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ABSTRACT

Aims: The aims of this PhD research were to study the feasibility of
magnetoencephalography (MEG) measurements in Parkinson's disease
(PD) patients treated with deep brain stimulation (DBS) of subthalamic
nucleus (STN) and to cast light onto the effects of DBS on the electrical
activity of the brain. The ultimate aim was to gain a better understanding
of the unclear therapeutic mechanism of DBS.

MEG is very sensitive to magnetic fields and it is used as a powerful tool
to study noninvasively the brain's electromagnetic activity with an
excellent time resolution and reasonable spatial resolution. The
sensitivity, however, makes the measurements of patients using electrical
devices challenging because of confounding artifacts that partly or
completely obscure the measured signals. An artifact suppression method
called spatiotemporal signal space separation (tSSS) was developed
shortly before the beginning of this thesis project. One aim was to
investigate how tSSS works in the suppression of DBS artifacts in
patients undergoing DBS treatment. We also used MEG to study the
effects of DBS on spontaneous brain rhythms and on cortico-muscular
coherence (CMC) in PD patients. An accelerometer device detects the
three-dimensional acceleration during movements, including tremor. We
used this tool to study healthy volunteers to understand better the nature
of CMC.  

Methods: These studies were performed with a 306-channel MEG device
in the BioMag Laboratory in Helsinki University Hospital. The measured
MEG signals included evoked responses, spontaneous brain activity and
CMC in advanced PD patients that were being treated with DBS. A total
of 24 PD patients were included in the studies. CMC and
corticokinematic coherence (CKC) were also studied in 10 healthy
subjects. The effect of DBS was measured with DBS first being on and
then turned off as a crossover treatment. The patients thus served as their
own controls for the two conditions. Antiparkinsonian medication was
continued throughout the measurements. The Unified Parkinson's rating
scale (UPDRS)-III functional test was performed with DBS on and off to
correlate the MEG results with the clinical condition. 
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Somatosensory evoked fields (SEFs) were elicited by electrical 200-μs
square-wave pulses that were delivered to the median nerve. Auditory
evoked fields (AEFs) were elicited by 1-kHz sinusoidal 50-ms tones.
Spontaneous brain oscillations were recorded with the eyes closed and
open. For CMC recordings, MEG was recorded simultaneously with
surface EMG over the activated extensor carpi radialis muscle. The
healthy volunteers had an accelerometer sensor attached to their index
fingernail for the CKC measurements. The motor task was to hold
dorsiflexion of the wrist five times for one minute. Most patients and all
volunteers had brain MR images to combine with the MEG results. tSSS
was used for artifact suppression.

Results: tSSS reduced the DBS artifacts. This reduction enabled reliable
MEG signal analysis for most patients. Some residual artifacts remained
even after tSSS. Hence, the careful scrutiny of data was important even
after tSSS. 

The effects of DBS on the brain's electrical activity varied considerably
between patients. However, several statistically significant group effects
were observed. AEF N100m amplitude increased in the right hemisphere
for ipsilateral stimulation during DBS. When the DBS was on, the mu
rhythm amplitude of spontaneous MEG correlated significantly with the
UPDRS rigidity measures. The CMC was detected in 15 out of 19 PD
patients, as described previously in healthy control subjects. We did not
find a systematic increase in CMC in the 13 – 25 Hz band during DBS.

CKC could be recorded during the static wrist extension task in healthy
subjects. The source locations of CMC and CKC were overlapping and
their spectral profiles resembled each other.

Conclusions: tSSS is extremely useful in the artifact suppression of MEG
measurements of DBS patients. Despite this, MEG measurements of DBS
patients are still challenging and need exact planning of the experimental
setups and caution in the data analysis. DBS modifies cortical electrical
activity, and some of these modifications correlate with the clinical
improvement in PD. The accelerometer device accurately detects even
small movements during a hold task and may turn out to be a good
alternative to EMG for coherence calculations.
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1. INTRODUCTION

Parkinson's disease (PD) is a common progressive neurodegenerative
disease with clinical symptoms of bradykinesia, rigidity and resting
tremor. It is caused by a gradual destruction of the dopaminergic cells in
the substantia nigra. The brain oscillations have an important role in the
pathophysiology of PD. The disease is characterized by abnormally
synchronized beta band activity in the subthalamic nucleus (STN) and the
globus pallidus internal (GPi) (Bronte-Stewart et al., 2009). 

Levodopa has remained the most effective drug to relieve the motor
symptoms of PD. Long lasting use of high-dose levodopa probably gives
rise to daily motor fluctuations that can be delayed by using dopamine
agonists and /or monoamine oxidase (MAO)-B inhibitors. However, long-
term levodopa treatment eventually gives rise to unfavorable effects. The
most common symptoms are daily motor fluctuations such as “wearing
off” (the appearance of PD symptoms before the next levodopa dose) or
on-off phenomenon (phases of mobility alternating with immobility) and
dyskinesias. When severe drug resistant motor fluctuations and
dyskinesias appear, three treatments are available: 1) deep brain
stimulation (DBS), 2) levodopa-carbidopa intestinal gel (LCIG) infusion
or 3) apomorphine pump. DBS is a well documented treatment in
advanced PD (Krack et al., 2003; Deuschl et al., 2006; Weaver et al.,
2009; Schuepbach et al., 2013). Although DBS is an established treatment
for advanced PD, its precise mechanism of action is still unclear
(McIntyre et al., 2004; Montgomery Jr and Gale, 2008; Miocinovic et al.,
2013). 

The study of DBS action mechanisms in patients is challenging. All the
major functional brain imaging modalities have some limitations in
studying the effects of DBS treatments. Functional magnetic resonance
imaging (fMRI) and positron emission tomography (PET) imaging are
based on the changes in blood flow or circulation-distributed ligand
binding but measures of these parameters result in poor time resolution in
respect of brain oscillations. Haemodynamic measurements are also an
indirect estimation of neural activation. Moreover, the magnetic fields
generated in fMRI are an obvious risk to DBS patients. The magnetic
fields may damage or overheat the DBS device. PET and DBS devices do
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not interfere with each other but PET measurements  require the use of
ionizing radiation. This limits the serial measurements by such a method.

Electroencephalography (EEG) and magnetoencephalography (MEG) are
direct measurements of neural activity and are also safe for DBS patients.
The problems with these methods are associated with the electromagnetic
artifacts produced by DBS. A novel artifact suppression method,
spatiotemporal signal space separation (tSSS) (Taulu and Simola, 2006),
makes it possible to analyze MEG data that are contaminated by DBS
artifacts. When such artifact problems are solved, MEG is a useful non-
invasive tool for the study of the electromagnetic activity of the brain in
excellent time and good spatial resolution also in DBS patients. 

The studies that are summarised in this thesis investigated the feasibility
of tSSS in analyzing and evaluating DBS-treated PD patients measured
by MEG. The aim was to investigate the effect of DBS on the
electromagnetic activity of the brain. The evoked fields, spontaneous
brain activity and cortico-muscular coherence (CMC) of STN-DBS
treated Parkinsonian patients were measured. One study in healthy
subjects that utilized corticokinematic coherence (CKC) in addition to
CMC was also carried out to interpret better the results of CMC.
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2. REVIEW OF THE LITERATURE

2.1 Parkinson’s disease

2.1.1 Epidemiology of PD

Parkinson’s disease is a neurodegenerative disorder that is caused by the
destruction of dopaminergic cells in the substantia nigra. It is the second
most common neurodegenerative disease after Alzheimer’s disease and
the second most common movement disorder after essential tremor. PD
occurs predominantly in the elderly. Only 4% of PD patients get the
symptoms before the age of 50 years (Alves et al., 2008). The prevalence
of PD is about 0.5% for the 60 – 69 years cohort, and it increases up to
2% in people older than 80 years (Pringsheim et al., 2014) or even up to
4% (de Lau and Breteler, 2006). The age-adjusted prevalence of PD in the
beginning of 1990s in Finland was 166 per 100 000 population (Kuopio et
al., 1999). The incidence of PD increases as the population gets older.
This is especially the case in males as the male-to-female incidence rate
ratio increases (Kaasinen et al., 2015). There are approximately 15 000
PD patients in Finland.  

The aetiology of PD is unclear in most cases. Cigarette smoking and
coffee consumption are lifestyle factors that are consistently associated
with a reduced risk of PD. Other factors that have also been associated
with reduced risk of PD are exercise, the use of non-steroidal anti-
inflammatory medications, and use of dihydropyridine calcium channel-
blocking drugs (Goldman, 2014). Exposure to pesticides, particularly to
polychlorinated biphenyls (PCBs) is a possible risk factor for PD
(Goldman, 2014).  Mutations in seven genes are associated with either
autosomal dominant or recessive forms of PD or parkinsonism. PD or
parkinsonism are also suggested to be caused by changes in many
additional genes related e.g. to frontotemporal dementia or hereditary
ataxia. The known genetic mutations are very rare in most populations,
and thus explain probably fewer than 5% of all PD cases. (Puschmann,
2013) 
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2.1.2 Symptoms and disease progression in PD

Resting tremor (shaking), bradykinesia (slowness of movements) and
rigidity (stiffness, increase in muscle tone) are the well-known triad of
motor symptoms in PD. Postural instability and falls are common in
advanced PD. In addition to motor symptoms, PD patients also suffer
from non-motor symptoms such as hyposmia, problems in the autonomic
nervous system (causing e.g. postural hypotension and constipation),
sleep disturbances, depression and dementia (Seppi et al., 2011). Some of
the non-motor symptoms may precede the motor symptoms and diagnosis
by several years.

The progression rate of PD varies considerably between different patients.
In an individual patient, the motor symptoms progress quite constantly.
The tremor-dominant type of disease is thought to have a more favourable
prognosis than the hypokinetic variant (Marttila et al., 1991; Eggers et al.,
2012). Higher postural instability gait disorder (PIGD) score at baseline is
related to an increased mortality hazard ratio when adjusted for age, sex
and disease duration (de Lau et al., 2014) and also to more rapid cognitive
decline (Burn et al., 2006). PD increases mortality; the standardized
mortality ratio has been reported to range from 0.9 to 3.8; inception
cohorts showed a pooled mortality ratio of about 1.5 (Macleod et al.,
2014). However, about 10 % of patients have a benign course (Hely et al.,
1999). PD patients with dementia have an increased risk of mortality
compared with PD patients without dementia (Hobson et al., 2010; Willis
et al., 2012). Patients who do not develop dementia appear to have near
normal population mortalities (Hobson et al., 2010). Baseline
characteristics including the male gender, older age at diagnosis, higher
baseline Hoehn & Yahr stage, higher baseline UPDRS motor scores,
higher bradykinesia subscores and cognitive impairment were all reported
to be related to early mortality in PD (Oosterveld et al., 2015).

2.1.3 Physiology and pathophysiology of the basal ganglia in PD

The basal ganglia (BG), consist of the striatum, the globus pallidus (GP),
the substantia nigra (SN) (consisting of the pars pars reticulata and pars
compacta) and STN, are affected in PD (DeLong, 2000). The hallmark of
PD is the progressive loss of dopaminergic neurons in the SN pars
compacta and cytoplasmic inclusions (Lewy Bodies). The α-synuclein
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protein is the principal component of Lewy Bodies. The α-synuclein
might be a prion-like protein, being capable to adopt a self-propagating
conformation and causing neurodegeneration (Olanow and Brundin,
2013). Early neuropathological findings suggest that about 60% of the
dopaminergic neurons in the SN pars compacta will already have been
lost at the onset of motor PD symptoms (Schulz and Falkenburger, 2004).

The putamen is the most important afferent structure of the basal ganglia.
Two separate pathways originate from the putamen. One of them, the
direct pathway, inhibits the GPi and the other, the indirect pathway,
inhibits the globus pallidus external (GPe) which in turn inhibits the STN.
An excitatory projection connects the STN to the GPi. Inhibitory gamma-
aminobutyrate (GABA)-ergic projections from the GPi suppress thalamic
neural activity. The thalamocortical excitatory projections extend to the
cortex. 

Decreased dopamine action impairs the direct pathway from the putamen
to the GPi whereas the projection via the indirect pathway to the GPe is
overactive. These events lead to the disinhibition of GPi and to the
increased inhibition of the thalamocortical neurons. This is called the
classic pathophysiological model (Figure 1) of PD (Albin et al., 1989;
DeLong, 1990; Delwaide et al., 2000). 

Some data support the idea that the STN is another input station for the
BG. The hyperdirect pathway (Figure 1) projects from the cortex directly
to the STN. It bypasses the striatum, and goes further to the GPi. The
hyperdirect pathway is activated by the initiation of voluntary movement,
which leads to inhibition of large areas of the thalamus and the cerebral
cortex. Soon after, the signal from the direct pathway disinhibits these
targets and only the selected ‘motor program’ is run. Eventually, the
indirect pathway inhibits the targets thoroughly (Nambu et al., 2002).

It is also possible that other output recipients for the BG exist apart from
the cortex. BG may also project into the tegmentum, including
pedunculopontine nucleus (PPN). Signaling in this pathway probably
prepares the spinal cord neurons for cortical motor commands (Delwaide
et al., 2000).
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Figure 1. A simplified scheme of the basal ganglia-thalamo-cortical circuit. The black
arrows indicate inhibitory and the red arrows excitatory connections. The dotted arrows
represent weaker connections and the bold arrows stronger connections in PD than in
healthy subjects. Cell loss in the substantia nigra pars compacta (SNpc) leads to an
overactivation of the indirect, dopamine D2-receptor mediated movement-suppressing
pathway and an inhibition of the direct D1-receptor mediated movement facilitating
pathway. This leads to inhibition of the thalamus. The DBS sites that are targeted most
often in PD treatment are marked with a flash sign. 
GPe= globus pallidus external, GPi= globus pallidus internal, SNpc= substantia nigra
pars compacta, SNpr= substantia nigra pars reticulata, STN=subthalamic nucleus,
Vim=ventral intermediate nucleus

Untreated PD patients have been characterized to have abnormally
synchronized beta band (13 – 35 Hz) activity in the STN and the GPi
(Brown et al., 2001; Priori et al., 2004; Bronte-Stewart et al., 2009).
Coherence between the local field potentials (LFPs) that emanate from
STN and cortical sensorimotor oscillatory activity measured by MEG has
been reported (Litvak et al., 2010, 2012; Hirschmann et al., 2011). Beta
band oscillatory activity in the STN is decreased prior to movement and
increases during voluntary suppression of movements (Kühn et al., 2004).
Improvement of akinesia and rigidity, contrary to tremor, are associated
with reduction in STN 8 – 35 Hz activity (Kühn et al., 2006). STN 15-Hz

15



oscillations have a tendency to correlate with the amelioration of rigidity
by medication, whereas oscillations around 25-Hz are associated with an
improvement in axial bradykinesia by DBS (Zaidel et al., 2010). Activity
and firing rate of STN neurons may increase with the progression of PD
(Remple et al., 2011). The beta band may be functionally divided. The
lower beta band (<20 Hz) might be more suppressed by dopaminergic
medication than the upper beta band (Priori et al., 2004). STN activity
may correlate in this lower beta band with the oscillatory activity in the
sensorimotor cortex (Fogelson et al., 2006). Moreover, worsening of PD
patient's motor symptoms is achieved by the stimulation of the STN at 10
H z (Timmermann et al., 2004), or in the 5 –10 Hz or 20 – 25 Hz
frequency bands (Fogelson et al., 2005).

2.1.4 Treatment

Currently, all treatment options relieve PD symptoms. No established
treatment to cure or stop the disease progression exists so far. The
medical treatment of PD is based on increasing dopaminergic activity in
the brain. Three main groups of medication are levodopa, dopamine
agonists and MAO-B inhibitors.

Levodopa was introduced in the late 1960s, and it is the most effective
medication for PD patients (Carlsson, 2002). Levodopa is the precursor of
the neurotransmitters dopamine, adrenaline and noradrenaline. Dopamine
per se does not cross the blood brain barrier as easily as levodopa does.
Aromatic L-amino acid decarboxylase, also known as DOPA
decarboxylase, converts levodopa to dopamine in the central and
peripheral nervous systems. Levodopa preparations include a peripheral
DOPA decarboxylase inhibitor or cathecol-O-methyloxidase (COMT)
inhibitors as adjuvants, which inhibit the conversion of levodopa to
dopamine before it crosses the blood brain barrier. The aim is to increase
dopamine concentration in the central nervous system while reducing the
side effects caused by the action of peripheral dopamine. Because
levodopa has a short half-life, it must be administered several times per
day particularly in advanced PD, where the dopamine storage ability of
the cells is decreased. After prolonged treatment with levodopa (about 5 –
7 years), severe side effects of the treatment become increasingly
common. The predictability of the treatment efficacy disappears; apart
from the wearing off-phase, the patient may have sudden off-phases.
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Severe dyskinesias may also occur with increasing frequency and
duration (Ferreira et al., 2013; Connolly and Lang, 2014). Infusion of
LCIG into the duodenum by duodenogastrostomy is used to circumvent
these problems (Olanow et al., 2014). The fluctuations in the levodopa
concentration, erratic absorption due to dosage, and problems related to
stomach emptying and nutrition are less severe with LCIG treatment.

Dopamine agonists are also important in the treatment of PD. Agonists
activate the receptors in a similar way as their physiological ligands even
in the absence of dopamine. The dose is taken once a day as a tablet
(ropinirole and pramipexole) or as a transdermal patch (rotigotine).
Dopamine agonists may postpone the appearance of motor fluctuations.
Dopamine agonists may cause side effects, especially in elderly patients,
who may get confused and experience hallucinations. They may also
cause impulsive control disorders, such as gambling, and hyper-sexuality
(Perez-Lloret, 2012). 

Apomorphine is the most potent, fast acting dopamine agonist. It has a
short half-life. Because of almost complete first-pass hepatic metabolism,
apomorphine is administered by subcutaneous injection (rescue dose) or
as a continuous infusion. Rescue injections for severe off-phase help
rapidly (3 – 30 min) and the effect may last for 20 – 120 minutes. An
apomorphine pump may be used in PD patients, who still have a good
response to levodopa and have frequent off-phases despite optimal peroral
drug therapy or use several apomorphine injections per day (Boyle and
Ondo, 2015). Currently, the apomorphine pump is not available in
Finland (2015).   

MAO-B inhibitors (selegiline and rasagiline) primarily reduce the
breakdown of dopamine and phenethylamine. The clinical effects of these
drugs are modest. They are often used at the onset of the disease, or in the
later phase when motor fluctuations occur. The MAO-B treatment needs a
concomitant endogenous or exogenous source of dopamine to be
effective. Amantadine, an antiviral agent, can be used to alleviate
levodopa-induced dyskinesias. Anticholinergic drugs are used rather
infrequently nowadays, because of cognitive side effects. (Ferreira et al.,
2013; Connolly and Lang, 2014)

The sequence of introduction of these medications for patients usually
starts with MAO-B inhibitors and/or dopamine agonists and then
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proceeds to levodopa, particularly in young patients. This is done to delay
the problems associated with long-term levodopa treatment. 

2.1.4.1 Surgery

2.1.4.1.1 Lesional surgery

Ablative surgery has been used as early as 1912 for the treatment of PD.
Leriche experimented with bilateral posterior cervical rhizotomy to
relieve parkinsonian symptoms (Hariz et al., 2010). The first surgical
treatments attempted to diminish tremor by reducing the motor function
by resections of the premotor or motor cortex, or by pyramidotomy and
pedunculotomy. With these procedures tremor might have been alleviated
but at the cost of motor functions, and other PD symptoms such as
rigidity were not reduced (Schiefer et al., 2011). The introduction of
stereotactic surgery (Spiegel et al., 1947) helped the progress of targeting
deep brain structures. Their importance was noticed by chance in 1952
when pedunculotomy was discontinued because of severe bleeding. The
artery was ligated, which resulted in an infarction of the medial GP and
an improvement of the patient's PD symptoms (Schiefer et al., 2011).
Electronic stimulation was also used in 1950s for verifying the target
prior to making lesions to treat psychiatric diseases (Hariz et al., 2010).
For example, the number of thalamotomies to treat PD in Helsinki
University Hospital was over one hundred per year in 1963-1966 and over
80 in 1967 and 1968, but the introduction of oral levodopa treatment
quickly decreased surgical treatment for PD (Laitinen, 1972).

2.1.4.1.2 DBS theraphy

The modern era of DBS therapy began in 1987 when Alim-Louis Benabid
and his team reported the efficacy of stimulation of the ventral
intermediate nucleus (Vim) of the thalamus for PD (Benabid et al., 1987).
The same team introduced the chronic stimulation of the STN to treat PD
(Limousin et al., 1995). The GPi was also tested as a promising DBS
target in mid 1990s based on previously reported efficacy of GPi lesions
on symptoms of PD (Siegfried and Lippitz, 1994). The DBS treatment has
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surpassed surgical lesion therapies as it is highly effective, reversible and
safe. DBS surgery is performed in two phases. First, the intracerebral
electrodes are implanted. Second, a subcutaneous generator and wires are
implanted in the surface of the chest but only when the stimulation
response turns out to be useful (Figure 2).

Figure 2. DBS device (with permission of Medtronic Inc.).

The most common present DBS targets for PD treatment are the STN,
GPi, Vim and PPN. Stimulation of the STN ameliorates several PD
symptoms and usually enables the reduction of dopaminergic medication.
Patients with advanced PD had quite similar improvement in motor
symptoms when STN and GPi stimulation were compared, but the
possibility for postoperative reduction of dopaminergic medication is less
likely for GPi stimulation (Follett et al., 2010). The GPi is also a target for
treating primary and some secondary types of dystonia. Vim stimulation
can be used in the treatment of PD when tremor is the main symptom, but
it does not improve other PD symptoms such as bradykinesia. Vim DBS
is also used to treat essential tremor. The PPN is an interesting target for
DBS for the treatment of axial symptoms and postural instability but the
treatment results are still conflicting (Follett and Torres-Russotto, 2012).
The PPN stimulators have not been implanted in PD patients in Finland
so far. 
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The DBS of STN is an established treatment for advanced PD when
motor fluctuations and dyskinesias are present despite optimal medical
treatment (Krack et al., 2003; Deuschl et al., 2006; Weaver et al., 2009).
DBS treatment was reported to be superior to optimal medication also in
patients with early motor complications (Schuepbach et al., 2013).

Originally it was supposed that high frequency stimulation inhibits the
target as similar effects were seen with ablative surgery. Nowadays, this
model is considered to be too simplistic. It may be that instead of ‘turning
down’ the STN activity, DBS treatment actually changes the neural
activity pattern of the STN (Garcia et al., 2003). High frequency DBS
may suppress the spontaneous activity in STN and generate a new activity
pattern in the gamma band (Garcia et al., 2005). 

Studying the LFPs of STN during STN-DBS has been demanding
because of electrical artifacts induced by the stimulation. Nevertheless,
suppressed subthalamic beta oscillations during STN-DBS have been
reported by some studies (Giannicola, 2010; Eusebio, 2011; Eusebio et
al., 2012). Stationary LFP beta oscillations during DBS have also been
reported (Rossi et al., 2008). STN-DBS probably decreases the excessive
beta activity in the STN and this may, at least in part, induce the reduction
of motor symptoms (Eusebio et al., 2012).

The effect of DBS may differ between neuronal soma and axon, as axons 
appear to be more sensitive to DBS (McIntyre and Grill, 1999). The 
minimum time needed to excite a neural element using half of the 
intensity that causes a threshold response (chronaxie) is around 30 – 200 
µs for myelinated axons and about 1 – 10 ms for cell bodies and 
dendrites. Thus, DBS activates efferent axons more easily than cell bodies
(Kringelbach et al., 2007). The strength-duration measurements in 
patients with GPi or Vim stimulators suggest that the primary targets of 
stimulation in both nuclei are large myelinated axons (Holsheimer et al., 
2000).

Studies that used rodent models of PD indicate that the cortex may play
an important role in the effect of DBS. Optogenetic inhibition or
excitation restricted to STN neurons was not as effective as direct motor
cortical stimulation in reducing Parkinsonian symptoms in mice with 6-
OHDA lesions (Gradinaru et al., 2009). Stochastic antidromic spikes that
emanate from STN during its stimulation in Parkinsonian rats alter the
firing rate of corticofugal projection neurons. This desynchronizes the
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excessive cortical beta band oscillatory activity and reduces the symptoms
(Li et al., 2012).

The optimal electrode contacts need to be selected for maximum
treatment efficacy. Stimulation parameters for DBS include amplitude
(voltage / current), frequency and pulse width. The effective voltage
ranges usually between 1 – 4 V. Stimulation for efficacious PD treatment
requires a relatively high frequency; usually 130 Hz or higher frequencies
are required. Lower frequencies, e.g. 60 Hz, may be sometimes beneficial
for ameliorating gait symptoms (Moreau et al., 2008). The stimulation
mode is usually monopolar but bipolar or combination of two adjacent
monopolar contacts can be applied. Moreover, an interleave setting can be
used. It is recommended that DBS would be programmed several times
during the first 6-month interval after the implantation (Bronstein et al.,
2011). Adjustments to stimulation and also switching stimulation 'on' and
'off' are done non-invasively by a programmer device.  

Tremor and rigidity may return within minutes after DBS has been
switched off in most patients. The entire therapeutic effect of DBS mainly
disappears within three hours after switching the stimulator off. After
turning the DBS off, the UPDRS motor scores increase to about 75% in
15 – 30 minutes whereas tremor subscores increase within 5 minutes.
Axial symptoms return slowly, within two hours after switching off the
DBS. (Temperli et al., 2003)

Symptomatic intracerebral haemorrhage (ICH) rates in functional
neurosurgery vary between 0 – 9% reported in patient series between
years 2001 – 2010; the overall incidence was about 2% (Zrinzo et al.,
2012). The rate of atraumatic device-related infection during the first year
after implantation was reported to be around 2% (Fenoy and Simpson,
2012). Clearly higher infection rates, of 10%, have also been reported
(Weaver et al., 2009). Transient postoperative delirium may be quite
common, occurring in 24% of the patients after the DBS operation (Krack
et al., 2003). Epileptic seizures have been reported soon after the
operation (Østergaard et al., 2002). During a six-month follow-up patients
with implanted DBS had more falls, gait disturbances, depression and
dystonia compared with the best medical therapy group (Weaver et al.,
2009). Weight increase, eyelid apraxia, dysarthria and dementia have
been reported with a permanent DBS treatment (Østergaard et al., 2002;
Krack et al., 2003).
 

21



Indications for the DBS therapy include an advanced idiopathic PD that is
still responsive to levodopa. The patients with daily on-off fluctuations,
dyskinesias and intolerance to high doses of drugs required for symptom
control are good candidates for DBS. The drug-resistant tremor is also
suitable for DBS. The age of the patient should generally be below 70
years. It is also important that the patient has realistic expectations of the
treatment outcome. DBS will not cure nor stop the disease progression.

Contraindications for DBS treatment include clear dementia, general
operation contraindications (such as increased risk of bleeding or
anticoagulant treatment that can not be discontinued during the
operation), and devices such as defibrillators that could interfere with
delivered electrical pulses (Benabid et al., 2009). A slight cognitive
decline is acceptable for DBS candidates. Severe drug-resistant
psychiatric diseases (depression, psychosis) are also a contraindication for
DBS, but receded drug-induced hallucinations are not. Patients with
predominantly levodopa-resistant axial symptoms do not benefit from
DBS. 

Screening of advanced PD patients for DBS in Helsinki University
Hospital includes a levodopa challenge test, neuropsychological test,
brain MRI and psychiatric assessment when necessary. The preoperative
levodopa challenge test is done to verify the levodopa response; >30%
reduction in UPDRS III score is regarded as a positive response. Good
efficacy of levodopa is also indicative of a good response to DBS
(Kleiner-Fisman et al., 2006).  

Accepted indications for DBS in Europe are PD, essential tremor,
dystonia, epilepsy and obsessive compulsive disorder. Medically
refractory epilepsy has been treated with the bilateral stimulation of the
anterior nucleus of the thalamus (Fisher et al., 2010). Refractory
obsessive compulsive syndromes have previously been treated with
anterior capsulotomy; DBS targeting the anterior internal capsule
(Abelson et al., 2005) and nucleus accumbens (Sturm et al., 2003) has
been used as well. 

DBS electrodes have been implanted into the periventricular grey or in
the sensory thalamus to treat several types of chronic pain (Levy et al.,
1987) as off-label treatment. The best long-term results have been
obtained for the treatment of chronic low-back and leg pain and in
neuropathic pain of peripheral origin (Rasche et al., 2006). Other
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indications of DBS under research include e.g. Tourette's syndrome,
cluster headache, depression (Kringelbach et al., 2007) and Alzheimer's
disease (Laxton et al., 2010). 

2.2 MEG

Magnetoencephalography is used to record weak magnetic fields that are
produced by the brain's electrical activity when tens of thousands of
nearby neurons act synchronously. Neuromagnetic signals typically occur
over the 50 – 500 fT (about 10 – 100fT/cm) amplitude range. For
comparison, the steady geomagnetic field of the earth is about one billion
(109) times stronger. (Hämäläinen et al., 1993) 

Advantages of using MEG include complete noninvasiveness, an
excellent time resolution, in the range of milliseconds, and a good spatial
resolution. The spatial resolution can be a few millimeters at its best. The
spatial resolution achieved by MEG is better than that of EEG as the
magnetic fields are not distorted by the skull, skull breaches or by other
tissues, whereas electrical potentials are sensitive to such confounding
factors. Both spontaneous and evoked brain activity can be studied by
using MEG. The functional MEG data can also be combined with
anatomical information obtained by magnetic resonance imaging (MRI).
(Hämäläinen et al., 1993)

2.2.1 Neuronal basis

Activated neurons generate electrical currents and all electrical currents
create a magnetic field around them. The intracellular postsynaptic
currents in the apical dendrites of cortical pyramidal cells are the main
origin of the measured magnetic signals that emanate from the brain
(Hari, 1991). Postsynaptic potentials last longer than action potentials.
Apical dendrites of pyramidal neurons are oriented in parallel. Both these
facts enhance the summation of the magnetic fields (Hari et al., 2010).
Action potentials contribute to MEG signals only weakly as their
associated magnetic fields attenuate more rapidly than those of the
postsynaptic potentials as function of the distance. Moreover, action
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potentials of different cells are unlikely to synchronize (Lopes da Silva,
2010).

The dipole moments of a typical evoked magnetic field measured outside
the skull are in the order of 10 nAm (Hämäläinen et al., 1993). It has been
assumed that about 50 000 synchronously active cells are needed to
generate such magnetic fields (Lopes da Silva, 2010). During a typical
evoked response, about a million synapses must be active simultaneously
(Hämäläinen et al., 1993). 

The equivalent current dipole (ECD) is used to refer to the brain area that
contributes most to the measured magnetic field (see 2.2.3). Cortical ECD
does not exclude deep triggers, such as those related to thalamic inputs,
for the activation of the source area. Measured magnetic field patterns
may appear dipolar but this does not indicate that the source is a current
dipole. (Hari, 1991)

2.2.2 Instrumentation

As magnetic fields of the brain are very small, they require sensitive
instruments for their detection. This sensitivity is obtained by
superconductivity, which is at present achieved by bathing the sensors in
liquid Helium (the boiling point of Helium is 4.2 K = -269 °C). The
superconducting flux transformers detect the magnetic signal and conduct
it to the superconducting quantum interference devices (SQUIDs). The
SQUIDs in turn convert the magnetic flux into electric voltage. A special
container for the liquid helium, known as a Dewar is required to maintain
the temperature difference between the head and the sensors.  

Most MEG devices use gradiometers to diminish ambient noise. These
gradiometers detect the local gradients of the magnetic fields generated
by the brain but suppress more evenly distributed artifact fields that
originate in the environment. An axial gradiometer consists of a pickup
coil and a compensation coil above it (further away from the brain signal).
The coils are similar in size but are wound in the opposite directions. This
makes the gradiometer less sensitive to background noise as the
homogenous fields are effectively cancelled out. The signal that arises
near the pickup coil will cause a greater change of the field in the pickup
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coil than in the more remote compensation coil (Hämäläinen et al., 1993).
The two coils of a planar gradiometer are placed in the same plane. An
axial gradiometer obtains the maximum signal on both sides of a current
source. A planar gradiometer detects the largest signal over the source
(Hari, 1991). The magnetometer is a simple loop that picks up strongest
signals when positioned some centimeters away from the source. The
magnetometer has a sensitivity pattern that is similar to that of an axial
gradiometer (Hari et al., 2010). Nowadays, the sensor arrays cover the
whole scalp and the activity of the whole hemispheral cortex can be
recorded simultaneously. The Elekta Vectorview™ MEG device used in
these studies has 102 triple sensor elements, which include two
orthogonal planar gradiometers and one magnetometer. (Figure 3)

Figure 3. A subject seated under the MEG device in the BioMag Laboratory Helsinki
University Hospital.

The recorded signals from the brain are much weaker than the ambient
magnetic field alterations. Moving elevators and vehicles, televisions,
microwave transmitters, power-lines etc. produce significant ambient
magnetic noise. Therefore the MEG devices are usually housed in a
magnetically shielded room. The shielding decreases the disruptive
signals from outside the room. All possible artifact-producing objects,
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moving magnetic materials such as watches, phones, metal components
and entities like zips and jewellery must be left outside the shielded room.
Even the heart generates a magnetic field, which is two to three times
greater in magnitude outside the chest than the brain's magnetic field
outside the head (Hämäläinen et al., 1993).

2.2.3 MEG signal modelling

The calculations that are used to model sources of the MEG signal are
based on Maxwell's equations, which determine the resulting magnetic
field when the electric source current and surrounding conductivity
distributions are known. Analyzing measured magnetic fields to resolve
the electric source that generates them is called an inverse problem.
Theoretically there are an infinite number of sources that could give rise
to the measured magnetic field outside the scalp as the solution of inverse
problem. The number of possible solutions can be limited to meaningful
sources with proper prior knowledge of the source structure. (Hämäläinen
et al., 1993) Forward modelling from the calculated source and
comparison of the results with the measured magnetic fields is important
to evaluate the validity of the results. 

The external magnetic flux that is produced by the net intracellular
postsynaptic current is directed according to the right-hand rule. Only
currents with components that are tangential to the surface of a
spherically symmetric conductor generate a magnetic field that can be
detected outside the conductor. The corollary of this is that in brain
measurements the activity is detected mostly from the fissures of the
cortex. Luckily, the primary sensory areas of the brain are to a large
extent situated within the fissures (Hämäläinen et al., 1993; Hari and
Forss, 1999). 

A simple model that is often applied to MEG interpretation is a tangential
current dipole within a sphere. The sphere model produces a good enough
match to reality in the parietal and occipital areas of the brain, but it does
not illustrate the inferior surfaces of temporal and frontal lobes with
sufficient accuracy. Realistically shaped head models are needed for brain
localities that do not fulfill the presumption of sphericality. (Hämäläinen
et al., 1993)
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The current dipole that best fits the measured fields is the equivalent
current dipole (ECD). It is sought with a least-squares fit to the data. The
least-square approach seeks the parameter values that minimize the
difference between the observations and the predictions from the
corresponding model (Baillet, 2010). Multidipole models can be used to
represent complex sources as they can show time-varying source
strengths in several locations (Hari, 1991; Hari et al., 2010). The
goodness-of-fit (g) value reveals how much of the measured data are
explained by the model.

The minimum current estimate (MCE) is a distributed current estimate
with the constraint of a minimum norm. The MCE algorithm is based on
the l1-norm, which favours source estimates more focal than the l2-norm.
The l2-norm is used in minimum norm estimate (MNE). The frequency
domain minimum current estimate (MCEfd) enables localization of
multiple oscillating sources in a specified frequency band. The signal is
first transformed to the frequency domain by dividing it into sections
using a sliding window with 50% overlap and using the discrete Fourier
transform. The real and imaginary parts of the Fourier transformed signal
are used as inputs into the MCE algorithm, which gives current
distributions for real and imaginary current sources. The total current
estimate is obtained by summing the real and imaginary parts. Then the
total current estimates for all the sections are averaged over time, giving a
measure of the absolute current density for a given frequency. The MCE
results can be spatially normalized to a standard brain, which enables the
averaging over many subjects. (Jensen and Vanni, 2002) 

In beamforming methods, the brain volume is scanned by sequentially
applying spatial filters. A spatial filter sensitizes its output to match the
signal from a given brain area (Hari et al., 2010). It separates signals with
similar frequency content but different spatial locations. There should not
be highly correlated activations in the data analyzed by beamforming
method as they are explained by a single source (Baillet, 2010).

The tSSS method (Taulu and Simola, 2006) has been used in the studies
described in this thesis for suppressing the huge magnetic artifacts
produced by DBS. tSSS is effective in suppressing disturbances from
distant and near-by sources. First the measured signal is divided into two
spatially separate parts by the signal subspace separation (SSS): one
subspace depicts signals from the inside of the sensor array and another
one signals that arise outside the helmet (Taulu and Kajola, 2005).
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Thereafter, the temporally correlated components within these two
subspaces are recognized by principal component analysis and are
subsequently removed from the MEG data. The presumption is that the
real brain signals are so weak that they do not extend into the outer signal
source space. Moreover, the artifacts that arise near the sensor array can
be suppressed as they extend into both signal source spaces.

2.2.3.1 Evoked fields

The reactivity of brain activity to stimuli can be studied, inter alia, by
using MEG measurements. The MEG response to one stimulus is
normally difficult to separate from the background noise. Therefore
averaging, time-locked to the stimuli, is needed. Averaging improves the
signal-to-noise ratio and as a result the response induced by the stimuli
emerges. Often at least 40 – 100 averages are needed to achieve robust
evoked fields with an adequate signal-to-noise ratio (Mäkelä, 2014).

The evoked fields elicited by auditory, somatosensory or visual stimuli
are used to study the activity of the sensory cortices. For cognitive
studies, event-related fields averaged for randomly occurring stimuli,
which deviate from the standard stimulus sequence (oddball stimuli), can
be measured (Mäkelä, 2014).

The response to sensory stimuli consists of several deflections. The
earliest deflections may be separated from each other by only a few
milliseconds. These deflections can sometimes be related to separate
thalamocortical inputs to different cytoarchitectonic subareas or
intracortical transmission (Hari et al., 2010).

2.2.3.1.1 Auditory evoked responses

Auditory evoked fields (AEFs) are elicited by any abrupt sound or
alteration in an ongoing auditory stimulus. The most prominent deflection
is the N100m response, which peaks about 100 ms after the sound onset
or change and has source orientation generating a vertex negative (N)
deflection in EEG measurements (Hämäläinen et al., 1993). The response
is probably generated in the primary auditory cortex in Heschl's gyrus and
posterior to in the supratemporal plane (Hari et al., 2010). The exact
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source location depends e.g. on the tone frequency; auditory cortex is
thought to be organized tonotopically (Hämäläinen et al., 1993). The
AEFs are detected in both hemispheres after stimulus delivery to one ear.
The response is stronger and peaks earlier in the hemisphere contralateral
than ipsilateral to the stimulated ear. The source of N100m is located
about 1.5 cm more posteriorly in the left than right hemisphere (Elberling
et al., 1982). Stimulus characteristics modulate the AEFs. The amplitude
of N100m increases when the duration of the sound increases from 5 to
20 ms or when the interstimulus interval (ISI) is prolonged up to 8 – 10 s.
The N100m amplitude increases and latency decreases by increasing the
stimulus intensity up to 90 dB above the hearing level (Mäkelä and Hari,
1990). 

The AEFs have been studied in PD patients to investigate the preattentive
auditory processing. A significantly prolonged interhemispheric latency
difference of P50m and N100m AEFs was observed when the sound was
delivered to the left ear (Pekkonen et al., 1998).

The effects of DBS on auditory event-related potentials have been
measured by EEG. An auditory oddball paradigm revealed an increase in
the N100 latency between on and off DBS states. No significant change
was detected in the latency of the P300 response (Naskar et al., 2010).
Evidence of involvement of the STN in early-stage auditory processing
has been reported in PD patients. Evoked potentials elicited by
phonological stimuli were detected from the LFPs recorded in the STN.
The effect of levodopa on the subcortical auditory processing was limited
(De Letter et al., 2014).
  

2.2.3.1.2 Somatosensory evoked responses 

Human cortical somatosensory organization and processing can be
studied by recording somatosensory evoked potentials (SEPs) and
magnetic fields (somatosensory evoked fields, SEFs). The SEFs can be
elicited by tactile stimulation or by electric pulses to the peripheral
nerves. Electric stimuli are widely used as they elicit strong cortical
responses although they are not a natural way of activating the sensory
cortex (Forss et al., 1994b).
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Responses of healthy subjects to median nerve electrical stimuli are well
known. The first response, N20m, is elicited about 20 ms after the
stimulus in the contralateral primary somatosensory cortex (SI) in
Brodmann's areas 3b and 1. The next deflection, P35m, has approximately
the same location but an opposite polarity (Forss et al., 1994a). At about
90 milliseconds the secondary somatosensory cortices (SII) are activated
in both hemispheres. In general, contralateral SII responses were stronger
in amplitude and shorter in latency than the ipsilateral responses. Another
activation in the posterior parietal cortex close to the head midline occurs
at 70 – 115 ms in most subjects (Forss et al., 1994a). Stimuli delivered at
long and random ISIs generate stronger responses. Attention to the stimuli
(counting them) increases the response amplitudes (Mauguière et al.,
1997).

EEG studies of somatosensory evoked potentials in PD patients are not
congruent. Some studies have shown an amplitude decrease in the frontal
N30 component (Rossini et al., 1989) but other studies did not confirm
this finding (Garcia et al., 1995; Drory et al., 1998). No SEF
abnormalities were observed in PD patients with unilateral symptoms
(Mäkelä et al., 1993).

Bilateral DBS of both GPi and STN increases the frontal N30 response
amplitude but does not modify parietal N20 or P25 deflections; the effect
resembles that induced by apomorphine (Pierantozzi et al., 1999). A
transient obliteration of post-rolandic SEPs was observed some days after
DBS implantation in two patients when the stimulator was not yet on. The
amplitude of pre-rolandic deflections was preserved or slightly increased
after the commencement of continuous DBS (Insola et al., 1999).
Recordings of DBS effects on SEPs were taken after discontinuing DBS
in both studies. 

2.2.3.2 Spontaneous brain oscillations 

Brain electrical activity is characterized by rhythmic oscillations, with
frequencies that range from infraslow (below 0.1 Hz) frequencies up to
600 Hz oscillations (Mäkelä, 2014). The most studied brain rhythms
include occipital alpha and rolandic mu rhythms. Sources of temporal 10-
Hz oscillatory activity (“tau rhythm”) are located near the sources of
auditory evoked responses (Hari et al., 1997). These rhythms can be
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modified separately by voluntary actions such as closing the eyes, or
making hand movements.

2.2.3.2.1 Occipital alpha rhythm

The peak frequency of the occipital alpha rhythm is around 10 Hz. Its
sources, detected by MEG, cluster around the parieto-occipital sulcus and
around the calcarine sulci. The occipital alpha rhythm is suppressed by
opening the eyes. Dampening of the occipital alpha rhythm also occurs
after visual stimulus and even after mental imagery of an image. (Hari et
al., 1997)

2.2.3.2.2 Mu rhythm

The rolandic mu rhythm consists of frequencies at about 10 and 20 Hz;
the combination of these frequencies creates the typical 'comb-like' shape
of these oscillations. The mu rhythm is dampened by movement, by
preparing to initiate a movement or by imagining a movement. Tactile
stimuli suppress the mu rhythm (Salmelin and Hari, 1994). Practically all
healthy subjects display MEG oscillatory activity at these frequencies, at
least after executing a movement (Hari et al., 1997). 

The rebound after movement-induced suppression is faster and stronger
for the 20 Hz component (Hari et al., 1997). The sources of the 20-Hz
signals tend to cluster anterior to the sources of the 10 Hz signals. The 20-
Hz oscillations are presumed to be generated in the sensorimotor cortices
whereas the 10-Hz rhythm may be predominantly generated in the
somatosensory region (Salmelin and Hari, 1994).

2.2.3.3 Coherence

Coherence is a measurement of the linear dependence of two signals and
describes the relationship between two time series. It is defined as the
magnitude of the squared cross spectrum of the two signals normalized by
the power spectra of both time series at a given frequency bin. The
coherence values vary between 0 and 1, and reflect the consistency of the
phase difference between the two time series; 0 indicates no resemblance
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between the two time series, whereas 1 indicates a perfect linear
association. The classical coherence measures have some limitations. For
example, data must be stationary. Coherence between two signals can
also result from a common input from a third signal. Coherence is also
sensitive to both the amplitude and phase dynamics. (Gross et al., 2010) 

2.2.3.3.1 CMC

The first observations that muscle discharge is likely to be rhythmic was
made 200 years ago by William Wollaston. Later, in the beginning of 20th

century, Hans Piper described a modulation of motor unit discharge at
around 40 Hz. The first evidence supporting a central origin for this motor
unit synchronization was presented in the early 1990s. (Grosse et al.,
2002)

CMC is thought to indicate the co-ordination between cortex and muscle
during static motor activity. The CMC activity is estimated between
simultaneously recorded MEG / EEG and by electromyography (EMG)
signals. There is a consistent phase lag between the motor cortex (M1)
and EMG signals (M1 activity preceding EMG) and it is therefore thought
that the motor cortex drives the spinal motoneuron pool (Gross et al.,
2000). The cortical rhythm probably tunes the activity of a population of
motor units (MUs) instead of driving individual MUs (Hari and Salenius,
1999). Recently, sensory feedback from the periphery has also been
suggested to contribute to CMC (Witham et al., 2011). The beta
frequency band (13 – 35 Hz) of the brain signals is most often coherent
with EMG during the maintained motor task. Signals in the alpha (around
10 Hz) or gamma (40 – 50 Hz) frequency bands display coherence only
occasionally (Conway et al., 1995). The CMC in the gamma band is more
obvious during strong muscular contractions (Brown et al., 1998). The
CMC sources for hand and foot muscle activation display a crude
somatotopic organization in the contralateral motor cortex. Nevertheless,
there is no difference in the sites of maximum coherence between the
various upper limb muscles (Hari and Salenius, 1999). 

The level of coherence during a precision grip task is influenced by the
task features (Kilner et al., 2000). Precise motor performance may
(Kristeva et al., 2007) or may not (Johnson et al., 2011) correlate with
high CMC values. Divided attention during muscle activation decreases
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CMC amplitude (Kristeva-Feige et al., 2002; Johnson et al., 2011). The
intra-session reproducibility of CMC strength and peak frequency has
reported to be good (Pohja et al., 2005).

The 40-Hz Piper rhythm, detected during strong wrist extension was
replaced in PD patients by pulsatile muscle activity of about 10 Hz during
an off medication period. Subsequent dopaminergic medication restored
the piper rhythm, indicating the importance of the proper functioning of
pallidal projections to the motor cortex for normal muscle discharges.
(Brown, 1997.)
 
The CMC in the 15 – 30 Hz band during isometric contraction was found
to be weaker in PD patients withdrawn from levodopa treatment
compared with healthy controls. Levodopa treatment was also reported to
increase the CMC in PD patients (Salenius et al., 2002). However, CMCs
of the de-novo PD patients or early-stage PD patients had similar CMCs
compared with healthy controls (Pollok et al., 2012). The CMC amplitude
between sensorimotor MEG signals and the muscle of the tremorous hand
in the range of 10 –30 Hz increased during STN-DBS in three PD patients.
This increase correlated with decrease of UPDRS tremor points (Park et
al., 2009). A study on eight PD patients found that the average EEG-EMG
CMC in the 15 – 20 Hz range was slightly increased eight days after DBS
implantation when DBS was switched on (Weiss et al., 2012). 

Parkinsonian resting tremor also creates CMC at the tremor frequency
and at its harmonics (Volkmann et al., 1996; Timmermann et al., 2003).
MEG recordings and data analysis with dynamic imaging of coherent
sources (DICS) suggest a network comprising primary sensorimotor
cortex, premotor cortex, cerebellum and thalamus that are activated
during the resting tremor (Schnitzler et al., 2006). The oscillatory network
observed in healthy subjects with mimicked resting tremor is to a large
extent similar to that observed in PD patients during tremor (Pollok et al.,
2004). In an MEG study of one patient, DBS suppressed resting and
postural tremor and CMC at 4 -Hz tremor frequency and at 8 Hz
(Connolly et al., 2012).
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2.2.3.3.2 CKC

Corticokinematic coherence can be estimated between simultaneously
recorded MEG and accelerometer signals from a moving body part. The
CKC is found at the movement frequency and its first harmonic
(Bourguignon et al., 2011; Piitulainen et al., 2013a, 2013b), and sources
of CKC are localized in the sensorimotor cortex contralateral to the
moving body part (Bourguignon et al., 2011). A comparison of active and
passive finger movements suggested that the CKC that arises during
repetitive finger movements is driven mainly by proprioceptive afferent
input to the primary sensorimotor cortex (Piitulainen et al., 2013b).
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3. AIMS OF THE STUDY

The aim of this study was to explore the effects of DBS on the brain
electrical activity in advanced PD patients with the ultimate aim of
gaining a better understanding of its therapeutic mechanisms. The patient
data made evident the need to understand better the physiological
mechanisms of CMC. Study IV in healthy volunteers describes the first
step in this endeavour. The specific goals were:

1. Confirm that the MEG data obtained from DBS treated patients is
amenable to analyses after artifact rejection by tSSS. Previously well
known SEFs and AEFs were analyzed to see if DBS artifacts can be
removed efficiently and if the remaining signals contain physiologically
valid data (Study I).

2. Study the effects of DBS on spontaneous brain rhythms in PD patients
(Study II).

3. Investigate the effect of DBS on CMC in PD patients (Study III).

4. Compare CMC and CKC during static muscle contraction in healthy
volunteers to gain a better understanding of the physiology of CMC
(Study IV).
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4. MATERIALS AND METHODS

4.1 Patients and Subjects

A total of 24 advanced PD patients who were treated with STN-DBS
(Kinetra or Activa PC Neurostimulators, Medtronic Inc, Minneapolis,
MN, USA) were recorded by MEG in studies I – III. 

The patients were recruited from the Department of Neurology in
Helsinki University Hospital. The mean age of the patients was 59 years
(± 10 years). The patients had had their diagnosis about 13 years (± 5
years) before DBS implantation. Their mean UPDRS motor III scores
during the MEG recordings were 22.7 (± 11.5) when DBS was on and
36.7 (± 17) when DBS was off (p < 0.001). The mean levodopa
equivalent daily dose (LEDD) was 1020 mg (± 495 mg) (Table 1). The
following formula was used to calculate the LEDD: 100 mg levodopa =
130 mg controlled-release levodopa = 70 mg levodopa + COMT inhibitor
= 1 mg pramipexole = 5 mg ropinirole (Mamikonyan et al., 2008) = 4 mg
rotigotine (Poewe et al., 2007). 

Study I reports data from 12 patients. The same patients participated in
Study II; one of them was excluded because of missing UPDRS scores
when the DBS was off. Study III reports data from 19 patients, 7 of whom
had also been included in Study I. The other 12 patients had not
participated in any previous study. Four patients of Study I were excluded
because their MEG measurements were taken less than two months after
the DBS implantation. 

All patients used their regular antiparkinsonian medication during the
MEG recordings. The UPDRS III motor scores in studies I– III were
determined before the patient entered the shielded room with DBS on and
when the patient exited the shielded room after the measurement when the
DBS had been turned off. 

Data of some patients measured with MEG were excluded from the
reports. In one patient, strong artifacts saturated the MEG amplifiers
completely and no brain signals were recorded. In another patient,
localization of the head position failed. A few patients did not tolerate the
measurements during the DBS off phase. Another subgroup of patients
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was excluded due to missing UPDRS scores or small, ineffective DBS
voltages. 

Table 1. Patient characteristics.

Patient Sex Age Disease
duration
before

operation
(years)

Time since
stimulator
implanted
(months)

UPDRS LEDD
(mg)

Participated
in StudyDBS

on
DBS
off

1 M 59 14 25 23 31 2160 I – III
2 M 59 11 24 17 20 1290 I – III
3 F 60 7 25 39 49 620 I – III
4 M 68 10 7 27 37 490 III
5 M 36 8 4.5 26 71 210 III
6 M 43 10 6 21 60 570 III
7 M 63 18 5 20 21 1550 III
8 M 57 16 6 19 1260 III
9 F 68 14 5 44 69 530 I – III
10 M 49 9 25 16 25 1600 I – III
11 M 42 6 6 6 17 1660 III
12 F 64 25 7.5 18 40 650 III
13 M 68 21 17 30 1650 I, III
14 M 58 12 24 33 38 1200 I – III
15 M 64 9 6.5 22 38 560 III
16 F 66 18 6 10 20 850 III
17 M 47 8 6 6 45 460 III
18 M 50 14 12 18 24 1080 III
19 M 71 8 6 12 27 820 III
20 F 67 11 2 12 14 1120 I – II
21 F 55 19 1.5 22 60 1170 I – II
22 F 65 10 1 16 23 1060 I – II
23 M 60 16 0.5 34 46 1500 I – II
24 F 75 13 1.6 50 50 510 I – II

In Study III, subgroup analyses were done for 10 patients with more than
30% decrease in UPDRS III motor scores when DBS on to study the
robust effect of DBS on motor symptoms.
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Ten healthy subjects (4 female, mean age 30 years, range 22 – 58 years)
participated in Study IV. 

The research protocols for all four studies were accepted by the Ethics
Committee of the Department of Neurology, Helsinki University
Hospital. All patients and subjects gave their informed written consent.

4.2 MEG measurements

The MEG was recorded in the BioMag Laboratory of Medical Imaging
Center, Helsinki University Hospital by a 306-sensor Vectorview™
neuromagnetometer (Elekta Neuromag®, Elekta Oy, Helsinki, Finland)
with 204 planar gradiometers and 102 magnetometers. The MEG device
was situated inside a magnetically shielded room (Euroshield Ltd., Eura,
Finland). 

The alignment of the MEG and magnetic resonance imaging (MRI) co-
ordinate systems was done by placing the head position indicator coils
with respect to head landmarks using a 3-D digitizer (Fastrak®, Polhemus,
Colchester, VT) and activating the coils before each measurement. Each
patient's head position with respect to the MEG helmet was determined at
the commencement of recording in studies I–III. The head position of
healthy subjects was recorded continuously in Study IV. 

The patients were recorded first with DBS on and then with DBS off.
This sequence was reversed for one patient. An experienced nurse was in
the shielded room with the patient to monitor their welfare and
performance and control alertness.

The auditory stimuli were delivered by Presentation software and directed
through plastic tubes to the patient. The delay caused by the tubes was
taken into account in the analyses. AEFs were elicited by sinusoidal 1-
kHz 50-ms tone pips. Stimulus intensity was about 60 dB above the
ambient noise. The sounds were delivered to each ear separately. We
confirmed that the patients heard the tone pips clearly. 

Electrical stimulators (Digitimer Ltd, model DS7A, Welwyn Garden City,
England) were used to produce electrical 200-μs square-wave pulses for
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median nerve stimulation. They were delivered alternately to both median
nerves with intensities sufficient to elicit a clear but non-painful thumb
twitch.  

Visual checkerboard stimuli were also presented to the patients but the
results were not analyzed further. Auditory, somatosensory and visual
stimuli were displayed in random order in one stimulus sequence. The
time between subsequent stimuli was 600 ms. The minimum ISI was 0.6 s
and the mean ISI 5.5 s for each stimulus type.

Spontaneous MEG was recorded first with the eyes closed for three
minutes and then with the eyes open for five minutes both when DBS was
on and off.

Bipolar EMG recording were taken by attaching surface electrodes over
the extensor carpi radialis muscle. The EMGs of patients were recorded
from the more affected upper limb. The EMGs were recorded from both
forearms of heal thy volunteers . Hor izonta l and ver t ica l
electrooculography (EOG) was recorded to enable exclusion of eye
movement and blink artifacts. The recording passband was 0.03 – 330 Hz
and the sampling rate 1012 Hz for MEG, EMG and accelerometer signals.

The patients (Study III) and subjects (Study IV) were requested to extend
their wrist (dorsiflexion) five times for one minute. Each dorsiflexion was
separated by a 20-s rest period. The patients in Study III extended the
more affected hand. Volunteers in Study IV extended first the right hand
and then the left hand.

Postural tremor in Study IV was recorded using an accelerometer
(ADXL335 iMEMS Accelerometer, Analog Devices Inc., Norwood, MA,
USA). The movement sensor was fixed onto the fingernail of the index
finger of both hands. The accelerometer measures finger acceleration in
three orthogonal directions. 

4.3 Data analyses

DBS produced strong magnetic artifacts which were suppressed by the
tSSS method (Taulu and Simola, 2006) (Figure 4). An 8-second time
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window and a subspace correlation limit of 0.9 (Studies I, III and IV) or
0.8 (Study II) were applied.

The EMG in Study III was rectified before subsequent analyses. The
EMG in Study IV was not rectified.

The sensor positions were equalized by applying the multipole-based
method (Taulu et al., 2005) implemented in Elekta MaxFilter™ software
to enable the comparison between DBS on and off conditions in Study III.

4.3.1 Dipole modelling

Source analyses in Study I were done with an ECD model. The applied
spherical head model was fitted into the individual brain MRIs. Two
patients did not have a brain MRI. For them, the x-, y-, and z-co-ordinates
of 0, 0, 40 mm were used as sphere origin. The responses were averaged
from tSSS-processed raw data. AEFs were filtered with a 1 – 40 Hz
passband. For SEFs, the passband was 0.5 – 100 Hz.

The sources of the AEF N100m were sought from hemispheres
contralateral and ipsilateral to the stimulated ear. A subset of 11 – 15
gradiometer pairs around the maximum response was used in the source
localization. ECDs were fitted with a 1-ms interval sequentially 80 – 130
ms after the stimulus onset. Co-ordinates of the best dipoles (in terms of
source strength and goodness-of-fit) for auditory cortex source for each
patient were selected and used to calculate time-varying N100m source
strengths with DBS on and then off.

The sources of SEFs were estimated by sequential ECD fitting with 1-ms
intervals 15 – 80 ms after the stimulus. Twelve to fourteen gradiometer
pairs around the maximum response were used to calculate the SEF
sources in the primary somatosensory cortex (SI) contralateral to the
stimulus. The ECDs were determined when DBS was on and then off.
Co-ordinates of the best dipoles were selected for each patient with the
same criteria as in AEFs. The source strengths and latencies of N20m and
P60m were determined from dipole strength versus time curves for both
the DBS on and off conditions.
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Figure 4. Spontaneous recordings of MEG from the left hemisphere and EOG recording
when DBS on. A before tSSS; B after tSSS. Data from Study I.
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4.3.2 Analysis of spontaneous brain activity

The sources of oscillatory activity in Study II were localized by the
frequency domain minimum current estimate (MCEfd) (Jensen and
Vanni, 2002). The fast Fourier transform (FFT) spectra were calculated
from the signals to detect any interesting spectral ranges. The FFT length
was 512 samples corresponding to a frequency resolution of about 2 Hz.
The spectral peaks were carefully inspected. Although the tSSS
suppressed most DBS artifacts, some narrow interference peaks remained
in the spectra.  The lowest detected artificial peak was at 20.7 Hz. Signals
at spectral ranges of 2 – 6 Hz, 6 –10 Hz, 12 – 20 Hz and 21 – 30 Hz in the
sensorimotor region were selected for the study. The 20 – 21 Hz band was
omitted from further analyses because of the spurious artifact peak at 20.7
Hz. The individual mu rhythm frequency band around 10 Hz (peak ± 2
Hz) was examined as well. The source amplitudes in the occipital region
were studied from a frequency band around the individual peak alpha
frequency ± 2 Hz. 

In MCEfd, the data are transformed to a frequency domain using the
discrete Fourier transform (DFT). A DFT segment size of 4096 samples
was used to obtain 0.25 Hz frequency resolution. The minimum current
estimate (MCE) was made for the transformed data (Uutela et al., 1999).

A region of interest (ROI) was outlined over the active source areas. The
ROI was fitted automatically for each subject. The total source amplitude
was computed from a weighted sum of all active voxels of the ROI. The
weighting function was a three-dimensional Gaussian, with a magnitude
of 1 at the center of the region and 0.6 at the edge (Jensen and Vanni,
2002). The same ROIs were used for data recorded with DBS in the on
and off conditions. 

4.3.3 Power spectral density

Power spectral densities (PSD) of MEG, EMG and accelerometer signals
were estimated for each subject using Welch's method with 50%
overlapping 1024-point Hanning windows, which resulted in a frequency
resolution of approximately 1 Hz. The PSD in Study III was normalized
by dividing it with the average PSD between 3 and 48 Hz. The grand
averages were calculated by averaging these normalized PSDs over the
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patients. The average spectra for DBS on and off conditions were
compared for 6 – 13 Hz and 13 – 25 Hz bands.

The EMG signal was high-pass filtered above 0.5 Hz, rectified, and then
averaged with a 51-point moving average filter to analyze the stability of
EMG in Study III. The following equation was used (Lim et al., 2011):

Stability of EMG = 1-(SD(EMG
rectified and averaged

) / Mean (EMG
rectified and averaged

)) 

The stability was averaged across all epochs of EMG to obtain individual
EMG stability values. This was done separately for DBS on and off
conditions. 

4.3.4 Coherence analysis

Sensor level CMC was estimated between the EMG and MEG signals in
Study III. The coherences in Study IV were estimated between three
different signal types: MEG, EMG and accelerometer signals. For three
orthogonal accelerometer channels, we used a signal corresponding to the
greatest singular value based on the singular value decomposition

4.3.4.1 Sensor-level coherence

The sensor-level coherence was estimated between the EMG or
accelerometer signal and signals from each MEG gradiometer pair in turn.
Welch's method with 50% overlapping 1024-point Hanning windows
(frequency resolution about 1 Hz) was applied. The number of averaged
segments used for coherence calculations varied (range 106 – 618; mean
in Study III 451 ± 118 and in Study IV 556 ± 54). The time segments in
Study IV were same for EMG and accelerometer data.

The location of the CMC / CKC maximum peak was established by visual
inspection from 15 selected gradiometer pairs for the sensorimotor cortex
contralateral to the activated hand. Peak strengths and frequencies were
determined from this maximum peak.

The coherence spectra in Study III were divided into 4 – 6 Hz, 6 –13 Hz
and 13 – 25 Hz frequency bands. A more detailed examination of the
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patients with CMC in the 13 – 25 Hz band was carried out by dividing the
patients into three groups. One group had significant CMC both in DBS
on and off conditions; one group did not have any CMC in either
condition, and one group had significant CMC when the DBS was either
on or off.

4.3.4.2 Source-space coherence

The MRILab software (Elekta Oy) was used to co-register MEG with an
anatomical MR image, aligning co-ordinates of the head and the MRI.
The FreeSurfer software (MGH, Boston, MA) or Seglab software (Elekta
Oy) was used for MR image segmentation. The segmentation separates
the brain from the surrounding tissue, thus providing a volume for
possible sources.

The Dynamic Imaging of Coherence Sources (DICS) method in
Beamformer software (Elekta Oy) was used for source-space coherence
estimation in Study IV. The sensor-level CMC and CKC peaks were used
as the basis for selecting 6-Hz frequency bands for coherence estimation,
and all further analyses were restricted to this band. An evenly distributed
grid of locations that covered the brain volume with a resolution of 3 mm
was used. Only the direction that had maximum power was used for each
location. A virtual electrode signal (estimate of source activity in the time
domain) was estimated from the location of maximum coherence after the
beamformer coherence scanning. The final CMC and CKC results were
computed using these virtual electrode signals.

4.3.5 Statistical analyses

SPSS (SPSS for Windows version 13.0 or 17.0, SPSS, Chicago, IL) was
used for statistical analyses. The results are reported as means ± standard
deviations when appropriate. The level of statistical significance was set
for p-value below 0.05.

Time-shifted coherence (coherence calculated by shifting EMG data 3
seconds in relation to the MEG data) was used for testing the statistical
significance of the sensor-level coherence. Any true coherence in these
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data was presumably destroyed by the shift. The significance level was
set at 99% of the time-shifted coherence (Salenius et al., 2002).

Comparisons of the DBS on and off states data within individuals in
Study I were made using the paired t test. The statistical comparisons in
Studies II, III and IV between two dependent groups were analyzed by
Wilcoxon Signed Ranks Test. The comparisons between three different
groups in Study III were analyzed by the Kruskal-Wallis test and Dunn's
multiple comparison tests. The Mann-Whitney test was used for
comparison of the distributions of two independent groups (Study III).
Spearman correlation was used in Studies II, III and IV to calculate the
significance of correlations.

The x-axis co-ordinates in Study IV were transformed to positive values
(absolute values of the x-co-ordinates) for statistical calculations and a
one-sample t-test was used for the calculations of significance for co-
ordinate differences.
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5 RESULTS AND DISCUSSION

5.1 Feasibility of MEG in studies of the effects of DBS (Studies I
– III)

Carrying out studies of the effects of DBS on brain electrophysiology is
challenging. Devices that are used for DBS are magnetic; patients that
have DBS battery implants cannot be studied with functional MRI, and
transcranial magnetic stimulation (TMS) of these patients can be
hazardous. DBS, on the other hand, does not complicate PET or single
photon emission computed tomography (SPECT) studies. PET and
SPECT, however, produce only indirect measures of neural activity as
they explore the changes in blood flow or metabolism. Moreover, their
temporal resolution is not good enough to study brain oscillations.
Repeated PET or SPECT measurements may also expose the patient to
the effects of excessive radiation.

EEG and MEG are non-invasive methods with high temporal resolutions.
DBS can cause huge electrical /magnetic artifacts that may mask all
measurable brain signals. This confounding property has hindered both
the use of EEG and MEG in this field. The tSSS method, fortunately,
provides robust artifact suppression for MEG data and we wanted to study
its usefulness with DBS studies.

The artifact suppression used In Study I was accurate enough to enable
evoked field studies. The patients had the connecting wires and the
battery placed on the left side, which resulted in stronger artifacts over the
left hemisphere; consequently, signal-to-noise ratio was better in the right
than left hemisphere. Adequate contralateral N100m responses were
found from 10/12 right and from 8/12 left hemispheres. The P60m SEF
responses were detected from 11/12 right and 10/12 left hemispheres. The
N20m SEFs were found only in 3/12 of the left and 9/12 of the right
hemispheres. Both AEFs and SEFs corresponded in form, timing and
location to those reported previously for healthy subjects. The variance of
the results may have been increased by any artifacts that remained in the
data even after tSSS. Indeed, if the recording amplifiers were saturated by
the DBS artifacts during the measurement, no brain data would be
captured and artifact suppression methods could not restore those data.
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Figure 5. The amplitude spectra of spontaneous brain activity. The band in the right-side
(B and D) image shows spectra for the 0 – 300 Hz frequency range, upper figure (A and
B) shows DBS on, and lower figure (C and D) shows DBS off. On the left side (A and
C) spectra from one sensor triplet in the 0 – 40 Hz band. The green line is the spectrum
without tSSS, the dashed blue line shows the spectrum after tSSS with correlation limit
of 0.9 and black line after tSSS with correlation limit of 0.8. The artifact peaks produced
by the DBS are clear when the DBS was on. The peaks appear symmetrically around the
stimulation frequency of 130 Hz. A: tSSS does not totally remove the DBS artifact peaks
at 20.7 Hz (black arrowhead) or 32.4 Hz (open arrowhead). D: When DBS is off, the
mains 50 Hz artifact and its harmonics can be detected. C: tSSS adequately suppresses
the low frequency artifacts that are also present when DBS is off. They arise from the
wires and battery when they are moved e.g., by movement of the chest due to respiration.
Modified from Study II.  

Spontaneous data analysis was fraught with more problems. The tSSS
method effectively suppressed most DBS artifacts, but some narrow
interference peaks were left in the spectra, particularly when the DBS was
on (Figure 5). One of these artificial peaks was found at 130 Hz, at the
rate of DBS. Additional artifact peaks spread symmetrically above and
below the stimulation frequency. The lowest artifact peaks were found at
20.7 Hz and 32.4 Hz but were not totally erased by tSSS. Artifacts were
more robust in the left than right hemisphere, above the wires that
connected the DBS battery to the electrodes. Monopolar stimulation
produced stronger artifacts than the bipolar stimulation. The DBS
probably produces some high-frequency interference that is not
sufficiently suppressed by the applied anti-aliasing filters of the used
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MEG device. An aliased DBS-interference component, however, did not
completely explain the artificial spectral peaks in our phantom
experiments (see 6. Additional Material).

5.2 DBS effects of evoked fields (Study I)

The AEF N100m response to right-ear stimulation was significantly
enhanced in the right hemisphere (49 ± 17 nAm DBS on, 43 ± 16 nAm
DBS off: p < 0.05). The contralateral N100m mean source strengths
increased non-significantly when DBS was on (left hemisphere: 47 ± 22
nAm DBS on, 44 ± 19 nAm DBS off and right hemisphere: 61 ± 26 nAm
DBS on, 58 ± 22 nAm DBS off) (see Figures 6 and 7).

The SEF source strengths were non-significantly increased when DBS
was on. The AEF and SEF response latencies were not modified by DBS. 

5.2.1 Discussion of Study I

The AEF N100m amplitude at the group level increased significantly in
the right hemisphere for ipsilateral stimulation. The worse data quality
was found in the left hemisphere. This was probably due to left-sided
electrode leads in most patients. Hence DBS artifacts may have masked
the effect in the left hemisphere. The ipsilateral auditory pathways from
the inner ear to the cortex through the thalamus are thinner than
contralateral ones. The ipsilateral auditory pathways are thus possibly
more sensitive to DBS effects than the contralateral pathways. We did not
find an effect of DBS on latencies of N100m as reported in auditory
event-related potentials elicited by an oddball paradigm (Naskar et al.,
2010). Naskar and collagues applied auditory stimuli bilaterally;
consequently, ipsilateral and contralateral responses were not examined in
their study. The alpha-band coherence between STN and superior
temporal gyrus (including the auditory cortex) has confirmed a
connection between the two areas (Hirschmann et al., 2011; Litvak et al.,
2011).

48



Figure 6. AEFs of one patient before (A) and after (B) tSSS. The responses are shown
from above, with the patient's nose pointing upwards. The black line shows DBS on and
the red line shows DBS off. The stimulus was delivered to the right ear, inducing the
strongest responses in the left hemisphere. AEFs in the squares are shown in Figure 7.
Modified from Study I.
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Figure 7. AEFs of one patient selected from the whole-head data in Figure 6 and shown
in enlarged form. The upper box depicts data before and the lower box after the tSSS.
The black line shows DBS on, red dotted line shows DBS off. The strongest deflection
peaks at 100 ms (N100m). Modified from Study I.

No significant differences were found in the SEFs between DBS on and
off conditions. The previously reported effects of DBS on somatosensory
evoked potentials were not totally uniform (Pierantozzi et al., 1999; Priori
et al., 2001). In our study considerable inter- and intraindividual variation
of the DBS effects and also the antiparkinsonian medication during the
measurements might have influenced the results. 

The effects of DBS on SEFs and AEFs were modest but the observed
changes suggest that STN-DBS modifies the thalamocortical pathways
and / or cortical processing. The effect of DBS on late evoked potentials
also supports the notion that a proportion of the DBS effects take place at
the cortical level.

5.3 DBS effects on spontaneous brain rhythms (Study II)

The effect of DBS on 10 and 20 Hz spontaneous cortical activity was very
variable. Depending on the individual, the signal strength could be
stronger or weaker when DBS was on vs. off. When DBS was turned on,
group level results of the source strengths of pericentral cortical regions
revealed a non-significant decrease in the 6 – 10 Hz band, around the
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individual mu rhythm peak in the 5 – 11 Hz range, and in the lower and
higher beta ranges (Figure 8).

Figure 8. Sources of spontaneous 12 – 20 Hz brain activity with eyes closed for both the
DBS on and off conditions. The frequency domain Minimum Current Estimates
averaged over four patients with 20-Hz activity increased in the pericentral region when
DBS was off. The ROIs were formed individually for each patient using the area that is
marked with the rectangle on the left. Modified from Study II.
 
The peak frequencies of occipital alpha rhythm varied between 5.7 Hz
and 10.9 Hz. When eyes were closed and DBS was turned on the source
strengths around the individual peaks (± 2 Hz) decreased from 7.6 nAm to
7.1 nAm (p = 0.05). When the patients' eyes were open the source
strengths decreased from 6.2 to 5.7 (p = 0.33). 

5.3.1 Correlation of the spontaneous brain rhythms with the motor
state

The source strengths of the 6 – 10 Hz and 12 – 20 Hz signals and the
source strength of the peak frequency in the 5 – 11 Hz band in the
pericentral region correlated with coefficients from a minimum of 0.65 (p
= 0.03) with UPDRS rigidity subscores when the patients' eyes were open
and DBS was on (Table 2, Figure 9). 
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Correlations between UPDRS action tremor scores and pericentral 6 – 10
Hz and 21 –30 Hz source strengths and the source strength of peak
frequency in the 5 – 11 Hz band were seen, when DBS was off (Table 2,
Figure 9). These correlations were particularly marked when the eyes
were open. 

Table 2. Spearman correlations between the pericentral signal source strengths and
UPDRS rigidity or action tremor subscores when the patients' eyes were open.

Frequency band UPDRS rigidity 
(DBS on)

UPDRS action tremor 
(DBS off)

Spearman's rho

6 – 10 Hz 0.0687 (p = 0.019) 0.645 (p = 0.032)

12 – 20 Hz 0.0668 (p = 0.025) 0.565 (p = 0.070)

21 – 30 Hz 0.510 (p = 0.109) 0.782 (p = 0.004)

5 – 11 Hz peak 0.748 (p = 0.008) 0.673 (p = 0.023)

The individual peak frequency in the 5 – 11 Hz band in the pericentral
region correlated negatively with rigidity subscores when eyes were
closed and DBS was off (r

s
 = -0.735, p = 0.01). 

Occipital alpha activity source strength correlated significantly with
UPDRS action tremor scores when DBS was off particularly when eyes
were open (rs = 0.848, p = 0.001) (Figure 9).

The peak frequency of occipital alpha had negative, significant
correlation with UPDRS total motor scores (DBS on: rs = -0.621, p =
0.041, DBS off: rs =  -0.689, p = 0.019) and rigidity subscores (DBS on: rs

=  -0.646, p = 0.032, DBS off: rs = -0.711, p = 0.014) when the eyes were
closed. 
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Figure 9. Scatterplots of UPDRS rigidity (A, B) and action tremor (C, D) scores and
source strengths of spontaneous brain activity with eyes open from parietal ROI at peak
(±2 Hz) frequency in the 5 – 11 Hz range (A), and in the 12 – 20 Hz range (B) and from
occipital ROI at alpha (C) and from parietal ROI in the 21 – 30 Hz range (D). A and B:
DBS on (black line); C and D: DBS off (grey line). Modified from Study II. 

5.3.2 Discussion of Study II

The DBS effect on spontaneous MEG of individual patients varied
considerably. DBS decreased the oscillatory beta activity over the
sensorimotor cortex on the group level but this effect was non-significant.
Increase of beta band activity elicited by DBS over the whole cortex has
been reported (Cao, 2015). Several reasons may explain this difference
between the two studies. Patients that were studied by Cao were recorded
without simultaneous medication and they had already received a longer
DBS treatment at the time of the MEG measurements. Moreover, only
sensor space data from magnetometers were reported in Cao's study. In
both studies some frequencies had to be omitted from the analysis
because of artifact peaks.

53



The DBS effect on cortical beta activity may well be more complex than
uniform modulation of its strength. A study of cortical phase-amplitude
coupling of electrocorticography (EcoG) recorded from the motor cortex
of PD patients going through DBS implantation, before, during and after
STN stimulation, found both increases and decreases in cortical beta
power due to DBS (de Hemptinne et al., 2015). The authors noted,
however, that all patients had a significant decrease of phase-amplitude
coupling between cortical beta band and broadband signals during DBS.
They also noted a difference between the effect of DBS on beta power in
the cortex and the STN; DBS decreased more often the STN beta power
than cortical beta power. 

In MEG recording with DBS on the mu rhythm amplitude correlated
significantly with the UPDRS rigidity scores. Consequently, mu rhythm
modifications by DBS seem to be related to the therapeutic effect of DBS.
DBS may also reduce pathological, rigidity-related oscillations or “noise”
in the spontaneous activity in the sensorimotor system. When DBS was
off, however, the source strengths of beta band activity did not correlate
with UPDRS rigidity subscores. It has also been reported that total power
of the signal recorded by the STN electrodes in the 13 – 35 Hz range did
not correlate with the clinical state at rest without treatment (Chen et al.,
2010).

The 6 – 10 Hz signal from both the pericentral and occipital areas
correlated with the action tremor when DBS was off. Although the
patients were resting during the measurements, a slight action tremor in
the 7 – 12 Hz range could not be excluded.
 
In PD patients without DBS, the EEG and MEG resting state oscillatory
activities slow down (Soikkeli et al., 1991; Bosboom et al., 2006). The
average peak frequency of the spontaneous oscillatory activity across the
whole cortex has also been shown to be lower when stimulation was off
than when it was on (Cao, 2015). In our study DBS did not modify the
peak frequencies of the oscillatory activity. Nevertheless, the occipital
alpha peak frequency correlated negatively with total UPDRS motor and
rigidity subscores, which indicated that the motor condition was worse
when occipital alpha frequency was lower.

The number of patients in this study was quite small for calculating
correlations and correlation does not necessarily imply causality.
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5.4 The effects of DBS on CMC (Study III)

Significant coherence peaks were detected in the 13 – 25 Hz range in 15
out of 19 patients. The mean frequency was 17.7 (± 3.2) Hz when DBS
was on and 18.1 (± 3.1) Hz when DBS was off. 11 patients had
statistically significant CMC for both DBS on and off conditions. Two
patients had a significant coherence only when DBS was on and two
patients had CMC only when DBS off (Figure 10).

Figure 10. A: Cortico-muscular coherence spectra of one patient from 102 gradiometer
pairs. The sensors are viewed from above, and the patient's nose points upwards. The
maximum CMC peaks over the sensorimotor cortex contralateral to the activated hand.
B-D: CMC from one sensor over contralateral sensorimotor cortex from one patient
showing a decrease in CMC when the DBS was on (B), one patient showing an increase
in CMC when the DBS was on (C) and one patient without CMC (D). The black line
depicts DBS on, the red line shows DBS off. Dotted horizontal lines indicate the 99%-
significance level. Modified from Study III.
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Eight patients had a significant CMC both when DBS was on and off in
the 6 – 13 Hz range; the mean frequency was 10.8 (± 2.0) DBS on and
11.1 (± 1.9) when DBS off. Moreover, three patients had CMC only when
DBS was on and three patients only when DBS was off in this frequency
range, and four patients did not manifest CMC when DBS was either on
or off. CMC in the 4 – 6 Hz range was found only in five patients. The
CMC peak frequencies or strengths did not differ significantly between
DBS on and off. 

5.4.1 Correlation of CMC with the motor state

     
The CMC peak amplitude in the 13 – 25 Hz range correlated negatively
with tremor scores when DBS was off (rs = -0.561, n = 13, p = 0.046,
two-tailed); when tremor scores were high the CMC peak amplitudes
were small. In the 6 – 13 Hz range the CMC peak amplitudes correlated
negatively with the tremor scores of the activated hand when DBS was
off (rs = -0.616, n = 12, p = 0.033, two-tailed). 

When DBS was on, the CMC amplitude in the 13 – 25 Hz range
correlated negatively with the tremor of the activated arm (rs = -0.756, n =
10, p = 0.011, two-tailed) and total tremor scores (rs = -0.795, n = 10, p =
0.006, two-tailed). The CMC peak frequency and the tremor scores of the
activated hand correlated negatively when DBS on (rs = -0.654, n = 10, p
= 0.040, two-tailed) in the 6 – 13 Hz band.

In the patients whom UPDRS scores were decreased more than 30% by
DBS, correlations between CMC parameters and tremor scores were
present as well. Peak frequency in the 6 – 13 Hz band correlated
negatively with total tremor scores when DBS was on (rs = -0.836, n = 6,
p = 0.038, two-tailed). Moreover, CMC peak amplitude and the rigidity
scores of the activated hand correlated negatively when the DBS was on
in the 13 – 25 Hz band (rs = -0.769, n = 8, p = 0.026, two-tailed) in this
group. 

5.4.2 CMC correlation with clinical conditions of patients

The CMC peak amplitude in the 6 – 13 Hz band correlated with age of the
patients when DBS was off (rs = 0.599, n = 12, p = 0.040, two-tailed). In
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patients for whom the DBS decreased the UPDRS scores by more than
30%, age correlated with the peak frequency when DBS was off (rs =
0.845, n = 6, p = 0.034, two-tailed) and with the peak amplitude when
DBS was on (rs = 0.812, n = 6, p = 0.05, two-tailed).

5.4.3 Differences between subgroups based on the presence of CMC 
in the 13 – 25 Hz band

The patients were divided into three subgroups with different CMC
appearance: One group had no CMC for the DBS on or off conditions
(CMC- subgroup), another group had CMC in only DBS on or off
(CMC± subgroup) and CMC+ subgroup had CMC both DBS on and off.

All patients that had CMC in the 13 – 25 Hz band for DBS on and off
conditions (CMC+ subgroup) had a rigid-akinetic type of PD. DBS
voltages differed between the groups: the largest stimulation voltages
were given to the CMC+ subgroup (p = 0.05). The patients in the CMC±
subgroup managed with the lowest LEDD (p = 0.015). There was no
difference in the preoperative LEDD between the subgroups. The mean
time between the DBS operation and the MEG measurement differed
between the groups (p = 0.013). The age or disease duration did not differ
significantly between these subgroups. The total UPDRS motor scores
between these subgroups were statistically different (DBS on p = 0.028;
DBS off: p = 0.020). The best UPDRS scores were obtained from the
CMC+ subgroup both for DBS on and off conditions. (Table 3)

Table 3. Clinical parameters in different subgroups based on the presence of CMC in the
13 – 25 Hz band. CMC+ = CMC both DBS on and off, CMC- = no CMC for DBS on or
off, CMC± = CMC DBS on or off, LEDD = levodopa equivalent daily dose

CMC+ CMC- CMC±

DBS voltages 3.5 ± 0.9 V 2.7 ± 0.6 V 2.6 ±0.3 V

LEDD 1070 ± 420 mg 1410 ± 655mg 440 ± 160 mg

Time between DBS 
operation and MEG 
measurement

10 ± 7.3 
months

23 ± 3.9 
months

5.5 ± 0.9 
months

Total UPDRS, DBS on 16.5 ± 6.0 31.3 ± 6.7 24.5 ± 15.6

Total UPDRS, DBS off 28.2 ± 12.9 39.3 ± 9.1 55.8 ± 16.7
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5.4.4 Discussion of Study III

CMC was found in this patient group as frequently as that reported for
healthy subjects (e.g. (Pohja et al., 2005; Bourguignon et al., 2013)). The
DBS effect on CMC varied between individuals. We did not find
systematic increases in CMC in the 13 – 25 Hz range, contrary to our
anticipated increase of CMC with DBS, based on a previous PD study
reporting an increase in CMC by levodopa (Salenius et al., 2002). The
functional role of CMC even in healthy subjects is not yet fully
understood. CMC may be missing in people with totally normal ability to
move and training has shown to have conflicting effects on it (Ushiyama
et al., 2010; Mendez-Balbuena et al., 2012). 

CMC in patients with an early stage PD did not differ from age-matched
controls (Pollok et al., 2012); thus a weak CMC is probably not a
hallmark of PD. The effect of levodopa on CMC also varies between
patients (Salenius et al., 2002). Enhancement of CMC activity by
levodopa was also not detected in recordings one day after DBS electrode
implantation (Hirschmann et al., 2013). 

It is also possible that STN stimulation suppresses cortical activity in such
a small area close to the hyperdirect pathway (Whitmer et al., 2012) that
CMC is not influenced by such focal changes. STN-DBS may also
modulate the motor function by altering the descending outputs from the
basal ganglia, e.g., via the brainstem motor control centers (Delwaide et
al., 2000).

The negative correlation of CMC in the 13 – 25 band with UPDRS tremor
subscores may demonstrate the well-known suppression of the CMC by
movements (such as tremor) in this frequency range. An increase in CMC
with DBS treatment was reported to correlate with decreased tremor in
three patients (Park et al., 2009).  

Some features of our data, however, indicate the beneficial effect of CMC
in the 13 – 25 Hz band. The best UPDRS scores were seen in patients
who manifested CMC in this frequency band for DBS in both on and off
conditions. Moreover, the patients with no CMC over this range needed
the most medication. 
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CMC may reflect both the functional properties of muscle co-ordination
and some pathophysiological features of PD such as rigidity. Transcranial
alternating current stimulation (tACS) at 20 Hz increased beta CMC and
slowed down movements in healthy control subjects (Pogosyan et al.,
2009), whereas in PD patients it attenuated CMC and made the amplitude
of finger tapping more regular (Krause et al., 2014). We were not able to
separate the functional and pathological features of CMC.

CMC peak amplitude and frequency both correlated negatively with
UPDRS tremor scores in the 6 – 13 Hz range. The importance of this
finding remains uncertain because several patients had zero tremor scores.

5.5 CMC and CKC in 10 healthy volunteers (Study IV)

Significant CMC was detected in 19 out of 20 hemispheres, and
significant CKC was found in 20 hemispheres of 10 healthy subjects.
Data from 19 hemispheres with both CMC and CKC were analyzed. The
frequency distributions of the CMC and CKC peaks overlapped at least in
part in 15 hemispheres. The similarities of the CKC and CMC values in
both hemispheres enabled their pooling across the hemispheres. The
intraindividual variability between the right and left hemispheres within a
subject was less prominent than the noticeable variability seen when
CMC and CKC were compared between individuals. 

The mean peak CMC frequency was 23 Hz and CKC mean peak
frequency 21 Hz (p = 0.013). The mean peak frequencies of CMC and
CKC correlated (r

s
 = 0.681, n = 19, p = 0.001, two tailed). The mean

maximum CMC amplitude was 0.1 ± 0.05 and the mean maximum CKC
amplitude was 0.08 ± 0.04 (p = 0.059). Maximum CMC and maximum
CKC amplitudes correlated significantly (r

s
 = 0.575, n = 19, p = 0.010,

two tailed). The source location co-ordinates did not differ significantly
between CMC and CKC within different hemispheres (Figure 11).

The peak frequency of accelerometer power spectrum between 6 – 14 Hz,
considered to contain the tremor frequency, did not correlate with CMC
(r

s
 = -0.178, n = 19, p = 0.465, two tailed) or CKC (r

s
 = 0.045, N = 19, p =

0.854, two tailed) peak frequencies.
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Figure 11. Source localization of CMC (left) and CKC (right) in one subject. Modified
from Study IV.

5.5.1 Discussion of Study IV

CMC and CKC spectra in most subjects resemble each other and the
beamformer source locations of simultaneously recorded CMC and CKC
were nearly identical. The task was to extend the wrist and hold the hand
still, thus the accelerometer signals (and CKC) were generated by postural
tremor. The accelerometer power spectra revealed a low-frequency peak
between 5 and 11 Hz in nine out of ten patients. This peak probably has it
origins in the small-amplitude postural tremor. Hence, we suggest that the
physiological mechanisms related to postural tremor are registered in
CMC. A previous study of PD patients revealed an elevated CMC in the
12 – 18 Hz band in patients with strong postural tremor (Caviness et al.,
2006) supporting this notion.

Small differences between CMC and CKC spectra are not surprising even
when they reflect the same phenomenon, because the EMG electrode
records signals from one muscle but the postural tremor probably relates
to activity of several muscles. 

The accelerometer signals are also useful in CKC estimates in the
stationary hand position used in this study. The accelerometer is often
easier to use than EMG as EMG electrode placement is more vulnerable
and when the EMG electrode is attached on the skin the skin may move
relative to the examined muscle.
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6. ADDITIONAL MATERIAL  

6.1 Motivation

The motivation for this additional previously unpublished material came
from the numerous sharp peaks found in the spectra of spontaneous brain
activity during DBS treatment (Study II, Figure 5). The peak frequencies
were so regular in the patients that their biological origin was doubtful.
Nevertheless, the patients were stimulated by regular pulse frequencies;
therefore it could have been possible that this exogenous rhythm paced
the neurons in a very regular way. 

6.2 Methods

We explored this phenomenon in more detail by measuring the pure DBS
signal without the ‘disturbing’ neural activity and by taking the
measurements in such a way as to test several different stimulator
parameters without concerns. Watermelons turned out to be suitable
‘phantom brains’.

We implanted Kinetra and Activa PC Neurostimulators into watermelons.
The melon measurements were carried out at the BioMag Laboratory and
a t MEG Core of the Brain Research Unit, Aalto University. The MEG
centers at Aalto University and the Helsinki University have Elekta
Vectorview™ MEG devices but their software are slightly different. The
MEG at Aalto University enables recordings with higher sampling rates.

One-minute recordings were collected for different DBS and MEG
parameters (Figure 12). The spectra were calculated with Graph software
(Elekta Oy) with 50% overlapping 1024-point Hanning windows. No
statistical comparisons were done.  
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Figure 12. DBS programming between watermelon recordings

6.4. Results

Similar spectral peaks as found in patient data (Study II) were detected in
the watermelon measurements during DBS. This indicates that their
generation did not require a neural substrate, and they were consequently
stimulation artifacts. 

tSSS method was also efficient at suppressing DBS artifacts from these
data (Figure 13 A). The spectral peak frequencies were slightly different
between Kinetra and Activa PC DBS devices (Figure 13 B). Different
MEG settings (band pass, sampling frequency) modified the peak
frequencies (Figure 13 C). As the higher sampling frequency generated
artifacts at the lower frequencies than lower sampling frequencies, the
artifacts are not totally explained by an aliased DBS-interference
component. 
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Figure 1 3 . The amplitude spectra of DBS-induced spectral peaks in a watermelon
measured in the BioMag laboratory. The frequency range is 0 – 300 Hz. 
A: The amplitude spectra before (black) and after (red) tSSS. Artifact peaks similar to
those found in patient measurements were detected (peak at 20.9 Hz marked with “v”
and at 33.9 Hz with “*”). B: Comparison between Kinetra (black) and Activa PC (red)
devices. Small differences were observed in amplitudes and frequencies of spectral
peaks. C: The used band pass and sampling frequency had an effect on artifact peaks.
The black line represents the usual settings (bandpass 0.03 – 330 Hz, sampling
frequency 1011 Hz). When the high pass filter was set at 100 Hz the artifact peaks
decreased but did not totally vanish (red). Higher sampling rate at 2018 Hz (turquoise)
increased the peaks and changed their frequencies.
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6.5 Discussion of additional material

These DBS measurements with watermelons confirmed that the sharp
spectral peaks seen in our patient data are mostly artifacts. This finding
does not rule out that some neural activity could be driven by the DBS
stimulation frequency (see e.g. Walker et al., 2012). The experiments in
Study IV also verified that the MEG recording parameters also have an
effect on the appearance of the artifactual frequency peaks, which
highlights the importance of parameter optimization. The artifact patterns
also differed between the two MEG devices (not shown) so that the
artifact problems of different MEG centers may not be identical.
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7. GENERAL DISCUSSION

The effects of STN-DBS on the brain's electrical activity were studied in
advanced PD patients treated with DBS. The measurements included
recordings of evoked potentials, spontaneous brain activity and CMC. All
were measured when DBS was both on and off. One study (IV) was done
with healthy volunteers to examine the effect of postural tremor on CMC
to gain a better understanding of the properties of CMC. 

The tSSS method suppressed the DBS-induced magnetic artifacts quite
well. Nevertheless all artifacts were not totally erased. Therefore the data
must be examined carefully even after using artifact suppression with
tSSS. Reducing the correlation limit of tSSS enhanced the clearance of
the data but at some point the brain signals may be affected as well. The
correlation limit of 0.8 has been shown to be fairly safe (Medvedovsky et
al., 2009). The artifact problems, related to the placement of the DBS
wires and battery and filter settings, should be taken into account during
the study design. The frequencies used by head indicator coils and the
sampling rates that are optimal for DBS recordings should both be
selected carefully. 

These studies focused on signals at and below the beta range. We
observed that the DBS-related artifacts centered on frequencies above this
range. The artifacts of DBS may be particularly hard to cope with when
exploring signals in higher frequency bands. For example, DBS may also
induce brain activity in the gamma band frequencies (Garcia et al., 2005).
Oscillations at about 300-Hz have been shown to be of interest in PD
because LFP recordings of STN have indicated 300-Hz rhythm that is
dopamine- and movement-dependent (Foffani et al., 2003). At present,
oscillations at 300-Hz frequency range are not easily studied by MEG in
patients with DBS on.  

The effects of DBS on cortical activity were studied in this thesis. The
results were somewhat inconsistent. We did not find a simple parameter
that exclusively reflected the effect of STN-DBS in advanced PD.
Although several studies emphasize the importance of cortical activity in
directing STN activity in animals (Gradinaru et al., 2009) and in patients
(Marsden et al., 2001; Fogelson et al., 2006; Litvak et al., 2011), some
effects of DBS may be mediated via deeper brain structures that are not
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directly visualized in MEG signals (Delwaide et al., 2000). It may also be
the case that the DBS-induced effects are better highlighted in more
complex aspects of cortical electrophysiology, not analyzed by us, e.g. in
reduced cortical phase-amplitude relationships (de Hemptinne et al.,
2015).

The patients could have had occasional tremor periods during the
recordings, which might have affected the spectra of spontaneous brain
activity (Mäkelä et al., 1993) or CMC. A slight tremor may affect the
CMC results by generating a CMC at the tremor frequency and its
harmonics (Volkmann et al., 1996; Timmermann et al., 2003). A strong
tremor might even induce widespread fluctuations of the measured
magnetic fields. If CMC is affected by postural tremor as we speculate,
t h e n t h e monitoring the tremor during the measurement with
accelerometer would be relevant.

Antiparkinsonian medication could also produce some variability in our
results. The patients continued their medication during the recordings to
make the measurement easier for them. Therefore, we reported combined
effects of DBS and antiparkinsonian medication. This may have had an
influence on the results. A saturation effect was not probable in our
studies as the DBS improved the motor state of the patients. Although
medication was administered during the measurements, the fluctuations in
the medication levels could not be totally controlled. 

The stun effect, improvement of the symptoms by the micro-lesion caused
by electrode insertion, should not have been problem in our studies as it
has reported to vanish within one month after insertion of the electrodes
(Jech et al., 2012). We did not have a precise delineation of the electrode
locations in the STN at our disposal. However, the DBS was efficient in
all our patients. This indicated that the DBS target was adequate.

The CMC has traditionally been estimated between EMG and brain
signals. However, EMG has many limitations. Even the exact EMG-
electrode placement may be difficult if the skin moves in relation to the
underlying muscles during or between the recordings. The usefulness of
EMG rectification has also been debated lately. Previously it has been
regularly used in CMC calculations. Rectification of EMG was thought to
enhance firing rate information and thus be a necessary pre-processing
step for CMC analysis (Myers et al., 2003). The EMG was rectified in
Study III. Recent literature has argued against the rectification of EMG
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(Neto and Christou, 2010; McClelland et al., 2012). Therefore the EMG
rectification was omitted in Study IV. The rectification has been reported
to have erratic effects on the coherence spectra and even obscure the
CMC detection in some cases (McClelland et al., 2012), thus it may have
affected our results in Study III unfavourably. The problems regarding
EMG in such studies make alternative approaches interesting and data in
Study IV indicates that an accelerometer may also be used for coherence
estimations during stationary hand positions, and not only during the
movements.

At least three hours of STN-DBS off is required to establish a steady DBS
off state for efficacy studies (Temperli et al., 2003). However, about 50%
of the total change has been estimated to occur in as little as 5 minutes
after DBS is turned off (Little et al., 2013). In all but one of our patients
the MEG measurements were done first with DBS on and then DBS off.
The DBS switching was done in a shielded room but the patient, seated in
the measurement chair, was taken out from the helmet to get some
distance between the MEG sensors and programmer device. There was an
interval of several minutes before measurements were resumed. The
actual time of switching off DBS before the DBS off measurements was
not recorded. Most often the DBS off measurements were started with
evoked field recordings, which thus had the least time to be affected by
turning DBS off. The difference in results between DBS on and off states
could have been clearer if the time between switching off the DBS and
starting the measurement had been longer. 

There are only a few previous MEG studies of chronically DBS treated
PD patients, and those studies used small groups of patients. We, by
comparison, studied a relatively large number of patients. Nevertheless,
the patient numbers are still small, particularly for subgroup analyses, and
this needs to be taken into account when interpreting the statistical results.

In the future, DBS that is adaptive to the clinical condition of individual
patients may produce better efficacy and longer duration of the implanted
battery than the present stimulation strategies. Studies of adaptive DBS in
Parkinsonian non-human primates (Rosin et al., 2011) and in patients
(Little et al., 2013) have suggested a potentially better efficacy in
ameliorating PD symptoms than conventional DBS. The adaptability can
be obtained by monitoring the electrophysiological changes of the patient.
MEG may provide clues for the appropriate neuromodulatory effects of
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DBS on long-range brain networks of PD patients, which would be a
prerequisite for an optimal clinical outcome.

68



8. SUMMARY

MEG studies of DBS patients are challenging. DBS may preclude MEG
measurements totally as artifacts produced by DBS conceal brain signals
in the recorded data. The studies presented and summarised in this thesis
show that the MEG data recorded in DBS-treated PD patients is amenable
to analyses in the vast majority of the cases after artifact rejection by
tSSS. Studies of previously well known SEFs and AEFs demonstrate that
DBS artifacts can be removed efficiently and that the remaining signals
contain physiologically valid data (Study I).

The precise mechanisms of action of the DBS treatment are still unclear.
Thus we studied the alterations in the electrical activity of the brain
caused by DBS. The auditory and somatosensory evoked fields in Study I
revealed an AEF N100m amplitude increase in the right hemisphere for
ipsilateral sound stimuli when the DBS was on. This indicated that
cortical activity is modified by DBS.
 
The effects of DBS on spontaneous brain activity and CMC were not
uniform between patients. Nonetheless, some correlations to clinical
parameters were found. Patients with a clear suppression of beta range
source strength of sensorimotor spontaneous activity also had the clearest
reduction in rigidity (Study II). Levodopa has been reported to enhance
CMC in some studies, but we did not find a similar systematic increase in
CMC in the 13 – 25 Hz band during DBS in Study III. In contrast, CMC
decreased in the majority of the patients during DBS. However, the
absence of CMC was associated with higher doses of medication. This
suggested that CMC may partly reflect compensatory phenomena to
diminished dopamine demand (Study III).

CMC may reflect the interplay between cortical and muscle activities.
However, the functional role of CMC even in healthy subjects is not yet
fully understood. We studied simultaneous CMC and CKC of healthy
volunteers during a static hold task to enhance our knowledge of the
physiology of CMC. CMC and CKC were quite similar in healthy
volunteers. This suggests that CMC may relate to postural tremor, the
source of kinematics in the static muscle contraction task (Study IV). It
was possible to measure CKC during the static wrist extension in healthy
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subjects. Thus an accelerometer may prove to be useful for coherence
measurements in the future.

Data in this thesis show that MEG studies of DBS-treated PD patients are
feasible after applying tSSS for artifact suppression. DBS modifies
cortical electrical activity, and some of these modifications correlate with
the clinical improvement of PD patients. Moreover, the accelerometer
signals are useful in CKC estimates recorded during a stationary hand
position task. 

DBS is also used as an experimental therapy in several other disorders,
such as epilepsy, obsessive-compulsive disorders, dementia and chronic
pain, therefore the methods used in this thesis can be applied to study the
pathophysiology of these conditions as well.
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