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Movement decoding from cortical and subcortical oscillations based on spatial filtering in patients with Parkinson‘s
disease
Victoria Peterson 1, Timon Merk 2, Witold Lipski 3, Andrea Kühn 2, Vadim Nikulin 4, Wolf-Julian Neumann 2, Mark Richardson 1
1

Massachusetts General Hospital, United States, 2 Charité – Universitätsmedizin Berlin, Germany, 3 University of Pittsburgh, USA, 4 Max Planck Institute for Human
Cognitive and Brain Sciences, Germany

Deep brain stimulation (DBS) is an effective therapy for Parkinson’s disease (PD) patients with motor complications. With conventional DBS, the target
area is chronically stimulated at high frequencies, potentially leading to side-effects. Closed-loop or adaptive DBS (aDBS) systems aim to overcome
such limitations by adjusting the stimulation parameters in real-time. Decoding voluntary movements from brain signals may improve aDBS, by
allowing adaptation to the concurrent motor state, which is fundamental for human behavior. Although it has been shown that the combination of
different spectral band-power features improves movement prediction from invasive recordings, most existing decoding algorithms are based on
single-electrode approaches (or mass univariate). Here, we use electrocorticography (ECoG) and subthalamic nucleous (STN) local field potential
(LFP) recordings combined with a spatial filtering technique and a filter bank analysis to construct a movement decoding model. We show that this
multivariate approach can be used to decode voluntary movement using either cortical or subcortical recordings.
Simultaneous ECoG and subthalamic LFP recordings were obtained in 11 PD patients who participated in a grip-force task during DBS electrode
implantation. The recorded brain activity can be modeled as a linear combination of different individual sources. Spatial filtering approaches aim
at finding such linear combinations of activity from individual channels which would result in the desired properties of the obtained components.
In particular, the Source Power Comodulation (SPoC) aims to find the neural oscillations with power time courses correlating (or anti-correlating)
with an external target variable. To predict the force, we used SPoC as a spatio-spectral feature extraction method together with a regularized linear
regression model. We evaluated the method by using beta band power (13 – 35 Hz) as well as a filter-bank (FB) approach. The prediction pipeline
was implemented following a fully real-time compatible setup. The approach was compared to single electrode (SE) models, commonly used for
movement decoding from invasive recordings. The goodness in the prediction was measured by the R2 coefficient.
We consistently found that decoding based on ECoG data performed better than STN LFP data, and that the highest R2 values could be achieved for
contralateral movements. Contralateral ECoG with SPoC performed significantly better than the single electrode approach when only a single band
power feature (beta activity) was used (SPoC R2=0.10, SE R2=0.07, p-value=0.038) as well as for the filter-bank decomposition (FB-SPoC R2=0.20,
FB-SE R2=0.18, p-value=0.038). The topography maps of the most relevant spatial pattern also revealed that the location of the underlying source
corresponds to the sensorimotor cortex.
In this work we have shown for the first time that spatial filtering approaches can be used for real-time compatible voluntary movement decoding
from invasive ECoG and STN LFP data in patients with Parkinson’s disease. The SPoC approach extracts neuronal sources by using spatial information
distributed over different channels to find the component most correlated with the target variable of interest. Exploring optimized multivariate
decoding methods for clinical symptoms and movement is important for the next generation of intelligent clinical brain computer interfaces.
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ŵŽǀĞŵĞŶƚ ĚĞĐŽĚŝŶŐ ĨƌŽŵ ŝŶǀĂƐŝǀĞ Ž' ĂŶĚ ^dE >&W ĚĂƚĂ ŝŶ ƉĂƚŝĞŶƚƐ ǁŝƚŚ
Parkinson’s ĚŝƐĞĂƐĞ͘
ǇŵĞĂŶƐŽĨ ^WŽ ǁĞǁĞƌĞĂďůĞƚŽĞǆƚƌĂĐƚƐƚŚŽƐĞŶĞƵƌŽŶĂůƐŽƵƌĐĞƐƚŚĂƚǁŚĞƌĞ
ŵŽƐƚĐŽƌƌĞůĂƚĞĚǁŝƚŚƚŚĞŐƌŝƉͲĨŽƌĐĞŽƵƚƉƵƚ͘
dŚĞĐŽŵďŝŶĂƚŝŽŶŽĨĨŝůƚĞƌďĂŶŬĂŶĂůǇƐŝƐǁŝƚŚƐƉĂƚŝĂůĨŝůƚĞƌŝŶŐĂůůŽǁĞĚƵƐƚŽ
ŐĂƚŚĞƌ ƐƉĞĐƚƌĂůĂŶĚƐƉĂƚŝĂůŝŶĨŽƌŵĂƚŝŽŶƚŽďŽŽƐƚŵŽǀĞŵĞŶƚĚĞĐŽĚŝŶŐ
ƉĞƌĨŽƌŵĂŶĐĞ͘
dŚĞĐŽŵďŝŶĂƚŝŽŶŽĨ^dE>&WĂŶĚŽ'ĨĞĂƚƵƌĞƐŵŝŐŚƚŝŵƉƌŽǀĞƚŚĞĚĞĐŽĚŝŶŐ
ƉĞƌĨŽƌŵĂŶĐĞ͘
ǆƉůŽƌŝŶŐŽƉƚŝŵŝǌĞĚŵƵůƚŝǀĂƌŝĂƚĞĚĞĐŽĚŝŶŐŵĞƚŚŽĚƐĨŽƌĐůŝŶŝĐĂůƐǇŵƉƚŽŵƐĂŶĚ
ŵŽǀĞŵĞŶƚŝƐŝŵƉŽƌƚĂŶƚĨŽƌƚŚĞŶĞǆƚŐĞŶĞƌĂƚŝŽŶŽĨŝŶƚĞůůŝŐĞŶƚĐůŝŶŝĐĂůďƌĂŝŶ
ĐŽŵƉƵƚĞƌŝŶƚĞƌĨĂĐĞƐ͘
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Sensorimotor electrocorticography (ECoG) vs. Subthalamic local field potential (LFP) based decoding of grip force in
patients with Parkinson’s disease
Timon Merk 1, Victoria Peterson 2, Witold Lipski 3, Benjamin Blankertz 4, Tom Mitchell 5, Andrea A. Kühn 1, Robert S. Turner 3, Wolf-Julian Neumann 1 *,
R. Mark Richardson 2 *
1

Charité - Universitätsmedizin Berlin, Germany, 2 Massachusetts General Hospital, USA, 3 University of Pittsburgh, USA, 4 Technische Universität Berlin, Germany,
Carnegie Mellon University, USA
* These authors contributed equally to the study.
5

The human cortico-basal ganglia circuit encodes critical information underlying kinematic control and movement vigor. Machine learning based
decoding of kinematic signals may augment clinical brain computer interfaces to support motor function in patients with neurological disorders.
Although this strategy has been studied primarily using cortical population activity, recent studies using local field potentials (LFP) from the
subthalamic nucleus (STN) have shown promising advances in patients with Parkinson’s disease (PD). [1] Subthalamic deep brain stimulation (DBS) is
an effective treatment for PD patients with motor complications that gives unique access to invasive neurophysiology. Real-time adaptation of DBS
parameters based on brain signal decoding bears significant potential to further improve therapeutic efficacy for patients with movement disorders,
but optimal decoding strategies remain to be elucidated. The present study compares the decoding performance of grip force from subdural
electrocorticography (ECoG) and subthalamic LFP signals in patients with Parkinson’s disease.
Subdural sensorimotor ECoG signals were recorded simultaneously with STN-LFP in 11 Parkinson’s disease patients performing a grip force task
during awake functional neurosurgery. Neural sources (Cortex vs. STN), signal features (band power from Theta, Alpha, Beta and Gamma oscillations)
and machine learning methods were compared in a systematic and fully real-time compatible manner. Band power features were used to train Linear
Models (LM), Neural Networks (NN) and ensemble based methods (XGBOOST) within a Bayesian Optimization hyperparameter search to decode
grip force. Performance was quantified as the proportion of grip force variance explained by the model and depicted as coefficient of determination
(R²). Correlation of decoding performance with anatomical location and PD motor sign severity (UPDRS-III) was estimated using linear mixed effects
models and correlations.
We have developed and evaluated an optimal real-time enabled machine learning strategy for ECoG and LFP signals. Our results consistently show
that there is a significant performance advantage of motor cortex ECoG over STN signals for movement decoding. We highlight the utility of gradient
boosted ensemble methods, which outperformed linear models and artificial neural networks. Negative correlation of PD motor signs with decoding
performance hints toward deterioration of neural coding capacity in the hypodopaminergic state. Although the implantation of ECoG strip electrodes
is currently not a part of routine clinical practice, our results show that ECoG promises significant advantages for BCI based decoding for nextgeneration neurostimulation approaches, such as intelligent adaptive DBS for Parkinson’s disease [2].
References
[1] S. A. Shah, H. Tan and P. Brown, „Continuous force decoding from deep brain local field potentials for Brain Computer Interfacing,“ 2017 8th International IEEE/EMBS Conference on
Neural Engineering (NER), Shanghai, 2017, pp. 371-374, doi: 10.1109/NER.2017.8008367
[2] Neumann, W., Turner, R.S., Blankertz, B. et al. Toward Electrophysiology-Based Intelligent Adaptive Deep Brain Stimulation for Movement Disorders. Neurotherapeutics 16, 105–118
(2019). https://doi.org/10.1007/s13311-018-00705-0
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PRESENTER:

Timon Merk

Sensorimotor electrocorticography (ECoG)
vs. Subthalamic local field potential (LFP)

BACKGROUND
• Movement decoding could be used
to inform adaptive Deep Bran
Stimulation (aDBS) for Parkinson’s
disease (PD) [1]
• Movement decoding was described
for ECOG [2] and STN [3] signals in
separate patient cohorts

based decoding of grip force in patients
with Parkinson’s disease

Patient individual electrode
placement

GOAL
Decoding performances comparison
using different Machine Learning
algorithms across cortex and STN in a
single cohort of PD patients.

Non-Cognitive Predictors of Student Success:
A Predictive Validity Comparison Between Domestic and International Students

• 11 Parkinson Disease (PD) patients
• Grip force task
• Simultaneous intraoperative
subdural electrocorticographical
(ECoG) and subthalamic (STN) local
field potential (LFP) recordings

Timon Merk1, Victoria Peterson2, Witold Lipski3, Benjamin Blankertz4, Andrea A. Kühn1, MD, Robert S.
Turner3, Wolf-Julian Neumann1*, R. Mark Richardson2* (*equal contribution)
1Movement
[1] Closed-loop DBS triggered by real-time movement and tremor decoding
based on thalamic LFP’s for essential tremor (He et al 20)
[2] Decoding Movement From Electrocorticographic Activity: A Review
(Volkova et al 20)
[3] Decoding voluntary movements and postural tremor based on thalamic
LFPs as a basis for closed-loop stimulation for essential tremor (Tan et al 19)

Disorder and Neuromodulation Unit, Department of Neurology, Charité – Universitätsmedizin
Berlin, Berlin, Germany
2
Department of Neurological Surgery, Massachusetts General Hospital, Boston, USA
3
Department of Neurobiology, University of Pittsburgh, Pittsburgh, USA
4
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Localization

Methods

III. International Conference on Deep Brain Stimulation

• ECOG Localization [3]
• STN Localization [4]

Data Structure
• Band power downsampled to
10 Hz
• For each channel 8 frequency
bands are concatenated for 5
time points (40 features)
• Localization of electrodes in
MNI space using Lead-DBS
and a custom ECOG specific
package

Real Time processing pipeline [5]
Rereferencing
• ECOG Common Average
Referencing
• STN bipolar referencing

Band Power Extraction
• Variance of bandpass filtered
windows
• Different frequency bands are
estimated via band specific
time windows

Machine Learning models
• Elastic Net Regularized
Linear Model
• Different Neural Network
Architectures
• Source Power
Comodulation (SPOC) [1]
• Extreme Gradient Boosted
Trees (XGBOOST) [2]

Normalization
• Subtract and divide by
Median of previous 10 s

Robustly validated Machine Learning Pipeline for each channel [6]

[1] SPoC: A Novel framework for relating the amplitude of neuronal
oscillations to behaviorally relevant parameters (Dähne et al 14)
[2] https://xgboost.readthedocs.io/en/latest/
[3] Three-dimensional localization of cortical electrodes in deep brain
stimulation surgery from intraoperative fluoroscopy (Randazzo et al 16)
[4] https://www.lead-dbs.org/
[5] https://github.com/neuromodulation/icn/tree/master/icn_m1
[6] https://github.com/neuromodulation/icn/tree/master/ECOG_vs_STN

Regression Problem
Prediction of Force Gripping movement
Used Metric: !"
Outer 3 fold Cross Validation
extraction of three test sets

Bayesian optimization
hyperparameter search

Inner 3 fold Cross Validation
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Best channel LM Results

Results feature parametrization
All channels movement aligned time
frequency plots
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All channel movement aligned normalized
spectral power features

Wiener Filter Best
channel performances

Best channel specific time – band specific coefficients
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Clinical correlation analysis

Results
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Interpolated XGB Performance overlays with
sensorimotor cortex and optimal PD DBS
stimulation target in STN

SPM Random Effect Analysis

0.4
R

-0.4

Connectivity Analysis

Non-Cognitive Predictors of Student Success:
A Predictive Validity Comparison Between Domestic and International Students

Fingerprint Analysis

Fingerprint Analysis

Functional connectivity

Structural connectivity

Best ECOG vs best STN
channels

0.3

0.3

R

R

-0.7

-0.4
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Conclusions
1. ECoG signals significantly
outperformed STN LFP recordings

Best channel mean weight features for individual time / frequency models

III. International Conference on Deep Brain Stimulation

5. Adding STN to ECOG channels
does not yield higher
performances

2. XGBOOST performances
outperformed Linear models as
well as state of the art spatial filter

3. Functional structural
performance predicting network
identification

4. Best performances were
obtained by using all channels
6. Real time specific movement
decoding pipeline
https://github.com/neuromodulati
on/icn/tree/master/icn_m1
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Comparison of intra-cranial recordings simultaneous with Video-EEG recordings in a DBS for epilepsy patient.
Frans Gielen 1, A.J. Colon 2, J.P. Van Dijk 2, G. Leogrande 3, R, Rouhl 2, Y. Temel 2, G.L. Wagner 2
1

Medtronic PLC, Netherlands, 2 University Medical Center, Heeze and Maastricht, The Netherlands, 3 Medtronic Bakken Research Center, Netherlands

Deep brain stimulation (DBS) for focal epilepsy in the Anterior Nucleus of the Thalamus (ANT) is an established therapy for drug refractory epilepsy.
Recently, a new type of implantable neurostimulator with sensing capabilities received CE approval for DBS. This device enables simultaneous DBS
stimulation and recording from electrode contacts on the DBS lead offering. the possibility to simultaneously record chronic intra-cranial local field
potentials (LFP) in the ANT and extra-cranial signals, e.g. electroencephalogram (EEG) combined with video recordings. Such combined recordings
enable the comparison of intra- and extra-cranial signals and might result in the identification of a patient and epilepsy type specific biomarker or
template, in analogy with the B-frequency peak related to Parkinson Disease (PD) symptoms in DBS for PD, which may be used in the optimization of
the DBS for epilepsy therapy.
Methods and Materials:
An epilepsy patient received bilateral DBS for epilepsy in the (ANT) in 2015 after first receiving insufficiently effective vagal nerve stimulation (VNS).
The patient reported about 50% reduction of seizures after start of the DBS. The VNS stimulator was simultaneously ON in order to not lose the,
albeit insufficient, gain of VNS. A new stimulator (Percept™ PC, Medtronic plc.) was implanted due to battery depletion of the previously implanted
neurostimulator. The Percept device with sensing features enabled simultaneous DBS stimulation and intracranial recording of LFPs from DBS lead
electrode contacts. Both, LFP’s and the simultaneously performed recording of video-EEG were synchronized and compared during a 4 days videoEEG session.
Several seizures were recorded simultaneously with the Percept and the video-EEG recording equipment during 2 chronic overnight recording
sessions of about 7 hour each. An analysis of the recordings as well as a first result of the potential identification of a patient and epilepsy type
specific biomarker or template will be presented during the conference. Intra-cranial recordings from externalized DBS leads in the week after the
DBS lead implants in 2015 will also be shown.
Conclusion and Discussion:
Recorded seizure signals were of good quality and seizures could be recognized in the LFP. Identification of reliable biomarkers or templates is the
first step for the ultimate goal of automatic seizure detection and potentially closed loop or Adaptive DBS in patients with DBS for epilepsy. More
recordings with different patients are needed to learn whether there is a universal biomarker or an epilepsy patient individual biomarker will be
necessary for this goal.
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Comparison of intra-cranial recordings simultaneous with
Video-EEG recordings in a DBS for epilepsy patient.
AJ

Colon1,

1Academic

JP van

Dijk1,

Authors:
F
VHBM van Kranen-Mastenbroek2, G Leogrande3,
RPW Rouhl2, Y Temel2, GL Wagner1
Gielen3,

Center for Epileptology, Epilepsy Center Kempenhaeghe/Maastricht, University Medical Center, Oosterhout, Heeze and
Maastricht, The Netherlands
2 Maastricht University Medical Center, Department of Neurosurgery and Neurology, The Netherlands
3 Medtronic Bakken Research Center, Maastricht, The Netherlands

Background:
•
•
•

•

Deep brain stimulation (DBS) for focal epilepsy in the Anterior Nucleus of the Thalamus
(ANT) is an established therapy for drug refractory epilepsy.
3 Jan. 2020, a new type of implantable neurostimulator (Percept™ PC, Medtronic PLC) with
sensing capabilities received CE approval for DBS.
This device enables simultaneous DBS stimulation and recording from electrode contacts on
the DBS lead, offering the possibility to analyze simultaneously recorded intra-cranial EEG
named Local Field Potentials (LFP) in the ANT and scalp EEG signals, combined with video
recordings.
Goal of research: Is it possible to identify a (patient specific) biomarker that can be used for
closed-loop stimulation in DBS for epilepsy?
TABLE OF CONTENTS
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Methods:
• A male focal onset epilepsy patient received bilateral DBS for epilepsy in the
(ANT) in 2015 after first receiving ineffective vagal nerve stimulation (VNS).
The patient reported about 50% reduction of seizures after start of the DBS.
• In Jan 2020 a new stimulator (Percept™ PC, Medtronic plc.) was implanted
following battery depletion of the previously implanted neurostimulator.
•
•

LFP’s were recorded with Percept from bilaterally implanted DBS leads, each containing 4
cylindrical PtIr electrode contacts: 1. 5 mm long; 1.3 mm diameter and 0.5 mm separation
between contacts.
The LFP’s were differentially recorded to eliminate or strongly reduce the artefact resulting from
simultaneously occurring stimulation.
FIG.1: Guarding differential recording concept.
Recording electrode contacts were “guarding”
the active Negative polarity stimulation
electrodes. Positive electrode at the remote
sub-clavicular stimulator housing.

•

DBS lead

4 mm
4 mm

6 mm

For 2 nights simultaneous scalp EEG recordings plus video and Percept
recorded LFP’s in ANT were acquired during ongoing therapeutic stimulation
with Percept.
•

Cycling stimulation protocol: 1 min. stim=ON; 5 min.’s stim=OFF; fstim145 Hz; 90 usec Pulse width
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Results:
•
19 seizures were detected by qualified nurses via the vEEG system during 2
nights.
•

•

10/19 (52.6%) of the seizures recorded by the EEG started during the stimulation ON phase.

~ 10hrs of raw LFP signals were recorded in ANT in sessions of 30 or 60min
during the same 2 nights.
•
•
•
•

ECG artifact was recorded in the stimultation ON phase of each stimulation cycle.
EEG and LFP synchronization achieved via timestamps and (cycled) stimulation.
Simultaneous LFP and EEG recordings are available for 12/19 seizures.
Each of these 12 seizures can be recognized in the LFP visually (FIG. 2) and/or by spectral analysis
(FIG. 3).
FIG. 2: example of
seizure and interictal activity. Signals
from vEEG (red)
were synchronized
with LFP’s from left
ANT (yellow) and
right ANT (blue).
Recording gaps in
the LFP’s have a
technical origin.
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Results (cont‘d):
•

The amount of relative power in the empirically selected band 26+/-2.5Hz of the
LFP was measured and recorded directly by the Percept stimulator.
Generalized seizure,
confirmed by vEEG

Raw LFP signal in
time domain

5min, stim OFF

1min, stim ON

Spectrogram of
raw LFP

Relative Power in frequency
band 26+/-2.5Hz [-]

Stimulation artifact

Noise during
stimulation ON
due mainly to ECG
artifact

Relative Power in
frequency band
26+/-2.5Hz

Stimulation
amplitude

FIG. 3: example of seizures recorded during periods with stimulation ON and OFF. Raw LFP from left ANT (yellow),
spectrogram, relative power in selected frequency band in LFP (blue) and stimulation (red) recorded by the
Percept.
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Conclusion:
• Seizures were recorded succesfully in ANT with Percept.
• The signal-to-noise ratio for the Percept recorded LFP‘s is enough to identify
seizures.
•
•

Despite simultaneously ongoing DBS stimulation in ANT and ECG artifacts in the LFP signals.
ANT recorded Seizure LFP amplitudes are comparable with scalp EEG amplitudes: +/- 500 uVtt.

• 10/19 (52.6%) of the recorded seizures started during the stimulation ON period
•
•

•

NOTE: Cycling stimulation protocol: 1 min. stim=ON; 5 min. stim = OFF.
If seizures would start independent of stimulation ON period, then about 16.6 % of the seizures would
start during the stimulation ON period.
This suggests that scalp EEG and LFP‘s can be used to relatively quickly identify seizures as adverse
effects of stimulation.

• The patient had abundant inter-ictal events seen in the scalp EEG
•
•

Inter-ictal events were not always identified in the LFP due to the low amplitude of these signals.
Seizures as identified from the scalp EEG were clearly seen in the LFP‘s recorded in ANT.

• The power in specific frequency bands could be used to detect seizures in this set of
data
•

Optimization of the selection of the band could enable fully automatic detection of seizures.
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Adaptive DBS Algorithm for Personalized Therapy in Parkinson’s Disease: ADAPT-PD Trial: a prospective single-blind,
randomized crossover, multi-center trial of deep brain stimulation adaptive algorithms in subjects with Parkinson’s
disease.
Helen Bronte-Stewart 1, Andrea Kühn 2, Lisa Tonder 3, Robert Raike 3, Scott Stanslaski 3, Kassa Lynch 3
1

Stanford, USA, 2 Charité Berlin, Germany, 3 Medtronic, USA

Deep brain stimulation (DBS) is an effective therapy for Parkinson’s disease (PD) symptoms, though opportunities exist to improve the efficiency and
efficacy. Commercially approved DBS is programmed to run continuously (cDBS) at specified programming parameters. In contrast, adaptive DBS
(aDBS) algorithms may individualize and optimize PD therapy by adjusting stimulation based on objective signals. The algorithm technology used
in this study is uniquely embedded in the device, which allows for out-of-clinic assessments. Local field potentials (LFPs) represent population-level
neuronal oscillations surrounding the DBS electrode and can be used as aDBS control signals.
The objective of this study is to demonstrate safety and effectiveness of adaptive deep brain stimulation (aDBS) algorithms in subjects with
Parkinson’s disease (PD).
Subjects will have been implanted with DBS leads either in the Globus Pallidus interna (GPi) or the subthalamic nucleus (STN) connected to a
commercial DBS system capable of sensing LFPs. An investigational feature will be unlocked to allow programming of two different aDBS modes using
low frequency (8-30 Hz) LFP control signals. Subjects will enter a 30-day Baseline Phase in their current cDBS programming configuration, followed by
an aDBS Set-up and Adjustment Phase. Subjects tolerating both aDBS modes will then enter a 2-period randomized crossover Evaluation Phase and
receive each aDBS mode over 30-day periods, followed by a Long-Term Follow-up Phase over 10 months. The aDBS evaluations will involve measures
of On time, quality of life, speech, movement, sleep, patient preference and satisfaction, and total electrical energy delivered (TEED).
The primary effectiveness endpoint will measure On time without troublesome dyskinesia from the PD Home Diary. Other endpoints will include
TEED, output from a wearable device, Voice Handicap Index, UPDRS, EQ-5D-5L, PDSS-2, PDQ-39, and patient preference and satisfaction. Safety will
include evaluation of stimulation-related adverse events (AEs), AEs, and device deficiencies.
This international, multi-center, chronic aDBS study is expected to generate data to support safety and effectiveness for both aDBS modes in PD
subjects.
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WdͲWdƌŝĂů͗ĂƉƌŽƐƉĞĐƚŝǀĞ ƐŝŶŐůĞͲďůŝŶĚ͕ƌĂŶĚŽŵŝǌĞĚ ĐƌŽƐƐŽǀĞƌ͕
ŵƵůƚŝͲĐĞŶƚĞƌƚƌŝĂů ŽĨ ĚĞĞƉ ďƌĂŝŶ ƐƚŝŵƵůĂƚŝŽŶ ĂĚĂƉƚŝǀĞĂůŐŽƌŝƚŚŵƐ ŝŶ
ƐƵďũĞĐƚƐ ǁŝƚŚ Parkinson’s ĚŝƐĞĂƐĞ
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DĞƚŚŽĚƐ͗dǁŽŝĨĨĞƌĞŶƚůŐŽƌŝƚŚŵƐĨŽƌĚĂƉƚŝǀĞ^ƚŝŵƵůĂƚŝŽŶ
Ϭϰͮ&ĞĂƚƵƌĞĚƌĞƐĞĂƌĐŚ

^ŝŶŐůĞdŚƌĞƐŚŽůĚ͗ &ĂƐƚĞƌ KEͲK&&ƐƚŝŵƵůĂƚŝŽŶ ĐŚĂŶŐĞƐ

Single Threshold Mode
Milliseconds

ǀĞƌĂŐĞŽĨϮϱϬŵƐ͕ĞƚĂƵƌƐƚƚƌĂĐŬŝŶŐ

ƵĂůdŚƌĞƐŚŽůĚ͗ ŵƉůŝƚƵĚĞŵŽĚƵůĂƚŝŽŶ ŽǀĞƌ ůŽŶŐĞƌ ƚŝŵĞĨƌĂŵĞ

Dual Threshold Mode
Minutes

ǀĞƌĂŐĞŽǀĞƌ Ϯ͘ϱŵŝŶ͕ĂĚĂƉƚĂƚŝŽŶ ƚŽ ŵĞĚŝĐĂƚŝŽŶ ĐǇĐůĞ
3
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DĞƚŚŽĚƐ͗WdͲWdƌŝĂů
,ĞůĞŶƌŽŶƚĞͲ^ƚĞǁĂƌƚ;h^Ϳ
ŶĚƌĞĂ<ƺŚŶ;ƵƌŽƉĞͿ

WƌŝŵĂƌǇŶĚƉŽŝŶƚ͗KEdŝŵĞǁŝƚŚŽƵƚƚƌŽƵďůĞƐŽŵĞĚǇƐŬŝŶĞƐŝĂƐ;ƉĂƚŝĞŶƚĚŝĂƌǇͿ
^ĞĐŽŶĚĂƌǇŶĚƉŽŝŶƚ͗dŽƚĂůĞůĞĐƚƌŝĐĂůĞŶĞƌŐǇĚĞůŝǀĞƌĞĚ;dͿ

4
DĞĚƚƌŽŶŝĐ
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ŽŶĐůƵƐŝŽŶ͗
• dŚŝƐŝŶƚĞƌŶĂƚŝŽŶĂů͕ŵƵůƚŝͲĐĞŶƚĞƌ͕ĐŚƌŽŶŝĐĂ^ ƐƚƵĚǇŝƐĞǆƉĞĐƚĞĚƚŽ
ŐĞŶĞƌĂƚĞĚĂƚĂƚŽƐƵƉƉŽƌƚƐĂĨĞƚǇĂŶĚĞĨĨĞĐƚŝǀĞŶĞƐƐĨŽƌďŽƚŚĂ^ ŵŽĚĞƐ
;ƐŝŶŐůĞƚŚƌĞƐŚŽůĚĂŶĚĚƵĂůƚŚƌĞƐŚŽůĚͿŝŶWƐƵďũĞĐƚƐ
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Adaptive neuromodulation – closing the loop

– virtual meeting –

Modulation of Subthalamic Nucleus Local-Field Potentials by speech
Leonor Correia Guedes 1, Ines Cardoso 1, Patrícia Lobo 1, Begona Cattoni 1, Herculano Carvalho 1, António Gonçalves Ferreira 1, Miguel Coelho 1
1

Hospital de Santa Maria, Portugal

Closed-loop deep brain stimulation (DBS) is emerging as an opportunity for a possible more personalized treatment for Parkinson’s disease (PD) as
compared to traditional open-loop stimulation systems depending on frequently laborious and punctual programing adjustments. Having the capacity
to measure Local Field Potentials (LFPs) surrounding different stimulation electrodes, closed-loop systems will use LFPs as electrophysiological
surrogate markers of clinical motor signs to automatically adapt stimulation, optimizing treatment over time.
There is evidence that PD is associated with exaggerated, pathological, synchronization of basal ganglia neurons in the beta frequency band (13–35
Hz) and that dopaminergic medications, as well as STN-DBS, induce a decrement of beta-band activity in the LFPs. Studying the possible influence
of motor activity in the LFPs sensed in closed-loop systems is of utmost importance to better understand the specificity of the device for modulating
feed-back dependent stimulation. Our study aimed to investigate the influence of 3 different motor tasks on beta-band activity in LFPs.
One patient submitted to STN-DBS,was tested in two different conditions, ON and OFF dopaminergic medication, in each condition performing
sequential timed periods performing: 1- speech; 2- hand movements; 3- gait, alternating with rest. LFPs were measured using the implanted DBS
leads and a newly commercially available Implantable Pulse Generator (IPG) with sensing capacity.
We could identify a consistent modulation of the beta-band with speech both in ON and OFF medication.
Our preliminary results indicate a possible influence of speech on beta-band LFPs, support further investigation on voluntary motor activity in closedloop systems sensed LFPs and have possible implications for research in both neurophysiological and clinical applications of these new DBS systems.

TABLE OF CONTENTS

33

PO 5

Modulation of Subthalamic Nucleus Local-Field Potentials by speech

DŽĚƵůĂƚŝŽŶŽĨ^ƵďƚŚĂůĂŵŝĐEƵĐůĞƵƐ>ŽĐĂůͲ&ŝĞůĚWŽƚĞŶƚŝĂůƐďǇƐƉĞĞĐŚ
>ĞŽŶŽƌŽƌƌĞŝĂ'ƵĞĚĞƐ͕/ŶġƐĂƌĚŽƐŽ͕WĂƚƌşĐŝĂWŝƚĂ>ŽďŽ͕ŶĂďĞůĂsĂůĂĚĂƐ͕ĞŐŽŶĂĂƚƚŽŶŝ͕,ĞƌĐƵůĂŶŽ
ĂƌǀĂůŚŽ͕ŶƚſŶŝŽ'ŽŶĕĂůǀĞƐ&ĞƌƌĞŝƌĂ͕DŝŐƵĞůŽĞůŚŽ

ĞƉĂƌƚŵĞŶƚŽĨEĞƵƌŽƐĐŝĞŶĐĞƐĂŶĚDĞŶƚĂů,ĞĂůƚŚ͕EĞƵƌŽůŽŐǇĂŶĚEĞƵƌŽƐƵƌŐĞƌǇĞƉĂƌƚŵĞŶƚƐ͕,ŽƐƉŝƚĂůĚĞ^ĂŶƚĂDĂƌŝĂ͕,h>E͕>ŝƐďŽŶ͕
WŽƌƚƵŐĂů

ĂĐŬŐƌŽƵŶĚ
Closed-loop deep brain stimulation (DBS) is emerging as an
opportunity for a possible more personalized treatment for
Parkinson’s disease (PD).
PD is associated with exaggerated, pathological, synchronization
of basal ganglia neurons in the beta frequency band.
Dopaminergic medications and STN-DBS, induce a decrement of
beta-band activity.
Closed-loop systems will use Local Field Potentials (LFPs) as
electrophysiological surrogate markers of clinical motor signs to
automatically adapt stimulation, optimizing treatment over time.

Studying the possible influence of motor activity and
speech in the LFPs sensed in closed-loop systems is
of utmost importance to better understand the
specificity of the device for modulating feed-back
dependent stimulation.

.

ŝŵƐ
Our study aimed to investigate the influence of
speech and additional motor tasks on STN LFPs.

We hypothesized that speech and voluntary motor activity may
influence STN LFPs. It is known that activating maneuvers as
speech tasks and motor tasks worsen motor signs of PD.
Furthermore, there is evidence that STN is itself involved in
speech production.

TABLE OF CONTENTS

34

PO 5

Modulation of Subthalamic Nucleus Local-Field Potentials by speech

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

DĞƚŚŽĚƐ͗
ůŝŶŝĐĂů ĐĂƐĞ

ZŝŐŚƚ ůĞĐƚƌŽĚĞ

>ĞĨƚ ůĞĐƚƌŽĚĞ

y
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y
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ϭϬ͘Ϭ

Ͳϭ͘ϭϲ

Ͳϰ͘ϬϮ

ͲϭϬ͘Ϭ

Ͳϭ͘ϰϮ

Ͳϯ͘ϵϲ

dĂƌŐĞƚ ŽŽƌĚŝŶĂƚĞƐ

dĞƐƚ ĐŽŶĚŝƚŝŽŶƐ

WŽƐƚͲŽƉĞƌĂƚŝǀĞd^ĐĂŶ

Two different conditions, ON and OFF dopaminergic
medication/ STIM OFF
Each condition - sequential timed periods : 1- speech;
2- hand movements; 3- gait, alternating with rest.

ϯ

LFPs measured using the implanted DBS leads and a
newly commercially available Implantable Pulse
Generator (IPG) with sensing capacity.

ϭ

Ϯ

Ϭ
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ZĞƐƵůƚƐ͗
^ƵƉƉƌĞƐƐŝŽŶ ŝŶ ƚŝŵĞ ĂĨƚĞƌ
ƐƚŝŵƵůĂƚŝŽŶ ĂĚũƵƐƚŵĞŶƚ

DŽĚƵůĂƚŝŽŶŽĨ^dE>&WƐďǇƐƉĞĞĐŚ

ĞƚĂ ĨůƵĐƚƵĂƚŝŽŶƐ ĚƵƌŝŶŐ ƐƉĞĞĐŚ ĞǆĞƌĐŝƐĞƐ
ŽǆĞƐ ŚŝŐŚůŝŐŚƚ ŵŽŵĞŶƚƐ ǁŚĞŶ ƉĂƚŝĞŶƚ ǁĂƐ ƐŝůĞŶƚ – ŚŝŐŚĞƌ ĞƚĂ ƉŽǁĞƌ – ĂůƚĞƌŶĂƚŝŶŐ ǁŝƚŚ
ŵŽŵĞŶƚƐ ǁŚĞŶ ƉĂƚŝĞŶƚ ǁĂƐ ĞǆĞĐƵƚŝŶŐ ƐƉĞĞĐŚ ĞǆĞƌĐŝƐĞƐ – ůŽǁĞƌ ĞƚĂ ƉŽǁĞƌ͘
dŝŵĞ ĂǆŝƐ ĐŽŚĞƌĞŶƚ ǁŝƚŚ ƚŚĞ ƐĞƋƵĞŶĐĞ ŽĨ ĞǆĞƌĐŝƐĞƐ͗ ƉĂƚŝĞŶƚ ŝƐ ƐŝůĞŶƚ ;ϭŵŝŶͿ͖ ƐƉĞĂŬƐ ;ϭŵŝŶͿ͖
ƐŝůĞŶƚ ;ϭŵŝŶͿ͖ ƐƉĞĂŬƐ ;ϯϬƐĞĐƐͿ͖ ƐŝůĞŶƚ ;ϯϬƐĞĐƐͿ͖ ƐƉĞĂŬƐ ;ϯϬƐĞĐƐͿ͖ ƐŝůĞŶƚ ;ϯϬƐĞĐƐͿ͘
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ZĞƐƵůƚƐ͗
DŽĚƵůĂƚŝŽŶŽĨ^dE>&WƐďǇƐƉĞĞĐŚ

ƐƉĞĞĐŚ ŽŶƐĞƚ

&ŝŶŐĞƌ ƚĂƉƉŝŶŐ͕ ŐĂŝƚ ĂŶĚ ƐƉĞĞĐŚ ĞǆĞƌĐŝƐĞĚ ǁĞƌĞ ƉĞƌĨŽƌŵĞĚ ĚƵƌŝŶŐ ^ƚƌĞĂŵŝŶŐ
^ĞƐƐŝŽŶ ƵƐŝŶŐ WĞƌĐĞƉƚ W™͘ >ĂƐƚ ĞǆĞƌĐŝƐĞ ŽŶ ƚŚĞ ůŝƐƚ ǁĂƐ ^ƉĞĞĐŚ ĞǆĞƌĐŝƐĞ
ĐŽŚĞƌĞŶƚ ǁŝƚŚ 'ĂŵŵĂ ŝŶĐƌĞĂƐĞ͘
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ŽŶĐůƵƐŝŽŶ͗
Our preliminary results indicate a possible influence of speech on beta
and Gamma band LFPs, support further investigation on speech and
voluntary motor activity in closed-loop systems sensed LFPs and have

possible implications for research in both neurophysiological and
clinical applications of these new DBS systems.
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Impaired movement-related beta band modulation precedes freezing episodes: hypothesis from upper limb freezing for
novel STN sensing technology
Maria-Sophie Breu 1, Marlieke Scholten 2, Alireza Gharabaghi 3, Daniel Weiss 1
1

Clinic of Neurology, University Hospital Tübingen, Germany, 2 Hertie-Institut for clinical Brain Research, Germany, 3 University Hospital Tübingen, Germany

Freezing phenomena in Parkinson’s disease (PD) constitute an important unaddressed therapeutic need. Changes in cortical neurophysiological
signatures may precede a single freezing episode and indicate the evolution of abnormal motor network processes. Here, we hypothesized that the
movement-related power modulation in the beta-band observed during regular finger tapping deteriorates in the transition period between regular
tapping and upper limb freezing (ULF).
We analyzed a 36-channel EEG of 13 patients with idiopathic PD during self-paced repetitive tapping of the right index finger. In offline analysis, we
identified ULF episodes and compared the period immediately before ULF (‘transition’) with regular tapping regarding movement-related cortical
frequency domain activity and cortico-cortical phase synchronization.
From time-frequency analyses, we observed that the tap cycle related beta-band power modulation over the contralateral sensorimotor area was
diminished in the transition period before ULF. Furthermore, increased beta-band power was observed in the transition period compared to regular
tapping centered over the contralateral centro-parietal and ipsilateral frontal areas.
Here, we demonstrate that impaired beta power modulation precedes freezing in upper limb movement. From this work, we generate the hypothesis
that beta band related power modulations may also precede freezing of gait episodes. We will translate this finding to freezing of gait by analyzing
local field potentials (LFPs) of the subthalamic nucleus in patients with next generation impulse generators with available sensing technology
(Medtronic, Percept™ PC) Deterioration of beta power modulation prior to freezing has potential to evolve as biomarker in order to treat and prevent
freezing of gait episodes with adaptive stimulation.
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Impaired movement-related beta band modulation
preceding freezing episodes:
Upper limb freezing and freezing of gait
Breu M-S, Schneider M, Garabaghi A, Weiss D

Background:

Similar kinematic and
neurophysiological characteristics
in Upper Limb Freezing (ULF) and
Freezing of Gait (FoG)
->increase in frequency and decrease in
amplitude
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Methods:
• Patients with PD

(akinetic-rigid, after overnight withdraw of medication)

•Finger-tapping-paradigm
•Interpolating each tap
(time warping)
•`Transition´ period
before ULF

•Analyzing cortical activity in EEG

Scholten et al., 2020

TABLE OF CONTENTS

41

PO 6

Impaired movement-related beta band modulation precedes freezing episodes …

III. International Conference on Deep Brain Stimulation

Results:
•Movement related
power modulation in
regular finger tapping
but not in `Transition´

Scholten et al., 2020
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State of the Art:
•Movement-related beta-band
modulation in STN during
bicycling (Storzer et al. 2016),
stepping (Fischer et al. 2018)
and regular gait (Hell et al. 2018)

Hell et al., 2018
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Preview/Conclusion:
•Gait paradigm to provoke Freezing of Gait
•Percept™PC BrainSense™ Technology to analyze Local
Field Potentials (LFP) of the subthalamic node (STN) and
Substantia nigra (SNr)
•Pathological cortical motor processing
preceds freezing episodes in
the upper limb
•Validate if impaired beta modulation
precedes FOG to customize
preventive neuromodulation
treatment

Image Provided Courtesy of Medtronic, Inc.
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Spatial dependence of beta bursts determined by segmented DBS electrodes
Matthias Sure 1, Jan Vesper 1, Alfons Schnitzler 1, Esther Florin 1
1

University Hospital Düsseldorf, Germany

Beta band bursts in the STN play an important role in the pathophysiology of Parkinson‘s disease (PD) and can be used as a trigger in closed-loop
DBS. However, so far it is not known, how these bursts are spatially distributed within the STN. Using directional DBS leads we here investigate the
occurrence of beta burst with higher spatial resolution compared to the traditional omnidirectional DBS leads. Thereby we identify if beta band bursts
have differing characteristics for the functional subsystems of the STN.
Patients power spectra had individual peaks in the beta range (22.3 ± 5.9 Hz). However, not in every recording channel, a peak was determined. The
power at the BPf and within the hBB was significantly reduced by medication. In the hBB, the power of the anterior recording direction was greater
than at medial and lateral.
Burst density increased for all directions and frequencies in OFF medication compared to ON. Additionally, for the BPf more bursts occurred in the
lateral direction than anterior in ON medication. The burst duration in the hBB and the BPf increased without medication. Only for hBB bursts, the
amplitude was found to be reduced at anterior in the ON.
The results show reducing effects of dopaminergic medication on the burst density, duration, and, overall power, whereas the burst amplitude seems
to be less affected. That most effects were found for the hBB and the BPf highlights the frequency specificity of beta bursts for the pathology of PD.
Density and duration contribute to the overall power and may accumulate in the individual beta peaks. As peaks in the power spectrum are only
present at some contacts supports a non-homogeneous distribution of beta activity in the STN.

TABLE OF CONTENTS

45

PO 7

Spatial dependence of beta bursts determined by segmented DBS electrodes

Spatial dependence of beta bursts determined by
segmented DBS electrodes
Matthias Surea, Jan Vesperb, Alfons Schnitzlera, Esther Florina
a Institute of Clinical Neuroscience and Medical Psychology,
Medical Faculty, Heinrich Heine University Düsseldorf, Germany
b Department of Functional Neurosurgery and Stereotaxy,
Medical Faculty, University Hospital Düsseldorf, Germany

Background
•

Subthalamic (STN) beta bursts pathological hallmark of Parkinson's disease (PD)

•

DBS and medication reduce the number of bursts¹

•

Beta bursts as a trigger in closed-loop DBS²

Objectives
•

Is beta burst activity homogeneous within the STN?

•

Is pathological beta burst activity in PD specific to a beta subband?
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Methods
•

LFPs from the left and right STN of 26 PD patients at rest

•

30 minutes with (ON) and without dopaminergic (OFF)
medication

•

Directional leads sorted according to anterior, medial, and lateral

•

Bursts detected for 12-24 Hz (lBB), 24-35 Hz (hBB), and ± 3 Hz
around the individual beta peak frequency (BPf)

•

Raw data z-score normalized

•

Detection threshold: 75th-percentile of the Morlet wavelets
amplitude
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Results

Figure 1: The 1/f corrected power spectra of the
anterior contact is displayed for the medication
OFF state in blue and the ON state in red. The
coloured shaded areas indicate the standard
deviation of the mean.

Figure 2: The mean power with the standard
error of the mean for the high beta band is
shown. Stars indicate a significant difference
with p < 0.005.

• Beta peaks were found at individual frequencies (Mean ± SD: 22.1 ± 5.8 Hz)
• Peaks not found at all LFPs (Anterior: 25 times; Medial: 20; Lateral: 19)
• Power differences between OFF and ON and between LFPs for the hBB and BPf
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Results

Figure 3: The mean with standard deviation is plotted for the burst density (left) and the burst
duration (right) at the individual beta peak frequency. The values are presented separately for the
anterior, medial, and lateral orientation. Stars indicate a significant difference with p < 0.005.

•

Density is reduced by medication in all frequency bands

•

Only for the BPf more bursts at lateral than anterior direction ON medication

•

Duration is longer OFF than ON medication for hBB and BPf
TABLE OF CONTENTS

49

PO 7

Spatial dependence of beta bursts determined by segmented DBS electrodes

III. International Conference on Deep Brain Stimulation

Conclusion
•

Effect of medication depends on beta frequency definition

•

Medication effect on duration more frequency specific than on
density

•

Beta activity is non-homogenously distributed in the STN
•

Orientation dependency of power and burst density maybe
caused by different functional STN subregions

•

No specific region for pathologically elevated beta activity

References:
1. Ray NJ, Jenkinson N, Wang S, et al. Local field potential beta activity in the subthalamic nucleus of patients with Parkinson's disease is
associated with improvements in bradykinesia after dopamine and deep brain stimulation. Experimental neurology 2008; 213(1):108–13.
2. Arlotti M, Marceglia S, Foffani G, et al. Eight-hours adaptive deep brain stimulation in patients with Parkinson disease. Neurology 2018;
90(11):e971-e976.
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The effect of directional DBS and/or short pulse width on attenuation effects in VIM/PSA-DBS for tremor.
Julian Köchert 1, Christian Hartmann 1, Petyo Nikolov 1, Philipp Jörg Slotty 1, Jan Vesper 1, Alfons Schnitzler 1, Stefan Jun Groiss 1
1

Heinrich-Heine-University Düsseldorf / Medical Faculty, Germany

Deep brain stimulation (DBS) of the ventral intermediate thalamic nucleus and/or the posterior subthalamic area (VIM/PSA) is a highly effective
treatment for essential tremor. However, chronic VIM/PSA-DBS may be associated with attenuation of treatment efficacy, which in turn requires
adaption of stimulation amplitudes increasing the applied energy to allow for sustained tremor control. Recently, short pulse (e.g. 40µs) and DBS
via segmented leads (directional DBS, dDBS) has been suggested as superior stimulation strategies towards conventional DBS with omnidirectional
stimulation (oDBS) and usage of longer pulse widths (e.g. 60µs). So far, it has not been investigated whether these recommended strategies also have
an impact on attenuation effects.
A total of 10 patients who priorly underwent VIM/PSA-DBS surgery were recruited for this study. For each patient, monopolar review of segmented
contacts was performed by a blinded rater to identify the preferable height and segmented contact for chronic DBS. This information was
subsequently utilized to set-up dDBS40µs, dDBS60µs, oDBS40µs, and oDBS60µs in a randomized sequence for a 4-week-period, respectively. TolosaMarin Tremor Rating Scale (TRS) and the Essential Tremor Rating Assessment Scale (TETRAS), the Scale for the assessment and rating of ataxia (SARA),
the International Cooperative Ataxia Rating Scale (ICARS), and a multimodal gait analysis utilizing the Zebris® FDM 3 measurement platform were
obtained after withdrawal of prior DBS settings for 60 minutes, immediately after initiation of a new DBS setup, and after the associated 4-week
treatment period. Linear mixed models (LMM) were utilized to delineate the effects of DBS directionality (dDBS vs. oDBS) pulse width (40µs vs. 60µs),
and time (immediate assessment vs. 4-week follow-up) on tremor control potential and side effects.
All DBS conditions (dDBS40µs, dDBS60µs, oDBS40µs, oDBS60µs) led to a significant tremor reduction. No significant difference of tremor reduction
or side effects could be observed between the 4 treatment conditions. However, DBS-mediated tremor suppression significantly deteriorated after 4
weeks of chronic stimulation, compared to immediate assessment. Again, no significant difference between stimulation paradigms was observed.
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The effect of directional DBS and/or short pulse width
on attenuation effects in VIM/PSA-DBS for tremor.
Köchert J1, Hartmann CJ1,2, Nikolov P1, Slotty PJ3, Vesper J3, Schnitzler A1,2, Groiss SJ1,2.
1Institute

of Clinical Neuroscience and Medical Psychology, 2Department of Neurology, 3Department of Neurosurgery, Medical
Faculty, Heinrich-Heine-University Düsseldorf, Germany

Background:
•

Deep brain stimulation (DBS) of the ventral intermediate thalamic nucleus and/or the posterior
subthalamic area (VIM/PSA) is a highly effective treatment for essential tremor but may be
associated with attenuation of treatment efficacy.1

•

Recently, application of short pulse widths (e.g. 40µs) and DBS via segmented leads (directional
DBS, dDBS) has been suggested as superior stimulation strategies towards conventional DBS with
omnidirectional stimulation (oDBS) and usage of longer pulse widths (e.g. 60µs).2,3

•

Aim of this study was to investigate whether these recommended strategies also have an impact
on attenuation effects.
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Methods:
•

10 patients who already underwent VIM/PSA-DBS surgery were recruited.

•

Study design:
Monopolar review
Best height allowing dDBS

Results
DBS off condition
Randomization

dDBS

oDBS

•

Clinical assessment:

40µs

t1

t2

60µs

t1

t2

40µs

t1

t2

60µs

t1

t2

4 conditions / patient

Best segmented contact

DBS off state (withdrawal of DBS for 60 minutes), DBS on-state (t1: immediately, t2: 4-week follow-up) for each
treatment condition.

•

Clinical measures:
Tolosa-Marin Tremor Rating Scale (TRS), Essential Tremor Rating Assessment Scale (TETRAS), Scale for the assessment
and rating of ataxia (SARA), International Cooperative Ataxia Rating Scale (ICARS), Gait analysis (Zebris® FDM 3
measurement platform)

•

Statistical analysis:
Linear mixed models (LMM) using R and its lme4 package accounting for repeated measurements
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Results:
•

All DBS conditions (dDBS40µs, dDBS60µs, oDBS40µs, oDBS60µs) led to a significant reduction of
TRS and TETRAS performance scales.
LMM: lmer(value ~ time (off/t1/t2 ) +(1 | subject)

•

Tremor deteriorated in each condition after 4 weeks (t2), compared to immediate assessment (t1)
LMM: lmer(value ~ pulse width (40/60µs)* time (t1/t2 ) * mode (oDBS/dDBS) + (1 | subject).
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Fig. 1: Effects of DBS on tremor severity on TRS. DBS lead to a significant tremor reduction, regardless if oDBS/dDBS or pulse
widths of 40/60µs were applied. In addition, significant worsening of tremor could be observed over time (t1 vs. t2) in every DBS
condition.
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•

Compared to off state, DBS did not lead to changes of ataxic symptoms, as assessed with SARA and
ICARS, or features of gait and stance, as assessed with Zebris® FDM 3 measurement platform.

•

In addition, no significant differences of ataxic symptoms or features of gait and stance could be
observed between the 4 treatment conditions.

•

LMM: lmer(value ~ pulse width (40/60µs)* time (t1/t2 ) * mode (off/oDBS/dDBS) + (1 | subject)
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Fig. 1: Assessment of ataxic symptoms using SARA (left), and gait gait velocity, right). LMM analyses did not reveal significant
effects of applied pulse width, time, or DBS mode. Moreover, no significant effects between DBS off and DBS on conditions
could be observed. Similar observations were made for ICARS as well as other features of stance and gait, respectively.
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Conclusion:
•

To the best of our knowledge, this is the first study evaluating the effects of pulse width and
directional stimulation on attenuation effects in VIM/PSA-DBS.

•

Compared to conventional stimulation paradigms (oDBS and pulse width of 60µs), neither dDBS
nor shorth pulse width reduced the risk or the amount of attenuation effects in our small study
cohort.

•

Hence, our data suggest that the risk of habituation effect cannot be easily overcome by such
advanced DBS paradigms. However, the utility of applying short pulse width <60µs and dDBS
increases the degrees of freedom for chronic DBS settings and therefore may provide more
options to continuously switch DBS settings and hence to compensate attenuation effects.

•

Since no DBS-induced worsening of gait, stance, and ataxic symptoms could be observed, further
studies with a larger number of probands and longer observation period (> 4 weeks) may be
necessary to better address the impact of dDBS and/or short pulse width on these features.

References:
1. Fasano A, Helmich RC. Mov Disord. 2019 Dec;34(12):1761-1773.
2. Bruno S, Nikolov P, Hartmann CJ, Trenado C, Slotty PJ, Vesper J, Schnitzler A, Groiss SJ. Neuromodulation. 2020 Jul 15.
3. Moldovan AS, Hartmann CJ, Trenado C, Meumertzheim N, Slotty PJ, Vesper J, Schnitzler A, Groiss SJ. Brain Stimul. 2018 SepOct;11(5):1132-1139.

TABLE OF CONTENTS

56

CONFERENCE
III. INTERNATIONAL
ON DEEP BRAIN
STIMULATION

PO 9

DBS – CLINICAL OUTCOMES

– virtual meeting –

Real World Clinical Outcomes Using a Novel Directional Lead from a Multicenter Registry of Deep Brain Stimulation for
Parkinson’s Disease
Roshini Jain 1, Günther Deuschl 2, Steffen Paschen 3, Michael Barbe 4, Andrea Kühn 5, Jan Vesper 6
1

Boston Scientific, USA, 2 University of Kiel, Germany, 3 University Medical Center Schleswig-Holstein, Germany, 4 University Hospital Cologne, Germany, 5 Charité –
Universitätsmedizin Berlin, Germany, 6 Heinrich Heine Universität Düsseldorf, Germany

Deep Brain Stimulation (DBS) systems have historically used ring-shaped electrodes that produce stimulation fields with limited control
over field shape and volume of tissue activated. Directional current steering may permit a more personalized DBS approach with respect
to individualized shape and pattern of electrical field and corresponding volume of tissue activated. In this report, on-going real-world
registry outcomes using a directional lead with a Deep Brain Stimulation (DBS) system capable of multiple independent current source
control (MICC) for use in managing symptoms of levodopa-responsive Parkinson’s disease (PD) are reported.
The Vercise DBS Registry (ClinicalTrials.gov Identifier: NCT02071134) is a prospective, on-label, multi-center, international registry
sponsored by Boston Scientific. Subjects were implanted with a directional lead included as part of a multiple source, constant-current
directional DBS system (Vercise Cartesia, Boston Scientific). Subjects were followed up to 3-years post-implantation where their overall
improvement in quality of life and PD motor symptoms was evaluated. Clinical endpoints evaluated at baseline and during study followup included Unified Parkinson’s disease Rating Scale (UPDRS), MDS-UPDRS, Parkinson’s disease Questionnaire (PDQ-39), and Global
Impression of Change.
Enabling fractionalization of current using MICC can permit application of a well-defined, shaped, electrical field. This ongoing registry
represents the first comprehensive, large scale collection of real-world outcomes using a directional lead and an MICC-based DBS
system.
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Deep Brain Stimulation (DBS) for Parkinson’s Disease International Study (REACH-PD): Final Outcomes from China
Huifang Shang 1, Yuqing Zhang 2, Ling Chen 3, Bomin Sun 4, Xuelian Wang 5, Jun Wang 6, Jian Wang 7, Kahrin Stromberg 8, Sarah Wibben 8, Dogni Xie 9, Ayse Bovet 10
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West China Hospital – SiChuan University, China, 2 Xuanwu Hospital of Capital Medical University, China, 3 The First Affiliated Hospital of Sun YatSen University,
China, 4 Ruijin Hospital Shanghai Jiao Tong, China, 5 Tangdu Hospital of Fourth Military Medical University, China, 6 The First Hospital of China Medical, China,
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Huashan Hospital – Fudan University, China, 8 USA, 9 China, 10 Switzerland

Deep brain stimulation (DBS) at the subthalamic nucleus (STN) and globus pallidus interna (GPi) is effective in improving symptoms of levodoparesponsive, idiopathic Parkinson’s disease (PD). This has been shown in several randomized control trials mostly in Europe and in the US. DBS Therapy
has become an established treatment for PD patients with medically intractable fluctuations and dyskinesia and has shown long-term efficacy.
There is however a consistent need for evidence in many regions around the world such as Asia and Latin America. This study was the first
prospective, multi-center, post-market international study with a primary purpose of assessing PD-related health outcomes with adequate statistical
power to generate evidence in China and Brazil.
The primary objectives of this study were to demonstrate significant improvements in PD-related quality of life (PDQ-8) from baseline to 12 months
and in motor score (Unified Parkinson’s Disease Rating Scale (UPDRS III) from baseline (Off medication) to 12 months (On stimulation/Off medication).
Additional measures such as UPDRS I, II, IV, Hoehn and Yahr Staging Scale, overall health status and patient satisfaction were also included. Results
from China are presented here
PD patients were implanted and completed follow-up visits at 3, 6, and 12 months following DBS therapy activation. Changes in PDQ-8 and UPDRS III
(Off med) from baseline to 12 months were evaluated for all implanted patients, with a negative change indicating an improvement from baseline in
PD-related quality of life and motor function. Additionally, changes in UPDRS I, II, IV and in Hoehn and Yahr Staging Scale, overall health status and
patient satisfaction were included.
The study met both primary objectives. Patients demonstrated a significant improvement in PD related quality of life and in motor function (On
stimulation/Off medication) at 12 months post-device activation. Improvement was also observed in the additional measures: motor functioning,
mentation, behavior, and mood; activities of daily living; complications of therapy; overall health status; and healthcare outcomes. Patient satisfaction
was high, with 95.3% of patients satisfied with their DBS surgery results, and 98.8% of patients indicating they would recommend the therapy to a
friend with PD.
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13
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4

Deep brain stimulation of the anterior nucleus of the thalamus (ANT-DBS) is supported by high-level clinical evidence (the SANTE randomized
controlled trial) and is CE marked for patients with drug-resistant focal epilepsy. However, open questions remain concerning patient selection,
patient management and outcome evaluation and guiding reports on practical treatment principles remain scarce. This initiative thus aimed to
evaluate the current knowledge on ANT-DBS therapy and to share European experts´ opinion and experience.
The Expert Panel (EP) encompassed 10 neurologists and 4 neurosurgeons from eight different European countries. A Delphi approach was used,
which included (1) a review of the current literature on ANT-DBS as first step. The literature search was limited to reports on at least 3 patients
published between 01/2000 and 01/2019. The extracted data was summarized as pre-reading material and served as a basis for the creation of the
survey questions. The online survey (2) was completed anonymously by the EP prior to a (3) face-to-face meeting held in November 2019. After
discussing the first survey round results and modifying the questions, a second survey round was completed by the EP. An agreement level of ≥71%
(10/14 panellists) was considered as consensus.
The literature search yielded a total of 323 publications, whereof 46 studies were selected for data extraction of the most reported criteria for patient
selection, management, and outcome. The EP board agreed on the importance of a presurgical evaluation of ANT-DBS candidates and achieved
consensus on 4 complementary parameters for patient selection and management, i.e. patient´s preference, operability, occurrence and frequency of
psychogenic seizures, and psychiatric history. Patients with temporal lobe epilepsy having no resective therapy option, as well as patients who failed
prior VNS and/or resection were classified as good patient candidates. Reasons for concern were seen in unreliable seizure documentation, history
of frequent psychogenic seizures, progressive etiologly, history of psychosis or depression, especially in case of an history of suicidal attempts, and
general MRI contraindications. Due to the low level of evidence on device programming, it was not possible to give strict recommendations. The EP
thus shared their clinical practice instead: all centres start with monopolar stimulation and typically (79%) use the cycling mode. Stimulation frequency
and pulse width are mostly (93%) set according to the SANTE parameters, whereas half of the experts prefer to start with lower amplitudes than
5V. Agreement was further achieved on strategies for electrode selection and management of side effects or insufficient clinical response. A set of 7
outcome parameters was defined to be monitored during the follow-up in order to evaluate the clinical response and promptly assess side-effects.
The expert opinion report on ANT-DBS provides scientific and strategic advice on patient selection, stimulation strategies, management of side effects
and insufficient clinical response and presents recommendations for outcome evaluation. Although current evidence is too low for definite practical
guidelines, this EP report could support clinicians in adopting the therapy.
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Leuven, 3000 Leuven, Belgium; Laboratory for Epilepsy Research, KU Leuven, Leuven, Belgium; 15Department of Neurology, Tampere University and Tampere University Hospital, Tampere, Finland; 16Department of
Neurophysiology, Hospital de São João, Porto, Portugal; 17Laboratory for experimental neurosurgery and neuroanatomy and the Leuven Brain Institute, KU Leuven, Leuven, Belgium; 18 Hamburg Epilepsy Center,
Protestant Hospital Alsterdorf, Hamburg, Germany
3 APHM,

Background:

•
•
•
•

ANT-DBS therapy is approved for patients with drug-resistant focal epilepsy
high-level clinical evidence (the SANTE randomized controlled trial)
open questions on patient selection / management / outcome evaluation
no guideline available

European initiative: (1) evaluate current knowledge on ANT-DBS
(2) share European experts´ opinion
(3) provide strategic advice
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Methods:
•

Expert Panel (EP): 10 neurologists & 4 neurosurgeons (8
European countries)

•

DELPHI approach:

consens
us =
of ≥71% agreement leve
l
(10/ 14 p
anellists
)

Final report

§ literature review (2000-2019)
§ creation of pre-reading material
§ creation of first survey round

§ 1st survey round (anonymous)
§ Face-to-Face meeting
§ 2nd survey round (anonymous)

§ appraisal of level of agreement
§ publication of final report
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Results (1)

v Literature review:

323 publications à 46 selected for data extraction

v Patient selection:

Presurgical evaluation
Patient´s preference
Operability
Psychogenic seizures? Psychiatric history?

v Good candidates:

Temporal lobe epilepsy (TLE)*
Patients who failed prior VNS and/or resection

v Reasons for concern Unreliable seizure documentation
History of frequent psychogenic seizures
Progressive etiologly
History of psychosis/depression/suicidal attempts
General MRI contraindications

*who

failed surgery or are no
candidate for resective therapy
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Results (2)
v Electrode selection*
-

Based on location on coregistered CT/MRI (86%)
Anterior / superior location within ANT

v Initial programming:
-

monopolar stimulation (100%)
cycling mode (79%)
stimulation frequency 130-145 Hz (93%)
pulse width 90µs (93%)
amplitude: 5V (50%) vs. < 5V (50%)

v Strategies in case of side effects:

v Outcome measures:
•
•
•
•
•
•
•

Affective symptoms
Seizure frequency
Memory/cognitive perform.
Quality of Life
Seizure severity
Infection
Sleep quality

*transventricular

approach: n=13
extraventricular approach: n=8
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Conclusion:
Scientific & strategic advice on patient selection /
management / stimulation strategies
Recommendations for outcome evaluation
Support clinicians in adopting ANT-DBS
therapy
FUNDING: All authors received speaker honoraria by Medtronic Inc.
The face-to-face meeting was held in the European Medtronic
Headquarter in Tolochenaz, Switzerland, upon invitation by Medtronic
Publication: Kaufmann et al., Seizure, 81 (2020) 201-209
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Power Demand and Battery Longevity: 5-year Results from a Multi-Center Global Registry
Peter Konrad 1, George M. Plotkin 2, Stephane Palfi 3, Emmanuel Cuny 4, Jean-Philippe Azulay 5, Tomas Witt6, Tom Theys 7, Yasin Temel 8, Gayle Johnson 9,
Kulwant Bhatia 9, Todd Weaver 9
1

Vanderbilt University Medical Center, Nashville, Tennessee, USA; 2 University of Texas Health Science Center at Tyler, Tyler, Texas, USA; 3 AP‐HP, Groupe
Hospitalier Henri‐Mondor, Paris, France; 4 Universite de Bordeaux, Bordeaux, France; 5 Hôpital de la Timone, Marseille, France; 6 Indiana University Health,
Indianapolis, Indiana, USA; 7 Universitair Ziekenhuis Leuven, Leuven, Belgium; 8School of Mental Health and Neuroscience, Maastricht University, The Netherlands;
9
Medtronic Clinical Research, Minneapolis, MN, USA

Several published articles on the impact of programmed settings and impedance on battery longevity in DBS patients implanted with Activa PC have
been compared with predecessor Kinetra IPGs.1-3 However, Activa PC contains hardware and programming capabilities that provide physicians
greater flexibility in managing patient symptoms. The difference in battery longevity between Activa PC and Kinetra may be due to a number of
design improvements for patient comfort and therapy optimization. In addition, sample size, diagnosis and duration of disease, stimulation settings
including longitudinal impedance changes, and length of follow-up vary widely in these studies. The effect of these electrical parameters is better
understood when a standardized approach across diverse centers and global patient populations is used.
The Product Surveillance Registry (PSR) is a prospective long- term, multi-center global registry. The stimulation settings were analyzed for 612
patients at 35 centers in 11 countries; 452 were first- time implanted IPGs and 215 were replacement IPGs. IPG longevity was estimated as the time
to replacement due to battery depletion. TEED (µJ) per lead was estimated from the actual device reported stimulation parameters and impedances
over the lifetime of the battery. Statistical analysis was completed using Cox Proportional Hazards regression and Kaplan-Meier methods.
The present analyses represent battery longevity from a global patient population reflecting standard practice patterns at most DBS centers without
protocol constraints regarding the management of these patients. IPG longevity was quite similar in PD and ET patients but shorter in replacement
IPGs, likely due to higher energy demand in replacement IPGs. The increase in TEED over time and higher TEED in replacement IPG may reflect
changes in stimulation settings, usage patterns, or local tissue impedance fluctuations. Overall this analysis demonstrated the expected performance
of 3-5 years of primary cell battery longevity in PD and ET patients.
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POWER DEMAND AND BATTERY LONGEVITY:
5‐YEAR RESULTS FROM A MULTI‐CENTER GLOBAL REGISTRY
Authors: Konrad P, MD, PhD1, Plotkin G, MD, PhD2, Palfi S, MD, PhD3, Cuny E, MD, PhD4,
Azulay JP, MD5, Witt T, MD6, Theys T, MD, PhD7, Temel Y, MD, PhD8; Johnson G, MPH9, Bhatia
K, PhD9, Weaver T, PhD9
1Vanderbilt

University Medical Center, Nashville, Tennessee, USA; 2University of Texas Health Science Center at Tyler,
Tyler, Texas, USA; 3AP‐HP, Groupe Hospitalier Henri‐Mondor, Paris, France; 4Universite de Bordeaux, Bordeaux, France;
5Hôpital de la Timone, Marseille, France; 6Indiana University Health, Indianapolis, Indiana, USA; 7Universitair
Ziekenhuis Leuven, Leuven, Belgium; 8School of Mental Health and Neuroscience, Maastricht University, The
Netherlands; 9Medtronic Clinical Research, Minneapolis, MN, USA

• Recent articles reported impact of DBS stimulation settings and impedance
on total electrical energy delivered (TEED) and consequently, battery
longevity in DBS patients1-4
• Sample size, diagnosis, duration of disease and length of follow-up vary
widely in these single-center studies
• We analyzed the electrical features of long-term DBS settings for
Parkinson’s Disease (PD) and Essential Tremor (ET) patients and the impact
on battery longevity in primary cell DBS IPG’s
• The data is derived from a global, multi-center registry tracking real-world
use of the device
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METHODS
• Data collected from the Post-market Surveillance Registry (PSR): a prospective,
long-term, multi-center global DBS registry monitoring Medtronic DBS systems
• TEED analysis on 612 patients collected at 35 centers who were implanted with
Activa™ PC devices for PD and ET from July 2009 through April 2019
• TEED (μJ) per lead was calculated as the average energy used in left and right DBS
leads over the lifetime of the device
• Actual impedance (ohms) values were used, data with missing impedance
was excluded
• Observations in first 6 months in first-time implanted devices and 1-month
in replacement devices were excluded from the analysis
• Statistical analysis: Cox Proportional Hazards regression and Kaplan-Meier
methods

TEED = E(μJ) =

V 2.pw.f
R

(1s)

E = Energy (micro Joules)
V = Voltage (volts) ‐ intensity
pw = pulse width (msec)
f = frequency ( 1 / sec)
R = resistance ~ impedance (ohms)
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RESULTS
PD – Median (Q1, Q3)

ET – Median (Q1, Q3)

First-time
implanted
Device

Replacement
Device

Pvalue

First-time
implanted
Device

Replacement
Device

Pvalue

Number of
Patients

760

424

NA

321

117

NA

Number of
Devices

760

545

NA

321

159

NA

4.5
(3.7, NA)

2.9
(2.0, 4.4)

<0.000
1

4.3
(3.2, 6.3)

2.8
(1.9, 4.1)

0.0001

Median Battery
Longevity -years

Variables

Amplitude (V)
Pulse width (μs)
Frequency (Hz)
Impedance (Ω)

TEED/Lead (μJ)
Battery
Longevity
(years, 95% CI)

PD – Median

ET – Median

[Q1, Q3]

[Q1, Q3]

First-time Implanted
Device
N=361

Replacement
Device
N=202

2.6

3.2

[2.2, 3.2]

[2.7, 3.7]

72.5

84.9

[60.0, 90.0]

[60.0, 90.0]

130.0

130.0

[125.0, 132.7]

[125.0, 150.0]

1090.8

932.7

[956.0, 1221.0]

[792.5, 1085.5]

62.5

123.5

[41.8, 97.7]

[78.4, 167.0]

4.7

3.1

(3.8, 6.3)

(2.2, 4.3)

p-value

<0.0001
0.0002
0.2485
<0.0001

<0.0001

<0.0001

First-time Implanted
Device
N=91

Replacement
Device
N=40

2.5

3.2

[2.0, 3.1]

[2.7, 3.7]

75.0

90.0

[60.0, 90.0]

[60.0, 105.0]

130.0

130.0

[130.0, 150.0]

[130.0, 180.0]

995.0
[857.7, 1216.2]

p-value

0.0001
0.4099
0.1841

889.5
[764.8,
1078.7]

66.2

174.9

[41.3, 114.0]

[97.9, 248.1]

4.5

2.6

(3.3, 6.3)

(1.9, 3.9)

0.1739

<0.0001

<0.0001

• First-time implanted
IPG longevity higher
than replacements

• Amplitude (V) settings
differ significantly
between first-time vs
replacement implants
• TEED significantly
higher in replacement
groups for both PD and
ET patients (p<0.0001)
and hence the reduced
battery longevity in the
replacement group
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RESULTS
100

1400

Essential Tremor

Parkinson’s Disease

1200

TEED/Lead (μJ)

1000
60

800
600

40

400

Impedance/Lead (Ω)

80

20
TEED
Imepdance
0
12
24
36
48
(N=176) (N=131) (N=91)
(N=45)
Time (Months)

200

TEED
Imepdance
60
(N=24)

12
(N=34)

24
(N=17)
Time (Months)

0
36
(N=12)

• TEED increased over time in PD (p<0.001) and ET (p=0.386) patients in first-time
implanted device
• A significant downward trend in impedance was also observed in both PD and ET
patients (p<0.0001) leading to higher energy use over lifetime of lead
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CONCLUSION

• DBS primary cell IPG battery longevity of 3 to 5 years follows
expected performance
• Data derived from real-world, global DBS patient population
• IPG longevity is quite similar in PD and ET patients but shorter in
replacement IPGs, likely due to an increased power demand in
replacement IPGs
• Intensity adjustments account for largest change in TEED
• Impedance drops over time which leads to increased power
delivery without change in settings
• The increase in TEED over time and higher TEED in replacement
IPGs may reflect changes in stimulation settings, usage
patterns, or local tissue impedance fluctuations
REFERENCES:
1.
2.
3.
4.

Niemann M, Schneider GH, Kühn A, Vajkoczy P, Faust K. Neuromodulation: Technology at the Neural Interface 2017.
Helmers AK, Lübbing I, Deuschl G, et al: Technology at the Neural Interface 2017.
van Riesen C, Tsironis G, Gruber D, et al. Journal of Neural Transmission 2016;123:621-30.
Watt DC, Aitchinson TC, MacKie RM, Sirel JM. Survival analysis: the importance of censored observations. Melanoma Res.
1996 Oct; 6(5): 379-85.
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Asleep Surgery May Improve the Therapeutic Window for Deep Brain Stimulation of the Subthalamic Nucleus
Farhad Senemmar 1, Christian Hartmann 1, Philipp J. Slotty 1, Jan Vesper 1, Alfons Schnitzler 1, Stefan Jun Groiss 1
1

Heinrich Heine University, Germany

The effect of anesthesia type in terms of asleep vs. awake deep brain stimulation (DBS) surgery on therapeutic window (TW) has not been
investigated so far. The objective of the study was to investigate whether asleep DBS surgery of the subthalamic nucleus (STN) improves TW for both
directional (dDBS) and omnidirectional (oDBS) stimulation in a large single-center population.
A total of 104 consecutive patients with Parkinson’s disease (PD) undergoing STN-DBS surgery (80 asleep and 24 awake) were compared regarding
TW, therapeutic threshold, side effect threshold, improvement of Unified PD Rating Scale motor score (UPDRS-III) and degree of levodopa equivalent
daily dose (LEDD) reduction.
Asleep DBS surgery led to significantly wider TW compared to awake surgery for both dDBS and oDBS. However, dDBS further increased TW
compared to oDBS in the asleep group only and not in the awake group. Clinical efficacy in terms of UPDRS-III improvement and LEDD reduction did
not differ between groups.
Our study provides first evidence for improvement of therapeutic window by asleep surgery compared to awake surgery, which can be strengthened
further by dDBS. These results support the notion of preferring asleep over awake surgery but needs to be confirmed by prospective trials.
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ďƐƚƌĂĐƚƚŝƚůĞͬĂƵƚŚŽƌƐ͗
“Asleep surgery may improve the therapeutic window for deep brain stimulation of
the subthalamic nucleus”
&ĂƌŚĂĚ^ĞŶĞŵŵĂƌ͕ŚƌŝƐƚŝĂŶ:͘,ĂƌƚŵĂŶŶ͕WŚŝůŝƉƉ:͘^ůŽƚƚǇ͕:ĂŶsĞƐƉĞƌ͕ůĨŽŶƐ
^ĐŚŶŝƚǌůĞƌ͕^ƚĞĨĂŶ:ƵŶ'ƌŽŝƐƐ͕

ĂĐŬŐƌŽƵŶĚ͗
Ͳ
Ͳ

dŚĞĞĨĨĞĐƚŽĨĂŶĞƐƚŚĞƐŝĂƚǇƉĞŝŶƚĞƌŵƐŽĨĂƐůĞĞƉǀƐ͘ĂǁĂŬĞĚĞĞƉďƌĂŝŶ
ƐƚŝŵƵůĂƚŝŽŶ;^ͿƐƵƌŐĞƌǇŽŶƚŚĞƌĂƉĞƵƚŝĐǁŝŶĚŽǁŚĂƐŶŽƚďĞĞŶ
ŝŶǀĞƐƚŝŐĂƚĞĚƐŽĨĂƌ͘
dŚĞŽďũĞĐƚŝǀĞŽĨƚŚĞƐƚƵĚǇǁĂƐƚŽŝŶǀĞƐƚŝŐĂƚĞǁŚĞƚŚĞƌĂƐůĞĞƉ^ƐƵƌŐĞƌǇŽĨ
ƚŚĞƐƵďƚŚĂůĂŵŝĐŶƵĐůĞƵƐ;^dEͿŝŵƉƌŽǀĞƐdtĨŽƌďŽƚŚĚŝƌĞĐƚŝŽŶĂů;Ě^Ϳ
ĂŶĚŽŵŶŝĚŝƌĞĐƚŝŽŶĂů;Ž^ͿƐƚŝŵƵůĂƚŝŽŶŝŶĂůĂƌŐĞƐŝŶŐůĞĐĞŶƚĞƌƉŽƉƵůĂƚŝŽŶ
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

DĞƚŚŽĚƐ͗
Ͳ
Ͳ
Ͳ

ϭϬϰĐŽŶƐĞĐƵƚŝǀĞWƉĂƚŝĞŶƚƐ;ϳϱŵĂůĞ͕ϮϵĨĞŵĂůĞͿǁŚŽƵŶĚĞƌǁĞŶƚďŝůĂƚĞƌĂů
^dEͲ^ƐƵƌŐĞƌǇƵƐŝŶŐĚŝƌĞĐƚŝŽŶĂůůĞĂĚƐĂƚƚŚĞĐĞŶƚĞƌŽĨŵŽǀĞŵĞŶƚĚŝƐŽƌĚĞƌƐ
ŝŶƺƐƐĞůĚŽƌĨĨƌŽŵϮϬϭϲƚŽϮϬϭϵǁĞƌĞƌĞƚƌŽƐƉĞĐƚŝǀĞůǇĂŶĂůǇƐĞĚ
ϴϬĂƐůĞĞƉƉĂƚŝĞŶƚƐĂŶĚϮϰĂǁĂŬĞƉĂƚŝĞŶƚƐ
ŽƚŚŐƌŽƵƉƐǁĞƌĞĐŽŵƉĂƌĞĚƌĞŐĂƌĚŝŶŐ͗
ϭ͘ƚŚĞƌĂƉĞƵƚŝĐǁŝŶĚŽǁ
Ϯ͘ƚŚĞƌĂƉĞƵƚŝĐƚŚƌĞƐŚŽůĚ
ϯ͘ƐŝĚĞĞĨĨĞĐƚƚŚƌĞƐŚŽůĚ
ϰ͘ŝŵƉƌŽǀĞŵĞŶƚŽĨhŶŝĨŝĞĚWZĂƚŝŶŐ^ĐĂůĞŵŽƚŽƌƐĐŽƌĞ;hWZ^Ͳ///Ϳ
ϱ͘ĚĞŐƌĞĞŽĨ>ƌĞĚƵĐƚŝŽŶ
ϲ͘ďĂƐĞůŝŶĞĐŚĂƌĂĐƚĞƌŝƐƚŝĐƐ;ĂŐĞ͕ĚŝƐĞĂƐĞĚƵƌĂƚŝŽŶ͕,ΘzƐƚĂŐĞ͕hWZ^ŽĨĨ
ŵĞĚŝĐĂƚŝŽŶƉƌĞ͕>ƉƌĞ͕DZ^ƉƌĞ͕DŽĂ ƉƌĞ͕ŶƵŵďĞƌŽĨƚƌĂũĞĐƚŽƌŝĞƐ͕
ĚƵƌĂƚŝŽŶŽĨƐƵƌŐĞƌǇͿ
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ZĞƐƵůƚƐ͗

&ŝŐƵƌĞϭ͗dŚĞƌĂƉĞƵƚŝĐǁŝŶĚŽǁƐ;ŵĞĂŶц ^ͿͿŝŶĂďƐŽůƵƚĞƐƚŝŵƵůĂƚŝŽŶĂŵƉůŝƚƵĚĞĂŶĚͿƌĞůĂƚŝǀĞƚŽƚŚĞƌĂƉĞƵƚŝĐƚŚƌĞƐŚŽůĚ͕ƐŝŐŶŝĨŝĐĂŶĐĞůĞǀĞůǁĂƐƐĞƚƚŽ
ƉфϬ͘ϬϮϱ͘dtсƚŚĞƌĂƉĞƵƚŝĐǁŝŶĚŽǁ͕dtйсƚŚĞƌĂƉĞƵƚŝĐǁŝŶĚŽǁƉĞƌĐĞŶƚĂŐĞ͘

&ŝŐƵƌĞϮ͗ͿdŚĞƌĂƉĞƵƚŝĐĂŶĚͿƐŝĚĞĞĨĨĞĐƚƚŚƌĞƐŚŽůĚƐ;ŵĞĂŶц ^Ϳ͕ƐŝŐŶŝĨŝĐĂŶĐĞůĞǀĞůǁĂƐƐĞƚƚŽƉфϬ͘ϬϮϱ͘ddсƚŚĞƌĂƉĞƵƚŝĐƚŚƌĞƐŚŽůĚ͕^dс
ƐŝĚĞĞĨĨĞĐƚƚŚƌĞƐŚŽůĚ
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ZĞƐƵůƚƐ͗

&ŝŐƵƌĞϯ͗ůŝŶŝĐĂůŽƵƚĐŽŵĞƐŝŶƚĞƌŵƐŽĨhWZ^ͲŝŵƉƌŽǀĞŵĞŶƚ;ŵĞĂŶц ^ͿͿϯŵŽŶƚŚĂŶĚͿϭǇĞĂƌƉŽƐƚŽƉĞƌĂƚŝǀĞůǇĂŶĚ>
ƌĞĚƵĐƚŝŽŶ;ŵĞĂŶц ^ͿͿϯŵŽŶƚŚĂŶĚͿϭǇĞĂƌƉŽƐƚŽƉĞƌĂƚŝǀĞůǇ͘hWZ^сhŶŝĨŝĞĚWĂƌŬŝŶƐŽŶŝƐĞĂƐĞZĂƚŝŶŐ^ĐĂůĞ͕>с
>ĞǀŽĚŽƉĂƋƵŝǀĂůĞŶƚĂŝůǇŽƐĂŐĞ͕ŵŽ сŵŽŶƚŚ͕ǇсǇĞĂƌ
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ŽŶĐůƵƐŝŽŶ͗
Ͳ
Ͳ
Ͳ

Ͳ
Ͳ

ƐůĞĞƉ^ƐƵƌŐĞƌǇůĞĚƚŽƐŝŐŶŝĨŝĐĂŶƚůǇǁŝĚĞƌdtĐŽŵƉĂƌĞĚƚŽĂǁĂŬĞ
ƐƵƌŐĞƌǇĨŽƌďŽƚŚĚ^ ĂŶĚŽ^
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ůŝŶŝĐĂůĞĨĨŝĐĂĐǇŝŶƚĞƌŵƐŽĨhWZ^Ͳ///ŝŵƉƌŽǀĞŵĞŶƚĂŶĚ>ƌĞĚƵĐƚŝŽŶ
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KƵƌƐƚƵĚǇƉƌŽǀŝĚĞƐĨŝƌƐƚĞǀŝĚĞŶĐĞĨŽƌŝŵƉƌŽǀĞŵĞŶƚŽĨƚŚĞƌĂƉĞƵƚŝĐ
ǁŝŶĚŽǁďǇĂƐůĞĞƉƐƵƌŐĞƌǇĐŽŵƉĂƌĞĚƚŽĂǁĂŬĞƐƵƌŐĞƌǇ͕ǁŚŝĐŚĐĂŶďĞ
ƐƚƌĞŶŐƚŚĞŶĞĚĨƵƌƚŚĞƌďǇĚ^͘
dŚĞƐĞƌĞƐƵůƚƐƐƵƉƉŽƌƚƚŚĞŶŽƚŝŽŶŽĨƉƌĞĨĞƌƌŝŶŐĂƐůĞĞƉŽǀĞƌĂǁĂŬĞ
ƐƵƌŐĞƌǇďƵƚŶĞĞĚƐƚŽďĞĐŽŶĨŝƌŵĞĚďǇƉƌŽƐƉĞĐƚŝǀĞƚƌŝĂůƐ͘
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DBS – clinical outcomes

– virtual meeting –

ACTIVA systems for deep brain stimulation: an analysis on a prospective, multicenter Product Surveillance Registry (PSR)
to meet the reimbursement requirements of the French Haute Autorité de Santé (HAS)
Stéphane Palfi 1, Emmanuel Cuny 2, Jean-Philippe Azulay 3, Luc Defebvre 4, Soledad Navarro 5, Keisha Sandberg 6
1

Assistance Publique-Hôpitaux de Paris, Henri-Mondor Hospital, France, 2 University Hospital of Bordeaux, Pellegrin Hospital, France, 3 Assistance PubliqueHôpitaux de Marseille, Timone Hospital, France, 4 University Hospital of Lille, Roger-Salengro Hospital, France, 5 Assistance Publique-Hôpitaux de Paris, PitiéSalpêtrière Hospital, France, 6 Medtronic, USA

Following reimbursement of ACTIVA DBS systems, the French Haute Autorité de Santé (HAS) requested a five-year follow-up registry of implanted DBS
patients to maintain the reimbursement of the devices. The aim of the study was to characterize adverse events and quality of life measures by DBS
indication.
A prospective, non-randomized, observational, multicenter study was conducted, as part of the Product Surveillance Registry (PSR), an ongoing,
prospective, long-term multi-center registry. Patients were enrolled from June 2013 until October 2018. A sampling of patients (n=400) from 7
representative French implanting centers were pooled with data from other global centers enrolling in the PSR. The eligible centers in France
were analyzed by quartiles representing implant volume. To limit bias, changes in EQ-5D score were analyzed for therapy-naïve PSR patients who
completed both baseline and follow-up questionnaires.
The results of this five years follow-up study support the continued safety and effectiveness of the ACTIVA systems for their intended use in real world
conditions.
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WKϭϴ

d/s ƐǇƐƚĞŵƐ ĨŽƌ ĚĞĞƉ ďƌĂŝŶ ƐƚŝŵƵůĂƚŝŽŶ͗ ĂŶ ĂŶĂůǇƐŝƐ ŽŶ
Ă ƉƌŽƐƉĞĐƚŝǀĞ͕ ŵƵůƚŝĐĞŶƚĞƌ WƌŽĚƵĐƚ ^ƵƌǀĞŝůůĂŶĐĞ ZĞŐŝƐƚƌǇ
;W^ZͿ ƚŽ ŵĞĞƚ ƚŚĞ ƌĞŝŵďƵƌƐĞŵĞŶƚ ƌĞƋƵŝƌĞŵĞŶƚƐ ŽĨ ƚŚĞ
&ƌĞŶĐŚ ,ĂƵƚĞ ƵƚŽƌŝƚĠ ĚĞ ^ĂŶƚĠ ;,^Ϳ
^ƚĠƉŚĂŶĞ WĂůĨŝ ͕ ƌĠƚĞŝů ;&ZͿ͖ ŵŵĂŶƵĞů ƵŶǇ͕ ŽƌĚĞĂƵǆ ;&ZͿ͖ :ĞĂŶͲ
WŚŝůŝƉƉĞ ǌƵůĂǇ͕ DĂƌƐĞŝůůĞ ;&ZͿ͖ >ƵĐ ĞĨĞďǀƌĞ͕ >ŝůůĞ ;&ZͿ͖ ^ŽůĞĚĂĚ
EĂǀĂƌƌŽ͕ WĂƌŝƐ ;&ZͿ͖ <ĞŝƐŚĂ ^ĂŶĚďĞƌŐ͕ DŝŶŶĞĂƉŽůŝƐ ;h^Ϳ͘

ĂĐŬŐƌŽƵŶĚ͗

▪ &ŽůůŽǁŝŶŐ ƌĞŝŵďƵƌƐĞŵĞŶƚ ŽĨ d/s ^ ƐǇƐƚĞŵƐ͕ ƚŚĞ &ƌĞŶĐŚ ,ĂƵƚĞ ƵƚŽƌŝƚĠ
ĚĞ ^ĂŶƚĠ ;,^Ϳ ƌĞƋƵĞƐƚĞĚ Ă ĨŝǀĞͲǇĞĂƌ ĨŽůůŽǁͲƵƉ ƌĞŐŝƐƚƌǇ ŽĨ ŝŵƉůĂŶƚĞĚ ^
ƉĂƚŝĞŶƚƐ ƚŽ ŵĂŝŶƚĂŝŶ ƚŚĞ ƌĞŝŵďƵƌƐĞŵĞŶƚ ŽĨ ƚŚĞ ĚĞǀŝĐĞƐ͘
▪ dŚĞ Ăŝŵ ŽĨ ƚŚĞ ƐƚƵĚǇ ǁĂƐ ƚŽ ĐŚĂƌĂĐƚĞƌŝǌĞ ĂĚǀĞƌƐĞ ĞǀĞŶƚƐ ĂŶĚ ƋƵĂůŝƚǇ ŽĨ ůŝĨĞ
ŵĞĂƐƵƌĞƐ ďǇ ^ ŝŶĚŝĐĂƚŝŽŶ͘
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

DĞƚŚŽĚƐ͗
▪  ƉƌŽƐƉĞĐƚŝǀĞ͕ ŶŽŶͲƌĂŶĚŽŵŝǌĞĚ͕ ŽďƐĞƌǀĂƚŝŽŶĂů͕ ŵƵůƚŝĐĞŶƚĞƌ ƐƚƵĚǇ ǁĂƐ
ĐŽŶĚƵĐƚĞĚ͕ ĂƐ ƉĂƌƚ ŽĨ ƚŚĞ WƌŽĚƵĐƚ ^ƵƌǀĞŝůůĂŶĐĞ ZĞŐŝƐƚƌǇ ;W^ZͿ͕ ĂŶ ŽŶŐŽŝŶŐ͕
ƉƌŽƐƉĞĐƚŝǀĞ͕ ůŽŶŐͲƚĞƌŵ ŵƵůƚŝͲĐĞŶƚĞƌ ƌĞŐŝƐƚƌǇ͘
▪ WĂƚŝĞŶƚƐ ǁĞƌĞ ĞŶƌŽůůĞĚ ĨƌŽŵ :ƵŶĞ ϮϬϭϯ ƵŶƚŝů KĐƚŽďĞƌ ϮϬϭϴ͘
▪  ƐĂŵƉůŝŶŐ ŽĨ ƉĂƚŝĞŶƚƐ ;ŶсϰϬϬͿ ĨƌŽŵ ϳ ƌĞƉƌĞƐĞŶƚĂƚŝǀĞ &ƌĞŶĐŚ ŝŵƉůĂŶƚŝŶŐ
ĐĞŶƚĞƌƐ ǁĞƌĞ ƉŽŽůĞĚ ǁŝƚŚ ĚĂƚĂ ĨƌŽŵ ŽƚŚĞƌ ŐůŽďĂů ĐĞŶƚĞƌƐ ĞŶƌŽůůŝŶŐ ŝŶ ƚŚĞ W^Z͘
▪ dŚĞ ĞůŝŐŝďůĞ ĐĞŶƚĞƌƐ ŝŶ &ƌĂŶĐĞ ǁĞƌĞ ĂŶĂůǇǌĞĚ ďǇ ƋƵĂƌƚŝůĞƐ ƌĞƉƌĞƐĞŶƚŝŶŐ
ŝŵƉůĂŶƚ ǀŽůƵŵĞ͘ dŽ ůŝŵŝƚ ďŝĂƐ͕ ĐŚĂŶŐĞƐ ŝŶ YͲϱ ƐĐŽƌĞ ǁĞƌĞ ĂŶĂůǇǌĞĚ ĨŽƌ
ƚŚĞƌĂƉǇͲŶĂŢǀĞ W^Z ƉĂƚŝĞŶƚƐ ǁŚŽ ĐŽŵƉůĞƚĞĚ ďŽƚŚ ďĂƐĞůŝŶĞ ĂŶĚ ĨŽůůŽǁͲƵƉ
ƋƵĞƐƚŝŽŶŶĂŝƌĞƐ͘
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ZĞƐƵůƚƐ͗

WĂƚŝĞŶƚ ĞŶƌŽůůŵĞŶƚ ͗
▪ ƚ ƚŚĞ ƚŝŵĞ ŽĨ ƚŚĞ ĨŝŶĂů ƐƚƵĚǇ ƌĞƉŽƌƚ ;:ƵŶĞ ϮϬϭϵͿ͕ Ϯ ϱϯϳ ƉĂƚŝĞŶƚƐ ǁĞƌĞ ĞŶƌŽůůĞĚ Ăƚ
ϯϴ ŐůŽďĂů ƐŝƚĞƐ͕ ŝŶĐůƵĚŝŶŐ ϰϵϭ ;ϭϵ͕ϰйͿ ĨƌŽŵ &ƌĂŶĐĞ͘
▪ DŽƐƚ ƉĂƚŝĞŶƚƐ ǁĞƌĞ ƚƌĞĂƚĞĚ ĨŽƌ Parkinson’s ĚŝƐĞĂƐĞ ;WͿ ;ϲϰ͕ϮйͿ ĂŶĚ ƐƐĞŶƚŝĂů
dƌĞŵŽƌ ;ϮϮ͕ϵйͿ͘
▪ dŚĞ ĂǀĞƌĂŐĞ ůĞŶŐƚŚ ŽĨ ĨŽůůŽǁͲƵƉ ƚŝŵĞ ǁĂƐ ϯϭ ŵŽŶƚŚƐ ;Ϭ – ϭϬϲ͕ϳ ŵŽŶƚŚƐͿ͘
▪ &ƌĂŶĐĞ ĞŶƌŽůůĞĚ Ă ŚŝŐŚĞƌ ƉƌŽƉŽƌƚŝŽŶ ŽĨ W ƉĂƚŝĞŶƚƐ ;ϳϭ͕ϭй ǀƐ ϱϴ͕ϯй͖ ƉфϬ͕ϬϬϬϭͿ
ĂŶĚ ƉĂƚŝĞŶƚƐ ƌĞĐĞŝǀŝŶŐ Ă ƌĞƉůĂĐĞŵĞŶƚ ĚĞǀŝĐĞ ;ϰϱ͕ϲй ǀƐ ϯϲ͕ϳй͖ ƉфϬ͕ϬϬϬϭͿ͘
▪ dŚĞƌĞ ǁĂƐ ŶŽ ƐƚĂƚŝƐƚŝĐĂůůǇ ƐŝŐŶŝĨŝĐĂŶƚ ĚŝĨĨĞƌĞŶĐĞ ŝŶ ĞŶƌŽůůĞĚ ƉĂƚŝĞŶƚƐ ĨƌŽŵ &ƌĂŶĐĞ
ǀĞƌƐƵƐ ƉĂƚŝĞŶƚƐ ĨƌŽŵ ŽƚŚĞƌ ŐĞŽŐƌĂƉŚŝĞƐ ŝŶ ĂŐĞ ĂŶĚ ŐĞŶĚĞƌ͘
ĚǀĞƌƐĞ ĞǀĞŶƚƐ ͗
▪ KǀĞƌĂůů͕ ϭ ϰϮϳ ĞǀĞŶƚƐ ǁĞƌĞ ƌĞƉŽƌƚĞĚ ĨŽƌ ϳϲϴ ƉĂƚŝĞŶƚƐ ;ϯϬ͕ϮйͿ͘ KĨ ƚŚŽƐĞ͕ ϯϴϭ
ĞǀĞŶƚƐ ǁĞƌĞ ĐůĂƐƐŝĨŝĞĚ ĂƐ ƐĞƌŝŽƵƐ ;Ϯϲ͕ϳйͿ ĨŽƌ Ϯϵϰ ƉĂƚŝĞŶƚƐ ;ϭϭ͕ϲйͿ͘
▪  ƚŽƚĂů ŽĨ ϯϯϭ ĞǀĞŶƚƐ ǁĞƌĞ ƌĞƉŽƌƚĞĚ ĨŽƌ ϭϵϳ &ƌĞŶĐŚ ƉĂƚŝĞŶƚƐ ;ϰϬ͕ϭйͿ͘ KĨ ƚŚŽƐĞ͕
ϭϬϵ ĞǀĞŶƚƐ ǁĞƌĞ ĐůĂƐƐŝĨŝĞĚ ĂƐ ƐĞƌŝŽƵƐ ;ϯϮ͕ϵйͿ ĨŽƌ ϴϵ ƉĂƚŝĞŶƚƐ ;ϭϴ͕ϭйͿ͘
▪ dŚĞ ƌĂƚĞƐ ŽĨ ĂĚǀĞƌƐĞ ĞǀĞŶƚƐ ĂŶĚ ƐĞƌŝŽƵƐ ĂĚǀĞƌƐĞ ĞǀĞŶƚƐ ŝŶ &ƌĂŶĐĞ ǁĞƌĞ ŶŽƚ
ƐŝŐŶŝĨŝĐĂŶƚůǇ ĚŝĨĨĞƌĞŶƚ ĨƌŽŵ ŽƚŚĞƌ ƵƌŽƉĞĂŶ ĐŽƵŶƚƌŝĞƐ͘
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ZĞƐƵůƚƐ͗

,ŽƐƉŝƚĂůŝǌĂƚŝŽŶƐ ͗
▪ KǀĞƌĂůů͕ ϲϵϯ ŚŽƐƉŝƚĂůŝǌĂƚŝŽŶƐ ǁĞƌĞ ƌĞƉŽƌƚĞĚ ;ϯϳϲ ŝŶ &ƌĂŶĐĞͿ͘ KĨ ƚŚĞƐĞ ϮϮϭ ;ϯϭ͕ϵйͿ
ǁĞƌĞ ĚƵĞ ƚŽ ĞǀĞŶƚƐ͘ dŚĞ ŵŽƐƚ ĐŽŵŵŽŶ ĂĚǀĞƌƐĞ ĞǀĞŶƚƐ ƌĞůĂƚĞĚ ƚŽ ŚŽƐƉŝƚĂůŝǌĂƚŝŽŶƐ
ǁĞƌĞ ĨŽƌ ŵĞĚŝĐĂů ĚĞǀŝĐĞ ƐŝƚĞ Žƌ ǁŽƵŶĚ ŝŶĨĞĐƚŝŽŶƐ͕ ǁŽƌƐĞŶŝŶŐ ƚƌĞŵŽƌƐ Žƌ
ĚǇƐŬŝŶĞƐŝĂ͕ ŚŝŐŚ ŝŵƉĞĚĂŶĐĞ͕ ƉƐǇĐŚŝĂƚƌŝĐ ĚŝƐŽƌĚĞƌƐ ;Ğ͘Ő͘ ĚĞƉƌĞƐƐŝŽŶ͕ ĂŶǆŝĞƚǇͿ͕ ŐĂŝƚ
ĚŝƐƚƵƌďĂŶĐĞƐ͕ ĂŶĚ ĚĞǀŝĐĞ ŵŝŐƌĂƚŝŽŶƐ͘
▪ dŚĞƌĞ ǁĂƐ Ă ĚŝĨĨĞƌĞŶĐĞ ŝŶ ŚŽƐƉŝƚĂůŝǌĂƚŝŽŶ ƌĂƚĞƐ ďĞƚǁĞĞŶ ƉĂƚŝĞŶƚƐ ŝŶ &ƌĂŶĐĞ ĂŶĚ
ŽƚŚĞƌ ŐĞŽŐƌĂƉŚŝĞƐ͕ ƚŚĂƚ ŵĂǇ ďĞ ĂƚƚƌŝďƵƚĂďůĞ ƚŽ ƌĞŐŝŽŶĂů ǀĂƌŝĂƚŝŽŶ ŝŶ ĐĂƌĞ ƉĂƚƚĞƌŶƐ
;Ğ͘Ő ŵŽƌĞ ŚŽƐƉŝƚĂůŝǌĂƚŝŽŶƐ ŝŶ &ƌĂŶĐĞ ĨŽƌ ĚĞǀŝĐĞ ƌĞͲƉƌŽŐƌĂŵŵŝŶŐ ǀƐ͘ ŽƵƚƉĂƚŝĞŶƚ
ĐĂƌĞͿ͘
▪ KǀĞƌĂůů͕ ƚŚĞƌĞ ǁĞƌĞ ϭϳϭ ĚĞĂƚŚƐ ;ϲ͕ϳйͿ ĂŶĚ ϭϳ ĚĞĂƚŚƐ ;ϯ͕ϱйͿ ŝŶ &ƌĂŶĐĞ͘ EŽŶĞ ŽĨ
ĚĞĂƚŚƐ ǁĞƌĞ ƌĞƉŽƌƚĞĚ ĂƐ Ă ĚŝƌĞĐƚ ƌĞƐƵůƚ ŽĨ Ă ƉƌŽĚƵĐƚ ƉĞƌĨŽƌŵĂŶĐĞ ĞǀĞŶƚ͘
YƵĂůŝƚǇ ŽĨ ůŝĨĞ͗
▪ WĂƚŝĞŶƚƐ ĨƌŽŵ &ƌĂŶĐĞ ĂŶĚ ŽƚŚĞƌ ŐĞŽŐƌĂƉŚŝĞƐ ƐŚŽǁĞĚ Ă ƐƚĂƚŝƐƚŝĐĂůůǇ ƐŝŐŶŝĨŝĐĂŶƚ
ŝŵƉƌŽǀĞŵĞŶƚ ŝŶ YͲϱ ŝŶĚĞǆ ĂŶĚ s^ ƐĐŽƌĞƐ ƚŚƌŽƵŐŚ ĨŝƌƐƚ ĨŽůůŽǁͲƵƉ͘
▪ &Žƌ ƚŚĞƌĂƉǇͲŶĂŢǀĞ W ƉĂƚŝĞŶƚƐ ĨƌŽŵ &ƌĂŶĐĞ ;EсϭϯϱͿ͕ ĐŚĂŶŐĞ ĂĐƌŽƐƐ ƚŝŵĞ ǁĂƐ
ƐƚĂƚŝƐƚŝĐĂůůǇ ƐŝŐŶŝĨŝĐĂŶƚ ǁŝƚŚ ĂǀĞƌĂŐĞ ŝŵƉƌŽǀĞŵĞŶƚƐ ďĞƚǁĞĞŶ ďĂƐĞůŝŶĞ ĂŶĚ ĨŝƌƐƚ
ĨŽůůŽǁͲƵƉ ;ϲ Žƌ ϭϮ ŵŽŶƚŚƐͿ ŽĨ Ϭ͕ϭϮ ŝŶ YͲϱ ŝŶĚĞǆ ƐĐŽƌĞ ;ƉфϬ͕ϬϬϬϭͿ ĂŶĚ Ă
ƐŝŐŶŝĨŝĐĂŶƚ ŝŵƉƌŽǀĞŵĞŶƚ ŝŶ YͲϱ s^ ƐĐŽƌĞ ŽĨ ϭϮ͕ϰ ƵŶŝƚƐ Žƌ ϮϮ͕ϵй ĐŚĂŶŐĞ
ďĞƚǁĞĞŶ ďĂƐĞůŝŶĞ ĂŶĚ ĨŝƌƐƚ ĨŽůůŽǁͲƵƉ͘
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DBS – clinical outcomes

– virtual meeting –

Three-Year Follow-Up of a Prospective, Double Blinded Multi-Center RCT Evaluating DBS with a Multiple Source, ConstantCurrent Rechargeable System for Treatment of Parkinson‘s Disease
Roshini Jain 1, Jerrold Vitek 2, Lilly Chen 1, INTREPID Study Group 1, Philip Starr 3
1

Boston Scientific, USA, 2 University of Minnesota School of Medicine, USA, 3 University of California, San Francisco, USA

STN-DBS is an established therapeutic option for managing the motor symptoms of Parkinson‘s disease (PD); however, it has not been previously
evaluated in a double-blind RCT with sham control using a device capable of MICC. We conducted a double-blinded randomized controlled trial (RCT)
with a sham control using a device capable of multiple independent contact control (MICC) to assess subthalamic nucleus Deep Brain Stimulation
(STN-DBS) in Parkinson‘s disease (PD). In this report, outcomes out to 3-years follow-up are presented.
INTREPID (Clinicaltrials.gov identifier: NCT01839396) is a multi-center, prospective, double-blinded randomized controlled trial (RCT) sponsored by
Boston Scientific. Subjects with advanced PD were implanted bilaterally in the STN with a multiple-source, constant-current DBS system (Vercise,
Boston Scientific). Subjects were randomized to either receive active versus control settings for 12 weeks. Upon completion of the 12-week blinded
period, subjects received their best therapeutic settings in the open-label phase up to 5 years. During long-term follow-up, motor improvement and
quality of life was evaluated using UPRDS, PDQ39, and Schwann and England. Adverse events were also collected.
Results of the INTREPID RCT demonstrate that use of a multiple-source, constant current DBS system is safe and effective for treatment of PD motor
symptoms. Long-term follow-up on the use of this system and associated outcomes will be presented.
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ďƐƚƌĂĐƚƚŝƚůĞͬĂƵƚŚŽƌƐ͗
dŚƌĞĞͲzĞĂƌ&ŽůůŽǁͲhƉŽĨĂWƌŽƐƉĞĐƚŝǀĞ͕ŽƵďůĞůŝŶĚĞĚ͕DƵůƚŝͲĞŶƚĞƌ
ZĂŶĚŽŵŝǌĞĚŽŶƚƌŽůůĞĚdƌŝĂůǀĂůƵĂƚŝŶŐĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶǁŝƚŚĂ
EĞǁDƵůƚŝƉůĞ^ŽƵƌĐĞ͕ŽŶƐƚĂŶƚͲƵƌƌĞŶƚZĞĐŚĂƌŐĞĂďůĞ^ǇƐƚĞŵĨŽƌ
Treatment of Parkinson’s Disease (INTREPID)

:ĞƌƌŽůĚsŝƚĞŬϭ͕ZŽƐŚŝŶŝ:ĂŝŶ Ϯ͕>ŝůůǇŚĞŶϮ͕ůĞǆĂŶĚĞƌdƌƂƐƚĞƌϯ͕>ĂƵƌĞŶ^ĐŚƌŽĐŬϭ͕WĂƵů,ŽƵƐĞϰ͕DŽŶŝƋƵĞ'ŝƌŽƵǆϱ͕^ŝĞƌƌĂ&ĂƌƌŝƐϮ͕ĚĂŵ,Ğďďϲ͕ŽŶĂůĚtŚŝƚŝŶŐϳ͕dŝŵŽƚŚǇ>ĞŝĐŚůŝƚĞƌϳ͕:ŝůů
KƐƚƌĞŵϴ͕DĂƌƚĂ^ĂŶ>ƵĐŝĂŶŽϴ͕EŝĐŚŽůĂƐ'ĂůŝĨŝĂŶĂŬŝƐϴ͕>ĞŽsĞƌŚĂŐĞŶDĞƚŵĂŶ ϵ͕^ĞƉĞŚƌ^ĂŶŝ ϵ͕:ĞƐƐŝĐĂ<Ăƌůϵ͕DƵƐƚĂĨĂ^ŝĚĚŝƋƵŝ ϭϬ͕^ƚĞƉŚĞŶdĂƚƚĞƌϭϬ͕/ŚƚƐŚĂŵƵů,ĂƋϭϬ͕ŶĚƌĞDĂĐŚĂĚŽ
ϭϭ͕DŝĐŚĂů'ŽƐƚŬŽǁƐŬŝϭϭ͕DŝĐŚĞůĞdĂŐůŝĂƚŝ ϭϮ͕ĚĂŵDĂŵĞůĂŬ ϭϮ͕DŝĐŚĂĞůKŬƵŶ ϭϯ͕<ĞůůǇ&ŽŽƚĞϭϯ͕'ƵŝůůĞƌŵŽDŽŐƵĞůͲŽďŽƐ ϯ͕&ƌĂŶĐŝƐĐŽWŽŶĐĞ ϯ͕ZĂũĞƐŚWĂŚǁĂϭϰ͕:ƵůĞƐEĂǌĂƌƌŽ ϭϰ͕
ĂƚŚƌŝŶƵĞƚĞĨŝƐĐŚϭϱ͕ZŽďĞƌƚ'ƌŽƐƐϭϱ͕ŽƌŶĞůŝƵ>ƵĐĂϭϲ͕:ŽŶĂƚŚĂŶ:ĂŐŝĚϭϲ͕'ŽŶǌĂůŽZĞǀƵĞůƚĂ ϭϳ͕/ƐƚǀĂŶdĂŬĂĐƐ ϭϳ͕DŝĐŚĂĞůWŽƵƌĨĂƌ ϭϴ͕ůŽŶDŽŐŝůŶĞƌϭϴ͕ŶĚƌĞǁƵŬĞƌϭϵ͕
'ĞŽƌŐĞDĂŶĚǇďƵƌϭϵ͕:ŽƐŚƵĂZŽƐĞŶŽǁ ϮϬ͕^ĐŽƚƚŽŽƉĞƌϭ͕DŝĐŚĂĞůWĂƌŬϭ͕^ƵŬĞƚƵ <ŚĂŶĚŚĂƌ Ϯϭ͕DĂƌŬ^ĞĚƌĂŬϮϮ͕&ĞŶŶĂ WŚŝďďƐϮϯ͕:ƵůŝĞWŝůŝƚƐŝƐ Ϯϰ͕ZǇĂŶhŝƚƚŝϮϱ͕WŚŝůŝƉ^ƚĂƌƌ ϴ

ϭ͘hŶŝǀĞƌƐŝƚǇŽĨDŝŶŶĞƐŽƚĂ^ĐŚŽŽůŽĨDĞĚŝĐŝŶĞ͕DŝŶŶĞĂƉŽůŝƐ͕DE͕h^Ϯ͘ŽƐƚŽŶ^ĐŝĞŶƚŝĨŝĐ͕sĂůĞŶĐŝĂ͕͕h^ϯ͘ĂƌƌŽǁEĞƵƌŽůŽŐŝĐĂů/ŶƐƚŝƚƵƚĞ͕WŚŽĞŶŝǆ͕͕h^ϰ͘EĞƵƌŽƐƵƌŐŝĐĂůƐƐŽĐŝĂƚĞƐ͕DƵƌƌĂǇ͕hd͕h^ϱ͘ƐĂŝ /ŶĐ͕͘ůŝŶŝĐĂůZĞƐĞĂƌĐŚEĞƵƌŽůŽŐǇ͕tŽŽĚĐůŝĨĨ>ĂŬĞ͕E:͕h^
ϲ͘<ĂŝƐĞƌWĞƌŵĂŶĞŶƚĞŽĨŽůŽƌĂĚŽ͕ĞŶǀĞƌ͕K͕h^ϳ͘ůůĞŐŚĞŶǇ'ĞŶĞƌĂů,ŽƐƉŝƚĂů͕WŝƚƚƐďƵƌŐŚ͕W͕h^ϴ͘hŶŝǀĞƌƐŝƚǇŽĨĂůŝĨŽƌŶŝĂ͕^ĂŶ&ƌĂŶĐŝƐĐŽ͕^ĂŶ&ƌĂŶĐŝƐĐŽ͕͕h^ϵ͘ZƵƐŚhŶŝǀĞƌƐŝƚǇDĞĚŝĐĂůĞŶƚĞƌ͕ŚŝĐĂŐŽ͕/>͕h^ϭϬ͘tĂŬĞ&ŽƌĞƐƚhŶŝǀĞƌƐŝƚǇ^ĐŚŽŽů ŽĨ DĞĚŝĐŝŶĞ͕tŝŶƐƚŽŶͲ^ĂůĞŵ͕E͕h^
ϭϭ͘ĞŶƚĞƌĨŽƌEĞƵƌŽůŽŐŝĐĂůZĞƐƚŽƌĂƚŝŽŶĂƚƚŚĞůĞǀĞůĂŶĚůŝŶŝĐ͕ůĞǀĞůĂŶĚ͕K,͕h^ϭϮ͘ĞĚĂƌƐͲ^ŝŶĂŝDĞĚŝĐĂůĞŶƚĞƌ͕>ŽƐŶŐĞůĞƐ͕͕h^ϭϯ͘hŶŝǀĞƌƐŝƚǇŽĨ&ůŽƌŝĚĂ͕'ĂŝŶĞƐǀŝůůĞ͕&>͕h^ϭϰ͘hŶŝǀĞƌƐŝƚǇŽĨ<ĂŶƐĂƐDĞĚŝĐĂůĞŶƚĞƌ͕<ĂŶƐĂƐŝƚǇ͕<^͕h^ϭϱ͘ŵŽƌǇhŶŝǀĞƌƐŝƚǇDĞĚŝĐĂůĞŶƚĞƌ͕ƚůĂŶƚĂ͕'͕h^
ϭϲ͘hŶŝǀĞƌƐŝƚǇŽĨDŝĂŵŝ^ĐŚŽŽůŽĨDĞĚŝĐŝŶĞ͕DŝĂŵŝ͕&>͕h^ϭϳ͘DĞĚŝĐĂůhŶŝǀĞƌƐŝƚǇŽĨ^ŽƵƚŚĂƌŽůŝŶĂ͕ŚĂƌůĞƐƚŽŶ͕^͕h^ϭϴ͘EĞǁ zŽƌŬhŶŝǀĞƌƐŝƚǇDĞĚŝĐĂůĞŶƚĞƌ͕EĞǁzŽƌŬ͕Ez͕h^ϭϵ͘hŶŝǀĞƌƐŝƚǇŽĨŝŶĐŝŶŶĂƚŝDĞĚŝĐĂůĞŶƚĞƌ͕ŝŶĐŝŶŶĂƚŝ͕K,͕h^ϮϬ͘EŽƌƚŚǁĞƐƚĞƌŶhŶŝǀĞƌƐŝƚǇDĞĚŝĐĂůĞŶƚĞƌ͕ŚŝĐĂŐŽ͕/>͕h^
Ϯϭ͘<ĂŝƐĞƌWĞƌŵĂŶĞŶƚĞ͕^ĂĐƌĂŵĞŶƚŽ͕^ĂĐƌĂŵĞŶƚŽ͕͕h^͕ϮϮ<ĂŝƐĞƌWĞƌŵĂŶĞŶƚĞŽĨZĞĚǁŽŽĚŝƚǇ͕ZĞĚǁŽŽĚŝƚǇ͕͕h^͕Ϯϯ͘sĂŶĚĞƌďŝůƚhŶŝǀĞƌƐŝƚǇDĞĚŝĐĂůĞŶƚĞƌ͕EĂƐŚǀŝůůĞ͕dE͕h^Ϯϰ͘ůďĂŶǇDĞĚŝĐĂůĞŶƚĞƌ͕ůďĂŶǇ͕Ez͕h^Ϯϱ͘DĂǇŽůŝŶŝĐ͕:ĂĐŬƐŽŶǀŝůůĞ͕&>͕h^

ĂĐŬŐƌŽƵŶĚ͗
• ĞĞƉ ƌĂŝŶ ^ƚŝŵƵůĂƚŝŽŶ ;^Ϳ ŝƐ ĂŶ ĞĨĨĞĐƚŝǀĞ ƚƌĞĂƚŵĞŶƚ ĨŽƌ ƚŚĞ ŵŽƚŽƌ ƐŝŐŶƐ ĂŶĚ ĨůƵĐƚƵĂƚŝŽŶƐ ĂƐƐŽĐŝĂƚĞĚ ǁŝƚŚ Parkinson’s
ĚŝƐĞĂƐĞ ;WͿ͘
• ůƚŚŽƵŐŚ ^ ĞĨĨŝĐĂĐǇ ŚĂƐ ďĞĞŶ ƐƵďƐƚĂŶƚŝĂƚĞĚ ďǇ ƐĞǀĞƌĂů ƌĂŶĚŽŵŝǌĞĚ ĐŽŶƚƌŽůůĞĚ ƚƌŝĂůƐ ;ZdƐͿ͕ ƚŚĞ ĚĞŐƌĞĞ ŽĨ
ŝŵƉƌŽǀĞŵĞŶƚ ǀĂƌŝĞƐ ƐŝŐŶŝĨŝĐĂŶƚůǇ͘
• dŚĞ /EdZW/ ^ƚƵĚǇ ĂƐƐĞƐƐĞĚ ŝŵƉƌŽǀĞŵĞŶƚ ŝŶ ŵŽƚŽƌ ĨƵŶĐƚŝŽŶ ĂŶĚ ƋƵĂůŝƚǇ ŽĨ ůŝĨĞ ŝŶ W ƉĂƚŝĞŶƚƐ ĨŽůůŽǁŝŶŐ ďŝůĂƚĞƌĂů
ƐƵďƚŚĂůĂŵŝĐ ŶƵĐůĞƵƐ ;^dEͿ ^ ƵƐŝŶŐ Ă ŶĞǁ ĚĞǀŝĐĞ ǁŝƚŚ ŵƵůƚŝƉůĞ ŝŶĚĞƉĞŶĚĞŶƚ ĐƵƌƌĞŶƚ ƐŽƵƌĐĞƐ ƚŚĂƚ ĂůůŽǁƐ ĨŽƌ ƐĞůĞĐƚŝǀĞ
ĂĐƚŝǀĂƚŝŽŶ ŽĨ ŝŶĚŝǀŝĚƵĂů ĐŽŶƚĂĐƚƐ ŽŶ ƚŚĞ ^ ůĞĂĚ ƚŚĞƌĞďǇ ƉĞƌŵŝƚƚŝŶŐ Ă ĚĞĨŝŶĞĚ ĚŝƐƚƌŝďƵƚŝŽŶ ŽĨ ĂƉƉůŝĞĚ ĐƵƌƌĞŶƚ͘
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DĞƚŚŽĚƐ͗

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

Study Design

Multi-center, prospective, double-blind, randomized (3:1) with sham control

Study Device

Vercise DBS System (Boston Scientific, Valencia, CA, USA)

Number of
Subjects

N = 160

Primary Endpoint

Secondary
Endpoints

BASELINE CHARACTERISTICS

Mean change in ON time from baseline to 12 weeks post-randomization
between active and control groups (PD diary)
• UPDRS III Scores (stim on/meds off)

Age (years) - Mean (SD) n

59.9 (7.95) 160

Gender – Male (n %)

72.5% (116/160)

Parkinson's Disease Related Symptoms

• Parkinson’s Disease Questionnaire (PDQ-39)

UPDRS III Scores (meds OFF) – Mean (SD) n

43.4 (9.60) 153

UPDRS III Scores (meds ON) – Mean (SD) n

18.5 (8.26) 157

Disease Duration (years) - Mean (SD) n

10.1 (3.61) 160

^ƚƵĚǇ^ĐŚĞŵĂƚŝĐ

PD diary:
OFF time
ON time with troublesome dyskinesias
ON time without dyskinesias
ON time with non-troublesome dyskinesias
Asleep

<ĞǇ/ŶĐůƵƐŝŽŶƌŝƚĞƌŝĂ
• Diagnosis of bilateral idiopathic PD with ≥ 5 years of motor symptoms.
• In the meds off condition: modified H&Y≥ 2; UPDRSͲIII score of ≥ 30
• 'ƌĞĂƚĞƌƚŚĂŶŽƌĞƋƵĂůƚŽϲŚŽƵƌƐŽĨƉŽŽƌŵŽƚŽƌĨƵŶĐƚŝŽŶ;K&&ƚŝŵĞƉůƵƐKEƚŝŵĞǁŝƚŚ
ƚƌŽƵďůĞƐŽŵĞĚǇƐŬŝŶĞƐŝĂƐͿƉĞƌĚĂǇĂƐĂƐƐĞƐƐĞĚďǇWĚŝĂƌǇ
• 'ƌĞĂƚĞƌƚŚĂŶŽƌĞƋƵĂůƚŽϯϯйŝŵƉƌŽǀĞŵĞŶƚŝŶhWZ^Ͳ///ƐĐŽƌĞƐĨŽůůŽǁŝŶŐŵĞĚƐ
• Z^ͲϮ;ĞŵĞŶƚŝĂZĂƚŝŶŐ^ĐĂůĞͲ2) score ≥ 130 and BDIͲ//ƐĐŽƌĞфϭϳ
• ŶĂƉƉƌŽƉƌŝĂƚĞĐĂŶĚŝĚĂƚĞĨŽƌƚŚĞƐƵƌŐŝĐĂůƉƌŽĐĞĚƵƌĞƐƌĞƋƵŝƌĞĚĨŽƌďŝůĂƚĞƌĂů^dE^

6.91
4.35
4.65
3.65
7.20

± 2.99
± 2.63
± 2.67
± 1.90
± 1.47

hours
hours
hours
hours
hours

<ĞǇǆĐůƵƐŝŽŶƌŝƚĞƌŝĂ
• ŶǇŝŶƚƌĂĐƌĂŶŝĂůĂďŶŽƌŵĂůŝƚǇŽƌŵĞĚŝĐĂůĐŽŶĚŝƚŝŽŶƚŚĂƚǁŽƵůĚĐŽŶƚƌĂŝŶĚŝĐĂƚĞ^ƐƵƌŐĞƌǇ
• Have any significant psychiatric condition likely to compromise the subject’s ability to comply with requirements of
ƚŚĞƐƚƵĚǇƉƌŽƚŽĐŽů
• ,ŝƐƚŽƌǇŽĨƐƵŝĐŝĚĞĂƚƚĞŵƉƚŽƌĐƵƌƌĞŶƚĂĐƚŝǀĞƐƵŝĐŝĚĂůŝĚĞĂƚŝŽŶĂƐĚĞƚĞƌŵŝŶĞĚďǇĂƉŽƐŝƚŝǀĞƌĞƐƉŽŶƐĞƚŽŝƚĞŵƐϮͲϱŽĨ
ƐƵŝĐŝĚĞŝĚĞĂƚŝŽŶƐƵďͲƐĐĂůĞŽĨͲ^^Z^
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ZĞƐƵůƚƐ͗
hWZ^///ƐĐŽƌĞƐŝŶ
ƐƚŝŵŽŶͬŵĞĚƐŽĨĨĐŽŶĚŝƚŝŽŶ

ŚĂŶŐĞŝŶĂŶƚŝƉĂƌŬŝŶƐŽŶŝĂŶ
ŵĞĚŝĐĂƚŝŽŶƐ;>Ϳ

ZĞƐƵůƚƐ͗WYͲϯϵ;YŽ>Ϳ

ϰϲйŝŵƉƌŽǀĞŵĞŶƚΎ

• ϰϲйŝŵƉƌŽǀĞŵĞŶƚŝŶhWZ^///ƐĐŽƌĞƐ;ŶсϭϲϬͿ
ǁĂƐƌĞƉŽƌƚĞĚĂƚϯͲǇĞĂƌƐĨŽůůŽǁƵƉ
• ZĞƉŽƌƚƐŝŶƚŚĞƉƵďůŝƐŚĞĚůŝƚĞƌĂƚƵƌĞĂƚϯǇĞĂƌƐĨŽůůŽǁͲ
ƵƉŝŶĐůƵĚĞ͗

•

ŶƚŝͲƉĂƌŬŝŶƐŽŶŝĂŶŵĞĚŝĐĂƚŝŽŶƌĞĚƵĐƚŝŽŶ
;>ͿǁĂƐƐƚĂďůĞƵƉƚŽϯǇĞĂƌƐĨŽůůŽǁƵƉ

– ϯϬй;tĞĂǀĞƌ&D͕ĞƚĂů͘EĞƵƌŽůŽŐǇϮϬϭϮ:Ƶů
ϯ͖ϳϵϭ͗ϱϱͲϲϱ͘Ϳ
– ϯϱй;KĚĞŬĞƌŬĞŶ s:͕ĞƚĂů͘EĞƵƌŽůŽŐǇ͘ϮϬϭϲ&Ğď
Ϯϯ͖ϴϲ;ϴͿ͗ϳϱϱͲϲϭϮϬϭϲ͘Ϳ
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ZĞƐƵůƚƐ͗

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

20

2.6%

3.3%

3.2%

2.7%

0
Week 26 Visit (N = 156)

Week 52 Visit (N = 150)

dƌĞĂƚŵĞŶƚ ^ĂƚŝƐĨĂĐƚŝŽŶ

ůŝŶŝĐĂů'ůŽďĂů/ŵƉƌĞƐƐŝŽŶŽĨŚĂŶŐĞ– ůŝŶŝĐŝĂŶ
Improved

No Change

KǀĞƌĂůů^ĂƚŝƐĨĂĐƚŝŽŶ
ǆƚƌĞŵĞůǇ^ĂƚŝƐĨŝĞĚ
sĞƌǇ^ĂƚŝƐĨŝĞĚ
^ĂƚŝƐĨŝĞĚ
^ŽŵĞǁŚĂƚ^ĂƚŝƐĨŝĞĚ
ŝƐƐĂƚŝƐĨŝĞĚ
sĞƌǇŝƐƐĂƚŝƐĨŝĞĚ
ǆƚƌĞŵĞůǇŝƐƐĂƚŝƐĨŝĞĚ

Worsen

Clinical Global Impression of Change - Clinician at Weeks 26 and 52

Proportion(%) of Response
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94.0%
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• KǀĞƌϵϬйŽĨĐůŝŶŝĐŝĂŶƐ
ĐŽŶƚŝŶƵĞĚƚŽƌĞƉŽƌƚ
ŝŵƉƌŽǀĞŵĞŶƚŝŶƐƵďũĞĐƚƐĂƚ
ƵƉƚŽϯͲǇĞĂƌƐĨŽůůŽǁͲƵƉ

60

40

•

20

2.6%

3.3%

3.2%

2.7%

0

ůŝŶŝĐĂů'ůŽďĂů/ŵƉƌĞƐƐŝŽŶŽĨŚĂŶŐĞ– ^ƵďũĞĐƚ
Week 26 Visit (N = 156)

Improved

Week 52 Visit (N = 150)

No Change

ϭǇĞĂƌ

ϮǇĞĂƌ

ϯǇĞĂƌ

ϰϮ͘ϵй
Ϯϱ͘ϲй
ϭϳ͘ϯй
ϱ͘ϭй
ϯ͘Ϯй
ϭ͘ϵй
ϯ͘ϴй

ϯϱ͘ϭй
ϯϯ͘ϴй
ϭϲ͘ϵй
ϳ͘ϴй
Ϭ͘ϲй
ϭ͘ϯй
ϰ͘ϱй

ϰϯ͘ϴй
ϯϯ͘ϯй
ϭϭ͘ϴй
ϳ͘ϲй
Ϯ͘ϴй
Ϭ͘Ϭй
Ϭ͘ϳй

ƚϯǇĞĂƌƐ͕ϴϵйƌĞƉŽƌƚĞĚďĞŝŶŐƐĂƚŝƐĨŝĞĚͬǀĞƌǇƐĂƚŝƐĨŝĞĚͬĞǆƚƌĞŵĞůǇ
ƐĂƚŝƐĨŝĞĚǁŝƚŚƚƌĞĂƚŵĞŶƚ

^ƵƌŐŝĐĂůĐŽŵƉůŝĐĂƚŝŽŶƐĂĐƌŽƐƐĂůůƉĂƚŝĞŶƚƐǁŚŽƵŶĚĞƌǁĞŶƚŝŵƉůĂŶƚĂƚŝŽŶ;ŶсϭϵϲͿ
ǁŚĞƚŚĞƌŽƌŶŽƚƚŚĞǇǁĞŶƚŽŶƚŽďĞƌĂŶĚŽŵŝǌĞĚŝŶƚŚĞƐƚƵĚǇ

Worsen

EƵŵďĞƌŽĨǀĞŶƚƐ
;^ƵďũĞĐƚƐͿ

ZĂƚĞ

/ŶĨĞĐƚŝŽŶŽĐĐƵƌƌŝŶŐŝŶĨŝƌƐƚϲŵŽŶƚŚƐŽĨƐƵƌŐĞƌǇĂƐƐŽĐŝĂƚĞĚǁŝƚŚ
ƉĂƌƚŝĂůͬƚŽƚĂůŚĂƌĚǁĂƌĞƌĞŵŽǀĂů;^Ϳ

ϳ;ϳͿ

ϳͬϭϵϲ;ϯ͘ϲйͿ

^ǇŵƉƚŽŵĂƚŝĐWĞƌŝŽƉĞƌĂƚŝǀĞ/ŶƚƌĂĐƌĂŶŝĂů,ĞŵŽƌƌŚĂŐĞ;^Ϳ
ŽĐĐƵƌƌŝŶŐĚƵƌŝŶŐƐƵƌŐĞƌǇŽƌƉŽƐƚƐƵƌŐŝĐĂůŚŽƐƉŝƚĂůŝǌĂƚŝŽŶ

ϰ;ϰͿ

ϰͬϭϵϲ;Ϯ͘ϬйͿ

^ǇŵƉƚŽŵĂƚŝĐWĞƌŝ>ĞĂĚĚĞŵĂ;^Ϳ

ϲ;ϲͿ

ϲͬϭϵϲ;ϯ͘ϭйͿ

ZĞƚƵƌŶƚŽKZĚƵĞƚŽĞůĞĐƚƌŽŶŝĐŵĂůĨƵŶĐƚŝŽŶ

ϳ;ϲͿ

ϲͬϭϵϲ;ϯ͘ϭйͿ

ZĞƚƵƌŶƚŽKZĚƵĞƚŽůĞĂĚďƌĞĂŬĂŐĞͬůĞĂĚŵŝŐƌĂƚŝŽŶ

Ϭ;ϬͿ

Ϭͬϭϵϲ;ϬйͿ

ZĞƚƵƌŶƚŽKZĚƵĞƚŽŚĂƌĚǁĂƌĞĞƌŽƐŝŽŶŽĐĐƵƌƌŝŶŐ> ϲŵŽƐ͘ĂĨƚĞƌ
ŝŵƉůĂŶƚĂƚŝŽŶ

Ϯ;ϮͿ

Ϯͬϭϵϲ;ϭ͘ϬйͿ

WƌŽƉŽƌƚŝŽŶŽĨ^ƵďũĞĐƚƐ;йͿ

ǀĞŶƚ

• KǀĞƌϴϱйŽĨƐƵďũĞĐƚƐ
ĐŽŶƚŝŶƵĞĚƚŽƌĞƉŽƌƚ
ŝŵƉƌŽǀĞŵĞŶƚŝŶƐƵďũĞĐƚƐ
ĂƚƵƉƚŽϯͲǇĞĂƌƐĨŽůůŽǁͲƵƉ

• ĞĂƚŚƐ͗ϳĚĞĂƚŚƐ;ƵŶƌĞůĂƚĞĚƚŽƐƚƵĚǇͲ
ĚĞǀŝĐĞĂŶĚͬŽƌŝŵƉůĂŶƚƉƌŽĐĞĚƵƌĞͿ

• EŽƵŶĂŶƚŝĐŝƉĂƚĞĚĂĚǀĞƌƐĞĞǀĞŶƚƐ

• EŽůĞĂĚďƌĞĂŬĂŐĞͬůĞĂĚĨƌĂĐƚƵƌĞƐ
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ŽŶĐůƵƐŝŽŶ͗
• dŚĞƐƚƵĚǇƐƵĐĐĞƐƐĨƵůůǇŵĞƚƚŚĞƉƌŝŵĂƌǇĞŶĚƉŽŝŶƚĂŶĚƐĞǀĞƌĂůƐĞĐŽŶĚĂƌǇĞŶĚƉŽŝŶƚƐďĂƐĞĚŽŶ
ŽƵƚĐŽŵĞƐƌĞƉŽƌƚĞĚĚƵƌŝŶŐƚŚĞϭϮͲǁĞĞŬďůŝŶĚĞĚƉĞƌŝŽĚ;sŝƚĞŬ:͕͘ĞƚĂů͘EŽŶŐƌĞƐƐ͕ϮϬϭϴͿ͘
• ƚϭǇĞĂƌ͕hWZ^///ƐĐŽƌĞƐ;ƐƚŝŵŽŶͬŵĞĚƐŽĨĨͿŝŵƉƌŽǀĞĚϰϵ͘Ϯй;ƉфϬ͘ϬϬϭͿĂŶĚKEƚŝŵĞ
ǁŝƚŚŽƵƚƚƌŽƵďůĞƐŽŵĞĚǇƐŬŝŶĞƐŝĂƐ;WͲĚŝĂƌǇͿŝŶĐƌĞĂƐĞĚϲ±ϯ͘ϴŚŽƵƌƐĐŽŵƉĂƌĞĚǁŝƚŚƐĐƌĞĞŶŝŶŐ
;ƉфϬ͘ϬϬϭͿ͘
• ƚϯͲǇĞĂƌƐ&ŽůůŽǁͲhƉ͗
➢ ϰϲйŝŵƉƌŽǀĞŵĞŶƚŝŶhWZ^///ƐĐŽƌĞƐ;ƐƚŝŵŽŶͬŵĞĚƐŽĨĨͿƌĞƉŽƌƚĞĚĐŽŵƉĂƌĞĚǁŝƚŚƐĐƌĞĞŶŝŶŐ;ƉфϬ͘ϬϬϭͿ
➢ ŶƚŝͲƉĂƌŬŝŶƐŽŶŝĂŶDĞĚŝĐĂƚŝŽŶƌĞĚƵĐƚŝŽŶĐŽŶƚŝŶƵĞĚƚŽďĞƐƚĂďůĞ
➢ ^ŝŐŶŝĨŝĐĂŶƚŝŵƉƌŽǀĞŵĞŶƚŝŶŽǀĞƌĂůůYƵĂůŝƚǇŽĨ>ŝĨĞĂŶĚƐĂƚŝƐĨĂĐƚŝŽŶǁŝƚŚƚŚĞƌĂƉǇ
➢ ^ĂĨĞƚǇƉƌŽĨŝůĞŽĨƚŚĞ^^ǇƐƚĞŵĐŽŶƚŝŶƵĞƐƚŽďĞĐŽŵƉĂƌĂďůĞƚŽŽƚŚĞƌƉƵďůŝƐŚĞĚƌĞƉŽƌƚƐ
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Utilization of a Visualization Software Tool for Deep Brain Stimulation Programming in a Subset of Subjects with
Parkinson‘s Disease Who Participated in the INTREPID Randomized Clinical Trial
Roshini Jain 1, Michele Tagliati 2, Lilly Chen 1
1

Boston Scientific, USA, 2 Cedars-Sinai Medical Center, USA

Typically, optimization of DBS programming involves an ongoing, and sometimes lengthy or inefficient, trial-and-error process of various stimulation
parameters that relies on clinician assessment and subject reporting of clinical benefit. The use of a new visualization tool that can illustrate the
location of the DBS lead in the patient’s own-segmented anatomy may help to improve the efficiency of achieving programming optimization and
outcomes specific to the individual patient (Pavese, S. et al. [Abstract]. 20th International Congress of the International Parkinson and Movement
Disorders Society, 2016). This report will describe the utilization and parameters associated with the use of a new visualization tool for Deep Brain
Stimulation (DBS) programming in a subset of Parkinson’s disease (PD) subjects participating in the INTREPID Randomized Controlled Trial.
INTREPID (ClinicalTrials.gov Identifier: NCT01839396) was a multi-center, prospective, double-blinded randomized controlled trial (RCT) sponsored
by Boston Scientific. Subjects with advanced PD were implanted bilaterally in the STN with a multiple-source, constant current DBS System (Vercise,
Boston Scientific). In the long-term follow-up phase of the study, a subset of subjects was assessed and programmed, as needed, using a newly
available visualization tool (GUIDE XT, Boston Scientific).
Data collection with use of the visualization tool, implemented in up to 30 subjects, is currently ongoing. Preliminary analysis suggests an
improvement in motor function and better resolution of adverse effects. Detailed analysis of programming parameters correlated with volume of
tissue activated will be presented. Additionally, any case reports of instances where the use of tool help fine tune their settings and associated impact
on outcomes will also be presented.
Use of a visualization tool to help guide DBS programming, may offer an opportunity to enhance the overall experience of DBS, thereby potentially
contributing to achieving highly effective and desired clinical outcomes.
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ďƐƚƌĂĐƚƚŝƚůĞͬĂƵƚŚŽƌƐ͗

hƚŝůŝǌĂƚŝŽŶŽĨĂsŝƐƵĂůŝǌĂƚŝŽŶ^ŽĨƚǁĂƌĞdŽŽůĨŽƌĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ
WƌŽŐƌĂŵŵŝŶŐŝŶĂ^ƵďƐĞƚŽĨ^ƵďũĞĐƚƐǁŝƚŚWĂƌŬŝŶƐŽŶΖƐŝƐĞĂƐĞtŚŽ
WĂƌƚŝĐŝƉĂƚĞĚŝŶƚŚĞ/EdZW/ZĂŶĚŽŵŝǌĞĚůŝŶŝĐĂůdƌŝĂů
DŝĐŚĞůĞdĂŐůŝĂƚŝϭ͕ZĂũĞƐŚWĂŚǁĂϮ͕ĂƚŚƌǇŶĞƵƚĞĨŝƐĐŚϯ͕>ŝůůǇŚĞŶϰ͕ZŽƐŚŝŶŝ:ĂŝŶϰ
ϭ͘ĞĚĂƌƐͲ^ŝŶĂŝDĞĚŝĐĂůĞŶƚĞƌ͕>ŽƐŶŐĞůĞƐ͕h^Ϯ͘hŶŝǀĞƌƐŝƚǇŽĨ<ĂŶƐĂƐDĞĚŝĐĂůĞŶƚĞƌ͕<ĂŶƐĂƐŝƚǇ͕<^h^
ϯ͘ŵŽƌǇhŶŝǀĞƌƐŝƚǇDĞĚŝĐĂůĞŶƚĞƌ͕ƚůĂŶƚĂ͕'h^ϰ͘ŽƐƚŽŶ^ĐŝĞŶƚŝĨŝĐEĞƵƌŽŵŽĚƵůĂƚŝŽŶ͕sĂůĞŶĐŝĂ͕h^

ĂĐŬŐƌŽƵŶĚ͗
• dǇƉŝĐĂůůǇ͕ ŽƉƚŝŵŝǌĂƚŝŽŶ ŽĨ ^ ƉƌŽŐƌĂŵŵŝŶŐ ŝŶǀŽůǀĞƐ ĂŶ ŽŶŐŽŝŶŐ͕ ĂŶĚ ƐŽŵĞƚŝŵĞƐ ůĞŶŐƚŚǇ Žƌ ŝŶĞĨĨŝĐŝĞŶƚ͕ ƚƌŝĂůͲĂŶĚͲĞƌƌŽƌ
ƉƌŽĐĞƐƐ ŽĨ ǀĂƌŝŽƵƐ ƐƚŝŵƵůĂƚŝŽŶ ƉĂƌĂŵĞƚĞƌƐ ƚŚĂƚ ƌĞůŝĞƐ ŽŶ ĐůŝŶŝĐŝĂŶ ĂƐƐĞƐƐŵĞŶƚ ĂŶĚ ƐƵďũĞĐƚ ƌĞƉŽƌƚŝŶŐ ŽĨ ĐůŝŶŝĐĂů ďĞŶĞĨŝƚ͘
• dŚĞ ƵƐĞ ŽĨ Ă ŶĞǁ ǀŝƐƵĂůŝǌĂƚŝŽŶ ƚŽŽů ƚŚĂƚ ĐĂŶ ŝůůƵƐƚƌĂƚĞ ƚŚĞ ůŽĐĂƚŝŽŶ ŽĨ ƚŚĞ ^ ůĞĂĚ ŝŶ ƚŚĞ patient’s ŽǁŶͲƐĞŐŵĞŶƚĞĚ
ĂŶĂƚŽŵǇ ŵĂǇ ŚĞůƉ ƚŽ ŝŵƉƌŽǀĞ ƚŚĞ ĞĨĨŝĐŝĞŶĐǇ ŽĨ ĂĐŚŝĞǀŝŶŐ ƉƌŽŐƌĂŵŵŝŶŐ ŽƉƚŝŵŝǌĂƚŝŽŶ ĂŶĚ ŽƵƚĐŽŵĞƐ ƐƉĞĐŝĨŝĐ ƚŽ ƚŚĞ
ŝŶĚŝǀŝĚƵĂů ƉĂƚŝĞŶƚ ;WĂǀĞƐĞ͕ ^͘ Ğƚ Ăů͘ ďƐƚƌĂĐƚ͘ ϮϬƚŚ /ŶƚĞƌŶĂƚŝŽŶĂů ŽŶŐƌĞƐƐ ŽĨ ƚŚĞ /ŶƚĞƌŶĂƚŝŽŶĂů WĂƌŬŝŶƐŽŶ ĂŶĚ DŽǀĞŵĞŶƚ
ŝƐŽƌĚĞƌƐ ^ŽĐŝĞƚǇ͕ ϮϬϭϲͿ͘
• dŚŝƐ ƌĞƉŽƌƚ ǁŝůů ĚĞƐĐƌŝďĞ ƚŚĞ ƵƚŝůŝǌĂƚŝŽŶ ĂŶĚ ƉĂƌĂŵĞƚĞƌƐ ĂƐƐŽĐŝĂƚĞĚ ǁŝƚŚ ƚŚĞ ƵƐĞ ŽĨ Ă ŶĞǁ ǀŝƐƵĂůŝǌĂƚŝŽŶ ƚŽŽů ĨŽƌ ĞĞƉ
ƌĂŝŶ ^ƚŝŵƵůĂƚŝŽŶ ;^Ϳ ƉƌŽŐƌĂŵŵŝŶŐ ŝŶ Ă ƐƵďƐĞƚ ŽĨ Parkinson’s ĚŝƐĞĂƐĞ ;WͿ ƐƵďũĞĐƚƐ ƉĂƌƚŝĐŝƉĂƚŝŶŐ ŝŶ ƚŚĞ /EdZW/
ZĂŶĚŽŵŝǌĞĚ ŽŶƚƌŽůůĞĚ dƌŝĂů͘
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DĞƚŚŽĚƐ͗

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

^dhz^,Dd/

•
•

ůů /EdZW/ ƐƵďũĞĐƚƐ ƵƉŽŶ ĐŽŵƉůĞƚŝŽŶ ŽĨ ƚŚĞ ϭϮͲǁĞĞŬ ďůŝŶĚĞĚ ƉĞƌŝŽĚ ĂƌĞ ŝŶ ƚŚĞ ŽƉĞŶͲůĂďĞů ƉŚĂƐĞ ĂŶĚ ĨŽůůŽǁĞĚ ƵƉ ƚŽ ϱ ǇĞĂƌƐ ƉŽƐƚͲ ƌĂŶĚŽŵŝǌĂƚŝŽŶ
^ƵďũĞĐƚƐ ĂƌĞ ďĞŝŶŐ ĂƐƐĞƐƐĞĚ ĂŶĚͬŽƌ ƉƌŽŐƌĂŵŵĞĚ ĂƐ ŶĞĞĚĞĚ ƵƐŝŶŐ Ă ŶĞǁ ǀŝƐƵĂůŝǌĂƚŝŽŶ ƚŽŽů͘

• 'h/yd;ŽƐƚŽŶ^ĐŝĞŶƚŝĨŝĐͿŝƐĂǀŝƐƵĂůŝǌĂƚŝŽŶƚŽŽůƚŚĂƚŵĂǇŚĞůƉŝŵƉƌŽǀĞƚŚĞĞĨĨŝĐŝĞŶĐǇ
ŽĨĂĐŚŝĞǀŝŶŐƉƌŽŐƌĂŵŵŝŶŐŽƉƚŝŵŝǌĂƚŝŽŶĂŶĚŽƵƚĐŽŵĞƐƐƉĞĐŝĨŝĐƚŽƚŚĞŝŶĚŝǀŝĚƵĂůƉĂƚŝĞŶƚ
• Utilizes each subject’s preͲŽƉDZ/ĂŶĚƉŽƐƚͲŽƉdƚŽĐƌĞĂƚĞƉĂƚŝĞŶƚƐƉĞĐŝĨŝĐĂŶĂƚŽŵǇ
➢ sŝƐƵĂůŝǌĂƚŝŽŶďĂƐĞĚͲƉƌŽŐƌĂŵŵŝŶŐ
➢ ^ůĞĂĚƌĞůĂƚŝǀĞƚŽĂŶĂƚŽŵŝĐĂůƚĂƌŐĞƚƐ
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ZĞƐƵůƚƐ͗

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ĂƐĞ^ƵďũĞĐƚϭ
•
&ĞŵĂůĞ
•
ŐĞ͗ϱϵǇĞĂƌƐ
•
ƵƌĂƚŝŽŶŽĨŝƐĞĂƐĞ͗ϭϵǇĞĂƌƐ
•
ZĞĐĞŝǀĞĚsĞƌĐŝƐĞ/ŵƉůĂŶƚŽŶƉƌŝůϭϰ͕ϮϬϭϱ
•
^ĐƌĞĞŶŝŶŐhWZ^///ƐĐŽƌĞƐ;ŵĞĚƐŽĨĨͿ͗ϱϯ
^ƵďũĞĐƚƌĞĐĞŝǀĞĚƉƌŽŐƌĂŵŵŝŶŐƐĞƚƚŝŶŐƐďĂƐĞĚŽŶ'h/ydƌĞĐŽŵŵĞŶĚĂƚŝŽŶƐ
ĂŶĚƌĞƚƵƌŶĞĚĨŽƌĨŽůůŽǁƵƉϭϭĚĂǇƐĂĨƚĞƌǁŝƚŚƐĂŵĞƐĞƚƚŝŶŐƐ

•

^ƚŝŵƵůĂƚŝŽŶƉĂƌĂŵĞƚĞƌƐĂŶĚsŽůƵŵĞŽĨƚŝƐƐƵĞĂĐƚŝǀĂƚĞĚ
;sdͿŵŽĚŝĨŝĞĚďĂƐĞĚŽŶǀŝƐƵĂůŝǌĂƚŝŽŶŽĨůĞĂĚ

•

ĐůŝŶŝĐĂůůǇƐŝŐŶŝĨŝĐĂŶƚŝŵƉƌŽǀĞŵĞŶƚŝŶhWZ^///ƐĐŽƌĞƐ
;ŵĞĚƐŽĨĨͿϯϴ→ ϯϮǁĂƐƌĞƉŽƌƚĞĚǁŝƚŚƚŚĞƵƐĞŽĨ
ƌĞĐŽŵŵĞŶĚƐĞƚƚŝŶŐƐ

'ƵŝĚĞydϯƐŽĨƚǁĂƌĞŝŵĂŐĞŽĨƚŚĞůĞĨƚůĞĂĚ;ůĞĨƚ^dEͿ

'ƵŝĚĞydϯƐŽĨƚǁĂƌĞŝŵĂŐĞŽĨƚŚĞůĞĨƚůĞĂĚ;ƌŝŐŚƚ^dEͿ
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ZĞƐƵůƚƐ͗

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ĂƐĞ^ƵďũĞĐƚϮ
• &ĞŵĂůĞ
• ŐĞ͗ϱϳǇĞĂƌƐ
• ƵƌĂƚŝŽŶŽĨŝƐĞĂƐĞ͗ϭϳǇĞĂƌƐ
• ZĞĐĞŝǀĞĚsĞƌĐŝƐĞ/ŵƉůĂŶƚŽŶ:ƵůǇϮϰ͕ϮϬϭϳ
• ^ĐƌĞĞŶŝŶŐhWZ^///ƐĐŽƌĞƐ;ŵĞĚƐŽĨĨͿ͗ϯϬ
^ƵďũĞĐƚƌĞĐĞŝǀĞĚƉƌŽŐƌĂŵŵŝŶŐƐĞƚƚŝŶŐƐďĂƐĞĚŽŶ'h/ydƌĞĐŽŵŵĞŶĚĂƚŝŽŶƐ
ĂŶĚƌĞƚƵƌŶĞĚĨŽƌĨŽůůŽǁƵƉϭϴϮĚĂǇƐĂĨƚĞƌǁŝƚŚƐĂŵĞƐĞƚƚŝŶŐƐ
'ƵŝĚĞydϯƐŽĨƚǁĂƌĞŝŵĂŐĞŽĨƚŚĞůĞĨƚůĞĂĚ;ůĞĨƚ^dEͿ

•

^ƚŝŵƵůĂƚŝŽŶƉĂƌĂŵĞƚĞƌƐĂŶĚsŽůƵŵĞŽĨƚŝƐƐƵĞĂĐƚŝǀĂƚĞĚ
;sdͿŵŽĚŝĨŝĞĚďĂƐĞĚŽŶǀŝƐƵĂůŝǌĂƚŝŽŶŽĨůĞĂĚ

•

ĐůŝŶŝĐĂůůǇƐŝŐŶŝĨŝĐĂŶƚŝŵƉƌŽǀĞŵĞŶƚŝŶhWZ^///ƐĐŽƌĞƐ
;ŵĞĚƐŽĨĨͿϯϴ→ ϯϮǁĂƐƌĞƉŽƌƚĞĚǁŝƚŚƚŚĞƵƐĞŽĨ
ƌĞĐŽŵŵĞŶĚƐĞƚƚŝŶŐƐ

'ƵŝĚĞydϯƐŽĨƚǁĂƌĞŝŵĂŐĞŽĨƚŚĞůĞĨƚůĞĂĚ;ƌŝŐŚƚ^dEͿ
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ŽŶĐůƵƐŝŽŶ͗
• /ŶƚŚŝƐĐĂƐĞƐĞƌŝĞƐŽĨƚǁŽƐƵďũĞĐƚƐ;ǁŝƚŚŽǀĞƌƚǁŽǇĞĂƌƐŽĨƐƚŝŵƵůĂƚŝŽŶĂƐƉĂƌƚŽĨƚŚĞ/EdZW/
^ƚƵĚǇͿ͕ƚŚĞŶĞǁǀŝƐƵĂůŝǌĂƚŝŽŶƚŽŽůƌĞĐŽŵŵĞŶĚĞĚƐƚŝŵƵůĂƚŝŽŶƉĂƌĂŵĞƚĞƌƐƚŚĂƚůĞĚƚŽĐůŝŶŝĐĂůůǇ
ƐŝŐŶŝĨŝĐĂŶƚŵŽƚŽƌŝŵƉƌŽǀĞŵĞŶƚ–
➢ ĂƐĂƐƐĞƐƐĞĚďǇhWZ^///ƐĐŽƌĞƐŝŶƚŚĞŵĞĚƐŽĨĨĐŽŶĚŝƚŝŽŶ͘

• hƐĞŽĨĂǀŝƐƵĂůŝǌĂƚŝŽŶƚŽŽůƚŽŚĞůƉŐƵŝĚĞ^ƉƌŽŐƌĂŵŵŝŶŐ͕ŵĂǇŽĨĨĞƌĂŶŽƉƉŽƌƚƵŶŝƚǇ
ƚŽĞŶŚĂŶĐĞƚŚĞŽǀĞƌĂůůĞǆƉĞƌŝĞŶĐĞŽĨ^–
➢ ƚŚĞƌĞďǇƉŽƚĞŶƚŝĂůůǇĐŽŶƚƌŝďƵƚĞƚŽĂĐŚŝĞǀŝŶŐŚŝŐŚůǇĞĨĨĞĐƚŝǀĞĂŶĚĚĞƐŝƌĞĚĐůŝŶŝĐĂůŽƵƚĐŽŵĞƐ͘
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DBS – clinical outcomes

– virtual meeting –

Outcomes of a Prospective, Multicenter, International Registry of Deep Brain Stimulation for Parkinson‘s Disease
Roshini Jain 1, Günther Deuschl 2, Steffen Paschen 3, Michael Barbe 4, Andrea Kühn 5, Jan Vesper 6
1

Boston Scientific, USA, 2 University of Kiel, Germany, 3 University Medical Center Schleswig-Holstein, Germany, 4 University Hospital Cologne, Germany, 5 Charité –
Universitätsmedizin Berlin, Germany, 6 Heinrich Heine Universität Düsseldorf, Germany

The effectiveness of Deep Brain Stimulation(DBS) for reducing motor complications of Parkinson‘s disease (PD) has been substantiated by randomized
controlled trials (Schuepbach et al., 2013). Additionally, motor improvement is sustained for up to 10 years (Deuschl et al. 2013). Large patient data
registries may facilitate insights regarding real world, clinical use of DBS. Furthermore, no registry database currently exists for a multiple source,
constant current DBS system.
The Vercise DBS Registry (ClinicalTrials.gov Identifier: NCT02071134) is a prospective, on-label, multi-center, international registry sponsored by
Boston Scientific. Subjects were implanted with a directional lead included as part of a multiple source, constant-current directional DBS system
(Vercise Cartesia, Boston Scientific). Subjects were followed up to 3-years post-implantation where their overall improvement in quality of life and PD
motor symptoms was evaluated. Clinical endpoints evaluated at baseline and during study follow-up included Unified Parkinson‘s disease Rating Scale
(UPDRS), MDS-UPDRS, Parkinson‘s disease Questionnaire (PDQ-39), and Global Impression of Change.
This DBS registry represents the first comprehensive, large scale collection of real-world outcomes and evaluation of safety and effectiveness of a
multiple-source, constant-current DBS system.
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ďƐƚƌĂĐƚƚŝƚůĞͬĂƵƚŚŽƌƐ͗

KƵƚĐŽŵĞƐŽĨĂWƌŽƐƉĞĐƚŝǀĞ͕DƵůƚŝͲĞŶƚĞƌ͕/ŶƚĞƌŶĂƚŝŽŶĂůZĞŐŝƐƚƌǇŽĨĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ
ĨŽƌWĂƌŬŝŶƐŽŶΖƐŝƐĞĂƐĞ
'ƵĞŶƚŚĞƌĞƵƐĐŚůϭ͕ZŽƐŚŝŶŝ:ĂŝŶϮ͕,ĞůĞĞŶ^ĐŚŽůƚĞƐϮ͕ůĞǆtĂŶŐϮ͕DŝĐŚĂĞůd͘ĂƌďĞϯ͕^ƚĞĨĨĞŶWĂƐĐŚĞŶϭ͕:ĞŶƐsŽůŬŵĂŶŶϰ͕
ŚŽŶŐ^ŝŬ>ĞĞϱ͕ŶĚƌĞĂ<ƺŚŶϲ͕:ĂŶsĞƐƉĞƌϳ
ϭ͘
Ϯ͘
ϯ͘
ϰ͘
ϱ͘
ϲ͘
ϳ͘

hŶŝǀĞƌƐŝƚǇ,ŽƐƉŝƚĂů^ĐŚůĞƐǁŝŐͲ,ŽůƐƚĞŝŶ͕<ŝĞů͕'ĞƌŵĂŶǇ
ŽƐƚŽŶ^ĐŝĞŶƚŝĨŝĐ͕sĂůĞŶĐŝĂ͕h^
hŶŝǀĞƌƐŝƚǇ,ŽƐƉŝƚĂůŽůŽŐŶĞ͕ŽůŽŐŶĞ͕'ĞƌŵĂŶǇ
hŶŝǀĞƌƐŝƚǇ,ŽƐƉŝƚĂůtƺƌǌďƵƌŐ͕tƺƌǌďƵƌŐ͕'ĞƌŵĂŶǇ
hŶŝǀĞƌƐŝƚǇ ŽĨ hůƐĂŶ͕^EDĞĚŝĐĂůĞŶƚĞƌ͕^ĞŽƵů͕^ŽƵƚŚ<ŽƌĞĂ
ŚĂƌŝƚĠͲ hŶŝǀĞƌƐŝƚćƚƐŵĞĚŝǌŝŶĞƌůŝŶ͕ĞƌůŝŶ͕'ĞƌŵĂŶǇ
,ĞŝŶƌŝĐŚ,ĞŝŶĞhŶŝǀĞƌƐŝƚǇ͕ƺƐƐĞůĚŽƌĨ͕'ĞƌŵĂŶǇ

ĂĐŬŐƌŽƵŶĚ͗
• ĞĞƉ ƌĂŝŶ ^ƚŝŵƵůĂƚŝŽŶ ;^Ϳ ŝƐ ĂŶ ĞĨĨĞĐƚŝǀĞ ƐƚƌĂƚĞŐǇ ŝŶ ƌĞĚƵĐŝŶŐ ƚŚĞ ŵŽƚŽƌ ĐŽŵƉůŝĐĂƚŝŽŶƐ ŝŶ WĂƌŬŝŶƐŽŶΖƐ ĚŝƐĞĂƐĞ
;WͿ ĂƐ ƐƵďƐƚĂŶƚŝĂƚĞĚ ďǇ ƐĞǀĞƌĂů ƌĂŶĚŽŵŝǌĞĚ ĐŽŶƚƌŽůůĞĚ ƚƌŝĂůƐ
• dŚŝƐ ŵŽƚŽƌ ŝŵƉƌŽǀĞŵĞŶƚ ŚĂƐ ƐŚŽǁŶ ƚŽ ďĞ ƐƵƐƚĂŝŶĞĚ ĨŽƌ ƵƉ ƚŽ ϭϬ ǇĞĂƌƐ ;ĞƵƐĐŚů Ğƚ Ăů͘ ϮϬϭϯͿ͘ >ĂƌŐĞ ƉĂƚŝĞŶƚ ĚĂƚĂ
ƌĞŐŝƐƚƌŝĞƐ ĚŽĐƵŵĞŶƚŝŶŐ ŽǀĞƌĂůů ŝŵƉƌŽǀĞŵĞŶƚƐ ŝŶ W ĚŝƐĞĂƐĞ ƐǇŵƉƚŽŵƐ͕ ƋƵĂůŝƚǇ ŽĨ ůŝĨĞ ŵĂǇ ĨĂĐŝůŝƚĂƚĞ ŶĞǁ ŝŶƐŝŐŚƚƐ
ƌĞŐĂƌĚŝŶŐ ƚŚĞ ƌĞĂůͲǁŽƌůĚ͕ ĐůŝŶŝĐĂů ƵƐĞ ĂŶĚ ŽƵƚĐŽŵĞƐ ŽĨ ^͘
• ,ĞŶĐĞ͕ Ă ůĂƌŐĞ ƐĐĂůĞ͕ ŽŶͲŐŽŝŶŐ ƌĞŐŝƐƚƌǇ ǁĂƐ ŝŶŝƚŝĂƚĞĚ ƚŽ ĐŽŵƉŝůĞ ĞĨĨĞĐƚŝǀĞŶĞƐƐ ĂŶĚ ƐĂĨĞƚǇͲƌĞůĂƚĞĚ ƌĞĂůͲǁŽƌůĚ
ŽƵƚĐŽŵĞƐ ŽĨ Ă ^ ^ǇƐƚĞŵ ĐĂƉĂďůĞ ŽĨ ŵƵůƚŝƉůĞ ŝŶĚĞƉĞŶĚĞŶƚ ĐƵƌƌĞŶƚ ƐŽƵƌĐĞ ĐŽŶƚƌŽů ;D/Ϳ ŝŶ ƚŚĞ ŵĂŶĂŐĞŵĞŶƚ ŽĨ
ƐǇŵƉƚŽŵƐ ŽĨ ůĞǀŽĚŽƉĂͲƌĞƐƉŽŶƐŝǀĞ W͘
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

DĞƚŚŽĚƐ͗
^dhz^,Dd/

^>/E ,ZdZ/^d/^
;WĂƚŝĞŶƚƐŶƌŽůůĞĚ͗ϲϰϱͬ/ŵƉůĂŶƚĞĚ͗ϱϳϰĂƐŽĨ&Ğď͘ϮϬϮϬͿ
ŐĞ;ǇĞĂƌƐͿͲ DĞĂŶ;^Ϳ E
'ĞŶĚĞƌ– DĂůĞ й
WZĞůĂƚĞĚ^ǇŵƉƚŽŵƐ

DĞĂŶ;^ͿE

hWZ^ ///^ĐŽƌĞƐ;ŵĞĚƐK&&Ϳ

ϯϴ͘ϰ;ϭϮ͘ϱͿϮϮϭ

D^ͲhWZ^ ///^ĐŽƌĞƐ;ŵĞĚƐK&&Ϳ

ϰϰ͘ϵ;ϭϱ͘ϱͿϮϲϰ

ŝƐĞĂƐĞƵƌĂƚŝŽŶ;ǇĞĂƌƐͿ

ϭϬ͘Ϯ;ϰ͘ϴͿϱϳϮ

WYͲϯϵ^ƵŵŵĂƌǇ/ŶĚĞǆ^ĐŽƌĞ

Ϯϵ͘ϭ;ϭϰ͘ϯͿϱϲϭ

WƌŝŵĂƌǇ
KďũĞĐƚŝǀĞ
ŽŽƌĚŝŶĂƚŝŶŐ
/ŶǀĞƐƚŝŐĂƚŽƌƐ

•
•

WƌŽĨ͘ƌ͘ŵĞĚ 'ƺŶƚŚĞƌ ĞƵƐĐŚů
WƌŽĨ͘ ƌ͘ŵĞĚ :ĂŶsĞƐƉĞƌ

^ƵďũĞĐƚƐͬ^ŝƚĞƐ

•

hƉƚŽϭϬϬϬŝŵƉůĂŶƚĞĚƐƵďũĞĐƚƐĂƚƵƉƚŽϳϬŝŶƚĞƌŶĂƚŝŽŶĂůƐŝƚĞƐ

•
•
•

•
•

Parkinson’s Disease Questionnaire (PDQͲϯϵͿ
hŶŝĨŝĞĚ Parkinson’s DiseĂƐĞZĂƚŝŶŐ^ĐĂůĞ;hWZ^ͿŽƌD^ͲhWZ^
ůŝŶŝĐĂů'ůŽďĂů/ŵƉƌĞƐƐŝŽŶŽĨŚĂŶŐĞĂƐ ĂƐƐĞƐƐĞĚďǇ^ƵďũĞĐƚ͕ĂƌĞŐŝǀĞƌ
ĂŶĚůŝŶŝĐŝĂŶ
^ĐŚǁĂďĂŶĚŶŐůĂŶĚ^ĐĂůĞ;^Ϳ
YͲϱͲϱ>

•

ĚǀĞƌƐĞĞǀĞŶƚƐ ǁĞƌĞƌĞƉŽƌƚĞĚ

^ĂĨĞƚǇ

ϳϬ͘ϴй

dŽĐŽŵƉŝůĞƌĞĂůͲǁŽƌůĚŽƵƚĐŽŵĞƐŽĨĂŶD/ͲďĂƐĞĚ^ƐǇƐƚĞŵ;sĞƌĐŝƐĞ͕
ŽƐƚŽŶ^ĐŝĞŶƚŝĨŝĐͿƵƐŝŶŐĂĚŝƌĞĐƚŝŽŶĂůůĞĂĚ;sĞƌĐŝƐĞĂƌƚĞƐŝĂ͕ŽƐƚŽŶ
^ĐŝĞŶƚŝĨŝĐͿ

•

<ĞǇ ^ƚƵĚǇ
ƐƐĞƐƐŵĞŶƚƐ

ϲϬ͘ϯ;ϴ͘ϵͿϱϳϰ
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ZĞƐƵůƚƐ͗

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

Change in Parkinson’s Disease Questionnaire (PDQͲϯϵͿ

ZĞƐƵůƚƐ͗WYͲϯϵ;YŽ>Ϳ

/ŵƉƌŽǀĞŵĞŶƚŝŶD^ͲhWZ^///
;ŵĞĚƐŽĨĨͿ
∆ = 32%
;ƉфϬ͘ϬϬϬϭͿ

ϲDŽŶƚŚƐ ϭzĞĂƌ ϮzĞĂƌ
;ŶсϯϮϬͿ ;ŶсϯϱϮͿ ;ŶсϮϬϭͿ
• WYͲϯϵ^ƵŵŵĂƌǇ/ŶĚĞǆĚĞŵŽŶƐƚƌĂƚĞƐŝŵƉƌŽǀĞŵĞŶƚŝŶYƵĂůŝƚǇŽĨ>ŝĨĞ;YŽ>Ϳ
;ƉфϬ͘ϬϬϬϭͿĨŽůůŽǁŝŶŐŝŵƉůĂŶƚĂƚϲŵŽŶƚŚƐĂŶĚƵƉƚŽϮͲǇĞĂƌƉŽƐƚͲŝŵƉůĂŶƚ;ŶсϮϬϭͿ
• ^ĞǀĞƌĂůƐƵďĚŽŵĂŝŶƐƐŚŽǁĞĚƐƚĂƚŝƐƚŝĐĂůůǇƐŝŐŶŝĨŝĐĂŶƚŝŵƉƌŽǀĞŵĞŶƚ;ƉфϬ͘ϬϬϬϭͿĂƚϲ
ŵŽŶƚŚƐƚŚĂƚǁĂƐƐƵƐƚĂŝŶĞĚĂƚϭͲǇĞĂƌƉŽƐƚͲŝŵƉůĂŶƚ
–
DŽďŝůŝƚǇ͕ĐƚŝǀŝƚŝĞƐŽĨĂŝůǇ>ŝǀŝŶŐ͕^ƚŝŐŵĂ͕ŽĚŝůǇŝƐĐŽŵĨŽƌƚ

ϭzĞĂƌ
ĂƐĞůŝŶĞ
;ŶсϭϰϳͿ ;ŶсϭϳϭͿ

/ŵƉƌŽǀĞŵĞŶƚŝŶŵŽƚŽƌĨƵŶĐƚŝŽŶ;ϯϮйͿ
ĂƐƐĞƐƐĞĚďǇhWZ^///ƐĐŽƌĞƐƐƵƐƚĂŝŶĞĚ
ƵƉƚŽϭͲǇĞĂƌƉŽƐƚͲŝŵƉůĂŶƚ;ƉфϬ͘ϬϬϬϭͿ
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ZĞƐƵůƚƐ͗
ŚĂŶŐĞŝŶWYͲϯϵ^ƵŵŵĂƌǇ/ŶĚĞǆ
ďĂƐĞĚŽŶĂƐĞůŝŶĞYŽ>

ůŝŶŝĐĂů'ůŽďĂů/ŵƉƌĞƐƐŝŽŶŽĨŚĂŶŐĞĂƐƐĞƐƐĞĚďǇ
ĐůŝŶŝĐŝĂŶƐ͕ƐƵďũĞĐƚƐΘĐĂƌĞŐŝǀĞƌƐ

ϭǇĞĂƌ

ϮǇĞĂƌ

,ŝŐŚĞƌŝŵƉƌŽǀĞŵĞŶƚŝŶYƵĂůŝƚǇŽĨ>ŝĨĞ;YŽ>ͿǁĂƐŶŽƚĞĚŝŶ
ƉĂƚŝĞŶƚƐǁŝƚŚǁŽƌƐĞYŽ>ĂƚĂƐĞůŝŶĞ͘
•ƚϲŵŽŶƚŚƐ͕Ăϭϱ͘ϱͲƉŽŝŶƚŝŵƉƌŽǀĞŵĞŶƚǁĂƐŶŽƚĞĚƚŚĂƚ
ǁĂƐƐƵƐƚĂŝŶĞĚƵƉƚŽϮǇĞĂƌĨŽůůŽǁƵƉ;^/хϰϱŐƌŽƵƉͿ

• KǀĞƌϴϬйŽĨƉĂƚŝĞŶƚƐ͕ƉŚǇƐŝĐŝĂŶƐ͕ĂŶĚĐĂƌĞŐŝǀĞƌƐŶŽƚĞĚĂŶ
ŝŵƉƌŽǀĞŵĞŶƚŝŶWƐǇŵƉƚŽŵƐŽƵƚƚŽϮͲǇĞĂƌƐƉŽƐƚͲŝŵƉůĂŶƚ

^ĂĨĞƚǇ
• EŽƵŶĂŶƚŝĐŝƉĂƚĞĚĂĚǀĞƌƐĞĞǀĞŶƚƐ
• EŽůĞĂĚďƌĞĂŬĂŐĞƐͬĨƌĂĐƚƵƌĞƐ
• ƚŽƚĂůŽĨϮϵϳƐĞƌŝŽƵƐĂĚǀĞƌƐĞĞǀĞŶƚƐŝŶϭϲϰƉĂƚŝĞŶƚƐƌĞƉŽƌƚĞĚ
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ŽŶĐůƵƐŝŽŶ͗
dŚŝƐƌĞŐŝƐƚƌǇŝƐƚŚĞĨŝƌƐƚůĂƌŐĞƐĐĂůĞĐŽůůĞĐƚŝŽŶŽĨŽƵƚĐŽŵĞƐƵƐŝŶŐĂ^^ǇƐƚĞŵĐĂƉĂďůĞŽĨ
ŵƵůƚŝƉůĞŝŶĚĞƉĞŶĚĞŶƚĐƵƌƌĞŶƚƐŽƵƌĐĞĐŽŶƚƌŽů͘
WƌĞůŝŵŝŶĂƌǇĂŶĂůǇƐŝƐĚĞŵŽŶƐƚƌĂƚĞƐƚŚĂƚĂƚϲͲŵŽŶƚŚƐ͕ϭͲǇĞĂƌ͕ĂŶĚϮͲǇĞĂƌƐƉŽƐƚͲůĞĂĚ
ŝŵƉůĂŶƚĂƚŝŽŶ͗

•

KǀĞƌĂůůŝŵƉƌŽǀĞŵĞŶƚŝŶYƵĂůŝƚǇŽĨ>ŝĨĞ;WYͲϯϵ͕YͲϱͲϱ>ĂŶĚ^Ϳ

•

^ŝŐŶŝĨŝĐĂŶƚŝŵƉƌŽǀĞŵĞŶƚŝŶŵŽƚŽƌĨƵŶĐƚŝŽŶĚĞŵŽŶƐƚƌĂƚĞĚďǇD^ͲhWZ^///ƐĐŽƌĞƐ;ϯϮй͕ƉфϬ͘ϬϬϬϭͿ͕
ŝŶƚŚĞŵĞĚƐŽĨĨĐŽŶĚŝƚŝŽŶ

•

KǀĞƌϴϬйŽĨƉĂƚŝĞŶƚƐ͕ĐĂƌĞŐŝǀĞƌƐ͕ĐůŝŶŝĐŝĂŶƐƌĞƉŽƌƚĞĚŝŵƉƌŽǀĞĚWƐǇŵƉƚŽŵƐ

•

dŚĞŽǀĞƌĂůůƐĂĨĞƚǇƉƌŽĨŝůĞŝƐĂĐĐĞƉƚĂďůĞ
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Multi Recharge: A multicentric trial on acceptance, convenience, and complications of neurostimulators for deep brain
stimulation in movement disorder patients
Martin Jakobs 1, Ann-Kristin Helmers 2, Philip J. Slotty 3, Judith Anthofer 4, Andreas W. Unterberg 1, Karl L. Kiening 1
1

University Hospital Heidelberg, Germany, 2 University Hospital Schleswig-Holstein, Campus Kiel, Germany, 3 University Hospital Düsseldorf, Germany, 4 University
Hospital Regensburg, Germany

Rechargeable neurostimulators for deep brain stimulation have been available since 2008, promising longer battery life and fewer replacement
surgeries compared to non-rechargeable systems. Long-term data on how recharging affects movement disorder patients is sparse. This is the first
multicenter, patient-focused, industry-independent study on rechargeable neurostimulators in DBS patients with movement disorders
Four German neurosurgical centers sent a questionnaire to all adult movement disorder DBS patients with a rechargeable neurostimulator implanted
at the time of the trial. The primary endpoint was the convenience of the recharging process rated on an ordinal scale from very hard (1) to very
easy (5). Secondary endpoints were charge burden (time spent per week on recharging), user confidence, and complication rates. Endpoints were
compared for several subgroups (age, sex, indication, primary vs. secondary implant, user confidence, person performing recharge, recharging below
25%).
Datasets of 195 movement disorder patients (66.1% of sent questionnaires) with Parkinson’s disease (PD), tremor, or dystonia were returned and
included in the analysis. Patients had a mean age of 61.3 years and the device was implanted for a mean of 40.3 months. The overall convenience
of recharging was rated as easy (4). The mean charge burden was 122 min/wk and showed a positive correlation with duration of therapy; 93.8%
of users felt confident recharging the device. The rate of surgical revisions was 4.1%, and the infection rate was 2.1%. Failed recharges occurred in
8.7% of patients, and 3.6% of patients experienced an interruption of therapy because of a failed recharge. Convenience ratings by PD patients were
significantly worse than ratings by dystonia patients. Caregivers recharged the device for the patient in 12.3% of cases. Patients who switched from a
non-rechargeable to a rechargeable neurostimulator found recharging to be significantly less convenient at a higher charge burden than did patients
whose primary implant was rechargeable. Recharging at below 25% or not feeling confident with the device did not coincide with more interruptions
of therapy. Age and sex did not have a significant impact on any endpoint.
Considering the usage of rechargeable neurostimulators in this cohort, 78 replacement of non-rechargeable neurostimulators could be avoided.
Patients with movement disorders rated recharging as easy, with low complication rates and acceptable charge burden.
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Multi Recharge: A multicentric trial on acceptance, convenience, and complications of
neurostimulators for deep brain stimulation in movement disorder patients
Jakobs M.1, Helmers A.-K. 2, Slotty P. 3, Anthofer J. 4, Unterberg A.W. 1, Kiening K. 1
1Universitätsklinikum
2Universitätsklinikum
3Universitätsklinikum

Heidelberg, Neurochirurgische Klinik, Heidelberg, Deutschland
Schleswig-Holstein, Kiel, Neurochirurgische Klinik, Kiel, Deutschland
Düsseldorf, Stereotaktische und Funktionelle Neurochirurgie, Düsseldorf,

Deutschland
4Universitätsklinikum Regensburg, Neurochirurgische Klinik, Regensburg, Deutschland

Background:
Rechargeable neurostimulators for deep brain stimulation have been
available since 2008, promising longer battery life and fewer replacement
surgeries compared to non-rechargeable systems.
Long-term data on how recharging affects movement disorder patients is
sparse.
This is the first multicenter, patient-focused, industry-independent study on
rechargeable neurostimulators in DBS patients with movement disorders.
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Methods:
Four German neurosurgical centers sent a questionnaire to all adult
movement disorder DBS patients with a rechargeable neurostimulator
implanted at the time of the trial.
The primary endpoint was the convenience of the recharging process rated
on an ordinal scale from very hard (1) to very easy (5).
Secondary endpoints were charge burden (time spent per week on
recharging), user confidence, and complication rates.
Endpoints were compared for several subgroups:
age, sex, indication, primary vs. secondary implant, user confidence, person
performing recharge, recharging below 25%).
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Results:
- n=195 datasets available (66.1% return rate)
- Age: 61.3 years with 40.4 months experience
- 28.7% were switched to a rechargeable device
-

Primary endpoint:
- overall convenience: 4.0 „easy“

-

Secondary endpoints:
- User confidence: 93.8%
- Failed charges: 8.7%
- Interruption of therapy: 3.6%
- Charge burden: 122 min/week
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Factors influencing primary endpoint:
• Type of movement disorder: PD < dystonia
• Timepoint of implantation: primary < secondary
Factors influecing charge burden:
• Type of movement disorder: dystonia > PD
• Timepoint of implantation: secondary < primary
• Type of neurpstimulator: Activa RC > Brio/Vercise RC
Charge burden positively correlates with duration of therapy.
Factors influencing complications:
• Timepoint of implantation: secondary > primary
12.3% of patients have caregivers perform the recharging process.
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Conclusion:
Patients with movement disorders rated recharging as easy,
with low complication rates and an acceptable charge burden
(ca. 2h/week).
Rechargeable neurostimulators seem to be better accepted and
produce less complications when implanted as primary, rather
than secondary neurostimulators.
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Effects of DBS on delayed feedback learning in Parkinson‘s disease patients
Henning Meyer-Wilm 1, Benjamin Weismüller 2, Alfons Schnitzler 1, Christian Bellebaum 2, Markus Butz 1
1

Universitätsklinikum Düsseldorf, Germany, 2 Heinrich-Heine-Universität Düsseldorf, Germany

The neural mechanisms of feedback learning from immediate and delayed feedback are different. In a study by Foerde et al. (2011), it was
demonstrated that patients suffering from Parkinson‘s disease (PD) perform worse than healthy controls when learning from immediate feedback.
In contrast, there were no differences between both groups, if the feedback was delayed by 7 s. In healthy individuals, activity in the striatum could
be observed by fMRI during learning with immediate feedback, whereas with delayed feedback activity in the hippocampus was seen (Foerde et
al., 2011). A study by Meissner et al. (2016) revealed that DBS in the subthalamic nucleus (STN) facilitates active feedback learning in PD patients,
especially in more severely affected patients. However, there has not been a direct comparison between learning from immediate feedback and
delayed feedback in PD patients with DBS yet. Therefore, this study was designed to examine the effects of DBS on feedback learning from immediate
vs. delayed feedback. To this end, learning performance of PD patients during active and no stimulation (DBS ON vs. OFF) was compared with each
other and with the performance of an age-matched healthy control (HC) group. In particular, we aimed to answer the question, if the number of
correct reactions and the reaction times of PD patients differ between feedback learning with immediate and delayed feedback and if DBS has a
modulating effect.
18 PD patients (65,2 +/- 7,7 y) and 20 healthy control subjects (64,7 +/- 5,3 y) were tested. Both groups performed a feedback learning task, each
comprising two parts, one with immediate and one with delayed feedback. Both parts consisted of three blocks in which participants were to learn
associations between stimulus and feedback in three conditions with different reward probabilities (100%, 80%, 60%). The measurements were
carried out on two separate days, with PD patients varying whether they were initially examined with or without active DBS.
The learning performance of the healthy control group was overall better than the performance of the PD patients (p = .012). As became clear from
an interaction between group and block (p = .001), the increase in correct reactions across blocks was greater in the controls than in the PD patients.
In addition, a comparison of the three reward probabilities revealed that the 100% condition could be learned better by the control group (p = .01),
whereas there was no difference to the PD patients in the two other conditions (80%, 60%). Moreover, there were no significant effects of feedback
timing (immediate vs. delayed) and DBS (ON vs. OFF).
Patients with PD demonstrate impaired learning from feedback compared to healthy age-matched controls. However, the timing of feedback and DBS
did not modulate learning performance in the present study.
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Abstract title / authors:
Effects of DBS on delayed feedback
learning in Parkinson's disease patients
Henning Meyer-Wilm, Dr. Benjamin Weissmüller, Prof. Dr. Alfons Schnitzler,
Prof. Dr. Christian Bellebaum, PD Dr. Markus Butz

Background:
The neural mechanisms of feedback learning from immediate and delayed feedback
are different. In a study by Foerde et al. (2011), it was demonstrated that patients
suffering from Parkinson's disease (PD) perform worse than healthy controls when
learning from immediate feedback. In contrast, there were no differences between
both groups, if the feedback was delayed by 7 s. Yet, there has not been a direct
comparison between learning from immediate feedback and delayed feedback in PD
patients with DBS.
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Question:
(1) Does DBS influence the number of correct reactions
and the reaction time?
(2) Is there any effect of feedback delay?

Methods:

Screen-based learning task (17 “-monitor)

Factors:
• DBS: ON vs. OFF (ON medication state)
• Feedback Delay: 1 s vs. 7 s
• Contingency: 100% vs. 80% vs. 60%
• 3 Parts (1 vs. 2 vs. 3) with 60 trials each
Dependent variables:
• Correct reactions (%)
• Reaction time (RTs)
Focus on effects:
• Group
• Stimulation
• Delay

Parkisnon Patients (n = 18)

Healthy Controls (n = 20)

Age: 65,2 +/- 7,7 years

Age: 64,7 +/- 5,3 years

Gender: ♂:♀ = 13:5

Gender: ♂:♀ = 12:8

Disease Duration:
12,9 +/- 4 years
UPDRS:
MedON/StimOFF 25,2 +/- 11,1
MedON/StimON 15,3 +/- 7,0
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Results:

Fig.2 Learning performance of PD patients
and control persons over the three blocks
in the various test conditions. The data are
averaged over the reward probabilities.

Figure 1
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• Main effect group (p <.001):
patients are generally impaired.

% Correct
Reactions
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• Interaction group x block
(p <.001): The learning growth
over the Blocks is stronger in the
controls than in the PD patients.

80
70

• Interaction between group and
contingency (p <.001):
Differences between the
probabilities are greater for
control persons than forPD
patients.
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Fig.2 Number of correct
reactions for PD patients and
control persons depending on
the reward probability.
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Results:
DBS OFF

• Interaction group x DBS
x probability of reward
(p <.05): RTs lowest for
greatest probability of
reward, except for PD
patients DBS ON.

DBS ON

1000
Reacion Time (ms)

Patients

Healthy Controls

1500

500
0
1500
1000
500
0

100%

80%

60%

100%

80%

60%

Contingency

• Interaction group x
block x delay (p <.05):
RTs get smaller from
block 1 to 3, only not in
PD patients with
delayed feedback.

RTs for PD patients and controls for the different
reward probabilities THS OFF and THS ON.
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Conclusion:
The results of this study confirm that Parkinson's
patients are impaired in learning from feedback.
This is shown above all in a flatter learning curve
and for stimuli that are associated with high
reward probabilities. In contrast to previous
studies, no clear effects of feedback delay and DBS
were found. Slower reaction times of patients
under conditions with higher compared to low
reward probabilities can be explained by increased
impulsiveness under DBS.
TABLE OF CONTENTS
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A meta-analysis of studies assessing facial emotion recognition after subthalamic nucleus deep brain stimulation in
Parkinson’s disease
Stefania Kalampokini 1, Epameinondas Lyros 1, Piergiorgio Lochner 1, Klaus Fassbender 1, Marcus Unger 1
1

University Hospital of Saarland, Germany

Deep brain stimulation (DBS) of the subthalamic nucleus (STN) is an effective established therapy for movement disorders including Parkinson’s
disease (PD). However, some neuropsychiatric symptoms are reported to change after STN DBS, among which the emotion recognition from facial
expressions. Studies assessing facial emotion recognition (FER) after STN DBS in PD showed inconsistent findings.
To elucidate whether FER is worsening after DBS in PD, we conducted a literature search of the electronic databases MEDLINE and Web of science
in English between 2000 and 2020 using the key search terms: facial emotion recognition, subthalamic nucleus, deep brain stimulation, Parkinson’s
disease and manual search of the references of the identified studies. We conducted a meta-analysis of studies comparing FER before and after STN
DBS (2 months-1 year) in PD patients for the total score and separate basic emotions (happiness, sadness, fear, anger, disgust, surprise and neutral).
We compared the pre-operative to the post-operative condition of the same PD patients with stimulation ON, both on medication.
We included 6 studies in the meta-analysis with a total of 108 PD patients. We found a negative effect of DBS on FER of PD patients (random model
Hedges’ g=-0.478, p=0.000, I2=40.117, P=0.138). Regarding specific emotions, we found a significant worsening after STN DBS for the emotions of
sadness (Hedges’ g= -0.486, p=0.000) and fear (Hedges’ g= -0.531, p=0.000) and a tendency for the emotion of disgust (Hedges’ g=-0.267, p=0.086).
Publication bias was assessed using the funnel plot, which showed a slight asymmetry i.e. a tendency towards publishing studies with a negative
effect of DBS on FER.
Our results suggest that, despite clinical and methodological discrepancies of studies, there seems to be a FER worsening after DBS in PD patients,
particularly for the negative emotions (sadness, fear and tendency for disgust). FER worsening after STN DBS can be attributed to the functional role
of the STN in limbic circuits and to the connections of STN with the limbic part of the basal ganglia, amygdala, pre- and frontal areas (orbitofrontal
and anterior cingulate cortex), which are areas involved in FER. These outcomes improve our understanding of the key role of STN in multi-level
integration of motor, cognitive and affective information. Our findings have also implications in patients’ social interactions and relationships with
others. Further future studies using standardized, FER testing and including larger patient samples are needed, in order to derive definite conclusions
about the effect of STN DBS on emotional processing.
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 ŵĞƚĂͲĂŶĂůǇƐŝƐ ŽĨ ƐƚƵĚŝĞƐ ĂƐƐĞƐƐŝŶŐ ĨĂĐŝĂů ĞŵŽƚŝŽŶ
ƌĞĐŽŐŶŝƚŝŽŶ ĂĨƚĞƌ ƐƵďƚŚĂůĂŵŝĐ ŶƵĐůĞƵƐ ĚĞĞƉ ďƌĂŝŶ
ƐƚŝŵƵůĂƚŝŽŶ ;^dE ^Ϳ ŝŶ Parkinson’s ĚŝƐĞĂƐĞ ;WͿ
^͘<ĂůĂŵƉŽŬŝŶŝ͕͘>ǇƌŽƐ͕W͘>ŽĐŚŶĞƌ͕<͘&ĂƐƐďĞŶĚĞƌ͕hŶŐĞƌDD͘
ĞƉĂƌƚŵĞŶƚ ŽĨ EĞƵƌŽůŽŐǇ͕ hŶŝǀĞƌƐŝƚǇ ,ŽƐƉŝƚĂů ŽĨ ^ĂĂƌůĂŶĚ͕ ,ŽŵďƵƌŐ͕
'ĞƌŵĂŶǇ

ĂĐŬŐƌŽƵŶĚ͗ ^ŽŵĞ ŶĞƵƌŽƉƐǇĐŚŝĂƚƌŝĐ ƐǇŵƉƚŽŵƐ ĂƌĞ ƌĞƉŽƌƚĞĚ ƚŽ
ĐŚĂŶŐĞ ĂĨƚĞƌ ^dE ^͕ ĂŵŽŶŐ ǁŚŝĐŚ ƚŚĞ ĞŵŽƚŝŽŶ ƌĞĐŽŐŶŝƚŝŽŶ
ĨƌŽŵ ĨĂĐŝĂů ĞǆƉƌĞƐƐŝŽŶƐ͘ ^ƚƵĚŝĞƐ ĂƐƐĞƐƐŝŶŐ ĨĂĐŝĂů ĞŵŽƚŝŽŶ
ƌĞĐŽŐŶŝƚŝŽŶ ;&ZͿ ĂĨƚĞƌ ^dE ^ ŝŶ W ƐŚŽǁĞĚ ŝŶĐŽŶƐŝƐƚĞŶƚ
ĨŝŶĚŝŶŐƐ͘
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DĞƚŚŽĚƐ͗
• tĞ ĐŽŶĚƵĐƚĞĚ Ă ůŝƚĞƌĂƚƵƌĞ ƐĞĂƌĐŚ ŽĨ
D>/E ĂŶĚ tĞď ŽĨ ƐĐŝĞŶĐĞ ŝŶ ŶŐůŝƐŚ
ďĞƚǁĞĞŶ ϮϬϬϬ ĂŶĚ ϮϬϮϬ ǁŝƚŚ ŬĞǇ ƐĞĂƌĐŚ
ƚĞƌŵƐ͗ ‘’facial ĞŵŽƚŝŽŶ recognition’’,
‘’subthalamic nucleus’’, ‘’deep ďƌĂŝŶ
stimulation’’, ‘’Parkinson’s disease’’͘
• tĞ ĐŽŶĚƵĐƚĞĚ Ă ŵĞƚĂͲĂŶĂůǇƐŝƐ ŽĨ ƐƚƵĚŝĞƐ
ĐŽŵƉĂƌŝŶŐ &Z ďĞĨŽƌĞ ĂŶĚ ĂĨƚĞƌ ^dE ^
ŝŶ ƚŚĞ ƐĂŵĞ W ƉĂƚŝĞŶƚƐ ǁŝƚŚ ƐƚŝŵƵůĂƚŝŽŶ
KE͕ ďŽƚŚ ŽŶ ŵĞĚŝĐĂƚŝŽŶ͘
• tĞ ĐŽŵƉĂƌĞĚ ƚŚĞ ƚŽƚĂů ĂĐĐƵƌĂĐǇ ƐĐŽƌĞ
ĂŶĚ ƚŚĂƚ ŽĨ ƐĞƉĂƌĂƚĞ ďĂƐŝĐ ĞŵŽƚŝŽŶƐ
;ŚĂƉƉŝŶĞƐƐ͕ ƐĂĚŶĞƐƐ͕ ĨĞĂƌ͕ ĂŶŐĞƌ͕ ĚŝƐŐƵƐƚ͕
ƐƵƌƉƌŝƐĞ ĂŶĚ ŶĞƵƚƌĂů ŝ͘Ğ͘ ŶŽ ĞŵŽƚŝŽŶͿ ƉƌĞͲ
ĂŶĚ ƉŽƐƚŽƉĞƌĂƚŝǀĞ͘

&ŝŐƵƌĞϭ͘&ůŽǁĚŝĂŐƌĂŵŽĨƐƚƵĚŝĞƐ
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•

•
•

ZĞƐƵůƚƐ /͗

dŚĞ ŵĞƚĂͲĂŶĂůǇƐŝƐ ŝŶĐůƵĚĞĚ ϲ ƐƚƵĚŝĞƐ ǁŝƚŚ Ă ƚŽƚĂů ŽĨ ϭϬϴ W ƉĂƚŝĞŶƚƐ͕ ǁŚŽ
ƵŶĚĞƌǁĞŶƚ ďŝůĂƚĞƌĂů ^dE ^ ;ĂƐƐĞƐƐŵĞŶƚ ďĞĨŽƌĞ ĂŶĚ ϯͲϭϮ ŵŽŶƚŚƐ ĂĨƚĞƌ
^Ϳ͖ ŵĞĂŶ ĂŐĞ ƌĂŶŐĞĚ ϱϲ͘ϵͲϲϮ͘ϳ ǇĞĂƌƐ͕ ŵĞĂŶ ĚƵƌĂƚŝŽŶ ŽĨ ĚŝƐĞĂƐĞ ϭϬ͘ϵͲ
ϭϱ͘ϵ ǇĞĂƌƐ͘
dŚĞ ŵŽƐƚ ĐŽŵŵŽŶ ĨĂĐŝĂů ƐƚŝŵƵůŝ ƵƐĞĚ ǁĞƌĞ ĨƌŽŵ ƚŚĞ ŬŵĂŶ ĂŶĚ &ƌŝĞƐĞŶ
ƐĞƌŝĞƐ͘ ;W͘ ŬŵĂŶ ĂŶĚ t͘ &ƌŝĞƐĞŶ͕ WŝĐƚƵƌĞƐ ŽĨ &ĂĐŝĂů ĨĨĞĐƚ͕ ŽŶƐƵůƚŝŶŐ WƐǇĐŚŽůŽŐŝƐƚƐ͕ WĂůŽ ůƚŽ͕ ͕
ϭϵϳϲͿ

tĞ ĨŽƵŶĚ Ă ŶĞŐĂƚŝǀĞ ĞĨĨĞĐƚ ŽĨ ^ ŽŶ &Z ŽĨ W ƉĂƚŝĞŶƚƐ ;ƌĂŶĚŽŵ ŵŽĚĞů
Hedges’ ŐсͲϬ͘ϰϳϴ͕ ƉсϬ͘ϬϬϬ͕ /ϮсϰϬ͘ϭϭϳ͕ WсϬ͘ϭϯϴͿ͘ ;&ŝŐƵƌĞ ϮͿ

&ŝŐƵƌĞϮ͘
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ZĞƐƵůƚƐ //͗
• ZĞŐĂƌĚŝŶŐ ƐƉĞĐŝĨŝĐ ĞŵŽƚŝŽŶƐ͕ ǁĞ ĨŽƵŶĚ Ă ƐŝŐŶŝĨŝĐĂŶƚ
ǁŽƌƐĞŶŝŶŐ ĂĨƚĞƌ ^dE ^ ĨŽƌ ƚŚĞ ĞŵŽƚŝŽŶƐ ŽĨ ƐĂĚŶĞƐƐ
(Hedges’ Őс ͲϬ͘ϰϴϲ͕ ƉсϬ͘ϬϬϬͿ ĂŶĚ ĨĞĂƌ (Hedges’ Őс ͲϬ͘ϱϯϭ͕
ƉсϬ͘ϬϬϬͿ ĂŶĚ Ă ƚĞŶĚĞŶĐǇ ĨŽƌ ĚŝƐŐƵƐƚ (Hedges’ ŐсͲϬ͘Ϯϲϳ͕
ƉсϬ͘ϬϴϲͿ͘
>ŝŵŝƚĂƚŝŽŶƐ
• ^ŵĂůů ŶƵŵďĞƌ ŽĨ ƐƚƵĚŝĞƐ ;ϲͿ͕ ƐŵĂůů ƐĂŵƉůĞ
ƐŝǌĞƐ ;фϯϬ W ƉĂƚŝĞŶƚƐͿ͘
• ,ĞƚĞƌŽŐĞŶĞŝƚǇ ŽĨ ƐƚƵĚŝĞƐ͗ &Z ƚĂƐŬ ;ŵĂƚĞƌŝĂů͕
ŶƵŵďĞƌ ŽĨ ƐƚŝŵƵůŝ͕ ƚŝŵĞ ŐŝǀĞŶͿ͕ ĂƐƐĞƐƐŵĞŶƚ
ƚŝŵĞ ĂĨƚĞƌ ^͘
• WƵďůŝĐĂƚŝŽŶ ďŝĂƐ͗ &ƵŶŶĞů ƉůŽƚ ƐŚŽǁĞĚ Ă ƐůŝŐŚƚ
ĂƐǇŵŵĞƚƌǇ ŝ͘Ğ͘ ƚĞŶĚĞŶĐǇ ƚŽǁĂƌĚƐ ƉƵďůŝƐŚŝŶŐ
ƐƚƵĚŝĞƐ ǁŝƚŚ Ă ŶĞŐĂƚŝǀĞ ĞĨĨĞĐƚ ŽĨ ^ ŽŶ &Z͘
;&ŝŐ͘ϯͿ

Funnel Plot of Standard Error by Hedges's g
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❖

ĞƐƉŝƚĞ ĐůŝŶŝĐĂů ĂŶĚ ŵĞƚŚŽĚŽůŽŐŝĐĂů ĚŝƐĐƌĞƉĂŶĐŝĞƐ ŽĨ ƐƚƵĚŝĞƐ͕ ƚŚĞƌĞ ƐĞĞŵƐ ƚŽ ďĞ
Ă &Z ǁŽƌƐĞŶŝŶŐ ĂĨƚĞƌ ^dE ^ ŝŶ W ƉĂƚŝĞŶƚƐ͕ ƉĂƌƚŝĐƵůĂƌůǇ ĨŽƌ ƚŚĞ ŶĞŐĂƚŝǀĞ
ĞŵŽƚŝŽŶƐ ;ƐĂĚŶĞƐƐ͕ ĨĞĂƌ ĂŶĚ ƚĞŶĚĞŶĐǇ ĨŽƌ ĚŝƐŐƵƐƚͿ͘

❖

&Z ǁŽƌƐĞŶŝŶŐ ĂĨƚĞƌ ^dE ^ ĐĂŶ ďĞ ĂƚƚƌŝďƵƚĞĚ ƚŽ ƚŚĞ ĨƵŶĐƚŝŽŶĂů ƌŽůĞ ŽĨ ƚŚĞ ^dE
ŝŶ ůŝŵďŝĐ ĐŝƌĐƵŝƚƐ ĂŶĚ ƚŽ ƚŚĞ ĐŽŶŶĞĐƚŝŽŶƐ ŽĨ ^dE ǁŝƚŚ ƚŚĞ ůŝŵďŝĐ ƉĂƌƚ ŽĨ ƚŚĞ ďĂƐĂů
ŐĂŶŐůŝĂ͕ ĂŵǇŐĚĂůĂ͕ ƉƌĞͲ ĂŶĚ ĨƌŽŶƚĂů ĂƌĞĂƐ ;ŽƌďŝƚŽĨƌŽŶƚĂů ĂŶĚ ĂŶƚĞƌŝŽƌ ĐŝŶŐƵůĂƚĞ
ĐŽƌƚĞǆͿ͕ ǁŚŝĐŚ ĂƌĞ ĂƌĞĂƐ ŝŶǀŽůǀĞĚ ŝŶ &Z͘

❖

dŚĞ ƐƵƌŐŝĐĂů ƚƌĂũĞĐƚŽƌǇ͕ ĞůĞĐƚƌŽĚĞ ƉŽƐŝƚŝŽŶŝŶŐ͕ ƐƚŝŵƵůĂƚŝŽŶ ;ƉĂƌĂŵĞƚĞƌƐͿ͕ ĂŶĚ
ĐƵƌƌĞŶƚ ĚŝĨĨƵƐŝŽŶ ƚŽ ŶĞĂƌďǇ ůŝŵďŝĐ ^dE ƚĞƌƌŝƚŽƌǇ ŵŝŐŚƚ ĐŽŶƚƌŝďƵƚĞ ƚŽ ^ ĞĨĨĞĐƚƐ
ŽŶ &Z͘

❖

dŚĞƐĞ ŽƵƚĐŽŵĞƐ ŚĂǀĞ ŝŵƉůŝĐĂƚŝŽŶƐ ŝŶ patients’ ƐŽĐŝĂů ŝŶƚĞƌĂĐƚŝŽŶƐ ĂŶĚ
ƌĞůĂƚŝŽŶƐŚŝƉƐ ǁŝƚŚ ŽƚŚĞƌƐ͘

^dE ŚĂƐ Ă ŬĞǇ ƌŽůĞ ŝŶ ƚŚĞ ŵƵůƚŝͲůĞǀĞů ŝŶƚĞŐƌĂƚŝŽŶ ŽĨ ŵŽƚŽƌ͕ ĐŽŐŶŝƚŝǀĞ ĂŶĚ ĂĨĨĞĐƚŝǀĞ
ŝŶĨŽƌŵĂƚŝŽŶ͘
&ƵƚƵƌĞ ƐƚƵĚŝĞƐ ƵƐŝŶŐ ƐƚĂŶĚĂƌĚŝǌĞĚ &Z ƚĞƐƚŝŶŐ ĂŶĚ ůĂƌŐĞƌ ƉĂƚŝĞŶƚ ƐĂŵƉůĞƐ ĂƌĞ ŶĞĞĚĞĚ͕
ŝŶ ŽƌĚĞƌ ƚŽ ĚĞƌŝǀĞ ĚĞĨŝŶŝƚĞ ĐŽŶĐůƵƐŝŽŶƐ ĂďŽƵƚ ƚŚĞ ĞĨĨĞĐƚ ŽĨ ^dE ^ ŽŶ ĞŵŽƚŝŽŶĂů
ƉƌŽĐĞƐƐŝŶŐ͘
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Detecting Parkinson‘s Disease Tremor in Multimodal Neural Data
Dmitrii Todorov 1, Alfons Schnitzler 2, Jan Hirschmann 2
1

Centre de Recerca Matematica, Spain, 2 Heinrich Heine University, Germany

Many processes happening in Parkinson’s disease, despite a long history of research, are still not completely understood. In particular, there is no
clear understanding on how Parkinsonian rest tremor is generated and how it can be detected and distinguished from voluntary movements in neural
recordings.
We employ several machine learning methods (PCA, LDA, t-SNE, UMAP) on multimodal data from the cortex (MEG) and basal ganglia (subthalamic
nucleus LFP), recorded from intermittent tremor-presenting PD patients, to evaluate how distinguishable are distinct behavioral states (quiet rest, rest
tremor, voluntary movements).
We developed a pipeline for multimodal data analysis and show that using both MEG and LFP data (in contrast to using just LFP) one can successfully
distinguish different behavioral states. We also describe which data features (tremor, beta, gamma bands, coherence, cross-freq coupling, Hjorth
parameters) contribute most to the classification.
Our research contributes to the basic science of Parkinson’s disease by describing which electrophysiological markers are important to measure when
analyzing tremor-related questions. It has potential applications for developing tremor-guided DBS and creating computational models of the tremorgenerating circuit in PD.
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Parkinson's Disease Tremor Signs in Multimodal
Neural Data
*Dmitrii Todorov (dtodorov@crm.cat),
**Alfons Schnitzler, **Jan Hirschmann
* = Centre de Recerca Matematica (Barcelona)
** = Heinrich Heine University (Düsseldorf)

Background: to improve PD DBS one may seek to deliver simulation
only in response to symptoms (e.g. tremor). In particular, neural
signatures of tremor are of interest. Existing STN LFP-based methods
cannot distinguish between tremor and voluntary movements.
STN LFP + MEG data helps to distinguish between tremor and
voluntary movements
*Dmitrii was supported by EU-funded Marie Skłodowska-Curie Actions
“OSCBAGDIS” IF
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Methods:





10 Parkinson’s disease patients with rest tremor waxing and
waning over time
Each* with tremor-dominant hand performing “hold” (45 deg
from body) and “move” (grasp) tasks



STN LFP + MEG + hand EMG



Tremor labeling



MEG source reconstruction



Machine learning

Two sets of MEG sources:
entire brain surface or 8
regions of interest
(Hirschmann 2011, 2013)
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Results:

cortical features are necessary to distinguish tremor
from voluntary movements

LFP + MEG =>
good separability

Only STN LFP =>
bad separability

Quiet
Tremor
Grasp
Hold

Fig: nonlinear projections of one subject data
for different feature subsets
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Results:
Few MEG ROIs performance < entire cortex performance
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Conclusion:


Cortical data data allows to detect tremor
better than STN LFP alone



MEG has more tremor info than STN LFP



Restricting to a single frequency band
lowers performance



Few ROI work worse than sources
covering entire brain

TABLE OF CONTENTS

134

CONFERENCE
III. INTERNATIONAL
ON DEEP BRAIN
STIMULATION

PO 12

Imaging and neurophysiology in DBS

– virtual meeting –

Differential dopaminergic modulation of spontaneous cortico-subthalamic activity in Parkinson’s disease
Abhinav Sharma 1, Esther Florin 2, Diego Vidaurre 3, Alfons Schnitzler 2, Jan Vesper 2
1

Uniklinik Duesseldorf, Germany, 2 HHU Düsseldorf/ Uniklinik Düsseldorf, Germany, 3 Oxford University England, United Kingdom

Pathological oscillations are a hallmark of neural activity in Parkinson’s disease (PD). Time-averaged analyses are usually employed to study changes
in spectral connectivity with and without dopaminergic intervention in PD. This prevents differentiating the pathological vs physiological nature of
dynamically evolving oscillatory activity serving multiple functional roles. Taking into account both the between-subject and medication-induced
heterogeneity, a characterization of the differential DRT effects has the potential to delineate pathologically versus physiologically relevant spectral
connectivity in PD. In our present work we study PD brain activity via a Hidden Markov Model (HMM), a data-driven learning algorithm (Vidaurre et
al., 2016; Vidaurre, Hunt, et al., 2018). This allows us to reveal the temporal properties of connectivity, offering a more complete description of the
network activity
In order to study cortico-subcortical interactions in PD, we recorded combined resting-state whole-brain MEG and subthalamic nucleus (STN) local
field potential (LFPs) from 17 PD patients and included both modalities into the model. We address the effect of DRT on spectral connectivity by
acquiring data both OFF and ON medication (L-DOPA). We used a specific variety of the HMM, the time-delay embedded HMM (TDE-HMM), where
the states are characterized by spectrally-defined networks at the whole-brain level, defined in terms of both power and phase-coupling. The Hidden
Markov model is a data-driven probabilistic algorithm that finds recurrent network patterns in multivariate time series. Each network connectivity
pattern is referred to as a “state” in the HMM framework, such that networks can activate or deactivate at various points in time.
We discovered three distinct network activity patterns. One network was related to adverse effects of increased dopamine, a second one maintained
ON-medication spatio -spectrally selective cortico-STN connectivity and finally, a local STN-STN network emerged which indicated the inability of
L-DOPA to modify local basal ganglia activity. Temporally we found that, ON medication, the cortico-STN and the STN-STN network increased in
duration whereas the cortico-cortical network occurred less frequently. Our results provide a spectrally diverse and spatially specific understanding of
transient network connectivity in PD on a whole-brain level, disambiguating temporal and spatial changes of the underlying networks.
By providing electrophysiological evidence for the differential effects of L-DOPA intervention in PD, our findings open further avenues for electrical
and pharmacological intervention in PD. Our findings bring forth a dynamical systems approach for differentiating pathological vs physiologically
relevant spectral connectivity in PD. Furthermore, we are able to demonstrate that a dynamical systems-level approach is able to uncover differential
changes induced by altered levels of a neuromodulator.
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ŝĨĨĞƌĞŶƚŝĂůĚŽƉĂŵŝŶĞƌŐŝĐŵŽĚƵůĂƚŝŽŶŽĨƐƉŽŶƚĂŶĞŽƵƐ
ĐŽƌƚŝĐŽͲsubthalamic activity in Parkinson’s ĚŝƐĞĂƐĞ
ďŚŝŶĂǀ^ŚĂƌŵĂϭ͕ŝĞŐŽsŝĚĂƵƌƌĞϮ͕ϯ͕:ĂŶsĞƐƉĞƌϰ͕ůĨŽŶƐ^ĐŚŶŝƚǌůĞƌϭ͕ƐƚŚĞƌ&ůŽƌŝŶϭ
ϭ /ŶƐƚŝƚƵƚĞ ĨŽƌ ůŝŶŝĐĂů EĞƵƌŽƐĐŝĞŶĐĞ ĂŶĚ DĞĚŝĐĂů WƐǇĐŚŽůŽŐǇ DĞĚŝĐĂů &ĂĐƵůƚǇ ,,h͕ Ϯ ĞƉĂƌƚŵĞŶƚ ŽĨ WƐǇĐŚŝĂƚƌǇ KǆĨŽƌĚ hŶŝǀĞƌƐŝƚǇ͕ ϯ ĞƉĂƌƚŵĞŶƚ ŽĨ
ůŝŶŝĐĂů ,ĞĂůƚŚ ĂƌŚƵƐ hŶŝǀĞƌƐŝƚǇ͕ ϰ ĞƉĂƌƚŵĞŶƚ ŽĨ EĞƵƌŽƐƵƌŐĞƌǇ hŶŝǀĞƌƐŝƚǇ ,ŽƐƉŝƚĂů ƺƐƐĞůĚŽƌĨ

ĂĐŬŐƌŽƵŶĚ͗
 WĂƚŚŽůŽŐŝĐĂůŽƐĐŝůůĂƚŝŽŶƐĂƌĞĂŚĂůůŵĂƌŬŽĨŶĞƵƌĂůĂĐƚŝǀŝƚǇŝŶ
Parkinson’s disease (PD)
 KƐĐŝůůĂƚŝŽŶƐƐĞƌǀĞĚŝƐƚŝŶĐƚĨƵŶĐƚŝŽŶĂůƌŽůĞƐĂƚĚŝĨĨĞƌĞŶƚƉŽŝŶƚƐ
ŝŶƚŝŵĞ
 dŝŵĞͲĂǀĞƌĂŐĞĚĂŶĂůǇƐĞƐƉƌĞǀĞŶƚĚŝĨĨĞƌĞŶƚŝĂƚŝŶŐƉĂƚŚŽůŽŐŝĐĂů
ǀƐ͘ƉŚǇƐŝŽůŽŐŝĐĂůŽƐĐŝůůĂƚŝŽŶƐ
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TABLE OF CONTENTS

136

PO 12

Differential dopaminergic modulation of spontaneous cortico-subthalamic activity in Parkinson’s disease

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

DĞƚŚŽĚƐ͗

WďĂƐĞĚƐŝŐŶĂůĞǆƚƌĂĐƚŝŽŶ
ĨƌŽŵ
ϰϮĐŽƌƚŝĐĂůƉĂƌĐĞůƐ

ϰϮǆƚŝŵĞ
ŵĂƚƌŝǆ
ǌͲƐĐŽƌĞ

&ŝŶĂůĐŽƌƚŝĐĂůĚĂƚĂ
ŵĂƚƌŝǆ

D'ĐŽƌƚŝĐĂůƐŽƵƌĐĞ
ƌĞĐŽŶƐƚƌƵĐƚĞĚĚĂƚĂн^dE
ůŽĐĂůĨŝĞůĚƉŽƚĞŶƚŝĂůƐ;ϲ
ůŽĐĂƚŝŽŶƐͿ

&ŝŶĂů>&WĚĂƚĂ
ŵĂƚƌŝǆ
ǌͲƐĐŽƌĞ

ϲ ǆ
ƚŝŵĞ
ŵĂƚƌŝǆ

ŽŵďŝŶĞǁŝƚŚ
ĐŽƌƚŝĐĂůĚĂƚĂ
ŵĂƚƌŝǆ

&ŝŶĂůĚĂƚĂƐĞƚ
ƉĞƌƐƵďũĞĐƚ
ϰϴǆƚŝŵĞ
ŵĂƚƌŝǆ

 D'Ͳ>&W;ƐƵďƚŚĂůĂŵŝĐŶƵĐůĞƵƐͿƌĞĐŽƌĚŝŶŐƐŽĨϭϳWƉĂƚŝĞŶƚƐ
K&&ĂŶĚKEŵĞĚŝĐĂƚŝŽŶ;>ͲKWͿ
 ,ŝĚĚĞŶDĂƌŬŽǀŵŽĚĞů;,DDͿĂŶĂůǇƐŝƐ
 ,DDĨŝŶĚƐƌĞĐƵƌƌĞŶƚŶĞƚǁŽƌŬƐ;ƐƚĂƚĞƐͿŝŶĂŵƵůƚŝǀĂƌŝĂƚĞƚŝŵĞ
ƐĞƌŝĞƐ
 EĞƚǁŽƌŬƐĐĂŶĂĐƚŝǀĂƚĞŽƌĚĞĂĐƚŝǀĂƚĞĂƚǀĂƌŝŽƵƐƉŽŝŶƚƐŝŶƚŝŵĞ
TABLE OF CONTENTS

137

PO 12

Differential dopaminergic modulation of spontaneous cortico-subthalamic activity in Parkinson’s disease

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ZĞƐƵůƚƐ͗^ƉĞĐƚƌĂůƉƌŽƉĞƌƚŝĞƐŽĨŶĞƚǁŽƌŬƐ
^dE

sŝƐ
ƚǆ

WĂƌ
ƚǆ

^ŵƌ
ƚǆ

ϭ ĐŽŶƚĂĐƚϭƌŝŐŚƚ
Ϯ ĐŽŶƚĂĐƚϮƌŝŐŚƚ
ϯ ĐŽŶƚĂĐƚϯƌŝŐŚƚ
ϭ ĐŽŶƚĂĐƚϰůĞĨƚ
Ϯ ĐŽŶƚĂĐƚϱůĞĨƚ
ϯ ĐŽŶƚĂĐƚϲůĞĨƚ
ϰ ĐƵŶĞƵƐ
ϱ ůĂƚĞƌĂůŽĐĐŝƉŝƚĂů
ϲ ůŝŶŐƵĂů
ϳ ŝŶĨĞƌŝŽƌƉĂƌŝĞƚĂů
ϴ ƉĂƌĂĐĞŶƚƌĂů
ϵ ƉƌĞĐƵŶĞƵƐ
ϭϬ ƐƵƉĞƌŝŽƌƉĂƌŝĞƚĂů
ϭϭ ƐƵƉƌĂŵĂƌŐŝŶĂů

,ǇƉĞƌͲĚŽƉĂŵŝŶĞƌŐŝĐŶĞƚǁŽƌŬ
ĚĞůƚĂ

ĂůƉŚĂ

ďĞƚĂ

K&&

ϭϮ ƉŽƐƚĐĞŶƚƌĂů
ϭϯ ƉƌĞĐĞŶƚƌĂů

KE

ϭϰ ŵŝĚĚůĞƚĞŵƉŽƌĂů
dŵƉ
ƚǆ

ϭϱ ƐƵƉĞƌŝŽƌƚĞŵƉŽƌĂů

ϭϲ ĐĂƵĚĂůŵŝĚĚůĞĨƌŽŶƚĂů
ϭϳ ŵĞĚŝĂůŽƌďŝƚŽĨƌŽŶƚĂů

DƉĨ
ƚǆ

ϭϴ ŝŶƐƵůĂ
ϭϵ ůĂƚĞƌĂůŽƌďŝƚŽĨƌŽŶƚĂů
ϮϬ ƉĂƌƐŽƉĞƌĐƵůĂƌŝƐ
Ϯϭ ƉĂƌƐŽƌďŝƚĂůŝƐ

&ƌŶƚ
ƚǆ

ϮϮ ƉĂƌƐƚƌŝĂŶŐƵůĂƌŝƐ
Ϯϯ ƌŽƐƚƌĂůŵŝĚĚůĞĨƌŽŶƚĂů

ĂĐŚďůĂĐŬĐƵƌǀĞŝŶƚŚĞƌŝŶŐƉůŽƚƌĞƉƌĞƐĞŶƚƐĐŽŚĞƌĞŶĐĞ
ďĂƐĞĚĐŽŶŶĞĐƚŝǀŝƚǇďĞƚǁĞĞŶƚŚĞƚǁŽƌĞŐŝŽŶƐ;ƉфϬ͘Ϭϱ͕
ĐŽƌƌĞĐƚĞĚĨŽƌŵƵůƚŝƉůĞĐŽŵƉĂƌŝƐŽŶƐͿ

Ϯϰ ƐƵƉĞƌŝŽƌĨƌŽŶƚĂů
^dEͲ ^ƵďƚŚĂůĂŵŝĐŶƵĐůĞƵƐ͕sŝƐͲ sŝƐƵĂů͕WĂƌͲWĂƌŝĞƚĂů͕^ŵƌͲ^ĞŶƐŽƌǇŵŽƚŽƌ͕
dŵƉͲdĞŵƉŽƌĂů͕DƉĨͲDĞĚŝĂůƉƌĞĨƌŽŶƚĂů͕&ƌŶƚͲ&ƌŽŶƚĂů͕ƚǆͲ ŽƌƚĞǆ

TABLE OF CONTENTS

138

PO 12

Differential dopaminergic modulation of spontaneous cortico-subthalamic activity in Parkinson’s disease

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ZĞƐƵůƚƐ͗^ƉĞĐƚƌĂůƉƌŽƉĞƌƚŝĞƐŽĨŶĞƚǁŽƌŬƐ
ŽŵŵƵŶŝĐĂƚŝŽŶŶĞƚǁŽƌŬ
ĚĞůƚĂ

ĂůƉŚĂ

>ŽĐĂůŶĞƚǁŽƌŬ
ďĞƚĂ

ĚĞůƚĂ

ĂůƉŚĂ

ďĞƚĂ

K&&

KE

ĂĐŚďůĂĐŬĐƵƌǀĞŝŶƚŚĞƌŝŶŐƉůŽƚƌĞƉƌĞƐĞŶƚƐĐŽŚĞƌĞŶĐĞ
ďĂƐĞĚĐŽŶŶĞĐƚŝǀŝƚǇďĞƚǁĞĞŶƚŚĞƚǁŽƌĞŐŝŽŶƐ;ƉфϬ͘Ϭϱ͕
ĐŽƌƌĞĐƚĞĚĨŽƌŵƵůƚŝƉůĞĐŽŵƉĂƌŝƐŽŶƐͿ

TABLE OF CONTENTS

139

PO 12

Differential dopaminergic modulation of spontaneous cortico-subthalamic activity in Parkinson’s disease

ŽŶĐůƵƐŝŽŶƐ͗

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

 ,ǇƉĞƌͲĚŽƉĂŵŝŶĞƌŐŝĐŶĞƚǁŽƌŬ͗DĞĚŝĂůͲ ŽƌďŝƚŽĨƌŽŶƚĂů
ĚĞůƚĂͬƚŚĞƚĂĐŽŚĞƌĞŶĐĞKEŵĞĚŝĐĂƚŝŽŶ
 ŽŵŵƵŶŝĐĂƚŝŽŶŶĞƚǁŽƌŬ͗^ƉĞĐƚƌĂůůǇĂŶĚƐƉĂƚŝĂůůǇͲƐƉĞĐŝĨŝĐ
ĐŽƌƚŝĐŽͲ^dEĐŽŶŶĞĐƚŝǀŝƚǇĂŶĚŝŶƚŚĞďĞƚĂďĂŶĚĨƌŽŶƚŽͲ
ƉĂƌŝĞƚĂůͲŵŽƚŽƌŶĞƚǁŽƌŬKEŵĞĚŝĐĂƚŝŽŶ
 >ŽĐĂůŶĞƚǁŽƌŬ͗^ĞůĞĐƚŝǀĞŵŽĚƵůĂƚŝŽŶŽĨ^dEͲ^dEĚĞůƚĂ
ŽƐĐŝůůĂƚŝŽŶƐKEŵĞĚŝĐĂƚŝŽŶ
 ^ƉĞĐƚƌĂůůǇƐŝŵŝůĂƌĐŽŶŶĞĐƚŝǀŝƚǇƵŶĚĞƌĚŝĨĨĞƌĞŶƚǁŚŽůĞ
ďƌĂŝŶŶĞƚǁŽƌŬƐ

 ŝĨĨĞƌĞŶƚŝĂůĚŽƉĂŵŝŶĞƌŐŝĐŵŽĚƵůĂƚŝŽŶŽĨƐƉĞĐƚƌĂů
ĐŽŶŶĞĐƚŝǀŝƚǇŝŶƚŚĞŶĞƚǁŽƌŬƐ
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Simultaneous recording of thalamic local field potentials and long term video-EEG in a focal epilepsy patient: first insights
Ricardo Rego 1, Elodie Lopes 2, Angela Santos 1, Catarina Caldeiras 1, Clara Chamadoira 1, Joao Paulo Cunha 2, Rui Vaz 1
1

Centro Hospitalar Universitario de Sao Joao, Portugal, 2 Faculdade de Engenharia da Universidade do Porto, Portugal

Anterior thalamic nucleus deep brain stimulation (ANT-DBS) is safe and effective in focal refractory epilepsy. However, a significant proportion of
patients are partial or non-responders. Data gathered from chronic ambulatory recording of local field potentials (LFP) from the ANT may help
optimization of stimulation in these patients. Simultaneous recording of video-EEG seems essential in order to correlate the temporal dynamics of LFP
with ictal semiology and conventional EEG signal.
A 54 year-old male focal refractory epilepsy patient with bilateral perisylvian ulegyria and frequent tonic seizures was implanted with ANT-DBS using
Medtronic’s Percept system and BrainSense (TM) technology. One month after implantation he was admitted for long term video-EEG monitoring,
allowing for synchronous recording of LFP (in continuous streaming or timeline modes), video and EEG. This was made both before and after
stimulation was turned on. SANTE settings (145 Hz, 90 us, 1 min on/5 minutes off) were chosen, as is standard practice in our center. An LFP alpha
peak (~11 Hz) was found during survey and chosen for subsequent recordings. A detailed event log was kept for patient events (seizures, sleep/wake
cycles, medications) and neurostimulator adjustments.
Time synchronization across devices (video-EEG and Percept) was achieved analyzing artifacts generated during gentle tapping of the skull close to
lead entry areas. Simultaneous recording of video-EEG allowed for validation of signal changes in LFP during sleep-wake cycles. Seizures could be
identified in LFP recordings, mostly through significant fluctuations in power apparently correlated with postictal EEG attenuation/suppression or
high-amplitude slowing.
Correlating peri-ictal ANT LFP signals with long term video-EEG is feasible and shows promise in finding individual surrogate markers for future
optimization of stimulation settings.
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Simultaneous recording of thalamic local field potentials and
long term video-EEG in a focal epilepsy patient: first insights
Ricardo Rego1, Elodie Lopes2, Angela Santos1, Catarina Caldeiras1, Clara Chamadoira3, João Paulo
Cunha2, Rui Vaz3
1. Neurophysiology Unit and Neurology Sevice, Centro Hospitalar Universitario Sao Joao (CHUSJ) 2. INESC TEC
– FEUP, University of Porto 3. Neurosurgery Service, CHUSJ

Background:
Anterior thalamic nucleus deep brain stimulation (ANT-DBS) is safe and effective in focal refractory
epilepsy. However, a significant proportion of patients are partial or non-responders. Data gathered
from chronic ambulatory recording of local field potentials (LFP) from the ANT may help optimization
of stimulation in these patients. Simultaneous recording of video-EEG is essential in order to correlate
the temporal dynamics of LFP with ictal semiology and conventional EEG signal.
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Methods:

III. International Conference on Deep Brain Stimulation

54 year-old right-handed patient; focal refractory epilepsy of perinatal hypoxic-ischemic etiology.
Seizures: (1) spasms (2) bilateral tonic > hypermotor > L clonic; activated by sleep. Non-lateralized/artifact
obscured ictal EEG
Non-ressective à bilateral DBS-ANT (PerceptTM)
streaming
> 5-day vídeo+scalp EEG recording + simultaneous ANT-DBS recordings BrainsenseTM
timeline

Events (tech activated)

Bilateral transventricular
approach, 3389 electrodes
SureTuneTM
MRI (FLAIR): bilateral
perisylvian ulegyria

Tonic>hypermotor>L clonic (out of sleep)
EEG: artifact obscured

Signal
sync
across
systems:
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Results: Timeline

III. International Conference on Deep Brain Stimulation

Timeline

Timeline
interruption
Stim ON (4mA, 145 Hz, 90 us)

Sz 2

Remarks:
1. Wake-sleep transitions: LFP amplitude
increases pre-EEG changes
2. Whole night sleep LFP patterns are
similar
3. Sz occur on a setting of increased LFP
power
4. After stim ON an overall increased LFP
power was observed
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Results: Events (LFP Snap)

Seizure #

Date
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SZ
FROM EVENT
SZ
SZ
FROM SZ ONSET
EVENT DURATIO
BUTTON PRESSED
ONSET OFFSET
UNTIL EVENT
N
UNTIL SZ OFFSET

2
3
4

23/07/20 00:48:27 00:49:29 00:49:10 00:01:02

00:00:43

00:00:19

23/07/20 01:59:30 02:00:57 02:00:13 00:01:27

00:00:43

5

23/07/20 14:14:33 14:15:04 14:15:38 00:00:31

00:01:05

00:00:44
button pressed after
sz end

22/07/20 11:53:28 11:54:44 11:54:20 00:01:16

00:00:52

00:00:24

Table: Timing of seizures (Sz) and created events (LfpSnapShot). Seizure duration corresponds to the
period between the onset and offset. ∆𝑡𝑡 is the interval between the seizure initial and the time of
the created event.. Note that there is a time delay before the triggered event and its creation.

Remarks:
1. Probably post-ictal LFP were
recorded, except on Sz 4
2. Post-ictally the alfa peak is
attenuated
3. On sz 4 an increase on the alfa
peak is observed, probably late
ictal
Note: no seizures were captured
on multiple streaming sessions
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Conclusions:
1.
2.
3.
4.

LFP recordings using PerceptTM were optimized for PD but had valuable
information on our epilepsy patient, at least during prolonged VEEG
Sleep-wake cycles were detectable and LFP changes preceded standard
visual EEG staging of sleep
On Timeline mode seizures tended to occur at higher LFP power values
Technician-activated events usually resulted on a post-ictal sampling of
LFP due to a long latency between button activation and recording
onset; this was associated with peak attenuation
a)

5.

Late ictal sampling was probably achieved on one seizure and associated
with an unilateral „extreme“ alfa peak

Optimization of this device in epilepsy would require:
1.
2.
3.

Faster streaming onset upon event activation
Ability to perform longer streaming sessions
Denser Timeline data
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Subthalamic beta bursts correlate with motor impairment in Parkinson‘s disease
Roxanne Lofredi 1, Liana Okudzhava 1, Friederike Irmen 1, Wolf-Julian Neumann 1, Joachim K. Krauss 2, Gerd-Helge Schneider 1, Andrea A. Kühn 1
1

Charité Universitätsmedizin Berlin, Germany, 2 Medizinische Hochschule Hannover, Germany

Intracerebral recordings in Parkinson‘s disease (PD) patients undergoing Deep Brain Stimulation (DBS) have allowed to identify increased subthalamic
beta oscillations as biomarker for motor impairment in PD. Recently, the temporal dynamics of this exaggerated beta synchronization have come into
focus. Instead of being continuously increased, beta amplitude synchronizes in brief periods, so called beta bursts. In small cohorts of PD-patients
it has been shown that subthalamic beta burst duration is prolonged in the OFF-medication state and reduced by dopaminergic medication. We
hypothesize that subthalamic beta burst duration is prolonged in the OFF when compared to the ON medication state. Moreover, beta burst duration
correlates with motor impairment as assessed by the UPDRS, as does reduction of beta burst duration with motor improvement.
Subthalamic local field potentials were analyzed from archival rest recordings of 99 PD-patients that underwent DBS-surgery both ON- and OFFmedication. Continuous recordings were down sampled and filtered, before data was transferred into the frequency domain. For power analyses,
amplitudes were averaged across contact pairs, spectra were normalized to the total sum and further expressed as a percentage of total power. For
burst determination, wavelet amplitude was averaged across frequencies of interest, smoothed and z-scored over the entire recording. A common
threshold was defined at the 75th percentile of the normalized signal amplitude distribution across medication states. Power and burst analyses were
performed separately for the low beta (13–20 Hz) and high beta band (20-30 Hz), as differential dopamine-responsivity of these sub-bands has been
reported. Nonparametric permutation tests, Spearman’s correlation and stepwise model selection were used for statistical analyses.
Here we show that low beta burst duration correlated with motor impairment across 99 PD-patients. More specifically, this correlation was driven
by the amount of low beta bursts that exceeded 900 ms duration. With dopaminergic medication, burst duration decreased along with symptom
alleviation.
Replicating previous findings in such a large cohort of PD-patients increases the confidence that an adaptive DBS-approach where stimulation would
be triggered by beta amplitude threshold crossings of specific lengths might be advantageous in clinical settings. Large multicenter trials with first
generations of commercially available sensing enabled devices are currently in development. We conclude that aDBS trials should look beyond the
power threshold paradigms and consider temporal dynamics as a key hallmark that could inform next-generation multifeature approaches for aDBS in
PD.
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Deep Brain Stimulation Does Not Modulate Auditory-Motor Integration of Speech in Parkinson’s Disease
Bahne Bahners 1, Esther Florin 1, Julian Rohrhuber 2, Holger Krause 1, Jan Hirschmann 1, Ruben van de Vijver 1, Alfons Schnitzler 1, Markus Butz 1
1

Heinrich Heine University Düsseldorf, Germany, 2 Robert Schumann Hochschule, Germany

Deep brain stimulation (DBS) has significant effects on motor symptoms in Parkinson’s disease (PD), but existing studies on the effect of DBS on
speech are rather inconclusive. It is assumed that deficits in auditory-motor integration strongly contribute to Parkinsonian speech pathology. The
aim of the present study was to assess whether subthalamic DBS can modulate these deficits.
20 PD patients (15 male, 5 female; 62.4 ± 6.7 years) with subthalamic DBS were exposed to pitch-shifted acoustic feedback during vowel vocalization
and subsequent listening. Voice and brain activity were measured ON and OFF stimulation using magnetoencephalography (MEG). Vocal responses
and auditory evoked responses time locked to the onset of pitch-shifted feedback were examined.
Subthalamic DBS appears to have no substantial effect on vocal compensations, although it has been suggested that auditory-motor integration
deficits contribute to higher vocal response magnitudes in pitch perturbation experiments with PD patients. Thus, DBS seems to be limited in
modulating auditory-motor integration of speech in PD.
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Deep Brain Stimulation Does Not Modulate Sensorimotor
Integration of Speech in Parkinson’s Disease
of Clinical Neuroscience and Medical Psychology, Heinrich Heine University Düsseldorf; 2 Institute for Music and Media, Robert
Schumann Music University Düsseldorf; 3 Institute of Linguistics and Information Science, Heinrich Heine University Düsseldorf;
4 Centre for Movement Disorders and Neuromodulation, Department of Neurology, University Hospital Düsseldorf

Clinical Neuroscience Düsseldorf

1 Institute

Bahne H. Bahners1*, Esther Florin1, Julian Rohrhuber2, Holger Krause1,
Jan Hirschmann1, Ruben van de Vijver3, Alfons Schnitzler1,4, Markus Butz1

Background:
• Deep brain stimulation (DBS) has significant effects on motor symptoms in Parkinson’s disease (PD).
• Studies on the effect of DBS on speech are inconclusive.
• It is assumed that sensorimotor deficits strongly contribute to Parkinsonian speech pathology.

Objectives:
• Using Magnetoencephalography (MEG) we wanted to study if DBS can modulate deficits in
sensorimotor integration of speech in a pitch perturbation experiment.
bahne.bahners@hhu.de

@bahnebahners
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Methods:
• 20 PD patients (5 f, 15 m; 62.4 ± 6.7 yrs) with subthalamic DBS (only slightly magnetic hardware)
• Significant therapeutic effect regarding UPDRS III (ON: 15 ± 6, p<0.001 vs. OFF: 28 ± 12).
• Pitch-shifted acoustic feedback during vocalization and listening, OFF and ON stimulation.
• Vocal responses and auditory evoked responses to pitch-shifted feedback.
A Vocalisation

Clinical Neuroscience Düsseldorf

0s

1st stim

2nd stim

pitch shifting

3rd stim 5s
pause (5-9s)

B Listening
5s

0s

pitch shifting

pause (5-9s)
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Results:

Clinical Neuroscience Düsseldorf

• A positive correlation between vocal
response magnitude and pitch
variability, stimulation OFF and ON
(OFF: r = 0.746, p<0.001, ON: r = 0.722,
p<0.001).
• No differences OFF vs ON of vocal
responses to pitch-shifted feedback
(p=0.809, d= - 0.055) nor voice
intensity (p=0.419, d= - 0.185).
• Linearly Constrained Minimum Variance
(LCMV)
beamforming,
reducing
artefacts caused by movements of the
magnetic DBS hardware components.
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Results:

Clinical Neuroscience Düsseldorf

• Amplitudes and latencies did not
reveal a significant difference
between stimulation conditions (left
AC: N100m: F(1,19)=0.337, p=0.586,
f=0.133; P200m: F(1,19)=0.433,
p=0.518, f=0.151)

• P200m amplitudes of left and right
auditory cortex (AC) and superior
temporal gyrus (STG) significantly
larger during listening (AC:
F(1,19)=7.124,
p=0.015;
STG:
F(1,19)=5.244, p=0.034).
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Conclusion:

Clinical Neuroscience Düsseldorf

• Given the behavioral data Bayes statistics
confirmed that there was very strong
evidence against an Effect of DBS on
sensorimotor integration of speech (favoring
H0) (BF10=0.0328, 95%-CI [-0.033, 0.062]).
•

Thus, DBS seems to be limited in
modulating sensorimotor integration of
speech in PD.

•

Sensorimotor deficits contribute to high
response magnitudes in pitch perturbation
experiments in PD.

•

LCMV beamforming effectively reduces
movement related DBS artefacts to study
evoked fields in MEG.

@bahnebahners ; bahne.bahners@hhu.de
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Calculation of the discrepancy between planning MRI and O-arm in deep brain stimulation.
F.W.R. Steup 1, Y.R. Willems 2, C.F. Hoffmann 2, R. Zutt 2, M.F. Contarino 2, N.A. Van der Gaag 2
1

Delft University of Technology, The Netherlands, 2 Haga Teaching Hospital, The Netherlands

Accurate implantation of electrodes is crucial in deep brain stimulation (DBS) treatment. The O-arm is used to verify electrode positioning
intraoperatively. Intraoperative choices and choices in depth, according to microelectrode recording, have thus far not been taken into account for
the comparison of O-arm and preoperative MRI coordinates, neither has a spherical correction been performed.
Imaging and intraoperative choices were retrospectively analyzed for 41 consecutive patients with movement disorders treated with DBS in 2017
to 2018. The O-arm images were registered to the preoperative Leksell frame-MR T1 imaging with StealthStation Surgical Navigation software
(Medtronic, Minneapolis, Minnesota). A new algorithm taking into account both the chosen trajectory (defined by ring, arc, and target coordinates)
and the intra-operative channel choice (central, medial, lateral, anterior or posterior) and depth, was used to calculate differences between
preoperative MRI- and final O-arm coordinates. In this algorithm, calculation was performed using the command ‘sph2cartvec’ (MATLAB R2019b) to
convert the spherical (arc, ring, depth, intraoperative channel choice) basis components to Cartesian (x,y,z) components, which potentially allows
better correction for the real trajectory. The translation is the change in planned target coordinates resulting from intraoperative channel and depth
choice on the preoperative planning MRI coordinates.
After application of a sophisticated spherical correction algorithm and correction for intraoperative channel choice the present study shows a
significant difference between the x- and y-coordinates of MRI and intraoperative O-arm imaging. Further research to analyze this difference can be
useful. However, the observed difference in this study is small and possibly not clinically relevant.
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ĂůĐƵůĂƚŝŽŶ ŽĨĚŝƐĐƌĞƉĂŶĐǇ ďĞƚǁĞĞŶ ƉůĂŶŶŝŶŐDZ/
ĂŶĚ KͲĂƌŵŝŶ^
^ƚĞƵƉ&tZϭ͕Ϯ͕tŝůůĞŵƐzZϮ͕ϯ͕,ŽĨĨŵĂŶŶ&Ϯ͕Ƶƚƚ Zϰ͕ŽŶƚĂƌŝŶŽ D&ϰ͕ϱ͕sĂŶĚĞƌ'ĂĂŐEϭ͕Ϯ͕ϯ
ϭůŝŶŝĐĂůdĞĐŚŶŽůŽŐǇ͕ĞůĨƚhŶŝǀĞƌƐŝƚǇŽĨdĞĐŚŶŽůŽŐǇ͕dŚĞEĞƚŚĞƌůĂŶĚƐ
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•
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/ŶƚƌĂŽƉĞƌĂƚŝǀĞ ĨŝŶĚŝŶŐƐ ;ďĂƐĞĚ ŽŶDZĂŶĚ ŵĂĐƌŽƐƚŝŵƵůĂƚŝŽŶͿĂĨĨĞĐƚĐŚŽŝĐĞ ĨŝŶĂů ůĞĂĚ
ƉŽƐŝƚŝŽŶ ;ƚƌĂũĞĐƚŽƌǇ͕ĚĞƉƚŚͿ
/ŶƚƌĂŽƉĞƌĂƚŝǀĞ d;KͲĂƌŵͿǀĞƌŝĨŝĞƐ ĨŝŶĂů ůĞĂĚƉŽƐŝƚŝŽŶ

ŝŵ

dŽ ĐŽŵƉĂƌĞ DZ/ƚĂƌŐĞƚĐŽŽƌĚŝŶĂƚĞƐ ĂĚũƵƐƚĞĚ ĨŽƌ ŝŶƚƌĂŽƉĞƌĂƚŝǀĞ ĐŚŽŝĐĞƐ ǁŝƚŚ ĨŝŶĂů KͲĂƌŵ
ůĞĂĚƉŽƐŝƚŝŽŶ ĐŽŽƌĚŝŶĂƚĞƐ ƵƐŝŶŐ ĐŽŶǀĞŶƚŝŽŶĂů ĂŶĚ ŶĞǁŵĞƚŚŽĚŽůŽŐǇ
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

DĞƚŚŽĚƐ
•

ZĞƚƌŽƐƉĞĐƚŝǀĞ ĂŶĂůǇƐŝƐŽĨϰϭWĂƚŝĞŶƚƐ ;ϴϭƚƌĂũĞĐƚŽƌŝĞƐͿƵŶĚĞƌŐŽŝŶŐ ^ǁŝƚŚ DZ

•

ŽͲƌĞŐŝƐƚƌĂƚŝŽŶ ŽĨKͲĂƌŵŝŵĂŐĞƐƚŽ ƉƌĞŽƉĞƌĂƚŝǀĞ DZdϭŝŵĂŐĞƐŽŶ^ƚĞĂůƚŚ^ƚĂƚŝŽŶ
^ƵƌŐŝĐĂů EĂǀŝŐĂƚŝŽŶ ƐŽĨƚǁĂƌĞ;DĞĚƚƌŽŶŝĐͿ

•

ŽŵƉĂƌŝƐŽŶ KͲĂƌŵǁŝƚŚ DZ/ǁŝƚŚ ĐŽŶǀĞŶƚŝŽŶĂů ŵĞƚŚŽĚ

•

ŽŵƉĂƌŝƐŽŶ KͲĂƌŵǁŝƚŚ DZ/ǁŝƚŚ ŶĞǁŵĞƚŚŽĚ ;ŵĂƚŚĞŵĂƚŝĐĂů ĂůŐŽƌŝƚŚŵͿ

•

ĂůĐƵůĂƚŝŽŶ ŽĨĚŝĨĨĞƌĞŶĐĞƐ ďĞƚǁĞĞŶ ĂĚũƵƐƚĞĚ ĐŽŶǀĞŶƚŝŽŶĂů
ĂŶĚ ŶĞǁƉůĂŶŶŝŶŐDZ/ĂŶĚ KͲĂƌŵĐŽŽƌĚŝŶĂƚĞƐ

Ͳ
Ͳ

Ͳ
Ͳ

Ͳ
Ͳ

DZ/ĐŽŽƌĚŝŶĂƚĞƐ ĂĚũƵƐƚĞĚ ĨŽƌ ĐŚŽƐĞŶ ƚƌĂũĞĐƚŽƌǇ ĂŶĚ ĚĞƉƚŚ ďĂƐĞĚ ŽŶDZĨŝŶĚŝŶŐƐ
DĞƚŚŽĚ͗цϮŵŵƚŽĞŝƚŚĞƌǆ ŽƌǇ direction (if not ‘central’) and reported mm ǌ ĂĚũƵƐƚŵĞŶƚ
DZ/ĐŽŽƌĚŝŶĂƚĞƐ ĂĚũƵƐƚĞĚ ĨŽƌ ĐŚŽƐĞŶ ƚƌĂũĞĐƚŽƌǇ ĂŶĚ ĚĞƉƚŚ ďĂƐĞĚ ŽŶDZĨŝŶĚŝŶŐƐ
DĞƚŚŽĚ͗ĂƌƚĞƐŝĂŶǀĞĐƚŽƌĂŶĂůǇƐŝƐ;ǆ͕Ǉ͕ǌͿƚŚƌŽƵŐŚŐŽŶŝŽŵĞƚƌŝĐĨŽƌŵƵůĂƐ
;ďĂƐĞĚŽŶĐĞŶƚƌĞͲŽĨͲĂƌĐƉƌŝŶĐŝƉůĞͿ

ŝƌĞĐƚŝŽŶĂů ĚŝƐƚĂŶĐĞ ;Δx,Δy,ΔzͿ
ƵĐůŝĚĞĂŶ ĚŝƐƚĂŶĐĞ͗√;ΔxͿϮн;ΔyͿϮн;ΔzͿϮ
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ŽŶĐĞƉƚŽĨDĂƚŚĞŵĂƚŝĐĂůůŐŽƌŝƚŚŵ

///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

^ƉŚĞƌŝĐ ǆ͕Ǉ͕ǌĂůƚĞƌĂƚŝŽŶƐƉĞƌ DZƚƌĂũĞĐƚŽƌǇĂŶĚĐŚŽƐĞŶĚĞƉƚŚ͕ůĞĨƚŽƌƌŝŐŚƚ
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉ ƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ZĞƐƵůƚƐ
• WůĂŶŶŝŶŐDZ/ĐŽŵƉĂƌĞĚ ǁŝƚŚ KͲĂƌŵĂĐĐŽƌĚŝŶŐ ƚŽ ĐŽŶǀĞŶƚŝŽŶĂů ĂŶĚ ŶĞǁŵĞƚŚŽĚ
• ĂƌƚĞƐŝĂŶ ǀĞĐƚŽƌĐŽŽƌĚŝŶĂƚĞƐ ;ŵĞĂŶ ц ƐĚͿ







ŽŽƌĚŝŶĂƚĞƐ

>ĞĨƚ
y

z

WůĂŶŶŝŶŐDZ/

ϭϭϯ͘Ϭϭ цϯ͘ϵϮ

ϭϬϭ͘ϳϵ цϱ͘Ϭϴ

ϵϲ͘ϲϮ цϳ͘ϳϭ

ϴϲ͘Ϯϴ цϯ͘ϳϲ

ϭϬϭ͘ϳϮ цϰ͘ϵϬ

ϵϲ͘ϱϵ цϳ͘ϰϴ

ŽŶǀ͘ŵĞƚŚŽĚ
ƉůĂŶŶŝŶŐDZ/

ϭϭϯ͘ϭϲ цϯ͘ϴϴ

ϭϬϮ͘Ϯϰ цϱ͘ϯϭ

ϵϵ͘ϯϬ цϳ͘ϲϵ

ϴϲ͘ϭϴ цϯ͘ϳϲ

ϭϬϮ͘ϲϬ цϰ͘ϵϬ

ϵϵ͘Ϯϰ цϳ͘ϱϰ

EĞǁŵĞƚŚŽĚ
ƉůĂŶŶŝŶŐDZ/

ϭϭϮ͘ϭϵ цϰ͘Ϯϳ

ϭϬϭ͘ϯϱ цϱ͘ϱϭ

ϵϴ͘ϵϵ цϳ͘ϳϰ

ϴϳ͘ϭϵ цϰ͘ϰϬ

ϭϬϭ͘ϳϳ цϱ͘Ϭϴ

ϵϵ͘ϭϮ цϳ͘ϰϲ

KͲĂƌŵ

ϭϭϭ͘ϰϳ цϰ͘ϯϵ

ϭϬϬ͘Ϭϭ цϱ͘ϱϬ

ϵϴ͘ϯϱ цϳ͘ϵϱ

ϴϲ͘ϵϴ цϰ͘ϰϰ

ϭϬϬ͘ϳϬ цϱ͘ϯϮ

ϵϴ͘ϰϮ цϳ͘ϲϬ

ŝĨĨĞƌĞŶĐĞ ĐŽŶǀ͘
ǀƐ͘KͲĂƌŵ

;ƵĐůŝĚĞĂŶͿ


ŝĨĨĞƌĞŶĐĞ ŶĞǁ
ǀƐ͘KͲĂƌŵ

;ƵĐůŝĚĞĂŶͿ

Ͳϭ͘ϲϵ цϭ͘ϭϭΎ

ZŝŐŚƚ
y



ͲϮ͘Ϯϯ цϭ͘ϭϬΎ

ͲϬ͘ϵϱ цϭ͘ϮϲΎ

ϯ͘ϯϳцϭ͘ϭϳ;ƌĂŶŐĞϬ͘ϱϵͲϱ͘ϲϰͿΎΎ
ͲϬ͘ϳϮ цϬ͘ϴϳΎ

Ͳϭ͘ϯϰ цϬ͘ϴϭΎ

ͲϬ͘ϲϱ цϭ͘ϮϮΎ

Ϯ͘ϭϵцϬ͘ϵϭ;ƌĂŶŐĞϬ͘ϱϭͲϰ͘ϱϭͿΎΎ

z

Ϭ͘ϴϬ цϭ͘ϬϵΎ



Ͳϭ͘ϵϬ цϭ͘ϱϰΎ

ͲϬ͘ϴϮ цϭ͘ϰϯΎ

Ϯ͘ϵϴцϭ͘Ϯϰ;ƌĂŶŐĞϭ͘ϯϰͲϲ͘ϳϯͿΎΎ
ͲϬ͘Ϯϭ цϬ͘ϴϵ

Ͳϭ͘Ϭϳ цϭ͘ϭϳΎ

ͲϬ͘ϳϬ цϭ͘ϯϳΎ

Ϯ͘ϮϬцϬ͘ϴϵ;ƌĂŶŐĞϬ͘ϳϬͲϰ͘ϰϳͿΎΎ
Ύ^ŝŐŶŝĨŝĐĂŶƚ;ƉĂŝƌĞĚ ƚͲƚĞƐƚ͕ƉфϬ͘ϬϭͿ
ΎΎ^ŝŐŶŝĨŝĐĂŶƚ;ŽŶĞͲƐĂŵƉůĞƚͲƚĞƐƚ͕ƉфϬ͘ϬϭͿ
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///͘/ŶƚĞƌŶĂƚŝŽŶĂůŽŶĨĞƌĞŶĐĞŽŶĞĞƉƌĂŝŶ^ƚŝŵƵůĂƚŝŽŶ

ŽŶĐůƵƐŝŽŶ
•

EĞǁŵĞƚŚŽĚ;ŵĂƚŚĞŵĂƚŝĐĂůĂůŐŽƌŝƚŚŵͿ͕ŝŶĐŽƌƉŽƌĂƚŝŶŐŝŶƚƌĂŽƉĞƌĂƚŝǀĞ
ƚƌĂũĞĐƚŽƌǇĂĚũƵƐƚŵĞŶƚƐ͕ƉƌŽǀŝĚĞƐŵŽƌĞĂĐĐƵƌĂƚĞĂŶĚƌĞĂůŝƐƚŝĐĐĂůĐƵůĂƚŝŽŶŽĨ
DZ/ƚĂƌŐĞƚĐŽŽƌĚŝŶĂƚĞƐ

•

&ŝŶĂů ůĞĂĚƉŽƐŝƚŝŽŶ ŽŶKͲĂƌŵƐŝŐŶŝĨŝĐĂŶƚůǇ ŵŽƌĞƚŽ ƚŚĞ͗
Ͳ ZŝŐŚƚ;ͲǆͿ͕ƉŽƐƚĞƌŝŽƌ;ͲǇͿĂŶĚ ĐƌĂŶŝĂů ;ͲǌͿĨŽƌ ůĞĨƚͲƐŝĚĞĚ ůĞĂĚƐ
Ͳ WŽƐƚĞƌŝŽƌ;ͲǇͿĂŶĚ ĐƌĂŶŝĂů ;ͲǌͿĨŽƌ ƌŝŐŚƚͲƐŝĚĞĚ ůĞĂĚƐ

•

DĞĂŶ ĞƵĐůŝĚĞĂŶ ĚŝĨĨĞƌĞŶĐĞ ďŽƚŚ ůĞĨƚ ĂŶĚ ƌŝŐŚƚĂƌŽƵŶĚ Ϯŵŵ

•

EĞǁŵĞƚŚŽĚƐŚŽǁƐƐŝŐŶŝĨŝĐĂŶƚůǇƐŵĂůůĞƌĚŝƐĐƌĞƉĂŶĐǇďĞƚǁĞĞŶƉůĂŶŶŝŶŐĂŶĚ
KͲĂƌŵ͕ĐŽŵƉĂƌĞĚƚŽĐŽŶǀĞŶƚŝŽŶĂůŵĞƚŚŽĚ

•

&ƵƚƵƌĞ ƌĞƐĞĂƌĐŚŝƐĚŝƌĞĐƚĞĚ ƚŽ ĞůƵĐŝĚĂƚĞ ƌĞŵĂŝŶŝŶŐ ĚŝĨĨĞƌĞŶĐĞƐ ďĞƚǁĞĞŶ
ƉůĂŶŶŝŶŐDZ/ĂŶĚ ŝŶƚƌĂͲ ĂŶĚƉŽƐƚŽƉĞƌĂƚŝǀĞǀĞƌŝĨŝĐĂƚŝŽŶŝŵĂŐŝŶŐ
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Cross-frequency coupling between gamma oscillations and deep brain stimulation frequency in cortico-subcortical
networks in Parkinson’s disease patients
Muthuraman Muthuraman 1, Manual Bange 1, Nabin Koirala 1, Dumitru Ciolac 1, Bogdan Pintea 2, Martin Glaser 1, Gerd Tinkhauser 3, Peter Brown 3, Gunther
Deuschl 4, Sergiu Groppa 1
1

University Medical Center of the Johannes Gutenberg-University Mainz, Germany, 2 University Hospital of Bonn, Germany, 3 University of Oxford, UK, 4 Christian
Albrecht’s University, Germany

The disruption of pathologically enhanced beta oscillations is considered one of the key mechanisms mediating the clinical effects of deep brain
stimulation on motor symptoms in Parkinson’s disease. However, a specific modulation of other distinct physiological or pathological oscillatory
activities could also play an important role in symptom control and motor function recovery during deep brain stimulation. Finely tuned gamma
oscillations have been suggested to be prokinetic in nature, facilitating the preferential processing of physiological neural activity. In this study, we
postulate that clinically effective high-frequency stimulation of the subthalamic nucleus imposes cross-frequency interactions with gamma oscillations
in a cortico-subcortical network of interconnected regions and normalises the balance between beta and gamma oscillations.
To this end we acquired resting state high-density (256 channels) electro-encephalography from 31 patients with Parkinson’s disease who underwent
deep brain stimulation to compare spectral power and power-to-power cross-frequency coupling using a beamformer algorithm for coherent sources.
To show that modulations exclusively relate to stimulation frequencies that alleviate motor symptoms, two clinically ineffective frequencies were
tested as control conditions.
We observed a robust reduction of beta and increase of gamma power, attested in the regions of a cortical (motor cortex, supplementary motor
area, premotor cortex) and sub-cortical network (subthalamic nucleus and cerebellum). Additionally, we found a clear cross-frequency coupling of
narrowband gamma frequencies to the stimulation frequency in all of these nodes which negatively correlated with motor impairment. No such
dynamics were revealed within the control posterior parietal cortex region. Furthermore, deep brain stimulation at clinically ineffective frequencies
did not alter the source power spectra or cross-frequency coupling in any region.
These findings demonstrate that clinically effective deep brain stimulation of the subthalamic nucleus differentially modifies different oscillatory
activities in a wide-spread network of cortical and subcortical regions. Particularly the cross frequency interactions between finely tuned gamma
oscillations and the stimulation frequency may suggest an entrainment mechanism that could promote dynamic neural processing underlying motor
symptom alleviation.
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Abstract title / authors:

Cross-frequency coupling between gamma oscillations and deep brain
stimulation frequency in cortico-subcortical networks in Parkinson’s
disease patients
Muthuraman Muthuraman*, Manuel Bange*, Nabin Koirala, Dumitru Ciolac, Bogdan Pintea, Martin
Glaser, Gerd Tinkhauser, Peter Brown, Günther Deuschl, Sergiu Groppa

Background:
§ The disruption of pathologically enhanced beta oscillations is
considered one of the key mechanisms mediating the clinical effects of
deep brain stimulation on motor symptoms in Parkinson's disease.
§

However, a specific modulation of other distinct physiological or
pathological oscillatory activities could also play an important role in
symptom control and motor function recovery during deep brain
stimulation.
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Methods:

Muthuraman, M, et al., Brain. 2020 Nov 5:awaa297. doi: 10.1093/brain/awaa297

TABLE OF CONTENTS

168

PO 29

Cross-frequency coupling between gamma oscillations and deep brain stimulation frequency in cortico-subcortical networks …

III. International Conference on Deep Brain Stimulation

Results:

Muthuraman, M, et al., Brain. 2020 Nov 5:awaa297. doi: 10.1093/brain/awaa297
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Results:

Muthuraman, M, et al., Brain. 2020 Nov 5:awaa297. doi: 10.1093/brain/awaa297
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Conclusion:
§ Deep brain stimulation at clinically ineffective frequencies did not alter the
source power spectra or cross-frequency coupling in any region.
§ These findings demonstrate that clinically effective deep brain stimulation of the
subthalamic nucleus differentially modifies different oscillatory activities in a
widespread network of cortical and subcortical regions.
§ Particularly the cross-frequency interactions between finely tuned gamma
oscillations and the stimulation frequency may suggest an entrainment
mechanism.
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Motor evoked potentials improve targeting in deep brain stimulation surgery
Petyo Nikolov 1, Verena Heil 1, Philipp J. Slotty 1, Jan Vesper 1, Alfons Schnitzler 1, Stefan J. Groiss 1
1

Heinrich Heine University, Deutschland

One of the main challenges posed by the surgical deep brain stimulation (DBS) procedure is the successful targeting of the structures of interest and
avoidance of side effects, especially in asleep surgery. Here, intraoperative motor-evoked potentials might serve as tool to identify the pyramidal
tract.
Motor potentials were evoked through both microelectrode and DBS-electrode stimulation during stereotactic DBS surgery on 26 subthalamic nuclei
and 3 ventral intermediate thalamic nuclei. Internal capsule proximity was calculated for contacts on microelectrode-trajectories, as well as for DBSelectrodes, and correlated with the corresponding motor evoked potential -thresholds. Moreover, the predictivity of intraoperative motor evoked
potential-thresholds on the probability of postoperative capsular side effects were calculated.
Intraoperative motor evoked potentials-thresholds correlated significantly with internal capsule proximity, regardless of the stimulation source.
Furthermore, motor evoked potentials-thresholds were highly sensitive to predict the occurrence of postoperative capsular side effects.
Intraoperative motor evoked potentials provide additional targeting guidance, especially in asleep DBS surgery, where clinical value of microelectrode
recordings and test stimulation may be limited. As this technique predicts future capsular side effects, it can directly be translated into clinical
practice.
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DŽƚŽƌĞǀŽŬĞĚ ƉŽƚĞŶƚŝĂůƐ ŝŵƉƌŽǀĞ ƚĂƌŐĞƚŝŶŐ ŝŶ
ĚĞĞƉ ďƌĂŝŶ ƐƚŝŵƵůĂƚŝŽŶ ƐƵƌŐĞƌǇ
Petyo Nikolov1, Verena Heil1, Christian J Hartmann, MD1, Nikola Ivanov1, Plilipp J Slotty, MD2
Jan Vesper, MD2, Alfons Schnitzler, MD1, Stefan J Groiss, MD1
1 Department of Neurology, Medical Faculty, Heinrich Heine University, Düsseldorf &
Institute of Clinical Neuroscience and Medical Psychology, Heinrich Heine University, Düsseldorf
2 Department of Functional Neurosurgery and Stereotaxy, Medical Faculty, Heinrich Heine University, Düsseldorf

/ŶƚƌŽĚƵĐƚŝŽŶ͗
•
•
•

DĂƚĞƌŝĂůƐĂŶĚ DĞƚŚŽĚƐ͗

ĞĞƉ ďƌĂŝŶ ƐƚŝŵƵůĂƚŝŽŶ ;^Ϳ ŽĨ ƚŚĞ ƐƵďƚŚĂůĂŵŝĐ ŶƵĐůĞƵƐ ;^dEͿ ĂŶĚ
ƚŚĞ ǀĞŶƚƌĂů ŝŶƚĞƌŵĞĚŝĂƚĞ ŶƵĐůĞƵƐ ;s/DͿ ĂƌĞ ĞĨĨĞĐƚŝǀĞ ƚƌĞĂƚŵĞŶƚƐ
ĨŽƌ WĂƌŬŝŶƐŽŶ´Ɛ ĚŝƐĞĂƐĞ ;WͿ ĂŶĚ ĞƐƐĞŶƚŝĂů ƚƌĞŵŽƌ ;dͿ͘
KŶĞ ŽĨ ƚŚĞ ŵĂŝŶ ĐŚĂůůĞŶŐĞƐ ŽĨ ƚŚĞ ƐƵƌŐĞƌǇ ŝƐ ƚŽ ƚĂƌŐĞƚ ƚŚĞ ƐƚƌƵĐƚƵƌĞ
ŽĨ ŝŶƚĞƌĞƐƚ͕ ǁŚŝůĞ Ăƚ ƚŚĞ ƐĂŵĞ ƚŝŵĞ ĂǀŽŝĚŝŶŐ ƐŝĚĞ ĞĨĨĞĐƚƐ͘
,ĞƌĞ͕ ŝŶƚƌĂŽƉĞƌĂƚŝǀĞ ŵŽƚŽƌͲĞǀŽŬĞĚ ƉŽƚĞŶƚŝĂůƐ ;DWͿ ŵŝŐŚƚ ŽĨĨĞƌ
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RechargePSYCH: Convenience, charge burden and complications of rechargeable implantable pulse generators in patients
with deep brain stimulation for psychiatric disorders.
Martin Jakobs 1, David Hernán Aguirre-Padilla 2, Peter Giacobbe 3, Andreas W. Unterberg 1, Andres M. Lozano 4
1

University Hospital Heidelberg, Germany, 2 University of Chile, Chile, 3 Sunnybrook Health Sciences Centre, Canada, 4 University Health Network Toronto, Canada

Deep Brain Stimulation (DBS) for psychiatric indications such as major depression, anorexia nervosa or obsessive-compulsive disorder (OCD) has
been established in clinical trials. Implantable pulse generator (IPGs) replacements represent the most common type of follow-up surgeries in these
patients as stimulation parameters are usually higher compared to movement disorder patients. Rechargeable IPGs offer longer battery life and
fewer additional surgeries combine with a smaller implant size. The impact of this technology on psychiatric patients as well as the amount of time
necessary to maintain is still unknown.
A database analysis was performed to identify all DBS patients who were implanted with a rechargeable IPG for a psychiatric indication at the Toronto
Western Hospital from 2003 to 2019. Patients that were still implanted with a rechargeable device at the time of the trial were invited to fill out
a standardized online questionnaire. Primary endpoint was the rating of the convenience of recharging of the entire process and each individual
step on an ordinal scale (0-10). Secondary endpoints were the rate of user confidence, satisfaction, complications (failed recharges, interruptions of
therapy) and the charge burden (minutes per week necessary to recharge the IPG).
These endpoints were tested for differences in several subgroups (age, sex, indication, IPG model, confidence) as well as for associating factors (job,
driver, smartphone user).
A total of 42 patients were implanted with rechargeable IPGs of which 32 were still implanted at the time of the trial. N=21 patients completed the
questionnaire (return rate 65.6%) including n=13 patients with major depression, n=6 patients with anorexia and n=2 patients with OCD. More than
80% of patients were female. Mean age was 50.7 years with an average time of therapy with the rechargeable IPG of 31.8 months. Patients had
undergone a median of 3 IPG replacements before receiving the rechargeable IPG.
Convenience of recharging was rated high (8.0 out of 10.0 points). Keeping the connection during the charging process (p=0.004) as well as putting on
the charging belt (p=0.011) was rated worse compared to the convenience of charging the charger.
The mean charge burden was 286 minutes, which was regarded as acceptable by only 43% of patients. The mean acceptable charge burden was 121
minutes.
81% felt confident using the device. 66.7% would recommend and 62% would choose a rechargeable IPG again. 33% of patients experienced a failed
recharge and 38% had an unintentional interruption of therapy.
Age, sex and the IPG model and none of the associating factors had no influence on any endpoint. Depression patients rated the convenience of
recharging significantly worse compared with OCD patients (p=0.027). Patients that did not feel confident were less likely to recommend (p=0.006) or
choose a rechargeable IPG again (p=0.012).
Rechargeable IPGs can be safely implanted in DBS patients with psychiatric indications. The convenience of the recharging process is high, however
the amount of time necessary to recharge the device is more than twice as long as patients find acceptable.
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RechargePSYCH: Convenience, charge burden and complications of rechargeable implantable pulse
generators in patients with deep brain stimulation for psychiatric disorders.
Jakobs M.1,2, Aguirre-Padilla D.H.1,3, Giacobbe P.4, Unterberg A.W.2, Lozano A.M.1
1 Division

of Neurosurgery, Department of Surgery, University Health Network, Toronto, Canada
of Neurosurgery, University Hospital Heidelberg, Germany
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Background:
DBS for psychiatric indications such as major depression, anorexia nervosa or
obsessive-compulsive disorder (OCD) has been established in clinical trials.
Implantable pulse generator (IPGs) replacements represent the most
common type of follow-up surgeries in these patients.
Rechargeable IPGs offer longer battery life and fewer additional surgeries
combine with a smaller implant size.
The impact of this technology on psychiatric patients as well as the amount
of time necessary to maintain is still unknown.
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Methods:
- Database analysis of all psychiatric DBS patients from a single center
(TWH) 2003-2019
- All patients with a rechargeable IPG implanted were invited for a
standardized online-questionnaire
-

Primary endpoint:
convenience of recharging process, burden of care
(ordinal scale 0-10 points; 0 lowest, 10 highest score)

-

Secondary endpoints:
charge burden (min/week), user confidence, user satisfaction,
complication rates

- Endpoints were compared for several subgroups:
age, sex, indication, IPG model, user confidence
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Results:
•
•
•

n=21 datasets available (65.6% return rate)
50.7 years with 31.8 months of therapy
3.2 IPG replacements before rechargeable IPG

•

Primary endpoint:
convenience of recharging: 8.0/10.0 points
burden of care: 7.0/10.0 points

•

Depression

OCD

Anorexia

Secondary endpoints:
Charge burden: 286 min/week (acceptable: 121 min/week)
User confidence: 83%
User satisfaction: 62%
Failed recharges: 33%
Interruption of therapy: 38%
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Results:
Factors influencing primary endpoints:
Burden of care: Depressions > OCD/Anorexia
71.3% value fewer replacement surgeries more than not having to recharge.
Patient opinions:
Is recharging a reminder of illness? 5.5/10 points
Does recharging make you feel in control of your therapy? 7.0/10 points
Do you feel anxious about the recharging process? 7.0/10 points
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Conclusion:
Rechargeable IPGs can be safely implanted in DBS patients with
psychiatric indications.
The convenience of the recharging process is high, however the
amount of time necessary to recharge the device is more than
twice as long as patients find acceptable.
Complication rates are several times higher compared to
movement disorder patients.
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Surgical long-term management of patients with deep brain stimulation for psychiatric disorders
Martin Jakobs 1, David Hernán Aguirre-Padilla 2, Peter Giacobbe 3, Andreas W. Unterberg 1, Andres M. Lozano 4
1

University Hospital Heidelberg, Germany, 2 University of Chile, Chile, 3 Sunnybrook Health Sciences Centre, Canada, 4 University Health Network Toronto, Canada

Deep Brain Stimulation (DBS) has implemented itself as a hallmark in movement disorder therapy by normalizing and stabilizing deranged neural
circuits. As psychiatric disorders can be understood as such circuitopathies, DBS has been explored in clinical trials as an adjunct treatment. Data on
how to surgically manage these patients long after the clinical trial has ended is currently lacking.
A database analysis was performed to identify all cases of DBS for psychiatric indications at the Toronto Western Hospital. Epidemiologic data,
number and type of follow-up surgeries after initial implantation, rate of complications, long-term therapy and stimulation parameters were analyzed.
N=103 patients were implanted with a DBS system for a psychiatric indication (excluding dementias) between 2003 and 2019 with a mean follow-up
of 106 months. Mean age was 43.1 years with two thirds being female. Indications were major depression (n=66), bipolar disorder (n=6), obsessivecompulsive disorder (n=6), anorexia nervosa (n=22) and Tourette’s syndrome (n=3). The predominant target structure was the subgenual cingulate
gyrus (CG25, 91% for depression, bipolar disorder and anorexia. The interthalamic peduncle (ITP, 6%) and the contromedian-parafascicular nucleus
of the thalamus (CM-Pf, 3%). 48.5% of all patients still have an active DBS system with a mean follow-up of 94 months. 21.4% of patients had the
system explanted with lack of efficacy being the most common one (77% of explants). IPG replacements were the most common scheduled surgery
with an average of 2.3 replacements per patient. IPGs lasted for an average of 24.0 months with average stimulation parameters of 130Hz, 85µs
and 5.3V. N=42 patients were switched to a rechargeable IPG with 24% being switched back to a non-rechargeable IPG later on. 37% of patients had
unscheduled surgeries for wound-related complications (15.5% of patients), hardware related issues (10.6%) or suboptimal electrode placement
(1.0%).
Patients with DBS for psychiatric disorders represent a separate entity compared to movement disorder patients. The rate of explants and
unscheduled surgeries is higher. High stimulation parameters demand frequent IPG replacements generating a considerable rate of wound-related
complications. Strategies to reduce the number of IPG replacements (optimization of stimulation parameters, use of rechargeable IPGs) could help to
increase the rate of long-term responders in the future.
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Background:
Deep Brain Stimulation (DBS) has implemented itself as a hallmark in
movement disorder therapy by normalizing and stabilizing deranged neural
circuits.
DBS has been explored for psychiatric circuitopathies in clinical trials as an
adjunct treatment.
Data on how to surgically manage these patients long after the clinical trial
has ended is currently lacking.
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Methods:
A database analysis was performed to identify all cases of DBS for
psychiatric indications at the Toronto Western Hospital (2003-2019).

Analyzed items:
• Epidemiologic data
• numbers and types of follow-up surgeries after initial implantation
• rates and types of complications
• rate of long-term therapy
• stimulation parameters
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Results:
n=103 patients were operated for psychiatric circuitopathies
(excluding dementias)
Targets:
• Subgenual cingulate: 91%
• Interthalamic peduncle: 6%
• CM-Pf: 3%

Depression
Bipolar
OCD
Anorexia
Tourette's

21.4% had the system explanted (after median 41 months)
•
•

lack of efficacy: 77.3%
infection: 9.1%

48.5% still have an active DBS system implanted (94 months of therapy)
•
•

Deceased: 3,9%
Lost to follow-up: 19,4%
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Results:
63.1% of patients had unscheduled surgeries
•
•
•
•
•
•
•

Skin erosion: n=4
Infections: n=12
Device failure: n=7
IPG dyscomfort: n=4
Misplaced electrodes: n=1
Pocket hematoms: n=1
IPG reversal (RC to PC): n=10

Stimulation parameters (median)
130Hz, 90µs, 5.5V
Single monopolar: 47%
Double monopolar: 53%

n=235 scheduled IPG replacements (average 2.3 replacements)
•

mean IPG duration: 24.0 months

N=42 patients were changed to a rechargeable IPG
•

23.8% were reversed to non-rechargeable IPGs
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Conclusion:
Patients with DBS for psychiatric disorders represent a separate
entity compared to movement disorder patients.
The rate of explants and unscheduled surgeries is higher.
High stimulation parameters demand frequent IPG
replacements generating a considerable rate of wound-related
complications.
Strategies to reduce the number of IPG replacements
(optimization of stimulation parameters, use of rechargeable
IPGs) could help to increase the rate of long-term responders in
the future.
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