that oscillatory activity in brain circuits drives
peripheral tremor oscillations with a more or less fixed
time delay, so that delivering DBS pulses at particular
phases of the cycle of the peripheral tremor will also
mean that such stimulation is phase locked (albeit with a
fixed offset) to the pathological neural activity. Dynami-
cal systems theory and empirical data suggest that there
should be phases at which impulses will increase or
decrease the amplitude of the oscillations, just as there
are points in the excursion of a child’s swing at which a
push will impede or increase the swing cycle.49 Phase-
responsive aDBS for tremor aims to selectively stimulate
at those phases that attenuate tremor amplitude. Stimu-
lation consists of bursts of high-frequency pulses timed
to a particular phase of the tremor and delivered to the
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ventrolateral thalamus (Fig. 1C, upper orange panel).
Sustained locking of DBS to the optimal phase for ampli-
tude suppression led to clinically significant tremor relief
in 3 of the 5 patients with essential tremor tested, despite
delivering less than half the energy of conventional high-
frequency stimulation.48

Nevertheless, phase-responsive aDBS has not been
delivered for longer than 30 seconds thus far, and lon-
ger trials are essential. Only then will it be possible to
test whether this form of stimulation will give sus-
tained tremor suppression with an improved side
effect profile due to the lower energy delivery and
selectivity for those oscillations that are phase locked
to the stimulation. In the longer term it will also be
interesting to see if this technique can improve akine-
sia and rigidity when stimulation is phase-locked to
beta activity in the STN.

With regard to parkinsonism, coordinated reset neu-
romodulation, where brief bursts of stimulation pulses
are asynchronously delivered to different parts of the
subthalamic region, has in proof-of-concept studies in
primates and humans shown after effects with beta
LFP suppression and UPDRS score improvements.50,51

This is hypothesized to be a result of neuronal phase
resetting followed by plastic changes in local neural
circuits. These proof-of-concept studies indicate that
DBS phase targeting in PD patients could have rela-
tively sustained symptom-attenuating effects.

In practice the successful application of phase-
responsive aDBS will also entail consideration of how
best to keep pathological oscillators in the
desynchronized state. This is because the amplitude
attenuating effects of aDBS at suppressive phases build
up over many cycles. Phase-responsive aDBS alone
would mean a delay in tremor suppression whenever
significant tremor emerged. In the study by Cagnan
and colleagues48 when phase-responsive aDBS induced
clinically significant tremor suppression it did so over
the course of several seconds in some patients with
essential tremor, but then the weak tremor precluded
reliable identification of tremor phase and effectively
led to random stimulation at low frequency. This
tremor remained suppressed, raising the possibility
that random low-frequency stimulation is sufficient to
keep central tremor oscillators desynchronized once
they have been suppressed.

In summary, phase-responsive aDBS may be best
thought of as a means of suppressing tremor and con-
trolling episodes of break-through tremor, but a neces-
sary adjunct may be intercurrent stimulation to
maintain tremor in its attenuated state. In this regard,
phase-responsive aDBS might be considered similar to
conventional high-frequency DBS in that the acute
effect of both on tremor is delayed, and the clinical
benefits accrue because once tremor is suppressed it is
maintained in this state by continued stimulation. The

major difference is that aDBS may involve lower over-
all frequencies of stimulation and less energy delivery.

Limitations and Roadblocks

Research on aDBS to date raises several issues.

Leveraging Existing Electrode Designs

Currently, aDBS is delivered through standard DBS
electrodes. Until recently, these were exclusively quad-
ripolar, which leads to constraints when brain signals
are recorded through the same electrode and used for
feedback control. This is because the difference in
voltage between stimulation pulses and pathological
LFP activity is so great that common mode rejection is
necessary to recover spontaneous LFP activity. Stimu-
lation therefore has to be delivered at either of the 2
middle contacts of the quadripolar electrodes, and the
LFP recorded bipolarly from the neighboring pair of
contacts. The net result is that fewer electrode con-
tacts are available for aDBS performed in this way
than for cDBS. This, however, may be less of a prob-
lem as the number of electrode contacts increases as
electrode design improves. Octopolar directional and
nondirectional electrodes are already available and
thin-film probe technology has made realistic the pos-
sibility of high density, high resolution, multicontact
DBS electrodes.52

Difficulty in Assessing Efficacy

Trials of aDBS in which feedback is derived from
LFP activity have necessarily been carried out 2 to 7
days after electrode implantation because of the need
to record directly from implanted electrodes. This is
problematic. First and foremost, patients may experi-
ence substantial symptom relief as a result of the so-
called “stun effect” resulting from local trauma,53 and
it is for this reason that most centers delay postopera-
tive programming.54 The exact duration of the stun
effect is not fully established, but recent studies have
found UPDRS score improvements off stimulation
postoperatively compared to the preoperative state for
up to 6 months after electrode placement.53 It has also
been shown that changes in both impedance and LFPs
occur after electrode implantation, particularly within
the first 24 hours.5,55,56 For these reasons, acute peri-
operative aDBS findings may not necessarily be repre-
sentative of the chronic state.

Another disadvantage of studying the effects of aDBS
in the acute postoperative setting is the limited time
available and confounding postoperative fatigue leading
to drifts in baseline performance. Time constraints and
stun effects limit the extent to which cDBS may be
optimized, and this may explain why cDBS fails to
have an appreciable therapeutic effect in some stud-
ies.28,37 This complicates the interpretation of the acute
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perioperative contrast of the performance of aDBS and
cDBS, as neither may be representative of that follow-
ing recurrent optimization in the chronically treated
patient. Some of these limitations could be circum-
vented by contrasting aDBS and cDBS acutely at the
time of battery change. Here stun effects are absent
and the experimenter benefits from the knowledge of
the clinically optimized stimulation parameters.

Difficulty in Assessing Side Effects

Although there have been some encouraging initial
reports of reduced side effects during aDBS, those side
effects seen and tested in the acute postimplantation
period may also be unrepresentative of the chronic
state. Dyskinesias may, for example, be problematic
when stimulation is combined with dopaminergic
medication following surgery, but this will be less so
once the stun effect abates and once medication has
been titrated over time.37 The speech impairment that

was shown with acute cDBS, and was absent with
aDBS, might also disappear with optimisation of cDBS
stimulation site and parameters over time.28 In reality,
side effects (and efficacy) should be assessed during
chronic treatment in the patient’s everyday environ-
ment, with the clinical team afforded the opportunity
to optimize both DBS therapy and medication.

Insufficient Time for Adaptive Effects

The mechanisms by which DBS exerts its therapeutic
effects are still not fully understood and are very likely
multimodal involving various time-dependent mecha-
nisms such as acute local neuromodulation, changes in
synaptic plasticity, and long-term anatomical reorgani-
zation.10 Any potential, adaptive, long-term effects
cannot be studied in the acute setting and will need to
be assessed during chronic treatment. Interestingly, a
tendency for the time on stimulation to progressively
fall during aDBS has been reported, suggestive of
short-term plasticity.17 Such plasticity has also been
noted in computational studies of desynchronizing
brain stimulation, including DBS,57 and may contrib-
ute to the carry-over effects of high-frequency electri-
cal stimulation triggered by automated seizure
detection noted in patients with epilepsy.58

The converse of the above is maladaptive plasticity,
and this is perhaps commonest in the treatment of
essential tremor by conventional thalamic DBS. Here
it leads to habituation to the effects of DBS over time
and gait ataxia,59,60 and prolonged trials are necessary
to determine whether this also occurs with aDBS.

Use of Simplistic Feedback Signals and
Control Algorithms

Hitherto, feedback signals have generally been one
dimensional, such as beta power or tremor severity.

FIG. 2. Improvements in motor scores assessed blinded in the studies of
Little et al. 2013 and Little et al 2015. Data are presented as the mean 6
standard error of the mean percentage change in UPDRS scores.

FIG. 3. Potential Combined Beta-Tremor Control loops. DBS stimulation is triggered whenever one or other or both signals cross independent
thresholds and is terminated whenever both signals have fallen below their thresholds. [Color figure can be viewed at wileyonlinelibrary.com]
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However, this may be suboptimal. For example, beta
power in the STN correlates with bradykinesia and
rigidity, but it does not do so with tremor.18,23 Thus
aDBS systems that rely on beta activity feedback run
the risk of not controlling tremor. So far, in practice,
this has not been the case, perhaps because tremor is
one of the features that is most susceptible to the stun
effect or because the stimulation intensity necessary
for tremor suppression was below that needed for
beta suppression, and bursts of aDBS were given suffi-
ciently frequently for tremor to remain suppressed.
Nevertheless, there is a case to be made for combining
both beta activity and inertial sensor activity in a dual
feedback control loop (Fig. 3). Indeed, there are many
other possible brain and peripheral signals that corre-
late with motor impairment that could, in principle,
be combined for more precise control of different
symptoms.18,61-63

However, the potential use of multiple feedback sig-
nals raises issues of redundancy, sufficiency, and trac-
tability. Is the information from additional signals
redundant? Are the benefits to be had with existing
biomarkers, if borne out with chronic aDBS, sufficient
in offering a step improvement in therapy? Are other
candidate feedback signals tractable and practical in
combination or alone? Consider, for example, the
recording of the STN high-frequency oscillations over
200 to 400 Hz and the modulation of these by the
amplitude of local beta activity (termed phase-ampli-
tude coupling), which have been demonstrated to cor-
relate with bradykinesia and rigidity.64,65 Detecting
the very low amplitude of STN high-frequency oscilla-
tions in the setting of high-frequency stimulation deliv-
ered through the same electrode is likely to be very
difficult and power demanding. An alternative might
be to record phase-amplitude coupling at the level of
the motor cortex,66 but it is unclear whether cortical
high-frequency oscillations are any different in ampli-
tude to those in the STN. On the other hand, recent
work suggests that phase-amplitude coupling may be
at least partly driven by asymmetries in the waveform
of beta band oscillations,67 and in this case there
would certainly be advantages to cortical recordings
as cortical beta is significantly greater in magnitude
than STN beta due to the improved spatio-temporal
integration afforded by cortical lamination.

In addition to the simplicity of current feedback sig-
nals, amplitude-responsive aDBS has most often relied
on an on-off control policy. This is an “event-
dependent control,” whereby the change of state (on/
off) of the stimulation depends on beta amplitude cross-
ing a predefined threshold (Fig. 1B, upper green panel).
Although this can work well, for example, in the ther-
mostatic control of central heating, it ignores informa-
tion that might be afforded by the continuous evolution
of the feedback signal. For example, is room

temperature dropping fast, in which case there might be
an advantage in turning on the central heating earlier or
higher. Continuous evolution of the signal is considered
in continuous-time control strategies (Fig. 1C, lower
green panel). So far the latter have been implemented in
the simple form of the proportional control used by
Rosa and colleagues.37 Here high-frequency stimulation
was controlled so that its intensity depended propor-
tionally (with a constant gain) on the amplitude of beta
activity at all times. An alternative approach would be
to implement proportional-integral-derivative control,
a well-established and successful engineering method,68

recently successfully applied in automated insulin deliv-
ery systems.69 This form of control responds to and
anticipates changes in the feedback signal both rapidly
and efficiently. Moreover, continuous-time control
lends itself to implement more advanced control
approaches such as nonlinear stochastic dynamic con-
trol or multivariable control. A simple example of the
latter would be a dual-control system, whereby central
beta activity and inertial signals related to peripheral
tremor are simultaneously controlled by stimulation, or
different spectral elements of the local field potential
activity are simultaneously controlled but with different
set references. This very versatility of continuous-time
control, however, again underscores the need to con-
sider issues of redundancy, sufficiency and tractability
in aDBS design. Furthermore, it is critical that such
design considers biological constraints. One specific
constraint with respect to DBS is that stimulation effects
have a threshold so that continuous-time control below
this threshold may be relatively superfluous and ineffi-
cient. Accordingly, future implementations of aDBS
may involve hybrid control whereby continuous-time
control approaches kick in once a threshold signal value
is surpassed.

Finally, when considering multidimensional feedback
and more sophisticated control systems it is important
to bear in mind limitations on the embedded computing
power possible in implanted systems and the battery
power burden that these operations may bring.
Amplitude-responsive aDBS has been estimated to
decrease total electrical energy delivered by about
130 mW per side,17 whereas the energy consumed by a
low-energy circuit underpinning a single-channel power
classifier should be no more than about 10 mW. Thus
unidimensional signals and a simple control policy can
achieve very significant energy savings, but this remains
to be seen if more complex approaches are sought.70

Lack of Optimization

Hitherto the threshold of on-off control or the gain
of the proportional control have been determined heu-
ristically. This means that although beneficial, they
may not still be optimal. Indeed, there are multiple
parameters to select and optimize in DBS, including
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contacts to be stimulated, pulse width, stimulation fre-
quency, and stimulation intensity. In amplitude-
responsive DBS additional variables are the frequency-
band of interest and smoothing of the feedback signal,
the threshold, the steepness of any ramp in stimulation
introduced to limit side effects such as paraesthesia,
and the duration of any lock-out period before stimu-
lation can be triggered again. In phase-responsive DBS
additional variables are the selection of the phase for
stimulation, and the number and frequency of pulses
to be delivered at that phase. So far choices have been
made on empirical grounds, but the very presence of
an informative feedback signal offers the possibility
of automatic, on-line, comprehensive optimization of
variables to achieve maximal effect on the feedback
signal—something that is just not feasible to achieve
through clinical assessments.

Need for Patient Selection

With only acute trials performed thus far it is difficult
to predict which patients might respond best to chronic
aDBS. Patient selection is likely to be particularly
important when applying more specific phase-
responsive techniques. Indeed, in the study by Cagnan
and colleagues,48 only patients with essential rather
than dystonic tremor had the potential for marked
tremor suppression, and even within those with essen-
tial tremor there were factors such as tight tuning of
tremor and the presence of a single dominant limb oscil-
lation that favored a good response. Broadening phase-
responsive stimulation to those with more than 1 pat-
tern of limb oscillation over time may require systems
that can track the principal tremor axes characterizing
independent oscillators and optimize the phase of stim-
ulation accordingly.

Questions About Long-term Stability

What if the feedback features and the thresholds or
gearings used in aDBS change over time, with medica-
tion changes, alteration in the brain–electrode interface,
or disease progression? At present this question is
totally unexplored, as aDBS has only been acutely tri-
aled. However, for aDBS to be clinically useful it must
be robust to changes over time and may need the func-
tionality to perform auto-identification and auto-tuning
so that the system can identify online and in real-time
optimal control parameters. As a minimum, it may be
necessary to include a system that monitors the stability
of the control loop. Such a system could, for instance,
be implemented in a simple way by using a performance
index such as the Integral Time-weighted Absolute
error, which can be performed with very little comput-
ing power.68 This would enable a fail-safe approach
whereby should the performance index exceed a given
value, aDBS could be reverted to cDBS; then when the

performance index returns to a suitable value, the aDBS
algorithm would be reactivated.

Conclusion: The Implantable
Technology Gap

Adaptive DBS is a promising therapeutic develop-
ment that may, in time, complement other innovative
approaches to deep brain stimulation, such as novel
pulse parameters or current steering.63 The hope, too,
is that it might eventually be rolled out to movement
disorders other than parkinsonism and tremor, as
knowledge of correlating biomarkers or causal neural
patterns matures. Phase-responsive aDBS might also
lend itself to the control of some of the intractable
childhood epilepsy syndromes characterized by long
and rhythmic sequences of epileptic activity. However,
the aDBS studies performed to date have significant
limitations, and these stem from the fact that the
investigations have all necessarily been acute, either
because the only way to reliably record low-amplitude
subcortical LFPs and to rapidly react to changes is to
externalize electrode connections in the short-lived
perioperative window or because electromagnetic
telemetry links to chronically implanted IPGs are
slow, sensitive to alignment, and unsuitable for
chronic trials in real-life situations. We are therefore
fast approaching an impasse in which the utility and
chronic viability of aDBS cannot be further explored
without suitably functioning, implantable, medical
grade devices. Overcoming this roadblock will require
the continued development of permissive technology
by the medical devices industry.

Acknowledgments: P.B. is supported by the Medical Research Coun-
cil (MC_UU_12024/1) and National Institute for Health Research
Oxford Biomedical Research Centre. A.M.’s DPhil studies are supported
by the Rosetrees Trust. D.M.H. received funding from the European
Union’s Horizon 2020 research and innovation program under the
Marie Sklodowska-Curie grant agreement number 655605. H.C. is
funded by Medical Research Council (MRC) (MR/M014762/1). G.T.
received a research fellowship from the European Academy of
Neurology.

References
1. Vidailhet M, Vercueil L, Houeto J-L, et al. Bilateral deep-brain

stimulation of the globus pallidus in primary generalized dystonia.
N Engl J Med 2005;352(5):459-467.

2. Kleiner-Fisman G, Herzog J, Fisman DN, et al. Subthalamic
nucleus deep brain stimulation: Summary and meta-analysis of out-
comes. Mov Disord 2006;21(suppl. 14):290-304.

3. Kupsch A, Benecke R, M€uller J, et al. Pallidal deep-brain stimula-
tion in primary generalized or segmental dystonia. N Engl J Med
2006;355(19):1978-1990.

4. Blomstedt P, Hariz G-M, Hariz MI, Koskinen L-OD. Thalamic
deep brain stimulation in the treatment of essential tremor: a long-
term follow-up. Br J Neurosurg 2007;21(October):504-509.

5. Williams JC, Hippensteel JA, Dilgen J, Shain W, Kipke DR. Com-
plex impedance spectroscopy for monitoring tissue responses to
inserted neural implants. J Neural Eng 2007;4:410-423.

A D A P T I V E D B S R E V I E W

Movement Disorders, Vol. 32, No. 6, 2017 817



6. Okun MS, Foote KD. Parkinson’s disease DBS: what, when, who
and why? The time has come to tailor DBS targets. Expert Rev
Neurother 2010;10(12):1847-1857.

7. Schuepbach WMM, Rau J, Knudsen K, et al. Neurostimulation for
Parkinson’s disease with early motor complication. N Engl J Med
2013;368(7):610-622.

8. Grill WM, Snyder AN, Miocinovic S. Deep brain stimulation cre-
ates an informational lesion of the stimulated nucleus. Neuroreport
2004;15(7):1137-1140.

9. Agnesi F, Connolly AT, Baker KB, Vitek JL, Johnson MD. Deep
brain stimulation imposes complex informational lesions. PLoS
One 2013;8(8):1-11.

10. Herrington T, Cheng JJ, Eskandar EN. Mechanisms of deep brain
stimulation. J Neurophysiol 2015;17(suppl. 3):19-38.

11. Chen CC, Br€ucke C, Kempf F, et al. Deep brain stimulation of the
subthalamic nucleus: a two-edged sword. Curr Biol 2006;16(22):
R952-R953.

12. Berman BD, Starr PA, Marks WJ, Ostrem JL. Induction of brady-
kinesia with pallidal deep brain stimulation in patients with
cranial-cervical dystonia. Stereotact Funct Neurosurg 2009;87(1):
37-44.

13. Tripoliti E, Zrinzo L, Martinez-Torres I, et al. Effects of subthala-
mic stimulation on speech of consecutive patients with Parkinson
disease. Neurology 2011;76(1):80-86.

14. Zauber SE, Watson N, Comella CL, Bakay RAE, Metman LV.
Stimulation-induced parkinsonism after posteroventral deep brain
stimulation of the globus pallidus internus for craniocervical dysto-
nia. J Neurosurg 2009;110(2):229-233.

15. Huebl J, Br€ucke C, Schneider GH, Blahak C, Krauss JK, K€uhn
AA. Bradykinesia induced by frequency-specific pallidal stimulation
in patients with cervical and segmental dystonia. Park Relat Dis-
ord. 2015;21(7):800-903.

16. Castrioto A, Lhomm�ee E, Moro E, Krack P. Mood and behaviou-
ral effects of subthalamic stimulation in Parkinson’s disease. Lan-
cet Neurol 2014;13(3):287-305.

17. Little S, Pogosyan A, Neal S, et al. Adaptive deep brain stimulation
in advanced Parkinson disease. Ann Neurol 2013;449-457.

18. Beudel M, Brown P. Adaptive deep brain stimulation in Parkin-
son’s disease. Parkinsonism Relat Disord 2015;22:1-4.

19. Wagle Shukla A, Okun MS. Surgical treatment of Parkinson’s dis-
ease: patients, targets, devices, and approaches. Neurotherapeutics
2014;11(1):47-59.

20. Hariz M. Deep brain stimulation: new techniques. Park Realt Dis-
ord 2014;20:S192-S196.

21. McIntyre CC, Chaturvedi A, Shamir RR, Lempka SF. Engineering
the next generation of clinical deep brain stimulation technology.
Brain Stimul 2015;8(1):21-26.

22. Rossi PJ, Gunduz A, Judy J, et al. Proceedings of the third annual
deep brain stimulation think tank: a review of emerging issues and
technologies. Front Neurosci 2016;10:1-15.

23. K€uhn AA, Kupsch A, Schneider GH, Brown P. Reduction in sub-
thalamic 8-35 Hz oscillatory activity correlates with clinical
improvement in Parkinson’s disease. Eur J Neurosci 2006;23(7):
1956-1960.

24. Sharott A, Gulberti A, Zittel S, et al. Activity Parameters of sub-
thalamic nucleus neurons selectively predict motor symptom sever-
ity in Parkinson’s disease. J Neurosci 2014;34(18):6273-6285.

25. Thompson JA, Lanctin D, Ince NF, Abosch A. Clinical implica-
tions of local field potentials for understanding and treating move-
ment disorders. Stereotact Funct Neurosurg 2014;92(4):251-263.

26. K€uhn AA, Tsui A, Aziz T, et al. Pathological synchronisation in
the subthalamic nucleus of patients with Parkinson’s disease relates
to both bradykinesia and rigidity. Exp Neurol 2009;215(2):380-
387.

27. Neumann W-J, Degen K, Schneider G-H, et al. Subthalamic syn-
chronized oscillatory activity correlates with motor impairment in
patients with Parkinson’s disease. Mov Disord 2016;0(0):1-4.

28. Little S, Tripoliti E, Beudel M, et al. Adaptive deep brain stimula-
tion for Parkinson’s disease demonstrates reduced speech side
effects compared to conventional stimulation in the acute setting.
J Neurol Neurosurg Psychiatry 2016;87:1388-1389.

29. K€uhn AA, Kempf F, Br€ucke C, et al. High-Frequency stimulation
of the subthalamic nucleus suppresses oscillatory b activity in

patients with Parkinson’s disease in parallel with improvement in
motor performance. J Neurosci 2008;28(24):6165-6173.

30. Muthuraman M, Tamas G, Hellriegel H, Deuschl G, Raethjen J.
Source analysis of beta-synchronisation and cortico-muscular
coherence after movement termination based on high resolution
electroencephalography. PLoS ONE 2012;7(3):1-8.

31. G€overt F, Deuschl G. Tremor entities and their classification. Curr
Opin Neurol 2015;1.

32. Rosin B, Slovik M, Mitelman R, et al. Closed-loop deep brain
stimulation is superior in ameliorating parkinsonism. Neuron
2011;72(2):370-384.

33. Little S, Beudel M, Zrinzo L, et al. Bilateral adaptive deep brain
stimulation is effective in Parkinson’s disease. J Neurol Neurosurg
Psychiatry 2016;87:717-721.

34. Castrioto A. Ten-year outcome of subthalamic stimulation in Par-
kinson disease. Arch Neurol 2011;68(12):1550.

35. Ford B, Winfield L, Pullman SL, et al. Subthalamic nucleus stimu-
lation in advanced Parkinson’s disease: blinded assessments at one
year follow up. J Neurol Neurosurg Psychiatry 2004;75(9):1255-
1259.

36. Johnson LA, Nebeck SD, Muralidharan A, Johnson MD, Baker
KB, Vitek JL. Closed-loop deep brain stimulation effects on par-
kinsonian motor symptoms in a non-human primate—is beta
enough? Brain Stimul 2016;9(6):892-896.

37. Rosa M, Arlotti M, Ardolino G, et al. Adaptive deep brain stimu-
lation in a freely moving parkinsonian patient. Mov Disord 2015;
30(7):2014-2016.

38. Rosa M, Arlotti M, Marceglia S, et al. Adaptive deep brain stimu-
lation controls levodopa-induced side effects in parkinsonian
patients. Mov Disord 2017;32(4):628-629.

39. Doyle LMF, K€uhn AA, Hariz M, Kupsch A, Schneider GH, Brown
P. Levodopa-induced modulation of subthalamic beta oscillations
during self-paced movements in patients with Parkinson’s disease.
Eur J Neurosci 2005;21(5):1403-1412.

40. Androulidakis AG, K€uhn AA, Chen CC, et al. Dopaminergic ther-
apy promotes lateralized motor activity in the subthalamic area in
Parkinson’s disease. Brain 2007;130(2):457-468.

41. Anzak A, Tan H, Pogosyan A, et al. Subthalamic nucleus activity
optimizes maximal effort motor responses in Parkinson’s disease.
Brain 2012;135(9):2766-2778.

42. Tan H, Pogosyan A, Anzak A, et al. Complementary roles of
different oscillatory activities in the subthalamic nucleus in
coding motor effort in Parkinsonism. Exp Neurol 2013;248:
187-195.

43. Tinkhauser G, Pogosyan A, Little S, et al. The modulatory effect
of adaptive deep brain stimulation on beta bursts in Parkinson’s
disease. Brain 2017;140(4):1053-1067.

44. Brice J, McLellan L. Suppression of intention tremor by contingent
deep-brain stimulation. Lancet 1980;1221-1222.

45. Basu I, Graupe D, Tuninetti D, et al. Pathological tremor predic-
tion using surface electromyogram and acceleration: potential use
in ‘ON-OFF’ demand driven deep brain stimulator design.
J Neural Eng 2013;10(3):36019.

46. Yamamoto T, Katayama Y, Ushiba J, et al. On-demand control
system for deep brain stimulation for treatment of intention
tremor. Neuromodulation 2013;16(3):230-235.

47. Malekmohammadi M, Herron J, Velisar A, et al. Kinematic adap-
tive deep brain stimulation for resting tremor in Parkinson’s dis-
ease. Mov Disord 2016;31(3):426-428.

48. Cagnan H, Pedrosa D, Little S, et al. Stimulating at the right time:
phase-specific deep brain stimulation. Brain 2016;1-14.

49. Cagnan H, Brittain JS, Little S, et al. Phase dependent modulation
of tremor amplitude in essential tremor through thalamic stimula-
tion. Brain 2013;136(10):3062-3075.

50. Tass PA, Qin L, Hauptmann C, et al. Coordinated reset has sus-
tained aftereffects in Parkinsonian monkeys. Ann Neurol 2012;
72(5):816-820.

51. Adamchic I, Hauptmann C, Barnikol UB, et al. Coordinated reset
neuromodulation for Parkinson’s disease: Proof-of-concept study.
Mov Disord 2014;29(13):1679-1684.

52. Connolly AT, Vetter RJ, Hetke JF, et al. A novel lead design for
modulation and sensing of deep brain structures. IEEE Trans
Biomed Eng 2016;63(1):148-157.

M E I D A H L E T A L

818 Movement Disorders, Vol. 32, No. 6, 2017



53. Mestre TA, Lang AE, Okun MS. Factors influencing the outcome
of deep brain stimulation: Placebo, nocebo, lessebo, and lesion
effects. Mov Disord 2016;31(3):290-298.

54. Deuschl G, Herzog J, Kleiner-Fisman G, et al. Deep brain stimula-
tion: postoperative issues. Mov Disord 2006;21(suppl 14):S219-S37.

55. Rosa M, Marceglia S, Servello D, et al. Time dependent subthala-
mic local field potential changes after DBS surgery in Parkinson’s
disease. Exp Neurol 2010;222(2):184-190.

56. Lempka SF, Miocinovic S, Johnson MD, et al. In vivo imped-
ance spectroscopy of deep brain stimulation electrodes. 2010;
6(4):1-20.

57. Hauptmann C, Tass PA. Therapeutic rewiring by means of desynch-
ronizing brain stimulation. BioSystems 2007;89(1-3):173-181.

58. Osorio I, Frei MG, Sunderam S, et al. Automated seizure abate-
ment in humans using electrical stimulation. Ann Neurol 2005;
57(2):258-268.

59. Barbe MT, Liebhart L, Runge M, et al. Deep brain stimulation in
the nucleus ventralis intermedius in patients with essential tremor:
habituation of tremor suppression. J Neurol 2011;258(3):434-439.

60. Reich MM, Brumberg J, Pozzi NG, et al. Progressive gait ataxia fol-
lowing deep brain stimulation for essential tremor: adverse effect or
lack of efficacy [published online ahead of print 2016]? Brain. http://
www.brain.oxfordjournals.org/lookup/doi/10.1093/brain/aww223

61. Arlotti M, Rosa M, Marceglia S, Barbieri S, Priori A. The adaptive
deep brain stimulation challenge. Park Relat Disord 2016;28:12-17.

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

63. K€uhn AA, Volkmann J. Innovations in deep brain stimulation
methodology. Mov Disord 2017;32(1):11-19.

64. Lopez-Azcarate J, Tainta M, et al. Coupling between beta and
high-frequency activity in the human subthalamic nucleus may be
a pathophysiological mechanism in Parkinson’s disease. J Neurosci
2010;30(19):6667-6677.

65. van Wijk BCM, Beudel M, Jha A, et al. Subthalamic nucleus
phase-amplitude coupling correlates with motor impairment in
Parkinson’s disease. Clin Neurophysiol 2016;127(4):2010-2019.

66. de Hemptinne C, Ryapolova-Webb ES, Air EL, et al. Exagger-
ated phase-amplitude coupling in the primary motor cortex in
Parkinson disease. Proc Natl Acad Sci U S A 2013;110(12):4780-
4785.

67. Lozano-Soldevilla D, Huurne N, Oostenveld R. Neuronal Oscilla-
tions with non-sinusoidal morphology produce spurious phase-to-
amplitude coupling and directionality. Front Comput Neurosci
2016;10:1-17.
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