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Objective: Tinnitus can be considered an auditory phantom percept, in which patients hear an internal
sound in the absence of any external sound source, mimicking tonal memory. Tinnitus however can be
perceived exclusively uni- or bilaterally.

Methods: The neurophysiological differences were investigated between unilateral and bilateral tinnitus
using LORETA source localized resting state EEG recordings.

Results: The difference between unilateral and bilateral tinnitus is reflected by high frequency activity
(beta and gamma) in the superior prefrontal gurus, right parahippocampus, right angular gyrus and right
auditory cortex. Unilateral tinnitus is characterized by contralateral beta2 in the superior prefrontal gyrus
in comparison to bilateral tinnitus, but gamma in comparison to non-tinnitus subjects. Bilateral tinnitus
has delta activity in the ventrolateral prefrontal cortex in comparison to unilateral tinnitus, and bilateral
betal in comparison to non-tinnitus subjects. Bilateral tinnitus is also characterized by bilateral fronto-
polar betal activity.

Conclusions: Unilateral and bilateral tinnitus can be differentiated based on their resting state oscillation
patterns: beta3 and gamma-band activity in the superior premotor cortex, parahippocampal area and
angular gyrus seem to form the core of a spatial localization network involved in tinnitus.

Significance: These differences should be taken into account when evaluating functional neuroimaging
data relating to tinnitus.

© 2010 International Federation of Clinical Neurophysiology. Published by Elsevier Ireland Ltd. All rights
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1. Introduction

Tinnitus is an auditory phantom percept, where patients hear
an internal sound in the absence of any external sound source. In
the population 10-15% experience tinnitus chronically and about
6-25% of the affected people report interference with their lives,
as tinnitus causes a considerable amount of distress (Axelsson
and Ringdahl, 1989; Baguley, 2002; Eggermont and Roberts,
2004; Heller, 2003). Typically, pain, concentration problems,
depression, anxiety, irritability, sleep disturbances, and intense
worrying are perceived to be significantly more severe within tin-
nitus patients (Erlandsson and Holgers, 2001). Hence, this phantom
sound can be extremely disruptive and debilitating leading many
patients to seek medical attention.

In daily situations, an external sound is perceived bilaterally
(Mayer et al., 2009; Wang et al., 2009). In contrast, tinnitus, which
is an internal sound, can be experienced exclusively uni- or bilater-
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ally. Previous research reported bilateral tinnitus in 52% of
patients (Chermak and Dengerink, 1987). When hearing loss is
more severe in the right ear, there is right-sided tinnitus and,
when hearing loss is more pronounced in the left ear, the tinnitus
is bilateral or more pronounced on the right (Cahani et al., 1984;
Nageris et al., 2010). However, phantom pain which can be consid-
ered the somatosensory analogue for tinnitus (De Ridder et al.,
2007; Moller, 2000; Tonndorf, 1987) is usually perceived unilater-
ally (Flor et al., 1995; Lockwood et al., 1999). No study to date has
looked into the neurophysiological differences between unilateral
and bilateral tinnitus, although this could lead to a better under-
standing of the pathophysiology of tinnitus. Hence, it might be
interesting to further explore the perceived spatial localization in
tinnitus.

Tinnitus is correlated to gamma-band activity in the auditory
cortex (Llinas et al., 1999; van der Loo et al., 2009; Weisz et al.,
2007) contralaterally to where the unilateral tinnitus is perceived
(Giraud et al., 1999; Lockwood et al.,, 1998; Smits et al., 2007,
van der Loo et al., 2009; Weisz et al., 2007). Bilateral tinnitus could
be correlated to bilateral activation in the auditory cortex, similar
to perceiving an external sound which usually also evokes bilateral
gamma-band activity in the auditory cortex (Pantev et al.,
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1991a,b). In contrast, other researchers claim that tinnitus is typi-
cally generated in the left auditory cortex, irrespective how tinni-
tus is perceived (Andersson et al., 2000; Arnold et al., 1996;
Schlee et al., 2009).

New insights into the neurobiology of tinnitus suggest that neu-
ronal changes are not limited to the classical auditory pathways. In
particular the dorsolateral prefrontal cortex (Alain et al., 1998;
Knight et al., 1989; Lewis et al., 2000; Voisin et al., 2006), anterior
cingulate cortex (Mirz et al., 2000; Muhlau et al., 2006; Vanneste
et al., 2010), and (para)hippocampus (De Ridder et al., 2006; Land-
grebe et al., 2009; Vanneste et al., 2010) seem to be involved in tin-
nitus too, and it has recently been investigated how these areas co-
activate (Schlee et al., 2009). Non-auditory brain areas might be
important for the difference between unilateral and bilateral tinni-
tus as well.

The objective of the present study was to verify the neurophysi-
ological differences between unilateral and bilateral in a homoge-
nous but large group of tinnitus patients using source localized
resting state EEG recordings.

2. Methods and materials
2.1. Participants

Sixty-two patients (N=62; 30 males and 32 females) with
strictly narrow band noise tinnitus with a mean age of 54.43 were
selected from the multidisciplinary Tinnitus Research Initiative
(TRI) Clinic of the University Hospital of Antwerp, Belgium. Pa-
tients were selected based on their tinnitus lateralization. All pa-
tients had tinnitus for more than 1year and perceive this
continuously. Individuals with pulsatile tinnitus, Méniére disease,
otosclerosis, chronic headache, neurological disorders such as
brain tumors, and individuals being treated for mental disorders
were not included in the study in order to obtain a very homoge-
neous sample. Patients with CNS-acting medication were excluded
as well. In total 35 unilateral tinnitus patients (20 left-sided and 15
right-sided tinnitus patients) and 27 bilateral tinnitus patients
were included in the study.

All patients were investigated for the extent of hearing loss
using audiograms. Tinnitus matching was performed looking for
tinnitus pitch (frequency) and tinnitus intensity. Participants were
requested to refrain from alcohol consumption 24 h prior to
recording, and from caffeinated beverages consumption on the
day of recording. Patient’s subjective tinnitus loudness perception
was obtained on a Visual Analogue Scale (VAS) from O to 10 and a
validated Dutch translation of the Tinnitus Questionnaire (Meeus
et al., 2007) was used to asses tinnitus related distress. No signifi-
cant differences were found between recent onset and chronic tin-
nitus patients for the Ages, VAS, and the TQ. Gender was equally
balanced. See Table 1 for overview. No significant differences were
found for hearing loss, as measured by the loss in decibels (dB SPL)

Table 1
Patient characteristics and mean and standard deviations for different tinnitus
characteristics.

Tinnitus laterality

Unilateral Bilateral

Gender

Male 15 15

Female 16 16
Age 54.61(10.95) 54.25(11.45)
Tinnitus duration 4.87(1.03) 4.43(1.25)
VAS intensity 6.45(1.09) 6.78(.89)
TQ 53.51(10.43) 54.68(9.45)

at the tinnitus frequency as well as in the overall hearing loss
(p =.58). All patients were right handed.

The study was approved by the Ethical Committee of the An-
twerp University Hospital, Belgium.

2.2. EEG data collection

EEGs (Mitsar, Nova Tech EEG, Inc., Mesa) were obtained in a
fully lighted room with each participants sitting upright in a com-
fortable chair. The EEG was sampled with 19 electrodes (FP1, FP2,
F7, F3, Fz, F4, F8, T7, C3, Cz, C4, T8, P7, P3, Pz, P4, P8, O1 02) in the
standard 10-20 international placement referenced to linked lobes
and impedances were checked to remain below 5 kQ. Data were
collected for 100 2-s epochs eyes closed, sampling rate = 1024 Hz,
and band passed 0.15-200 Hz. Data were resampled to 128 Hz,
band-pass filtered (fast Fourier transform filter) to 2-44 Hz. These
data were transposed into Eureka! Software (Congedo, 2002), plot-
ted and carefully inspected for manual for artifacts. All episodes
containing artifacts including eye blinks, eye movements, teeth
clenching, body movement, or ECG artifacts were removed from
the stream of the EEG. In addition, an independent component
analysis (ICA) was conducted to further verify if all artifacts were
excluded. To investigate the effect possible ICA component rejec-
tion we compared the power spectra in two approaches: (1) after
visual artifact rejection only (before ICA) and (2) after additional
ICA component rejection (after ICA). To test for significant differ-
ences between the two approaches we performed a repeated-mea-
sure ANOVA, considering mean band power as within-subject
variables and groups (unilateral versus bilateral tinnitus) as be-
tween-subject variable. The mean power in delta (2-3.5 Hz), theta
(4-7.5Hz), alphal (8-10Hz), alpha2 (10-12Hz), betal (13-
18 Hz), beta2 (18.5-21Hz), beta3 (21.5-30Hz) and gamma
(30.5-45 Hz) did not show a statistically significant difference be-
tween the two approaches. Therefore, we continue by reporting
the results of ICA corrected data.

Average cross-spectral matrices were computed for bands delta
(2-3.5 Hz), theta (4-7.5 Hz), alpha1l (8-10 Hz), alpha2 (10-12 Hz),
betal (13-18 Hz), beta2 (18.5-21Hz), beta3 (21.5-30 Hz) and
gamma (30.5-45 Hz).

2.3. NTE normative database

Also the normative database of the Nova Tech EEG (NTE), Inc.,
Mesa, AZ (N=30; range: 20-30years) was used (http://
www.novatecheeg.com/). None of these subjects were known to
suffer from tinnitus or hearing loss. Exclusion criteria for the NTE
database were known psychiatric or neurological illness, psychiat-
ric history of drug/alcohol abuse in a participant or any relative,
current psychotropic/CNS active medications, history of head in-
jury (with loss of consciousness) or seizures, headache, physical
disability. To build the database about 3-5 min of EEG was contin-
uously recorded while participant sat with the eyes closed. EEG
data were acquired at the 19 standard leads prescribed by the
10-20 international system (FP1, FP2, F7, F3, FZ, F4, F8, T3, C3,
CZ, C4, T4, T5, P3, PZ, P4, T6, O1, 02) using both earlobes as refer-
ence and enabling a 60 Hz notch filter to suppress power line con-
tamination. The resistance of all electrodes was kept below 5 kQ.
Data of the NTE database were acquired using the 12-bit A/D Neu-
roSearch-24 acquisition system (Lexicor Medical Technology, Inc.,
Boulder, CO) and sampled at 128. In the database all biological,
instrumental and environmental artifacts had been removed.

2.4. Source localization

Standardized low-resolution brain electromagnetic tomography
(SLORETA) was used to estimate the intracerebral electrical sources
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that generated the scalp-recorded activity in each of the eight fre-
quency bands (Pascual-Marqui, 2002). sSLORETA computes electric
neuronal activity as current density (A/m?) without assuming a
predefined number of active sources. The sSLORETA solution space
consists of 6239 voxels (voxel size: 5 x 5 x 5 mm) and is restricted
to cortical gray matter and hippocampi, as defined by digitized
MNI152 template (Fuchs et al., 2002). Scalp electrode coordinates
on the MNI brain are derived from the international 10/20 system
(Jurcak et al., 2007).

2.5. Statistical analyses

In order to identify potential differences in brain electrical
activity between conditions, SLORETA was then used to perform
voxel-by-voxel between-condition comparisons of the current
density distribution. Non-parametric statistical analyses of func-
tional sLORETA images (statistical non-parametric mapping;
SnPM) were performed for each contrast employing a t-statistic
for unpaired groups and a corrected for multiple comparisons
(p <.05). As explained by Nichols and Holmes, the SnPM methodol-
ogy does not require any assumption of Gaussianity and corrects
for all multiple comparisons (Nichols and Holmes, 2002). We per-
formed one voxel-by-voxel test (comprising 6239 voxels each) for
the difference frequency bands.

2.6. Region of interest analysis

The log-transformed electric current density was averaged
across all voxels belonging to the region of interest, respectively,
left and right primary auditory cortex (BA40 and BA41) and left
and right secondary auditory cortex (BA21 and BA22) separately
for the gamma frequency band.

A multivariate ANOVA (i.e. Wilks’ Lambda) for the frequency
bands was used with the respective region of interest (i.e. left
and right primary auditory cortex (BA40 and BA41) and left and
right secondary auditory cortex (BA21 and BA22) as dependent
variables and different groups (pure tone, narrow band noise and
control subjects) as independent variable. A Bonferroni correction
was applied for multiple comparisons.

3. Results
3.1. Unilateral versus bilateral tinnitus

SLORETA yielded significant differences between unilateral and
bilateral tinnitus patients (p <.05) (see Fig. 1). Increased activity
was revealed in the left inferior ventrolateral prefrontal cortex
(LFG; BA47) for delta, and the parahippocampus (PHC; BA37),
angular gyrus (BA39) and the auditory cortex area (sAC; BA22)
for both beta3 and gamma for unilateral tinnitus patients in com-
parison to bilateral tinnitus patients. In addition, we found de-
creased activity within beta2 in the right superior premotor
cortex (rMMC; BA6 and BA8) for unilateral tinnitus patients in
comparison to bilateral tinnitus patients. No significant effect
was found for theta, alphal, alpha2, and betal.

3.2. Unilateral tinnitus versus NTE normative database (controls)

A sLORETA contrast analysis between unilateral versus NTE nor-
mative database demonstrated significantly (p <.05) increased
activity within gamma (30.5-32 Hz) in the right superior premotor
cortex (rMMC; BA8) for unilateral tinnitus patients in comparison
to the normative database (see Fig. 2). No significant effects were
found for delta, theta, alphal, alpha2, betal, beta2 and beta3.

3.3. Bilateral tinnitus versus NTE normative database (controls)

A contrast analysis based on sLORETA between bilateral tinni-
tus versus NTE normative database showed a significantly
(p <.05) increased activity within betal (13-18 Hz) in the ventro-
lateral prefrontal cortex extending to frontopolar (LFG; BA47 and
BA10) and increased activity within gamma (30.5-32 Hz) in the
superior premotor cortex (rMMC; BA8) for bilateral tinnitus pa-
tients in comparison to normative database (see Fig. 3). No signif-
icant effects were found for delta, theta, alphal, alpha2, beta2 and
beta3.

3.4. Region of interest analysis

A significant effect was found for the log-transformed current
density for the different groups on the region of interest (auditory
cortex Brodman areas) for the gamma frequency band,
F(16,164)=4.30, p <.001 (see Fig. 4). Univariate ANOVA further
yielded a significant effect for, respectively, left BA 21
(F(2,89)=10.93,p <.001), left BA22 (F(2,89)=11.15, p <.001), left
BA 40 (F(2,89)=23.93, p<.001), left BA 41 (F(2,89)=11.94,
p<.001), right BA 21 (F(2,<89)=5.76, p<.001), right BA 22
(F(2,89)=10.78, p <.001), right BA 40 (F(2,89)=12.87, p<.001),
and right BA 41 (F(2,89)=6.41, p<.001), A Bonferroni multiple
comparison analysis (p <.05) revealed that the control subjects
had significant lower log averaged current density in comparison
to unilateral and bilateral tinnitus patients. Unilateral and bilateral
tinnitus patient did not differ from each other, expect for BA22
right. For this latter brain area it was revealed that unilateral tinni-
tus had higher current densities than bilateral tinnitus patient
(p=.05).

3.5. Left-sided versus bilateral tinnitus

SLORETA yielded significant differences between left and
bilateral tinnitus patient (p <.05) (see Fig. 5). Increased activity
was revealed in the parahippocampus (PHC; BA37), angular
gyrus (BA39) for both beta3 and gamma for left-sided tinnitus
patients in comparison to bilateral tinnitus patients. In addition,
we found decreased activity within beta2 (18.5-21Hz) in the
right superior premotor cortex (rMMC; BA6 and BAS8) for left-
sided tinnitus patients in comparison to bilateral tinnitus pa-
tients. No significant effects were found for delta, theta, alphal,
alpha2, and betal.

3.6. Right-sided versus bilateral tinnitus

Significant differences were demonstrated between right-sided
and bilateral tinnitus patient (p <.05) (see Fig. 6). Decreased activ-
ity was revealed within beta2 (18.5-21 Hz) in the right superior
premotor cortex (rMMC; BA6 and BA8) for right-sided tinnitus pa-
tients in comparison to bilateral tinnitus patients. Furthermore, in-
creased activity was revealed in the parahippocampus (PHC; BA37)
and angular gyrus (BA39) for both beta3 for unilateral tinnitus pa-
tients in comparison to bilateral tinnitus patients. No significant ef-
fects were found for delta, theta, alphal, alpha2, and betal, and
gamma.

3.7. Frequency analysis of alpha rhythms

To determine whether the differences found might be the result
of discrepancies of the individual alpha frequency (IAF) peaks be-
tween individuals within the distinct groups (i.e. narrow band
noise, pure tone and control) we identified the IAF peak according
to literature guidelines (Klimesch, 1996; Klimesch et al., 1998,
1999). This individual alpha frequency peak was defined as the
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Fig. 1. sSLORETA contrast analysis between unilateral versus bilateral tinnitus (p <.05): (a) increased delta (1-3.5 Hz) activity in the left inferior ventrolateral prefrontal cortex
(LFG; BA47), (B) decreased beta2 (18.5-21 Hz) activity in the right superior premotor cortex (rMMC; BA6 and BA8), and (C and D) increased beta3 (21.5-30 Hz) and gamma
(30.5-45 Hz) activity in, respectively, parahippocampal area (PHC; BA37) auditory cortex area (SAC; BA22) and the angular gyrus (BA39).

frequency within the range of 6-13 Hz range of the EEG spectrum 4. Discussion

showing maximum power. The mean individual alpha frequency

was 10.74, 10.53 and 10.95 Hz for, respectively, unilateral tinnitus The main objective was to characterize the neurophysiological
patients, bilateral patients and control subjects. There was no sig- differences in unilateral versus bilateral tinnitus. Differences were
nificant inter-groups difference in the IAF peak as evaluated by an demonstrated with increased synchronized activity in the ventro-
ANOVA (p > 45). lateral prefrontal cortex and decreased synchronized activity in
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Fig. 2. sLORETA contrast analysis between unilateral versus NTE normative database (p <.05) revealed increased gamma (30.5-32 Hz) activity in the right superior premotor

cortex (rMMC; BA8).

the superior premotor cortex, the parahippocampus, angular gyrus
and the secondary auditory cortex area. These areas overlap with
areas involved in tonal memory. Tonal memory activates a net-
work comprising ventrolateral prefrontal cortex (encroaching Bro-
ca’s area), dorsal premotor cortex, the planum temporal of the
auditory cortex, inferior parietal lobe, the anterior insula, subcorti-
cal structures (basal ganglia and thalamus), as well as the cerebel-
lum (Koelsch et al., 2009). The neurophysiological differences
between a normative database and, respectively, unilateral tinni-
tus and bilateral tinnitus patients were also analyzed. That is, in-

creased activity within the superior premotor cortex was noted
for unilateral tinnitus versus control subjects and in the ventrolat-
eral prefrontal cortex, frontopolar cortex and the superior premo-
tor cortex for bilateral tinnitus versus control subjects.
Comparison for left-sided and right-sided tinnitus separately with
bilateral tinnitus revealed decreased synchronized beta2 activity in
the superior premotor cortex and increased synchronized beta3
activity in parahippocampus and angular cortex for both left-sided
and right-sided tinnitus in comparison to bilateral tinnitus.
Furthermore, for left-sided tinnitus also increased synchronized

L ==~ R|(Y)

Fig. 3. sLORETA contrast analysis between bilateral tinnitus versus NTE normative database (p <.05): (A) increased betal (13-18 Hz) activity in ventrolateral prefrontal
cortex and frontopolar cortex(LFG; BA47 and BA10) and (B) increased gamma (30.5-32 Hz) activity in the superiorprepremotor cortex (rMMC; BAS).
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Fig. 5. sLORETA contrast analysis between left versus bilateral tinnitus (p <.05): (a) decreased beta2 (18.5-21 Hz) activity in the right superior premotor cortex (rMMC; BA6
and BA8), and (C and D) increased beta3 (21.5-30 Hz) and gamma (30.5-45 Hz) activity in, respectively, parahippocampal area (PHC; BA37) auditory cortex area (SAC; BA22)

and the angular gyrus (BA39).
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Fig. 6. SLORETA contrast analysis between Right versus Bilateral tinnitus (p <.05): (a) decreased beta2 (18.5-21 Hz) activity in the right superior premotor cortex (rMMC;
BA6 and BA8), and (C)) increased beta3 (21.5-30 Hz) in, respectively, parahippocampal area (PHC; BA37) and the angular gyrus (BA39).

gamma activity in secondary/tertiary auditory cortex was found
when comparing with bilateral tinnitus patients. A region of inter-
est analysis for the gamma activity further revealed that in general
tinnitus patients (both unilateral and bilateral) differ from the con-
trol subjects in gamma current density in the left and right primary
and secondary auditory cortex. Table 2 gives an overview of the
results.

Our results revealed differences in delta, beta and gamma activ-
ity when comparing unilateral tinnitus with bilateral tinnitus and
beta and gamma activity when comparing, respectively, bilateral
and unilateral tinnitus with control subjects.

In comparison to the normative database we found for both uni-
lateral as well as bilateral tinnitus increased synchronized activity
in the superior premotor cortex and ventrolateral prefrontal cor-
tex. For an auditory stimulus to be consciously perceived, activa-
tion of the primary auditory cortex is a prerequisite but not
sufficient (Boly et al., 2005; Laureys et al., 2000). Studies performed
on patients in vegetative state who do not have conscious auditory
percepts reveal that auditory stimuli still activate the primary
auditory cortex but that there is no functional connectivity to

Table 2
Summary results.

frontal areas in these patients. Primary auditory cortex activation
might be only related to intensity coding (Jancke et al., 1998)
and not the conscious percept per se, similarly to what has been
demonstrated at a single cell level for somatosensory stimuli in
the primary somatosensory cortex: stimulus intensity is encoded
in the primary somatosensory cortex, while the conscious percept
seems to be located in the frontal cortex (i.e. premotor cortex) (de
Lafuente and Romo, 2005). Single cell recording in animals also re-
vealed intensity related activity in the auditory cortex (Bandyopad-
hyay et al., 2010). Taking these findings together, we hypothesize
synchronized activity in the superior premotor cortex might be
involved in the conscious perception of the phantom sound,
similarly to the conscious perception for somatosensory stimuli.
This is in accordance with a PET study of tinnitus (Mirz et al.,
2000) describing a right prefrontal-temporal network subserving
tinnitus perception.

The premotor activation might also be related directly to a
spatial localization function. A fMRI study, evaluating different
auditory modalities (what, where, when), demonstrated that the
superior part of the premotor cortex has a spatial localization

BA Putative function Uni versus Control Bil versus Control Uni versus Bil Left versus Bil Right versus Bil
6/8 Where ry l/ry B2 B2 182

10 Attention 1/rBy

47 When /1By 15

22 Auditory B3, Y ry

39 Spatial location multi-sensory integration s, ¥ ry B3

37 Auditory sensory gating B3, Y B3, Y B3

R, right; |, left; B, betal; By, beta2; Bs, beta3; y, gamma.
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function (Schubotz et al., 2003) and the superior premotor activity
was characterized by a co-activation of the angular gyrus (Schu-
botz et al., 2003).

Thus the premotor plus angular gyrus activity might actually re-
flect the spatial location of where the tinnitus is perceived and thus
also the lateralization of the sound.

In addition, we found differences in the ventrolateral (pre)fron-
tal cortex when comparing unilateral and bilateral tinnitus and
bilateral tinnitus versus controls. This ventrolateral prefrontal cor-
tex betal activity therefore seems to be specific for bilateral tinni-
tus. Interestingly, Schafer et al. recently showed that deactivation
in the premotor cortex strongly correlated with activation in the
inferior frontal gyrus (Schafer and Constable, 2009) and in this
study increased delta activity of the ventrolateral prefrontal cortex
is associated with a decrease in beta2 activity in the superior pre-
motor cortex.

The ventrolateral prefrontal cortex involvement in bilateral tin-
nitus might reflect non-spatial auditory processing (Cohen et al.,
2009), e.g. temporal auditory processing (Schubotz et al., 2003)
rather than spatial processing, as this area is not involved in audi-
tory spatial processing (Cohen et al., 2009). The increased delta
activity might hypothetically result in modulation of the premotor
area (Schafer and Constable, 2009), which then localizes (with the
right inferior parietal area) the tinnitus to either the left or right
side, based on the prevailing beta2 activity.

An important result is that compared to bilateral tinnitus, uni-
lateral tinnitus evokes increased gamma-band activity in the right
parahippocampal area as well the right secondary auditory cortex.
Similar results were found for, respectively, left-sided tinnitus ver-
sus bilateral tinnitus and right-sided tinnitus versus bilateral tinni-
tus. Typically the parahippocampus has been associated both in
animal and humans with auditory sensory gating, which is medi-
ated by a network, including the auditory cortex, prefrontal cortex
and the parahippocampus (Boutros et al., 2008, 2005; Grunwald
et al., 2003; Korzyukov et al., 2007). Sensory gating involves sup-
pression of redundant or irrelevant auditory information, and the
parahippocampus is considered the entry to the auditory hippo-
campus (Tulving and Markowitsch, 1997). It has been hypothe-
sized that the hippocampus could be constantly updating the
tinnitus which is being generated in the thalamocortical system
(De Ridder et al., 2006) preventing habituation. This parahippo-
campal gating mechanism possibly involves a direct hippocampal
influence, preventing the tinnitus percept to be updated or to be
pulled from hippocampal memory as previously proposed (De Rid-
der et al., 2006). Normally, when perceiving an external sound sub-
jects elicit bilateral parahippocampal activation (Mayer et al.,
2009; Wang et al., 2009). As such, bilateral activation might be
considered the default mode of parahippocampal activity. How-
ever, if the parahippocampal area is only unilaterally activated this
could hypothetically result in unilateral tinnitus. Preliminary sup-
port for this hypothesis can be found in this study revealing that
only the right parahippocampal area shows increased synchro-
nized activity for unilateral tinnitus. In addition, larger activity
coherence in the contralateral parahippocampal area was also
demonstrated within unilateral temporal lobe epilepsy patients
during a left-sided and right-sided sensoripremotor task, while
control subject showed increased activity bilaterally in the para-
hippocampal area (Wang et al., 2009). Langrebe et al. further re-
vealed in a voxel-based morphometry study that the
hippocampal area had reduced grey matter decreases in tinnitus
patients (Landgrebe et al., 2009).

Increased synchronized activity was found in the auditory cor-
tex and the angular gyrus for unilateral tinnitus patients and left-
sided tinnitus patients. As there is a strong connection between the
auditory cortex and the parahippocampus (Boutros et al., 2008,
2005; Grunwald et al., 2003; Korzyukov et al., 2007), it is possible

that parahippocampal activity also results in auditory cortex acti-
vation and vice versa. Mayer et al. indeed found that when the
right parahippocampal area becomes active also the right auditory
cortex is active during listening to auditory stimuli (Mayer et al.,
2009). The angular gyrus has already been associated with
recollection-related activity (Daselaar et al., 2006) as well as for
semantic processing and integration of auditory stimuli (Hickok
et al., 2003; Raettig and Kotz, 2008). It is part of the temporopari-
etal area which has been implicated in tinnitus (Fregni et al., 2006;
Khedr et al., 2008; Marcondes et al., 2010; Plewnia et al., 2003,
2007; Poreisz et al., 2009). The angular gyrus has strong reciprocal
connections with parahippocampal area (Clower et al., 2001; Suzu-
ki and Amaral, 1994) and is a key node in the dorsal auditory path-
way, whose general main function is the transformation of
auditory representations into premotor responses (Karabanov
et al., 2009; Okada et al., 2003; Warren et al., 2005). The temporo-
parietal junction area, which includes the angular gyrus, is directly
connected to the ventral and dorsal premotor cortices (Deacon,
1992; Petrides and Pandya, 2002) and the right inferior parietal
area, including the angular gyrus, forms part of the ‘where
pathway’ (Kaas and Hackett, 1999; Rauschecker and Scott, 2009)
in auditory working memory. The right inferior parietal area is
involved in monitoring and updating sound location independent
of motor responding (Alain et al., 2008). Thus, co-activation of
the angular area with the superior premotor cortex is important
in spatial localization of auditory input (Schubotz et al., 2003).

Region of interest analysis demonstrated that both unilateral
and bilateral tinnitus patients had more gamma activity in the left
and right primary and secondary auditory cortices in comparison
to the control group. Furthermore differences were found in the
right secondary auditory cortex between unilateral and bilateral
tinnitus. The reason why no differences in the left auditory cortex
were noted might be related to the fact that functional changes
within the auditory cortex are not strong enough to be detectable
with whole brain analyses. Alternatively, specific tinnitus charac-
teristics (e.g. pure tone tinnitus) may be accompanied by different
activation patterns, not controlled for in this study, in the auditory
cortex. Recent findings also suggest that the involvement of the
auditory cortex in the pathophysiology of tinnitus might decrease
with increasing tinnitus duration (De Ridder et al., 2005; Kleinjung
et al., 2007; Schlee et al., 2009).

The comparison of, respectively, left-sided and right-sided tin-
nitus with bilateral tinnitus yielded differences in similar brain
areas, namely the superior premotor cortex, the parahippocampus,
and angular cortex area in the same frequency bands as when com-
paring the unilateral versus bilateral tinnitus. As such, the findings
indicate to be quite reliable.

One limitation of the present study should be noted. There may
be differences between the tinnitus group and the control group.
As these two groups are not age-matched possible differences
might be related to age. However, a recent EEG cortical sources
study estimate by LORETA conducted by Babiloni et al. reveals that
only for alphal and alpha2 significant differences are obtained for
elderly in comparison to younger subjects (Babiloni et al., 2006).
Secondly, as the control group was collected at a different labora-
tory it is possible that cultural background could also have an influ-
ence on the obtained results. However, cross-cultural assessment
of neuropsychological performance and electrical brain function
measures (i.e. EEG) revealed no significant differences across the
three continents studied (Paul et al., 2007). Furthermore, individ-
ual alpha frequency peaks between difference groups revealed no
significant differences in this analysis. Hence, it is likely that differ-
ences demonstrated between both tinnitus groups and the control
groups in this study are reliable and valid, as well for intelligence.
Further research with a perfectly matched group, if possible at all,
is welcomed.
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Why beta and gamma-band activity is differentially involved in
different areas is unknown and cannot be explained yet. The (beta3
and) gamma-band activity in the auditory cortex, superior premo-
tor cortex, parahippocampal area and angular gyrus suggest that
these areas form one spatial localization network. The beta2
premotor activity seems to determine whether the tinnitus is
perceived on the left or the right side. The left-sided delta activity
in the ventrolateral prefrontal cortex most likely has no spatial
function as it is only present in bilateral tinnitus.

In conclusion, differences in brain activity can be found in the
parahippocampal area, angular gyrus, superior premotor cortex
and ventrolateral prefrontal cortex between unilateral and bilat-
eral tinnitus. These differences should be taken into account when
evaluating functional neuroimaging data relating to tinnitus.

References

Alain C, Woods DL, Knight RT. A distributed cortical network for auditory sensory
memory in humans. Brain Res 1998;812(1-2):23-37.

Alain C, He Y, Grady C. The contribution of the inferior parietal lobe to auditory
spatial working memory. ] Cogn Neurosci 2008;20(2):285-95.

Andersson G, Lyttkens L, Hirvela C, Furmark T, Tillfors M, Fredrikson M. Regional
cerebral blood flow during tinnitus: a PET case study with lidocaine and
auditory stimulation. Acta Otolaryngol 2000;120(8):967-72.

Arnold W, Bartenstein P, Oestreicher E, Romer W, Schwaiger M. Focal metabolic
activation in the predominant left auditory cortex in patients suffering from
tinnitus: a PET study with [18F]deoxyglucose. ORL ] Otorhinolaryngol Relat
Spec 1996;58(4):195-9.

Axelsson A, Ringdahl A. Tinnitus - a study of its prevalence and characteristics. Br |
Audiol 1989;23(1):53-62.

Babiloni C, Binetti G, Cassarino A, Dal Forno G, Del Percio C, Ferreri F, et al. Sources of
cortical rhythms in adults during physiological aging: a multicentric EEG study.
Hum Brain Mapp 2006;27(2):162-72.

Baguley DM. Mechanisms of tinnitus. Br Med Bull 2002;63:195-212.

Bandyopadhyay S, Shamma SA, Kanold PO. Dichotomy of functional organization in
the mouse auditory cortex. Nat Neurosci 2010;13(3):361-8.

Boly M, Faymonville ME, Peigneux P, Lambermont B, Damas F, Luxen A, et al.
Cerebral processing of auditory and noxious stimuli in severely brain injured
patients: differences between VS and MCS. Neuropsychol Rehabil 2005;15(3-
4):283-9.

Boutros NN, Trautner P, Rosburg T, Korzyukov O, Grunwald T, Schaller C, et al.
Sensory gating in the human hippocampal and rhinal regions. Clin Neurophysiol
2005;116(8):1967-74.

Boutros NN, Mears R, Pflieger ME, Moxon KA, Ludowig E, Rosburg T. Sensory gating
in the human hippocampal and rhinal regions: regional differences.
Hippocampus 2008;18(3):310-6.

Cahani M, Paul G, Shahar A. Tinnitus asymmetry. Audiology 1984;23(1):127-35.

Chermak GD, Dengerink JE. Characteristics of temporary noise-induced tinnitus in
male and female subjects. Scand Audiol 1987;16(2):67-73.

Clower DM, West RA, Lynch JC, Strick PL. The inferior parietal lobule is the target of
output from the superior colliculus, hippocampus, and cerebellum. ] Neurosci
2001;21(16):6283-91.

Cohen YE, Russ BE, Davis SJ, Baker AE, Ackelson AL, Nitecki R. A functional role for
the ventrolateral prefrontal cortex in non-spatial auditory cognition. Proc Natl
Acad Sci USA 2009;106(47):20045-50.

Congedo M. EureKa! (Version 3.0) [Computer Software]. Knoxville, TN: NovaTech
EEG Inc.; 2002. Available from: www.NovaTechEEG.

Daselaar SM, Fleck MS, Cabeza R. Triple dissociation in the medial temporal lobes:
recollection, familiarity, and novelty. ] Neurophysiol 2006;96(4):1902-11.

de Lafuente V, Romo R. Neuronal correlates of subjective sensory experience. Nat
Neurosci 2005;8(12):1698-703.

De Ridder D, Verstraeten E, Van der Kelen K, De Mulder G, Sunaert S, Verlooy J, et al.
Transcranial magnetic stimulation for tinnitus: influence of tinnitus duration on
stimulation parameter choice and maximal tinnitus suppression. Otol Neurotol
2005;26(4):616-9.

De Ridder D, Fransen H, Francois O, Sunaert S, Kovacs S, Van De Heyning P.
Amygdalohippocampal involvement in tinnitus and auditory memory. Acta
Otolaryngol Suppl 2006(556):50-3.

De Ridder D, De Mulder G, Menovsky T, Sunaert S, Kovacs S. Electrical stimulation of
auditory and somatosensory cortices for treatment of tinnitus and pain. Prog
Brain Res 2007;166:377-88.

Deacon TW. Cortical connections of the inferior arcuate sulcus cortex in the
macaque brain. Brain Res 1992;573(1):8-26.

Eggermont ]J, Roberts LE. The neuroscience of tinnitus. Trends Neurosci
2004;27(11):676-82.

Erlandsson SI, Holgers KM. The impact of perceived tinnitus severity on health-
related quality of life with aspects of gender. Noise Health 2001;3(10):39-51.

Flor H, Elbert T, Knecht S, Wienbruch C, Pantev C, Birbaumer N, et al. Phantom-limb
pain as a perceptual correlate of cortical reorganization following arm
amputation. Nature 1995;375(6531):482-4.

Fregni F, Marcondes R, Boggio PS, Marcolin MA, Rigonatti SP, Sanchez TG, et al.
Transient tinnitus suppression induced by repetitive transcranial magnetic
stimulation and transcranial direct current stimulation. Eur ] Neurol
2006;13(9):996-1001.

Fuchs M, Kastner ], Wagner M, Hawes S, Ebersole JS. A standardized boundary
element method volume conductor model. Clin Neurophysiol
2002;113(5):702-12.

Giraud AL, Chery-Croze S, Fischer G, Fischer C, Vighetto A, Gregoire MC, et al. A
selective imaging of tinnitus. Neuroreport 1999;10(1):1-5.

Grunwald T, Boutros NN, Pezer N, von Oertzen ], Fernandez G, Schaller C, et al.
Neuronal substrates of sensory gating within the human brain. Biol Psychiatry
2003;53(6):511-9.

Heller AJ. Classification and epidemiology of tinnitus. Otolaryngol Clin North Am
2003;36(2):239-48.

Hickok G, Buchsbaum B, Humphries C, Muftuler T. Auditory-motor interaction
revealed by fMRI: speech, music, and working memory in area Spt. ] Cogn
Neurosci 2003;15(5):673-82.

Jancke L, Shah NJ, Posse S, Grosse-Ryuken M, Muller-Gartner HW. Intensity coding
of auditory stimuli: an fMRI study. Neuropsychologia 1998;36(9):875-83.
Jurcak V, Tsuzuki D, Dan I. 10/20, 10/10, and 10/5 systems revisited: their validity as
relative head-surface-based positioning systems. Neuroimage

2007;34(4):1600-11.

Kaas JH, Hackett TA. ‘What’ and ‘where’ processing in auditory cortex. Nat Neurosci
1999;2(12):1045-7.

Karabanov A, Blom O, Forsman L, Ullen F. The dorsal auditory pathway is involved in
performance of both visual and auditory rhythms. Neuroimage
2009;44(2):480-8.

Khedr EM, Rothwell JC, Ahmed MA, El-Atar A. Effect of daily repetitive transcranial
magnetic stimulation for treatment of tinnitus: comparison of different
stimulus frequencies. ] Neurol Neurosurg Psychiatry 2008;79(2):212-5.

Kleinjung T, Steffens T, Sand P, Murthum T, Hajak G, Strutz ], et al. Which tinnitus
patients benefit from transcranial magnetic stimulation? Otolaryngol Head
Neck Surg 2007;137(4):589-95.

Klimesch W. Memory processes, brain oscillations and EEG synchronization. Int ]
Psychophysiol 1996;24(1-2):61-100.

Klimesch W, Doppelmayr M, Russegger H, Pachinger T, Schwaiger ]. Induced alpha
band power changes in the human EEG and attention. Neurosci Lett
1998;244(2):73-6.

Klimesch W, Doppelmayr M, Schwaiger ], Auinger P, Winkler T. ‘Paradoxical’ alpha
synchronization in a memory task. Brain Res Cogn Brain Res
1999;7(4):493-501.

Knight RT, Scabini D, Woods DL. Prefrontal cortex gating of auditory transmission in
humans. Brain Res 1989;504(2):338-42.

Koelsch S, Schulze K, Sammler D, Fritz T, Muller K, Gruber O. Functional architecture
of verbal and tonal working memory: an FMRI study. Hum Brain Mapp
2009;30(3):859-73.

Korzyukov O, Pflieger ME, Wagner M, Bowyer SM, Rosburg T, Sundaresan K, et al.
Generators of the intracranial P50 response in auditory sensory gating.
Neuroimage 2007;35(2):814-26.

Landgrebe M, Langguth B, Rosengarth K, Braun S, Koch A, Kleinjung T, et al.
Structural brain changes in tinnitus: grey matter decrease in auditory and non-
auditory brain areas. Neuroimage 2009;46(1):213-8.

Laureys S, Faymonville ME, Degueldre C, Fiore GD, Damas P, Lambermont B, et al.
Auditory processing in the vegetative state. Brain 2000;123(Pt. 8):1589-601.

Lewis JW, Beauchamp MS, DeYoe EA. A comparison of visual and auditory motion
processing in human cerebral cortex. Cereb Cortex 2000;10(9):873-88.

Llinas RR, Ribary U, Jeanmonod D, Kronberg E, Mitra PP. Thalamocortical
dysrhythmia: a neurological and neuropsychiatric syndrome characterized by
magnetoencephalography. Proc Natl Acad Sci USA 1999;96(26):15222-7.

Lockwood AH, Salvi R], Coad ML, Towsley ML, Wack DS, Murphy BW. The functional
neuroanatomy of tinnitus: evidence for limbic system links and neural
plasticity. Neurology 1998;50(1):114-20.

Lockwood AH, Salvi R], Burkard RF, Galantowicz PJ, Coad ML, Wack DS.
Neuroanatomy of tinnitus. Scand Audiol Suppl 1999;51:47-52.

Marcondes RA, Sanchez TG, Kii MA, Ono CR, Buchpiguel CA, Langguth B, et al.
Repetitive transcranial magnetic stimulation improve tinnitus in normal
hearing patients: a double-blind controlled, clinical and neuroimaging
outcome study. Eur ] Neurol 2010;17(1):38-44.

Mayer AR, Hanlon FM, Franco AR, Teshiba TM, Thoma R], Clark VP, et al. The
neural networks underlying auditory sensory gating. Neuroimage
2009;44(1):182-9.

Meeus O, Blaivie C, Van de Heyning P. Validation of the Dutch and the French
version of the Tinnitus Questionnaire. B-ENT 2007;3(Suppl. 7):11-7.

Mirz F, Gjedde A, Ishizu K, Pedersen CB. Cortical networks subserving the perception
of tinnitus - a PET study. Acta Otolaryngol Suppl 2000;543:241-3.

Moller AR. Similarities between severe tinnitus and chronic pain. ] Am Acad Audiol
2000;11(3):115-24.

Muhlau M, Rauschecker JP, Oestreicher E, Gaser C, Rottinger M, Wohlschlager AM,
et al. Structural brain changes in tinnitus. Cereb Cortex 2006;16(9):1283-8.
Nageris BI, Attias ], Raveh E. Test-retest tinnitus characteristics in patients with

noise-induced hearing loss. Am ] Otolaryngol 2010;31(3):181-4.

Nichols TE, Holmes AP. Nonparametric permutation tests for functional
neuroimaging: a primer with examples. Hum Brain Mapp 2002;15(1):1-25.
Okada K, Smith KR, Humphries C, Hickok G. Word length modulates neural activity
in auditory cortex during covert object naming. Neuroreport

2003;14(18):2323-6.


http://www.NovaTechEEG

S. Vanneste et al./Clinical Neurophysiology 122 (2011) 578-587 587

Pantev C, Hoke M, Lutkenhoner B, Lehnertz K. Neuromagnetic evidence of
functional organization of the auditory cortex in humans. Acta Otolaryngol
Suppl 1991a;491:106-14. discussion 115.

Pantev C, Makeig S, Hoke M, Galambos R, Hampson S, Gallen C. Human auditory
evoked gamma-band magnetic fields. Proc Natl Acad Sci USA
1991b;88(20):8996-9000.

Pascual-Marqui RD. Standardized low-resolution brain electromagnetic
tomography (SLORETA): technical details. Methods Find Exp Clin Pharmacol
2002;24(Suppl. D):5-12.

Paul RH, Gunstad ], Cooper N, Williams LM, Clark CR, Cohen RA, et al. Cross-cultural
assessment of neuropsychological performance and electrical brain function
measures: additional validation of an international brain database. Int ]
Neurosci 2007;117(4):549-68.

Petrides M, Pandya DN. Comparative cytoarchitectonic analysis of the human and
the macaque ventrolateral prefrontal cortex and corticocortical connection
patterns in the monkey. Eur ] Neurosci 2002;16(2):291-310.

Plewnia C, Bartels M, Gerloff C. Transient suppression of tinnitus by transcranial
magnetic stimulation. Ann Neurol 2003;53(2):263-6.

Plewnia C, Reimold M, Najib A, Brehm B, Reischl G, Plontke SK, et al. Dose-
dependent attenuation of auditory phantom perception (tinnitus) by PET-
guided repetitive transcranial magnetic stimulation. Hum Brain Mapp
2007;28(3):238-46.

Poreisz C, Paulus W, Moser T, Lang N. Does a single session of theta-burst
transcranial magnetic stimulation of inferior temporal cortex affect tinnitus
perception? BMC Neurosci 2009;10:54.

Raettig T, Kotz SA. Auditory processing of different types of pseudo-words: an
event-related fMRI study. Neuroimage 2008;39(3):1420-8.

Rauschecker JP, Scott SK. Maps and streams in the auditory cortex: nonhuman
primates  illuminate  human speech  processing. Nat  Neurosci
2009;12(6):718-24.

Schafer R], Constable T. Modulation of functional connectivity with the syntactic
and semantic demands of a Noun Phrase Formation Task: a possible role for the
Default Network. Neuroimage 2009;46(3):882-90.

Schlee W, Hartmann T, Langguth B, Weisz N. Abnormal resting-state cortical
coupling in chronic tinnitus. BMC Neurosci 2009;10:11.

Schubotz RI, von Cramon DY, Lohmann G. Auditory what, where, and when: a sensory
somatotopy in lateral premotor cortex. Neuroimage 2003;20(1):173-85.

Smits M, Kovacs S, de Ridder D, Peeters RR, van Hecke P, Sunaert S. Lateralization of
functional magnetic resonance imaging (fMRI) activation in the auditory pathway of
patients with lateralized tinnitus. Neuroradiology 2007;49(8):669-79.

Suzuki WA, Amaral DG. Perirhinal and parahippocampal cortices of the macaque
monkey: cortical afferents. ] Comp Neurol 1994;350(4):497-533.

Tonndorf J. The analogy between tinnitus and pain: a suggestion for a physiological
basis of chronic tinnitus. Hear Res 1987;28(2-3):271-5.

Tulving E, Markowitsch HJ. Memory beyond the hippocampus. Curr Opin Neurobiol
1997;7(2):209-16.

van der Loo E, Gais S, Congedo M, Vanneste S, Plazier M, Menovsky T, et al. Tinnitus
intensity dependent gamma oscillations of the contralateral auditory cortex.
PLoS One 2009;4(10):e7396.

Vanneste S, Plazier M, der Loo E, de Heyning PV, Congedo M, De Ridder D. The neural
correlates of tinnitus-related distress. Neuroimage 2010;52(2):470-80.

Voisin ], Bidet-Caulet A, Bertrand O, Fonlupt P. Listening in silence activates
auditory areas: a functional magnetic resonance imaging study. J Neurosci
2006;26(1):273-8.

Wang Z, Mechanic-Hamilton D, Pluta ], Glynn S, Detre JA. Function lateralization via
measuring coherence laterality. Neuroimage 2009;47(1):281-8.

Warren JE, Wise R], Warren JD. Sounds do-able: auditory-motor transformations
and the posterior temporal plane. Trends Neurosci 2005;28(12):636-43.

Weisz N, Muller S, Schlee W, Dohrmann K, Hartmann T, Elbert T. The neural code of
auditory phantom perception. ] Neurosci 2007;27(6):1479-84.



	The difference between uni- and bilateral auditory phantom percept
	Introduction
	Methods and materials
	Participants
	EEG data collection
	NTE normative database
	Source localization
	Statistical analyses
	Region of interest analysis

	Results
	Unilateral versus bilateral tinnitus
	Unilateral tinnitus versus NTE normative database (controls)
	Bilateral tinnitus versus NTE normative database (controls)
	Region of interest analysis
	Left-sided versus bilateral tinnitus
	Right-sided versus bilateral tinnitus
	Frequency analysis of alpha rhythms

	Discussion
	References


