
Editor-Solicted Review

Oscillatory Nature of Human Basal Ganglia Activity:
Relationship to the Pathophysiology of Parkinson’s Disease

Peter Brown, MD*

Sobell Department of Neurophysiology and Movement Disorders, Institute of Neurology,
Queen Square, London, United Kingdom

Abstract: Alterations of basal ganglia physiology in parkinson-
ism may consist of two elements, an increase in the firing rate of
neurones and a change in the pattern of synchronisation of dis-
charges between neurones. Recent findings suggest the presence
of two principal modes of synchronised activity within the human
subthalamo-pallidal-thalamo-cortical circuit, at �30 Hz and �60
Hz. These oscillations are dynamically and systematically modu-
lated by task, thereby suggesting a functional role in movement.
More importantly, the two frequency modes are inversely affected
by movement, consistent with opposing actions, and differentially

expressed according to the prevailing level of dopaminergic ac-
tivity. It is argued that the balance between these modes deter-
mines the effects of basal ganglia-thalamocortical projections on
the motor areas of the cortex. The lower frequency oscillations
facilitate slow idling rhythms in the motor areas of the cortex,
whereas synchronisation at high frequency restores dynamic task-
related cortical ensemble activity in the gamma band. © 2002
Movement Disorder Society

Key words: oscillations; subthalamic nucleus; globus palli-
dus; Parkinson’s disease; coupling

The basal ganglia play a major role in the regulation of
human movement as dramatically manifest in Parkin-
son’s disease (PD), a condition in which dopaminergic
denervation of the striatum leads to paucity and slowness
of movement. Central to current hypotheses of basal
ganglia action is the division of this complex system into
two distinct pathways, inversely affected by dopaminer-
gic denervation, and with reciprocal actions on move-
ment.1–5 Such anatomically constrained theories, how-
ever, fail to explain why lesioning or stimulation of the
globus pallidus interna (GPi) paradoxically improve dys-
kinesias, whereas the same interventions in GPi or its
thalamic projection sites have no clear deleterious effects
on motor function.6–8 The failure of current anatomical

schemata of basal ganglia function to wholly explain the
efficacy of functional neurosurgery in PD has focussed
attention on the patterning of neuronal discharge in the
basal ganglia.6,9–11 Here, the core assumption is that
basal ganglia activity in Parkinson’s disease involves
abnormal synchronisation and that no activity at the level
of pallidal outflow is preferable to a noisy output.6 In
support of the above, studies in 1-methyl-4-phenyl-
1,2,3,6-tetrahydropyridine (MPTP) -treated primates and
in patients with Parkinson’s disease have found, as well
as an increase in firing rate, a tendency toward bursting
and abnormal synchronisation in the neurons of the sub-
thalamic nucleus (STN) and GPi.12–18

Coming from this perspective the tacit assumption has
been that synchronisation is an essentially pathological
phenomenon. However, it seems unlikely that the normal
functioning basal ganglia would not capitalise on this
mechanism, given the superior postsynaptic efficacy of
synchronised outputs at subsequent projection targets
and nonlinearities in the frequency–current relationship
of basal ganglia neurones that might act to further in-
crease the saliency of inputs in particular frequency
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bands.19 Here, I review current knowledge of synchro-
nised oscillations in the basal ganglia, with special em-
phasis on the findings in patients with PD. The function,
deleterious or otherwise, of these oscillations is both
unknown and unlikely to be single. Nevertheless, the
author will develop the theme that their net effect can be
characterised as essentially anti- or prokinetic and spec-
ulate how they may contribute to the pathophysiology of
parkinsonism. Overall, three major frequency bands of
oscillation have been identified in the basal ganglia, �10
Hz, 11 to 30 Hz (beta band), and �60 Hz (high gamma
band); each may be coupled to activity in the motor areas
of the cerebral cortex (Fig. 1A) and will be considered in
turn.

OSCILLATIONS BELOW 10 HZ

Very low frequency (around 1 Hz) oscillations syn-
chronous between neurones in STN and globus pallidus
externa (GPe) have been detected in mature rat organo-
typic cortex–striatum–STN–GPe cultures20 and in anaes-
thetised rats.21 These observations serve to stress the
potential for oscillatory interaction in the STN–GPe cir-
cuit. Nevertheless, recordings from monkeys and pa-
tients undergoing functional neurosurgery suggest that
synchronisation within and between the nuclei of the
basal ganglia tends to occur at higher frequencies in the
alert state. Microelectrode single unit (neurone) stud-
ies5,13,16,18,22–26 demonstrate a tendency for discharge in
STN and GPi to occur in three modes, irregular, bursting,
and oscillatory.27 Of these, only the oscillatory mode is
accompanied by an established and strong tendency to
synchronisation between neurones. Such synchronised
discharges predominantly occur at the frequency of par-
kinsonian rest and action tremor at 3 to 10 Hz and are
more prominent in the untreated parkinsonian state. The
degree of synchronisation between neurones during non-
oscillatory (i.e., an inconstant period of time between
grouped discharges) bursting is unclear, and the available
evidence is in favour of this mode actually increasing
when parkinsonian patients are treated with the dopa-
mine agonist apomorphine.17,27 Indeed bursting may be
particularly prominent during dyskinesias,27 hemiballis-
mus,10 and generalised dystonia,11 suggesting involve-
ment in the pathophysiology of dystonic movements
rather than a mechanistic role in bradykinesia itself.
Coherence (coupling) between STN and GPi activity,
and between these nuclei or their thalamic projection site
and cortex has been confirmed in the frequency range of
tremor and bursting, emphasising that these discharge
modes may have a profound influence on subcortico-
cortical networks.28–30

STN activity appears to lead that in GPi at tremor
frequency,29 and activity in GPi’s thalamic projection
site, the ventralis anterior thalami, precedes cortical ac-
tivity.28 Thus, the available evidence would be consistent
with the net driving of motor cortical areas at tremor
frequencies through the GPi–thalamo–cortical pathway
(Fig. 1A). However, it must be stressed that the tech-
niques used to date only give a picture of the overall
direction of coupling within a frequency band and do not
exclude bidirectional coupling in which one direction of
information flow dominates. Another question yet to be
resolved is the extent to which synchronised oscillations
at 3 to 10 Hz within STN and GPi may be found in the
parkinsonian state in the absence of tremor. Certainly,
there is evidence that human STN and GPi units firing at
tremor frequency show only transient periods of locking
to peripheral tremor,31 and there is one report of such
oscillations in a patient without clinical tremor.27 The
question is an important one for, if synchronisation in
STN and GPi at low frequency were to be confined to
patients with tremor, then theories that seek to explain
bradykinesia in terms of synchronisation at these fre-
quencies (see later) will not explain the phenomenon in
those 25% or so of PD patients without tremor.32

OSCILLATIONS AT 11–30 HZ

Although microelectrode studies suggest that synchro-
nisation at frequencies under 30 Hz is unlikely to be a
strong phenomenon in the pallidum of healthy, alert
monkeys,15 the monkey pallidum does display a pro-
nounced tendency to synchronisation at frequencies un-
der 30 Hz after treatment with MPTP.15 Microelectrode
studies in patients with PD have also demonstrated syn-
chronisation of single units in STN18,26 and GPi27 at 11 to
30 Hz, particularly in tremulous patients. Some of this
synchronisation of pallidal activity may be related to the
greater influence of striatal tonically active neurones in
the parkinsonian state.33 In addition, synchronous oscil-
lations at 11 to 30 Hz are found in local field potentials
(LFPs) between STN and GPi, and these structures and
cortex, especially the supplementary motor area (SMA),
in parkinsonian patients undergoing functional neurosur-
gery.30,34 Such LFP recordings are usually made directly
from the stimulating macroelectrode, postoperatively, in
the interval between implantation and subsequent con-
nection to a subcutaneous stimulator. The timing of
neuronal discharges is closely related to fluctuations in
LFPs, which can be used, therefore, as a surrogate
marker of synchronisation of neuronal discharge,35,36

backed up by the demonstration of coupling between
oscillations in LFPs and those in single units37 and
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postsynaptic effects in terms of coupling between LFPs
in distant sites.29

LFP oscillation at 11 to 30 Hz and related coherence at
the same frequency between STN, GPi, and cerebral
cortex is greater in the relative absence of dopamine and
reduced before and during voluntary movement.29,37,38

The bulk of cortical activity coupled with that in STN
and GPi in the 11 to 30 Hz band (Fig. 1A) drives these
subcortical structures.30,34 STN activity is also coherent
with electromyography (EMG) during voluntary contrac-
tions. Here EMG leads STN, perhaps through a combi-
nation of peripheral re-afferance and corollary discharge
to the STN from cortical neurones projecting to the
pyramidal tract.34

In summary, the STN and GPi demonstrate a tendency
to synchronisation at 11 to 30 Hz, as well as at tremor
frequencies. However, the former is likely to be driven
from the motor areas of the cortex and may represent
some form of corollary discharge. It is most marked in
the untreated parkinsonian state. Interestingly, animal
models suggest that one effect of dopaminergic denerva-
tion is to make the STN more susceptible to rhythmic
cortical inputs.39

The finding of coupling at 11 to 30 Hz may also prove
to be useful in functional neurosurgery. Those STN
macroelectrode contact sites that, when recorded from,
demonstrate the highest coherence with midline electro-
encephalogram (EEG) in the beta band closely corre-
spond to those sites that produce the best clinical effect
when they are electrically stimulated at high frequen-
cies.34 Anatomical studies suggest that, although the
primary motor cortex projects to the part of the STN that
outputs to the GPe, the supplementary motor area
projects to that part of the STN that outputs to GPi.40

Thus, the presence of beta oscillatory activity coherent
with midline EEG (likely arising from the supplementary
motor area) may be a useful marker that the relevant
contacts of the macroelectrode span the part of the STN

FIG. 1. Oscillatory coupling between globus pallidus (GP) and cortex.
A: Coupling between GP and electroencephalogram (EEG) in the
region of the supplementary motor cortex in a Parkinson’s disease (PD)
patient off medication (red, GP contacts 12 and 23) and after reinsti-
tution of levodopa (blue, GP contact 23). Note that off medication,
coupling (coherence) between GP and cortex is dominated by activity
�10 Hz and at 20 to 30 Hz. GP leads and lags cortex at �10 Hz and
20 to 30 Hz, respectively. These couplings are reduced after levodopa,
when strong coupling at �60 Hz appears. GP leads cortex in the latter.
The thin lines in the spectra are the 95% confidence limits. B: Sche-
matic summary of oscillatory basal ganglia–cortical interactions. The
arrows show the dominating direction of connectivity in each fre-
quency band. STN, subthalamic nuclei; GPi, GP interna.

FIG. 2. Coherence changes between STN
and GPi during self-paced movements of a
hand-held joy-stick performed off and on
levodopa in a parkinsonian patient with mac-
roelectrodes implanted in both structures. Co-
herence change has been averaged (n � 24)
around movement onset (vertical line). Move-
ments lasted 300 to 500 msec and were re-
peated every 12 to 25 seconds. Off treatment,
there is a decrease in coupling at around 20
Hz that begins just before movement. After
levodopa administration, there is an increase
in coupling at �60 Hz that begins just before
movement. Reproduced by permission of Ox-
ford University Press.38
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projecting to GPi and are likely to give a good clinical
result upon stimulation at high frequency.

OSCILLATIONS GREATER THAN 60 HZ

The synchronisation of single units in STN or GPi at
high frequencies has not been demonstrated in micro-
electrode studies to date. However, synchronous high-
frequency oscillations have been found in LFPs between
STN and GPi, and these structures and cortex, especially
SMA, but only after PD patients have been treated with
levodopa,29,30,38 as illustrated in Figure 1A. The differ-
ence between intraoperative microelectrode single unit
and postoperative macroelectrode LFP studies probably
lies in the greater sensitivity of the latter34,41 and the
difficulty in recording patients fully on and therefore
possibly dyskinetic, during surgery.

The coherence between STN, GPi, and cortex tends to
occur at around 60 to 80 Hz, although coherence at
double this frequency may also occur.29 This high-fre-
quency coherence is increased before and during volun-
tary movement.38 Thus, elements within the pallidum
and STN form a dynamic functional network that, in the
presence of a normal dopaminergic drive, resonates at
frequencies in the high gamma band. The bulk of STN
and GPi activity coupled with cortical activity in this
band leads cortex.30 The likely path based on anatomical
considerations is by means of GPi/substantia nigra pars
reticulata and thalamus.42

The origin of the synchronisation in the high gamma
band found in parkinsonian patients after restoration of
dopaminergic activity is unclear. It is interesting to note
that synchronisation of EEG at similar frequencies re-
cently has been identified in subdural recordings from
motor areas in epileptic patients without obvious abnor-
malities of movement43 and from the scalp in healthy
subjects.44,45 Like the coherence between the cortical and
subthalamic activity, this synchronisation is maximal
during or slightly before self-paced movements. It is
possible, therefore, that the oscillatory interactions in the
high gamma band have physiological correlates in the
healthy human. This idea receives support from the re-
cent demonstration of similar oscillations in the LFP of
the STN of the rat.46

CONSEQUENCES OF ABNORMAL,
SUBCORTICALLY DRIVEN, CORTICAL

RHYTHMICITY IN PARKINSON’S DISEASE

Of the basal ganglia oscillations coupled with activi-
ties in motor cortical areas, there are two that may be
considered essentially antikinetic. The first is greatest in
the absence of adequate dopaminergic stimulation and
occurs at tremor frequencies (3–10 Hz). Stimulation of

the pallidum and entopeduncular nucleus (homologue of
the medial pallidum) in cats at similar frequencies leads
to large-scale synchronisation of the EEG at alpha fre-
quencies in cortical motor areas and to gradual slowing
and eventual cessation of spontaneous movements.47–50

Comparable effects have been provisionally reported af-
ter low-frequency stimulation in the region of the human
STN,51,52 consistent with an essentially antikinetic effect
of basal ganglia oscillatory synchronisation at 3 to 10 Hz.

Could this abnormal, low-frequency, synchronous os-
cillatory activity in GPi and its input STN act, by means
of the thalamus, to hold the motor cortex in a low-
frequency antikinetic state in Parkinson’s disease?7 Neu-
rons in the specific and nonspecific thalamic nuclei tend
to oscillate at gamma frequencies upon depolarisation,53

and GPi overactivity and low-frequency bursting in Par-
kinson’s disease might diminish these fast oscillations
and their action on the cortex. This could be brought
about by GABA-induced hyperpolarisation of thalamo-
cortical neurones and deinactivation of low-threshold
calcium channels, triggering short bursts of very high-
frequency action potentials synchronised by and phase-
locked to pallidal discharges, in much the same way as
phasic GABAergic inputs from nucleus reticularis thal-
ami may drive sleep spindles.54 The result would be a
pervasive synchronisation of cortical activity at frequen-
cies of 3 to 10 Hz.

The second basal ganglia activity that may be essen-
tially antikinetic in nature is that at 11 to 30 Hz. Al-
though the directionality of net coupling between STN/
GPi and cortex at 11 to 30 Hz is against a direct basal
ganglia effect on cortex, it is possible that this input may
act to suppress prokinetic high gamma oscillations in the
basal ganglia. Thus, task- and drug-induced changes in
these two bands are usually reciprocal,38 as illustrated in
Figure 2. Such an antikinetic effect would be consistent
with the observation that stimulation of the feline palli-
dum and entopeduncular nucleus at around 30 Hz leads
to freezing of movement.47–50

In contrast, basal ganglia activity synchronized at �60
Hz may be considered prokinetic in nature. Thus, it is
found in PD after treatment with levodopa, when brady-
kinesia is ameliorated and is increased before voluntary
movements.38 A prokinetic effect is further suggested by
the antiparkinsonian effects of stimulation of STN or GPi
at frequencies �60 Hz.55–57 Nevertheless, the oscilla-
tions occurring after the reinstitution of dopaminergic
stimulation are unlikely to be directly related to the
execution of voluntary movement as they occur at rest as
well as during motor activity. Instead they could be
related to attentional processes operating in the executive
domain, acting through the thalamus to favor cortico–
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cortical interactions in the gamma band.7,58 Specifically,
it has been argued that the latter interactions provide a
mechanism for favoring and, therefore, selecting and
binding together those distributed cortical activities nec-
essary for the prompt and successful execution of a
movement,7,59 although a role for synchronisation at high
frequency in higher order aspects of motor control re-
mains speculative.60,61 In support of this attentional hy-
pothesis is the disappearance of the �60 Hz activity in
STN with drowsiness.29 The observation that the �60 Hz
activity is reduced during tonic voluntary contraction29

but increased during movement38 also argues for a close
relationship with cortical motor gamma activities that, as
expressed in the cortical drive to motoneurones, show
parallel changes.62,63

The above speculation regarding the prokinetic effects
of basal ganglia activity in the high gamma range is
borne out by the results of some old studies in cats.
Stimulation of the pallidum and entopeduncular nucleus
(equivalent to GPe and GPi, respectively, in the primate)
at such high frequencies causes desynchronisation of
EEG over motor cortical areas,47,49 a phenomenon asso-
ciated with increased cortico–cortical interactions in the
gamma band.64 More importantly, the same high-fre-
quency stimulation is able to reverse the bradykinetic
effects of low-frequency stimulation of the basal
ganglia.48

So, how may these different patterns of synchroniza-
tion affect movement? First, the synchronisation at low
frequency off antiparkinsonian medication will involve
pyramidal neurons through its effects on cortex, with
consequent driving of muscle at low frequencies, mani-
fest as parkinsonian rest and action tremor. This in turn
leads to a suboptimal unfused pattern of muscle activa-
tion, thereby slowing the onset of voluntary actions and
decreasing contraction strengths.63 Second, the trapping
of cortical activity in synchronous oscillations of low-
frequency through low-frequency driving and the possi-
ble suppression of the �60 Hz mode by the 11 to 30 Hz
cortical input to the basal ganglia prevents cortico–cor-
tical interaction in the gamma band thereby contributing
to bradykinesia.7,59 In this case, one would predict an
association between bradykinesia and the failure to shift
cortical activity to higher frequencies in motor areas both
with and without major projections to the spinal cord.
This mechanism should be particularly evident in com-
plex movements, which are especially difficult in Par-
kinson’s disease and has been confirmed in parkinsonian
subjects performing manual tracking or combined and
sequential motor tasks on and off levodopa.65,66

On the other hand, basal ganglia oscillations at �60
Hz may be prokinetic by virtue of their facilitation of

motor cortical interaction in the gamma band. This will
include pyramidal neurons so that high-frequency corti-
cal drive to muscles is restored, reversing any bradyki-
nesia and weakness due to unfused contraction. A recent
magnetoencephalography study has provided strong sup-
port for the hypothesis that the basal ganglia, operating in
the presence of adequate dopaminergic stimulation, act
to release motor cortical activity from idling frequencies
and encourage corticomotor oscillations in the beta and
gamma range.67 However, the degeneration of dopami-
nergic neurons in PD includes both the substantia nigra
pars compacta and ventral tegmental area, leading to
secondary dopamine depletion in both the striatum and
motor areas of the cerebral cortex.68 Thus, the demon-
stration that STN stimulation has a similar effect on
corticomuscular activity as levodopa has been important
in confirming that dopaminergic effects on cortical
rhythmicity are mediated through pathways involving
the striatum and thereby STN.69

IMPLICATIONS FOR FUNCTIONAL
NEUROSURGERY

To what extent can the different patterns of rhythmic
activity in the basal ganglia help explain the paradoxical
results of functional neurosurgery for Parkinson’s disease?
Hitherto, the efficacy of this treatment has been difficult to
explain in terms of the known physiology of the basal
ganglia. There are two surgical techniques, lesioning of GPi
or STN and stimulation of the same sites at high frequency
through implanted macroelectrodes.55–57,70 Focal lesions of
GPi should destroy the major output of the basal ganglia to
the motor cortex and abolish their contributions to normal
voluntary movement. Lesions would be expected, therefore,
to impair motor performance, but the reverse is seen in
Parkinson’s disease. On the other hand, the similarity be-
tween the effects of stimulation at frequencies in excess of
60 Hz and focal lesioning might suggest that the former
works through the induction of a virtual lesion by depolari-
sation block or some other blocking mechanism.56 How-
ever, human GPi neurones discharge at frequencies of
approximately 85 to 140 Hz in Parkinson’s disease, sug-
gesting that neural elements are more likely to be driven
than blocked by high-frequency stimulation.16,17,25

These paradoxical observations could be reconciled if
we are correct in hypothesising that the low- and high-
frequency modes of the subthalamic–pallidal circuit im-
pair and promote motor function, respectively. In this
case, the low-frequency activity (�30 Hz) could be
blocked with beneficial effect by either exogenous dopa-
minergic stimulation or the focal destruction of GPi or
STN. At the same time, therapeutic stimulation of either
nucleus at high frequency might artificially drive a pro-
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kinetic circuit that normally requires dopaminergic stim-
ulation to resonate in its optimal mode. Resonance could
be achieved through artificially driving the system at its
base frequency of 60 to 80 Hz or multiples thereof. Deep
brain stimulation seems to be effective at frequencies
�60 Hz,56 but careful studies are required to confirm
whether or not there are some high frequencies that are
preferentially effective in overcoming parkinsonism, par-
ticularly bradykinesia.

CONCLUSION

The realization that basal ganglia activity may be
synchronised in multiple frequency bands, each with
different functional significance, provides further insight
into the pathophysiology of PD and may resolve some of
the paradoxes raised by functional surgery. Figure 1B is
a simplistic schematic summary of oscillatory basal gan-
glia–cortical interactions in PD as proposed in this re-
view. Nevertheless, a full mechanistic understanding of
how oscillations contribute to movement and its derange-
ment is some way off.
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