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Abstract
Our sensory systems actively predict sensory information based on previously learnt patterns, which are continuously 
updated with information from the actual sensory input via prediction errors. Individuals with schizophrenia consistently 
show reduced auditory prediction errors as well as altered fractional anisotropy (indicative of white matter changes) in the 
arcuate fasciculus and the auditory interhemispheric pathway, both of which are auditory white matter pathways associated 
with prediction errors. However, it is not clear if healthy individuals with psychotic-like experiences exhibit similar deficits. 
Participants underwent electroencephalography (EEG) recordings while listening to a classical two-tone duration deviant 
oddball paradigm (n = 103) and a stochastic oddball paradigm (n = 89). A subset of participants (n = 89) also underwent 
diffusion-weighted magnetic resonance imaging (MRI). Fractional anisotropy (FA), was extracted from the arcuate fas-
ciculi and the auditory interhemispheric pathway. While prediction errors evoked by the classical oddball paradigm failed 
to reveal significant effects, the stochastic oddball paradigm elicited significant clusters at the typical mismatch negativity 
time window. Furthermore, we observed that FA of the arcuate fasciculi and auditory interhemispheric pathway significantly 
improved predictive models of psychotic-like experiences in healthy individuals over and above predictions made by audi-
tory prediction error responses alone. Specifically, we observed that decreasing FA in the auditory interhemispheric pathway 
and reducing ability to learn stochastic irregularities are associated with increasing CAPE + scores. To the extent that these 
associations have previously been reported in patients with schizophrenia, the findings from this study suggest that both, 
auditory prediction errors and white matter changes in the auditory interhemispheric pathway, may have the potential to be 
translated into early screening markers for psychosis.

Keywords  MMN · P300 · Prodromal · Diffusion-weighted imaging (DWI) · Schizophrenia · Electroencephalography 
(EEG) · Schizotypy

Introduction

Auditory prediction errors, particularly measured with elec-
troencephalography (EEG), have gained headway in the 
search for biomarkers of schizophrenia. Mismatch negativ-
ity (MMN) is a component of prediction errors, evoked by 
stimuli that differ from a learnt pattern (Belger et al. 2012; 

L.K.L. Oestreich and R. Randeniya are co-first authors.

Electronic supplementary material  The online version of this 
article (https​://doi.org/10.1007/s0042​9-019-01972​-z) contains 
supplementary material, which is available to authorized users.

 *	 L. K. L. Oestreich 
	 l.oestreich@uq.edu.au

1	 UQ Centre for Clinical Research, The University 
of Queensland, Brisbane, Australia

2	 Centre for Advanced Imaging, The University of Queensland, 
Brisbane, Australia

3	 Royal Brisbane and Women’s Hospital, Brisbane, Australia

4	 Queensland Brain Institute, The University of Queensland, 
Brisbane, Australia

5	 Melbourne School of Psychological Sciences, The University 
of Melbourne, Melbourne, Australia

6	 ARC Centre for Integrative Brain Function, Clayton, 
Australia

http://orcid.org/0000-0002-4978-7794
http://crossmark.crossref.org/dialog/?doi=10.1007/s00429-019-01972-z&domain=pdf
https://doi.org/10.1007/s00429-019-01972-z


3278	 Brain Structure and Function (2019) 224:3277–3289

1 3

Nagai et al. 2013; Näätänen 2014). Patients with schizo-
phrenia consistently exhibit a robust attenuation of the audi-
tory MMN (Todd et al. 2008; Horton et al. 2011; Erickson 
et al. 2016). Furthermore, MMN has also been shown to be 
attenuated in first-episode psychosis (Haigh et al. 2016a; 
Salisbury et al. 2016) and individuals at high risk for schizo-
phrenia (Atkinson et al. 2012; Shaikh et al. 2012; Nagai et al. 
2013; Perez et al. 2014; Solis-Vivanco et al. 2014). Criti-
cally, studies have shown that the MMN response predicts 
the development of schizophrenia in individuals at high risk 
(Bodatsch et al. 2011, 2015). The P300 component, a posi-
tive peak occurring 250–400 ms after stimulus onset (Sur 
and Sinha 2009), is a later component of the prediction error 
response elicited with auditory oddball paradigms. The P300 
component has also been shown to be reduced in chronic 
schizophrenia (Ford et al. 2001; Winterer et al. 2003) and in 
first-episode schizophrenia (Qiu et al. 2014).

Findings in patients with schizophrenia can often be con-
founded by disease stage and medication use. Schizotypy is 
a construct that refers to healthy individuals with psychotic-
like experiences, such as delusions and/or hallucinations, 
albeit to a lesser degree. To the extent that these psychotic-
like experiences are not distressing for the individual and do 
not interfere with their daily living activities, schizotypy is 
thought to be a sub-clinical manifestation of schizophrenia 
in the general population (Ettinger et al. 2015). Studying 
psychotic-like experiences in healthy individuals has the 
advantage of avoiding the confounding factors present in 
many schizophrenia studies, such as medication effects and 
co-morbidities, and could therefore provide insights into the 
very early precursors of schizophrenia. Support for the con-
tention that psychotic-like experiences in healthy individu-
als underlie the same neurophysiological abnormalities as 
psychotic symptoms in schizophrenia comes from the find-
ing that prediction errors reduce with increasing delusional-
like experiences in healthy populations (Corlett and Fletcher 
2012). Furthermore, the trait phenotype social disorganiza-
tion, which is shared by autism and schizotypy, has been 
linked to reduced fronto-temporal response to deviant tones 
in a magnetoencephalography study (Ford et al. 2017).

Auditory oddball paradigms have been tested compre-
hensively in schizophrenia and individuals at high risk for 
psychosis and revealed robust MMN attenuation to simple 
duration deviants (Erickson et al. 2016), as well as more 
complex paradigms with double deviants (Perez et al. 2014), 
tone omission deviants (Salisbury and McCathern 2016) and 
pattern violations (Haigh et al. 2016b). An fMRI study pre-
viously reported that psychotic-like experiences in healthy 
individuals were associated with changes to the frontal and 
striatal prediction error signal elicited by visual stimuli 
(Corlett and Fletcher 2012). Despite a vast body a litera-
ture showing MMN reduction in schizophrenia, only one 
other study has investigated a putative association between 

psychotic-like experiences in healthy individuals and audi-
tory prediction errors using a classic oddball paradigm 
(Broyd et al. 2016). Here, we set out to employ simple and 
complex auditory oddball paradigms in the same sample of 
healthy individuals with varying degrees of psychotic-like 
experiences. Specifically, in addition to a simple duration 
deviant paradigm, which has consistently been reported to 
identify prediction error deficits in schizophrenia, we aimed 
to investigate a more complex, stochastic oddball paradigm 
(Garrido et al. 2013), whereby deviant tones are frequency 
outliers in a Gaussian distribution.

Effective connectivity studies of frequency MMN in 
healthy individuals have identified primary auditory cortex 
(A1), superior temporal gyrus (STG), and the inferior fron-
tal gyrus (IFG) as key nodes in the generation of prediction 
errors (Garrido et al. 2008). Frequency oddball paradigms 
have shown that patients with schizophrenia have reduced 
connectivity within this network during auditory mismatch 
responses (Dima et al. 2012; Larsen et al. 2018). Interest-
ingly, these effectively connected areas are also structurally 
connected via auditory white matter pathways. One such 
pathway is the auditory interhemispheric pathway, which 
is the part of the corpus callosum that connects bilateral 
A1, and the other is the arcuate fasciculus, an association 
tract which connects STG and IFG. In schizophrenia, altered 
white matter connectivity in the auditory interhemispheric 
pathway (Wigand et al. 2015) and the arcuate fasciculus 
(Geoffroy et al. 2014; McCarthy-Jones et al. 2015) have both 
been linked to auditory verbal hallucinations, which is the 
most prominent psychotic symptom. Specifically, evidence 
suggests that altered structural and functional connectivity 
between bilateral auditory areas, anatomically linked by the 
auditory interhemispheric pathway, may result in positive 
symptoms such as auditory verbal hallucinations (Steinmann 
et al. 2014) or unusual auditory perceptions in individuals at 
risk of schizophrenia (Rossell et al. 2001; Woodruff 2004; 
Kubicki et al. 2008), and more so in chronic schizophre-
nia patients with a history of auditory verbal hallucinations 
than in patients without a history of auditory verbal hal-
lucinations (Wigand et al. 2015). Similarly, a meta-analysis 
reported more white matter connectivity disruptions within 
the arcuate fasciculus in schizophrenia patients with auditory 
verbal hallucinations relative to patients without hallucina-
tions (Geoffroy et al. 2014). In healthy individuals, connec-
tivity reductions in the arcuate fasciculus and the corpus 
callosum more broadly have been linked to psychotic-like 
experiences (Nelson et al. 2011; Oestreich et al. 2018).

Based on the robust findings of MMN attenuation in 
schizophrenia and high risk individuals who later transi-
tion, as well as known white matter reductions in audi-
tory networks subserving prediction error generation, we 
set out to investigate whether these deficits could also be 
observed in healthy individuals with varying degrees of 
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psychotic-like experiences. Our first aim was to investigate 
whether a classical and/or a stochastic oddball paradigm 
(with the latter requiring context updating) are sensitive 
to less severe expressions of psychotic-like experiences in 
the general population. Our second aim was to identify if 
structural estimates of auditory white matter pathways can 
improve the prediction of psychotic-like experiences in the 
healthy population over and above predictions based on 
functional measures alone. Due to the supporting findings 
of MMN attenuation and altered auditory white matter 
connectivity associated with schizotypal traits, we hypoth-
esized that (1) the prediction error amplitude would be 
attenuated as the number of psychotic-like experiences 
increased and (2) adding structural estimates of the arcu-
ate fasciculus and the auditory interhemispheric pathway 
would further improve regression models of psychotic-like 
experiences in healthy individuals.

Methods

Participants

One-hundred and three participants were recruited via 
the University of Queensland (UQ) online recruitment 
system (SONA) and the UQ newsletter. Participants were 
between the ages 18 and 65 (M = 24.67, SD = 9.77) and 
55.3% (n = 57) were female. Participants completed self-
report questionnaires including demographic data, Beck’s 
Anxiety Inventory (Beck et al. 1988), Beck’s Depression 
Inventory (Beck et al. 1961), and the Community Assess-
ment of Psychic Experience (CAPE) (Stefanis et al. 2002). 
The CAPE has three dimensions, namely positive (e.g. 
delusions, hallucinations), negative (e.g. avolition, affec-
tive flattening) and depressive experiences. Total CAPE 
scores can range between 42 and 168, with positive 
dimension scores between 20 and 80, negative dimen-
sion scores between 14 and 56 and depressive dimension 
scores between 8 and 32 (Stefanis et al. 2002). The dis-
tribution of CAPE scores in our sample is displayed in 
Fig. 1 and descriptive statistics of demographic data and 
psychometric scales are reported in Table 1. Participants 
were monetarily reimbursed for their time. Exclusion 
criteria were any diagnosis of psychiatric or neurologi-
cal condition, or head injury with loss of consciousness. 
Three participants who were taking antidepressant medi-
cations during the time of the study were excluded from 
the analyses to rule out possible medication effects. Writ-
ten informed consent was obtained from all participants. 
Ethical clearance for the study was obtained from the UQ 
Ethics Committee. 

Fig. 1   Frequency and density distributions of participant’s scores on 
the community assessment of psychic experiences (CAPE-42) ques-
tionnaire. Positive (red), negative (green) and depressive (blue) sub-
scales and total (purple) scores are  shown.  The horizontal coloured 
bars below the distribution plot indicate the possible ranges for each 
sub-scale i.e. Total CAPE scores can range between 42 and 168, with 
positive dimension scores between 20 and 80, negative dimension 
scores between 14 and 56 and depressive dimension scores between 8 
and 32 (Stefanis et al. 2002)

Table 1   Demographic information

a Nicotine categories: 1 = zero, 2 = one pack per week, 3 = more than 
one pack per week
b Alcohol categories: 1 = zero, 2 = 1–5 standard drinks per week, 
3 = 6–10 standard drinks per week, 4 = more than 10 standard drinks 
per week

Variable Mean/category SD Range

Age 24.16 9.04 18–63
Gender (male/female) 44/56
English as first language (yes/no) 47/56
Handedness (left/right) 9/94
Full scale IQ 111.07 8.20 87–127
Caffeine (number of units per day) 0.80 0.82 0–3
Nicotinea 96/2/2
Alcoholb 77/14/6/3
Becks anxiety score 7.18 8.15 0–42
Becks depression score 6.95 7.09 0–27
CAPE total score 62.68 15.81 42–112
CAPE positive symptom score 26.36 6.07 20–45
CAPE negative symptom score 23.26 6.10 14–39
CAPE depressive symptom score 13.06 3.64 8–28
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Experimental procedure

Classical oddball paradigm

All participants underwent a classical auditory duration 
oddball paradigm which consisted of two blocks. The long 
deviant block consisted of standard tones (500 Hz, 50 ms 
duration, 80% probability), and deviant tones (500 Hz, 
100 ms duration, 20% probability). The short deviant block 
consisted of the reverse, i.e. standard tones—500 Hz, 
100 ms duration, 80% probability. All tones were played at 
an inter-stimulus interval of 500 ms. The total number of 
tones in each deviant block was 1000 tones, of which 200 
tones were deviants. The order of the blocks was counter-
balanced across participants. In order to isolate predic-
tion errors from effects due to attention to tones (Naatanen 
2000), participants also engaged in a simultaneous 1-back 
task (Miller et al. 2009) that consisted of a stream of let-
ters displayed on a screen and in different frames. The 
participants were asked to detect consecutive repetitions 
of any letter presented. All stimuli were delivered in Mat-
lab using Psychtoolbox3 (Brainard 1997; Pelli 1997). This 
experimental component lasted for approximately 20 min.

Stochastic oddball paradigm

Participants also underwent a stochastic frequency odd-
ball paradigm (Garrido et al. 2013) and a simultaneous 
2-back task (Sweet 2011). Participants listened to a stream 
of tones with log-frequencies sampled from two Gauss-
ian distributions with equal means (500 Hz) and differ-
ent standard deviations (narrow: σn= 0.5 octaves; broad: 
σb= 1.5 octaves). All tones were played with a duration 
of 50 ms with 10 ms smooth rise and fall periods and 
inter-stimulus intervals of 500 ms. 10% of the tones were 
defined as standard tones, which were played at 500 Hz, 
i.e. the mean of both distributions and 10% of the tones 
were defined at deviant tones, which were played at 
2000 Hz, i.e. as outliers to the two distributions. Standard 
and deviant tones were inserted into the sound stream at 
random time points. Participants were instructed to disre-
gard the tones and to focus on the visual task instead. This 
experimental component lasted for approximately 30 min 
and was divided into four blocks. The narrow and broad 
distribution conditions were presented in separate blocks 
(two blocks per condition) and the order of the blocks was 
counter-balanced across participants. The total number 
of tones in each block was 900 (i.e. 1800 tones for each 
condition), resulting in approximately 180 deviant tones 
of each type per condition. The order of the stochastic and 
classical oddball paradigms was counterbalanced across 
participants.

EEG data

Acquisition and processing

Throughout the auditory oddball experiments, an electro-
encephalogram (EEG) was recorded using a 64 electrode-
cap with BioSemi ActiView system at a sampling rate of 
1024 Hz. Further electrodes were placed on the outer can-
thi of both eyes, as well as below and above the left eye 
to measure eye movements. Triggers were marked in the 
EEG data at the onset of each tone. The EEG raw data were 
pre-processed using SPM12 implemented in MATLAB ver-
sion R2015b (MathWorks). Data were first referenced to the 
common average of all electrodes, down sampled to 200 Hz 
and filtered using a high-pass filter of 0.5 Hz. Topography-
based correction (Berg and Scherg 1994) was used to cor-
rect for eye blinks. Next, EEG data were segmented into 
500 ms intervals, consisting of 100 ms pre-, and 400 ms 
post-stimulus onset. Trials containing artefacts with voltages 
exceeding ± 50 μV, were rejected. The remaining artefact-
free trials (classical oddball: 89%; stochastic oddball: 93%) 
were robustly averaged (Wager et al. 2005) to event-related 
potentials (ERPs) for each condition, low-pass filtered at 
40 Hz, and baseline corrected using the 100 ms pre-stimulus 
interval.

Spatiotemporal analysis

Auditory prediction error studies typically report the main 
effect of surprise and the interaction effect (Peter et al. 2010; 
Garrido et al. 2013). While not the main focus of our study, 
we report these analyses to make the result of the present 
study comparable to previous studies. Using SPM12 ERPs 
were converted into 3D spatiotemporal volumes for each 
condition and participant, by interpolating and dividing 
the scalp data per time point into a 2-dimensional (2D) 
32 × 32 matrix. One 2D image was obtained for each time 
bin and stacked according to their pre-stimulus temporal 
order. This resulted in a 3D spatiotemporal image volume 
with 32 × 32 × 81 dimensions per participant. In order to 
test the effect of prediction, the 3D image volumes were 
modelled with a full-factorial general linear model using 
2 × 2 ANCOVA designs, with Deviant Type (long/short) 
and Surprise (standards/deviants) in the classical oddball 
paradigm, and Variance (narrow/broad) and Surprise (stand-
ards/deviants) in the stochastic oddball paradigm, as within-
subject factors. As it has previously been reported that MMN 
decreases with age (Cheng et al. 2013), age and age squared 
were included as covariates in order to model the non-linear 
effects of age.

We then investigated whether healthy individuals with 
increasing psychotic-like experiences showed reductions 
in mismatch responses (classical oddball paradigm) and 
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are less able to learn statistical regularities in a stochastic 
environment (stochastic oddball paradigm). To this end, 
we ran regression analyses for both paradigms with indi-
vidually computed contrast images for the main effects 
of surprise and the interactions from the spatiotemporal 
analyses as outcome variables and CAPE positive dimen-
sion scores (CAPE +) as the predictor variable. Age and 
age squared were again added as a covariates. In order 
to isolate the effects of psychotic-like experiences on the 
MMN from other measures of psychopathology, we added 
Beck anxiety scores, CAPE depression, CAPE distress and 
CAPE negative symptom scores as covariates to the analy-
sis. All statistical analyses were corrected for multiple-
comparisons using a family-wise error (FWE) rate at an 
alpha level of 0.05. All p-values reported are cluster-FWE 
corrected.

DWI data

Acquisition and pre‑processing

A subsample of 89 (age M = 24.69; SD = 10.13) partici-
pants that underwent EEG recordings also underwent 
diffusion-weighted and T1-weighted MRI on a 3T Sie-
mens Magnetom TrioTim system. Imaging parameters 
included TR = 8600 ms, TE = 116 ms, FOV = 220 mm, 
2.0 × 2.0 × 2.0 mm slice thickness and 15 min acquisition 
time. Diffusion data was acquired at b-value = 1000 s/mm2 
(32 directions) and b-value = 3000 s/mm2 (64 directions). 
Three interspersed b = 0 images were obtained in addition 
to one phase-encoded b = 0. A T1-weighted image data set 
was acquired with the MP2RAGE sequence (Marques et al. 
2010) with FoV 240 mm, 176 slices, 0.9 mm isotropic 
resolution, TR = 4000 ms, TE = 2.92 ms, TI1 = 700 ms, 
TI2 = 2220 ms, first flip angle = 6°, second flip angle = 7°, 
and 5 min acquisition time.

The diffusion-weighted volumes were pre-processed 
using FSL (Functional MRI of the Brain Software 
Library). Signal intensity inhomogeneities were removed 
(Zhang et al. 2001). Intra-scan misalignments due to head 
movements and eddy currents were removed using FSL 
TOPUP (Smith et al. 2004) and EDDY (Andersson and 
Sotiropoulos, 2016). Diffusion-weighted and T1-weighted 
images were co-registered using boundary-based registra-
tion (Greve and Fischl, 2009). The T1-weighted images 
were processed with the recon-all command in Freesurfer 
(http://surfe​r.nmr.mgh.harva​rd.edu/) (Dale et al. 1999). 
Five tissue-type segmentation of T1-weighted images was 
conducted and response functions were estimated from the 
diffusion data using the multi-shell, multi-tissue algorithm 
(Jeurissen et al. 2014) implemented in MRtrix3 (https​://
githu​b.com/MRtri​x3/mrtri​x3).

Tractography

All tractography steps were undertaken in MRtrix3 
(Tournier et al. 2012). Multi-tissue constrained spherical 
deconvolution was applied to obtain fibre orientation dis-
tributions for each voxel (Jeurissen et al. 2014). Probabil-
istic streamlines of the right arcuate fasciculus, left arcuate 
fasciculus and auditory interhemispheric tract (Fig. 2) were 
reconstructed using anatomically-constrained tractography 
(Smith et al. 2015). Regions of interest (ROIs) were first 
drawn in Montreal neurological institute (MNI) space in 
the MRtrix3 image viewer MRview (Tournier et al. 2012) 
(see Figure S1). ROIs were then warped into individual 
subject space. The protocol for the reconstruction of the 
arcuate fasciculi was adapted from the procedure described 
by Catani and Thiebaut de Schotten (2008). The arcuate 
fasciculus was seeded from Broca’s area, with inclusion 
masks in Geschwind’s territory and target ROIs in Wer-
nicke’s area. The protocol for the auditory interhemispheric 
pathway was adapted from the protocol by Steinmann et al. 
(2014). A ROI was drawn in the left primary auditory cor-
tex with inclusion masks in the left and right Wernicke’s 
region and a target ROI in the right primary auditory cortex. 
The tractography procedure was guided by 500,000 seeds, 
4 mm minimum and 200 mm maximum track length, 1 mm 
step size, an angular threshold of 45° and a cut-off value 
for the FOD amplitude of 0.05. Spherical Deconvolution 
Informed Filtering of Tractograms (SIFT2) was used to 
ensure that the reconstructed white matter tracts reflected 
biologically meaningful connectivity, reducing inadequa-
cies resulting from the reconstruction method (Smith et al. 
2015). Individual binary label maps were generated for the 
arcuate fasciculi and the auditory interhemispheric pathway 
for each subject by labelling all voxels through which fibres 
traversed. Next, we calculated fractional anisotropy (FA) for 
each voxel in every subject’s label map, and the mean FA of 
all voxels in the label map. The reproducibility of the arcu-
ate fasciculi and auditory interhemispheric pathway were 
assessed with the intra-rater reliability on a subset of 10 
randomly chosen participants with a 1-year interval between 
ratings. Reproducibility was quantified with the intraclass 
correlation coefficient (ICC) (Metzler-Baddeley et al. 2012). 
ICC values between 0.60–0.79 can be interpreted as rep-
resenting substantial agreement between ratings and ICC 
values between 0.80 and 1.00 are generally interpreted as 
excellent agreement between ratings.

Regression model for predicting psychotic‑like 
experiences

A secondary aim of this study was to investigate if structural 
estimates (i.e. FA) of auditory white matter pathways could 
improve predictions of psychotic-like experiences when 

http://surfer.nmr.mgh.harvard.edu/
https://github.com/MRtrix3/mrtrix3
https://github.com/MRtrix3/mrtrix3
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added to ERP estimates (i.e. auditory prediction error 
responses). As the surprise*variance interaction in the sto-
chastic oddball paradigm was significantly associated with 
CAPE + scores, we extracted the significant field intensity 
values (FIV) that were found to be associated with 
CAPE + scores. In a first step, FIV were added as predictor 
variables in the linear regression analysis with 
CAPE + scores as the outcome variable. In a second step, FA 
of each tract (left arcuate fasciculus, right arcuate fasciculus, 
auditory interhemispheric pathway) were added. In order to 
investigate if FA of the auditory pathways explained a sig-
nificant amount of variance of CAPE + scores over and 
above the variance explained by the prediction error 
response alone, R2

change was calculated.

Results

Spatiotemporal analysis

Classical oddball paradigm

Prediction error waveforms (deviants > standards) for each 
block are shown in Fig. 3a, b. In line with previous stud-
ies using classical oddball paradigms (Peter et al. 2010), 
an ANCOVA revealed a significant main effects of surprise 

and a significant interaction of surprise*deviant type (Fig. 3 
and Table 2).

Regression analyses with the main effect of surprise or 
the surprise*deviant type interaction as outcome variables 
and CAPE + scores as the predictor variable, controlling for 
age and other measures of psychopathology did not reveal 
any significant clusters. We therefore conducted further 
separate regression analyses with the long deviant type 
condition and the short deviant type condition as outcome 
variables, which revealed a significant negative relationship 
between CAPE + scores and the long duration mismatch 
response (t(97) = 4.10, R2 = 0.148, pcluster-FWE = 0.044) at 
380 ms. This is indicative of increasing attenuation of the 
mismatch response as the number of psychotic-like experi-
ences increases, in the long deviant type condition only.

Stochastic oddball paradigm

Prediction error waveforms (deviants > standards) for each 
variance condition (narrow and broad) are displayed in 
Fig. 4a, b. An ANCOVA revealed a significant main effect 
of surprise (Fig. 4, Table 3), which is in line with previ-
ous prediction error findings in the mismatch negativity 
(100–250 ms) and P300 (250–500 ms) time-windows (Gar-
rido et al. 2013). A significant surprise*variance interaction 
(Fig. 4, Table 3) also confirms previous findings whereby the 

Fig. 2   Auditory white matter pathways. a The right arcuate fascicu-
lus, b left arcuate fasciculus and c the auditory interhemispheric path-
way from three participants. d FA of the three white matter pathways 

for the whole sample (N = 89 individuals). Each dot represents one 
participant and the error bar represents the standard error of the mean
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prediction error response is greater in the narrow than the 
broad condition (Garrido et al. 2013).

A regression analysis with the main effect of surprise as 
outcome variable and CAPE + scores as the predictor vari-
able, controlling for age and other measures of psychopa-
thology did not reveal any significant clusters. A regression 

analysis with the surprise*variance interaction as outcome 
variable and CAPE + scores as the predictor variable, con-
trolling for age and other measures of psychopathology 
revealed significant clusters over left temporoparietal chan-
nels at 155 ms (t(80) = 5.28, R2 = 0.258, pcluster-FWE= 0.002) 
and medial frontocentral channels at 145 ms (t(80)= 4.84, 
R2 = 0.227, pcluster-FWE = 0.008). This indicates that as the 
number of psychotic-like experiences increases, the sensi-
tivity for learning and detecting violations to regularities in 
a stochastic environment decreases.

Structural and functional predictors of psychotic 
experiences

I n t r a - r a t e r  r e l i a b i l i t y  w a s  v e r y  g o o d 
fo r  FA  o f  a l l  w h i t e  m a t t e r  p a t h w a y s 
(ICCleft arcuate fasciculus = 0.88, ICCright arcuate fasciculus = 0.91, 
ICCauditory interhemispheric pathway = 0.83).

For the Gaussian paradigm, FIV at 145  ms and 
155 ms were found to be significantly associated with 
CAPE + in the previous regression analysis and were 
therefore extracted and added to the model as predictor 

Fig. 3   Prediction errors to clas-
sical oddball stimuli. Predic-
tion error waveforms at the Fz 
channel for a long duration 
deviants and b short duration 
deviants for each participant 
(dotted lines), with grand mean 
across all participants (solid 
lines). Spatiotemporal statistical 
analysis revealed a significant 
c main effect of surprise and 
a d surprise*deviant type 
interaction, with a greater 
surprise effect for long duration 
deviants. c, d are 3D t-statistic 
maps demonstrating significant 
spatiotemporal clusters where 
spatial dimensions are on the 
x–y plane and time is on the 
z-axis. The 2D scalp maps are 
cross-sections of the 3D maps, 
denotating the time points of 
interest. Maps are displayed at 
p < 0.05 FWE corrected for the 
whole space–time volume

Table 2   Spatiotemporal results: classical oddball paradigm

All effects are family-wise error corrected at the cluster level
df - degrees of freedom

Df F-statistic p-value Time (ms) Location

Main 
effect of 
surprise

1, 96 476.00 < 0.001 235 Frontocentral
1, 96 72.40 < 0.001 395 Temporopa-

rietal
1, 96 73.41 < 0.001 400 Temporopa-

rietal
Surprise * 

deviant 
type inter-
action

1, 96 328.76 < 0.001 180 Frontocentral
1, 96 27.99 < 0.001 280 Temporopa-

rietal
1, 96 70.42 < 0.001 400 Temporopa-

rietal
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variables. In a second step, we added FA of the left arcu-
ate fasciculus, the right arcuate fasciculus and the audi-
tory interhemispheric pathway to investigate if the model 
improved significantly. All VIFs were below 1.9, indicat-
ing that multicollinearity was small. Prediction errors 
alone explained 11% of the variance in CAPE + scores 
(F(4,82) = 3.644, R2

adj = 0.11, p = 0.009), but when FA of 
the three white matter tracts were added to the model the 
variance explained increased to 17.8% (F(7,79) = 3.665, 

R2
adj = 0.178, p = 0.002). This significant increase in 

explained variance (Fchange(3,79) = 3.286, R2
change = 0.094, 

p = 0.025), indicates that mismatch responses and FA in 
auditory white matter pathways  together better predict 
psychotic-like experiences in psychologically healthy indi-
viduals than mismatch responses alone. This regression 
analysis revealed that FA of the auditory interhemispheric 
pathway (t(79)= − 2.959, r = − 0.345, p = 0.004) and 
the FIV for the surprise*variance interaction at 145 ms 
(t(79) = − 3.266, r = − 0.316, p = 0.002) were significant 
independent predictors of CAPE + scores. To illustrate the 
relationship between CAPE + and the significant predic-
tors (when controlling for the other independent variables) 
we show the partial correlation plots in Fig. 5. In Fig. 5a 
we show the CAPE + residuals (computed from regressing 
CAPE + against all independent variables except FIV at 
145 ms) and the FIV at 145 ms residuals (computed from 
regressing the FIV for the surprise*variance interaction 
at 145 ms against the remaining independent variables). 
Similarly, in Fig. 5b we display the partial correlation for 
the CAPE + residuals (now regressing CAPE + without 
auditory interhemispheric FA) and the residuals of FA of 
the auditory interhemispheric pathway. This finding indi-
cates that psychotic experiences increase as both FA of 

Fig. 4   Prediction errors to 
stochastic oddball stimuli. 
Prediction error waveforms at 
the Fz channel for a narrow 
and b broad conditions for each 
participant (dotted lines), with 
grand mean across all partici-
pants (solid lines). Spatiotempo-
ral statistical analysis revealed 
significant c main effect of sur-
prise and d surprise*variance 
interaction. As before, (c, d) are 
3D t -statistic maps demonstrat-
ing significant spatiotemporal 
clusters where spatial dimen-
sions are on the x–y plane and 
time is on the z-axis. The 2D 
scalp maps are cross-sections 
of the 3D maps, denotating the 
time points of interest. Maps are 
displayed at p < 0.05 FWE cor-
rected for the whole space–time 
volume

Table 3   Spatiotemporal results: stochastic oddball paradigm

All effects are family-wise error corrected at the cluster level
df - degrees of freedom

df F-statistic p-value Time (ms) Location

Main 
effect of 
surprise

1, 83 295.51 < 0.001 150 Frontocentral
1, 83 259.66 < 0.001 145 Parietal

1, 83 91.66 < 0.001 365 Frontocentral
Surprise * 

variance 
interac-
tion

1, 83 49.23 < 0.001 155 Temporoparietal
1, 83 42.73 < 0.001 155 Frontocentral

1, 83 35.70 < 0.001 260 Frontocentral
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the auditory interhemispheric pathway and the sensitivity 
to learn regularities in a stochastic environment decrease.

Discussion

The aims of the present study were (1) to investigate if 
auditory prediction error responses commonly reported in 
schizophrenia, are also associated with psychotic-like expe-
riences in the healthy population and (2) to explore if struc-
tural estimates of auditory white matter pathways, thought 
to be altered in schizophrenia and previously associated 
with auditory prediction errors, could improve regression 
models of psychotic-like experiences in the healthy popula-
tion over and above predictions made by auditory predic-
tion error responses alone. We found that reduced auditory 
prediction error responses were associated with increasing 
positive psychotic-like experiences in healthy individuals, 
specifically in a stochastic context. These findings indicate 
that as the number of psychotic-like experiences increases 
the mismatch response and the ability to learn and detect 
violations to statistical regularities in a stochastic environ-
ment decrease. Critically, we found that models based on 
auditory prediction error responses in a stochastic environ-
ment significantly improved when fractional anisotropy 
of auditory white matter pathways were added to predict 
psychotic-like experiences.

The classical oddball paradigm failed to reveal signifi-
cant effects with CAPE + scores within the MMN or P300 
time windows, which is in line with findings by Broyd et al. 
(2016), who did not find group differences between high 
and low schizotypy groups. The stochastic oddball paradigm 
however, found clusters that fall within the typical MMN 
time-window (Sams et al. 1985). This is in line with MMN 
attenuation consistently observed in chronic schizophre-
nia, first-episode psychosis, and individuals at high risk 

for schizophrenia (Todd et al. 2008; Näätänen et al. 2015; 
Erickson et al. 2016). It should be noted that the classical 
and stochastic oddball paradigms are dissimilar in several 
ways which may explain the discrepancy of our results in 
the two paradigms. Specifically, the two paradigms differ on 
(1) the deviants used (frequency vs. duration), (2) deviant 
probabilities (simple vs. stochastic), and (3) the cognitive 
load of the incidental task (i.e. one back vs. two back). It is 
not possible to directly compare the two paradigms since 
MMN varies with both deviant type (Nagai et al. 2013) and 
deviant probabilities (Javitt et al. 1998), which are both dif-
ferent in the classical and stochastic paradigms used here. 
It is also worth pointing out that while it has been reported 
that increasing cognitive load does not decrease prediction 
error amplitude in healthy individuals (Otten et al. 2000; 
Garrido et al. 2016), it does so in people with schizophrenia 
(Rissling et al. 2013). Nonetheless, the finding that the sto-
chastic, but not the classical oddball paradigm, demonstrated 
a differential association between MMN attenuation in the 
two contexts with increasing psychotic-like experiences.
This suggests that complex oddball paradigms with abstract 
rules may be more sensitive for detecting prediction error 
deficits associated with psychotic-like experiences in healthy 
individuals.

Here we demonstrate that MMN amplitudes identified 
with the stochastic oddball paradigm in combination with 
strucutral measures of auditory white matter tracts are asso-
ciated with psychotic-like experiences in healthy individu-
als, which are subtler than psychotic symptoms experienced 
by patients diagnosed with schizophrenia. Specifically, we 
observed that reducing fractional anisotropy of the audi-
tory interhemispheric pathway and decreasing ability to 
learn stochastic irregularities are associated with increasing 
psychotic-like experiences in healthy individuals. A study 
investigating the association between the auditory interhemi-
spheric pathway and psychotic symptoms in schizophrenia 

Fig. 5   Partial correlation plots for the two significant independent 
predictors derived from the regression analysis with positive psy-
chotic experiences (CAPE +) as outcome variable and field intensity 
values (145 ms/155 ms) and fractional anisotropy (auditory interhem-
ispheric pathway/left arcuate fasciculus/right arcuate fasciculus) as 
independent variables. The plot on the left displays the partial corre-

lation between CAPE + residuals and the residuals of the field inten-
sity values for the surprise*variance interaction at 145 ms. The plot 
on the right displays the partial correlation between CAPE + residuals 
and the residuals of fractional anisotropy (FA) of the auditory inter-
hemispheric pathway. Error bands represent 95% confidence interval
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observed decreased fractional anisotropy (indicative of white 
matter changes) and increased radial diffusivity (indicative 
of myelin changes) in patients with auditory verbal hal-
lucinations compared to patients without auditory verbal 
hallucinations and healthy controls (Wigand et al. 2015). 
Similarly, our findings suggest that fractional anisotropy of 
the auditory interhemispheric pathway might be associated 
with psychotic-like experiences in the healthy population.

Contrary to findings in schizophrenia whereby reduced 
fractional anisotropy of the arcuate fasciculus has recur-
rently been linked to psychotic symptoms such as auditory 
verbal hallucinations (Geoffroy et al. 2014; McCarthy-Jones 
et al. 2015), we did not observe the arcuate fasciculi to be 
independent predictors of psychotic-like experiences in 
healthy individuals. Fractional anisotropy has been reported 
to deteriorate gradually with illness duration from early to 
chronic stages of schizophrenia (Friedman et al. 2008; Di 
Biase et al. 2017) and previous studies failed to observe 
fractional anisotropy changes of the arcuate fasciculus in 
first-episode schizophrenia (Peters et al. 2008) or individu-
als at high-risk for schizophrenia (Munoz Maniega et al. 
2008). It is therefore possible that white matter changes 
associated with psychotic-like experiences are initially 
localized to auditory pathways in the corpus callosum and 
then advance to association tracts like the arcuate fasciculus 
with symptom development and prolonged illness duration. 
It is furthermore possible that other white matter tracts are 
implicated in psychotic experiences that were not included 
in our analyses. Indeed, in a recent structural connectome 
analyses, we reported widespread white matter reductions 
with increasing psychotic experiences in healthy individuals 
(Oestreich et al. 2018). More specifically, the cingulum bun-
dle and the uncinate fasciculus have previously been linked 
to psychotic symptoms in schizophrenia (Kawashima et al. 
2009; Whitford et al. 2014). However, both of these white 
matter connections are limbic association tracts that have 
specifically been implicated in delusions as opposed to audi-
tory hallucinations (Fitzsimmons et al. 2014; Oestreich et al. 
2016). While we restricted our analysis to auditory white 
matter pathways related to auditory prediction errors in this 
study, future prediction models may benefit from the inclu-
sion of other white matter tracts.

We calculated fractional anisotropy estimates by averag-
ing values across all voxels traversed by fibres of interest. 
It is possible that some voxels contain only few, potentially 
spurious, streamlines and could therefore be weighted less 
heavily when extracting fractional anisotropy values than 
voxels traversed by a large quantity of streamlines. The 
fact that we did not account for streamline density there-
fore represents a limitation of our study. Another limita-
tion is the two-step approach we took to identify predictors 
of CAPE + scores. We first used CAPE + dimension scores 
as a predictor variable with spatiotemporal contrasts as an 

outcome variable. This allowed us to isolate spatiotempo-
ral clusters significantly associated with CAPE + scores. 
In our final regression analysis, we entered these clusters 
together with the fractional anisotropy values of the auditory 
interhemispheric pathway and arcuate fasciculi as predictor 
variables, and psychotic experiences as outcome variable. 
In doing so, we reversed the regression model by using the 
field intensity values as outcome (used as predictor vari-
ables in the first regression step). The rationale behind this 
approach was to investigate whether structural estimates 
of auditory white matter tracts can improve predictions of 
psychotic experiences over and above predictions based on 
functional ERP measures alone. While the first regression 
therefore served the purpose of identifying clusters that are 
associated with psychotic experiences, the second regres-
sion analyses was conducted to explore if this association 
could be strengthened by including structural measures. 
Furthermore, the range of scores on the positive dimension 
of the CAPE in our study (i.e. 20–45) seems relatively low, 
given that the highest possible score is 80. However, a study 
by (Mossaheb et al. 2012) assessed a clinical, help-seeking 
population with the CAPE and established cut-off scores to 
identify individuals at ultra-high risk for developing psy-
chosis. In this study, dimension scores were calculated by 
dividing the total score within a dimension by the number of 
questions on that dimension. The resulting cut-off score for 
ultra-high risk individuals was 2.8. When calculated accord-
ing to this procedure, the range of scores in our study was 
0–0.2.5 with an average of 1.32. Given that our participants 
were drawn from a healthy population and we excluded par-
ticipants with a psychiatric disorder and individuals taking 
antidepressant medication, we believe that the distribution 
of positive scores in our sample reflects that of a healthy 
population. The lack of a clinical schizophrenia group limits 
the extent to which the findings of the present study might 
be informative for the identification of psychosis biomark-
ers. Future studies including clinical cohorts will be key in 
determining whether the structural and functional predictors 
of psychotic-like experiences identified in the present study 
are valuable psychosis symptom predictors. In the future, 
comparing healthy individuals with psychotic-like experi-
ences to individuals at high risk for psychosis, first-episode 
schizophrenia patients and chronic schizophrenia patients 
longitudinally will reveal whether the observed changes can 
provide prognostic clues about illness progression.

In conclusion, we found that reducing sensitivity to audi-
tory regularities in a stochastic environment and decreas-
ing fractional anisotropy of the auditory interhemispheric 
pathway are associated with psychotic-like experiences in 
healthy individuals. To the extent that these structural and 
functional brain connectivity changes have previously been 
reported in patients with schizophrenia, the findings of this 
study suggest that both MMN and white matter changes in 
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the auditory interhemispheric pathway may have a transla-
tional potential as early screening markers for psychosis.

Acknowledgements  We thank John McGrath for helpful discussions; 
David Lloyd, Elise Rowe for support in EEG data acquisition. Aiman 
Al-Najjar and Nicole Atcheson for assisting in MRI data collection, 
and all participants for their time. M.I.G. was supported by a UQ Fel-
lowship (2016000071), a UQ Foundation Research Excellence Award 
(2016001844), and the ARC Centre of Excellence for Integrative Brain 
Function (ARC CE140100007). R.R. was supported through a UQ 
International Research Scholarship.

References

Andersson JLR, Sotiropoulos SN (2016) An integrated approach to 
correction for off-resonance effects and subject movement in dif-
fusion MR imaging. Neuroimage 125:1063–1078

Atkinson RJ, Michie PT, Schall U (2012) Duration mismatch negativity 
and P3a in first-episode psychosis and individuals at ultra-high 
risk of psychosis. Biol Psychiatry 71:98–104

Beck AT, Ward CH, Mendelson M, Mock J, Erbaugh J (1961) An 
inventory for measuring depression. Arch Gen Psychiatry 
4:561–571

Beck AT, Epstein N, Brown G, Steer RA (1988) An inventory for meas-
uring clinical anxiety: psychometric properties. J Consult Clin 
Psychol 56:893–897

Belger A, Yucel GH, Donkers FCL (2012) In search of psychosis bio-
markers in high-risk populations: is the mismatch negativity the 
one we’ve been waiting for? Biol Psychiat 71:94–95

Berg P, Scherg M (1994) A multiple source approach to the correc-
tion of eye artifacts. Electroencephalogr Clin Neurophysiol 
90:229–241

Bodatsch M, Ruhrmann S, Wagner M, Muller R, Schultze-Lutter F, 
Frommann I, Brinkmeyer J, Gaebel W, Maier W, Klosterkotter J, 
Brockhaus-Dumke A (2011) Prediction of psychosis by mismatch 
negativity. Biol Psychiatry 69:959–966

Bodatsch M, Brockhaus-Dumke A, Klosterkotter J, Ruhrmann S (2015) 
Forecasting psychosis by event-related potentials-systematic 
review and specific meta-analysis. Biol Psychiatry 77:951–958

Brainard DH (1997) The psychophysics toolbox. Spat Vis 10:433–436
Broyd SJ, Michie PT, Bruggemann J, van Hell HH, Greenwood LM, 

Croft RJ, Todd J, Lenroot R, Solowij N (2016) Schizotypy and 
auditory mismatch negativity in a non-clinical sample of young 
adults. Psychiatry Res 254:83–91

Catani M, Thiebaut de Schotten M (2008) A diffusion tensor imag-
ing tractography atlas for virtual in vivo dissections. Cortex 
44:1105–1132

Cheng CH, Hsu WY, Lin YY (2013) Effects of physiological aging 
on mismatch negativity: a meta-analysis. Int J Psychophysiol 
90:165–171

Corlett P, Fletcher P (2012) The neurobiology of schizotypy: fronto-
striatal prediction error signal correlates with delusion-like beliefs 
in healthy people. Neuropsychologia 50:3612–3620

Dale AM, Fischl B, Sereno MI (1999) Cortical surface-based analy-
sis. I. Segmentation and surface reconstruction. Neuroimage 
9:179–194

Di Biase MA, Cropley VL, Baune BT, Olver J, Amminger GP, Phas-
souliotis C, Bousman C, McGorry PD, Everall I, Pantelis C, 
Zalesky A (2017) White matter connectivity disruptions in early 
and chronic schizophrenia. Psychol Med 47:1–14

Dima D, Frangou S, Burge L, Braeutigam S, James AC (2012) Abnor-
mal intrinsic and extrinsic connectivity within the magnetic 

mismatch negativity brain network in schizophrenia: a preliminary 
study. Schizophr Res 135:23–27

Erickson MA, Ruffle A, Gold JM (2016) A meta-analysis of mismatch 
negativity in schizophrenia: from clinical risk to disease specific-
ity and progression. Biol Psychiatry 79:980–987

Ettinger U, Mohr C, Gooding DC, Cohen AS, Rapp A, Haenschel C, 
Park S (2015) Cognition and brain function in schizotypy: a selec-
tive review. Schizophrenia Bull. https​://doi.org/10.1093/schbu​l/
sbu19​0

Fitzsimmons J, Schneiderman JS, Whitford TJ, Swisher T, Niznikie-
wicz MA, Pelavin PE, Terry DP, Mesholam-Gately RI, Seidman 
LJ, Goldstein JM, Kubicki M (2014) Cingulum bundle diffusivity 
and delusions of reference in first episode and chronic schizophre-
nia. Psychiatry Res 224:124–132

Ford JM, Mathalon DH, Kalba S, Marsh L, Pfefferbaum A (2001) N1 
and P300 abnormalities in patients with schizophrenia, epilepsy, 
and epilepsy with schizophrenialike features. Biol Psychiatry 
49:848–860

Ford TC, Woods W, Crewther DP (2017) Spatio-temporal source clus-
ter analysis reveals fronto-temporal auditory change processing 
differences within a shared autistic and schizotypal trait pheno-
type. NeuroImage Clin 16:383–389

Friedman JI, Tang C, Carpenter D, Buchsbaum M, Schmeidler J, Fla-
nagan L, Golembo S, Kanellopoulou I, Ng J, Hof PR, Harvey PD, 
Tsopelas ND, Stewart D, Davis KL (2008) Diffusion tensor imag-
ing findings in first-episode and chronic schizophrenia patients. 
Am J Psychiatry 165:1024–1032

Garrido MI, Friston KJ, Kiebel SJ, Stephan KE, Baldeweg T, Kilner 
JM (2008) The functional anatomy of the MMN: a DCM study of 
the roving paradigm. Neuroimage 42:936–944

Garrido MI, Sahani M, Dolan RJ (2013) Outlier responses reflect sen-
sitivity to statistical structure in the human brain. PLoS Comput 
Biol 9:e1002999

Garrido MI, Teng CLJ, Taylor JA, Rowe EG, Mattingley JB (2016) 
Surprise responses in the human brain demonstrate statistical 
learning under high concurrent cognitive demand. Sci Learn 
1:16006

Geoffroy PA, Houenou J, Duhamel A, Amad A, De Weijer AD, Cur-
cic-Blake B, Linden DE, Thomas P, Jardri R (2014) The arcuate 
fasciculus in auditory-verbal hallucinations: a meta-analysis of 
diffusion-tensor-imaging studies. Schizophr Res 159:234–237

Greve DN, Fischl B (2009) Accurate and robust brain image alignment 
using boundary-based registration. Neuroimage 48:63–72

Haigh SM, Coffman BA, Salisbury DF (2016a) Mismatch negativity in 
first-episode schizophrenia: a meta-analysis. Clin EEG Neurosci 
48:3–10

Haigh SM, Coffman BA, Murphy TK, Butera CD, Salisbury DF 
(2016b) Abnormal auditory pattern perception in schizophrenia. 
Schizophr Res 176:473–479

Horton J, Millar A, Labelle A, Knott VJ (2011) MMN responsivity to 
manipulations of frequency and duration deviants in chronic, clo-
zapine-treated schizophrenia patients. Schizophr Res 126:202–211

Javitt DC, Grochowski S, Shelley AM, Ritter W (1998) Impaired mis-
match negativity (MMN) generation in schizophrenia as a func-
tion of stimulus deviance, probability, and interstimulus/interdevi-
ant interval. Electroencephalogr Clin Neurophysiol 108:143–153

Jeurissen B, Tournier J-D, Dhollander T, Connelly A, Sijbers J 
(2014) Multi-tissue constrained spherical deconvolution for 
improved analysis of multi-shell diffusion MRI data. Neuroim-
age 103:411–426

Kawashima T, Nakamura M, Bouix S, Kubicki M, Salisbury DF, Wes-
tin CF, McCarley RW, Shenton ME (2009) Uncinate fasciculus 
abnormalities in recent onset schizophrenia and affective psycho-
sis: a diffusion tensor imaging study. Schizophr Res 110:119–126

Kubicki M, Styner M, Bouix S, Gerig G, Markant D, Smith K, Kiki-
nis R, McCarley R, Shenton M (2008) Reduced interhemispheric 

https://doi.org/10.1093/schbul/sbu190
https://doi.org/10.1093/schbul/sbu190


3288	 Brain Structure and Function (2019) 224:3277–3289

1 3

connectivity in schizophrenia-tractography based segmentation of 
the corpus callosum. Schizophr Res 106:125–131

Larsen KM, Morup M, Birknow MR, Fischer E, Hulme O, Vangkilde 
A, Schmock H, Baare WFC, Didriksen M, Olsen L, Werge T, 
Siebner HR, Garrido MI (2018) Altered auditory processing and 
effective connectivity in 22q11.2 deletion syndrome. Schizophr 
Res 197:328–336

Marques JP, Kober T, Krueger G, van der Zwaag W, Van de Moortele 
P-F, Gruetter R (2010) MP2RAGE, a self bias-field corrected 
sequence for improved segmentation and T1-mapping at high 
field. Neuroimage 49:1271–1281

McCarthy-Jones S, Oestreich LKL, Bank ASR, Whitford TJ (2015) 
Reduced integrity of the left arcuate fasciculus is specifically 
associated with hallucinations in the auditory verbal modality in 
schizophrenia. Schizophr Res 162:1–6

Metzler-Baddeley C, Jones DK, Steventon J, Westacott L, Aggleton JP, 
O’Sullivan MJ (2012) Cingulum microstructure predicts cognitive 
control in older age and mild cognitive impairment. J Neurosci 
32:17612–17619

Miller KM, Price CC, Okun MS, Montijo H, Bowers D (2009) Is the 
n-back task a valid neuropsychological measure for assessing 
working memory? Arch Clin Neuropsychol Off J Nat Acad Neu-
ropsychol 24(7):711–717. https​://doi.org/10.1093/arcli​n/acp06​3

Mossaheb N, Becker J, Schaefer MR, Klier CM, Schloegelhofer M, 
Papageorgiou K, Amminger GP (2012) The community assess-
ment of psychic experience (CAPE) questionnaire as a screening-
instrument in the detection of individuals at ultra-high risk for 
psychosis. Schizophr Res 141:210–214

Munoz Maniega S, Lymer GK, Bastin ME, Marjoram D, Job DE, 
Moorhead TW, Owens DG, Johnstone EC, McIntosh AM, Lawrie 
SM (2008) A diffusion tensor MRI study of white matter integrity 
in subjects at high genetic risk of schizophrenia. Schizophr Res 
106:132–139

Naatanen R (2000) The mismatch negativity as an index of the percep-
tion of speech sounds by the human brain. Rossiiskii Fiziologich-
eskii Zhurnal Imeni I. M. Sechenova 86(11):1481–1501

Näätänen R (2014) The mismatch negativity (MMN)—a unitary bio-
marker for predicting schizophrenia onset. Int J Psychophysiol 
94:120–120

Näätänen R, Shiga T, Asano S, Yabe H (2015) Mismatch negativity 
(MMN) deficiency: a break-through biomarker in predicting psy-
chosis onset. Int J Psychophysiol 95:338–344

Nagai T, Tada M, Kirihara K, Yahata N, Hashimoto R, Araki T, Kasai 
K (2013) Auditory mismatch negativity and P3a in response to 
duration and frequency changes in the early stages of psychosis. 
Schizophr Res 150:547–554

Nelson MT, Seal ML, Phillips LJ, Merritt AH, Wilson R, Pantelis C 
(2011) An investigation of the relationship between cortical con-
nectivity and schizotypy in the general population. J Nerv Ment 
Dis 199:348–353

Oestreich LK, Pasternak O, Shenton ME, Kubicki M, Gong X, McCa-
rthy-Jones S, Whitford TJ (2016) Abnormal white matter micro-
structure and increased extracellular free-water in the cingulum 
bundle associated with delusions in chronic schizophrenia. Neu-
roImage Clin 12:405–414

Oestreich LKL, Randeniya R, Garrido MI (2018) White matter con-
nectivity reductions in the pre-clinical continuum of psychosis: a 
connectome study. Hum Brain Mapp 40:529–537

Otten LJ, Alain C, Picton TW (2000) Effects of visual attentional load 
on auditory processing. NeuroReport 11:875–880

Pelli DG (1997) The VideoToolbox software for visual psychophysics: 
transforming numbers into movies. Spat Vis 10:437–442

Perez VB, Woods SW, Roach BJ, Ford JM, McGlashan TH, Srihari 
VH, Mathalon DH (2014) Automatic auditory processing deficits 
in schizophrenia and clinical high-risk patients: forecasting psy-
chosis risk with mismatch negativity. Biol Psychiatry 75:459–469

Peter V, McArthur G, Thompson WF (2010) Effect of deviance 
direction and calculation method on duration and frequency 
mismatch negativity (MMN). Neurosci Lett 482:71–75

Peters BD, de Haan L, Dekker N, Blaas J, Becker HE, Dingemans 
PM, Akkerman EM, Majoie CB, van Amelsvoort T, den Heeten 
GJ, Linszen DH (2008) White matter fibertracking in first-
episode schizophrenia, schizoaffective patients and subjects 
at ultra-high risk of psychosis. Neuropsychobiology 58:19–28

Qiu Y, Tang Y, Chan RCK, Sun X, He J (2014) P300 Aberration 
in first-episode schizophrenia patients: a meta-analysis. PLoS 
One 9:e97794

Rissling AJ, Park SH, Young JW, Rissling MB, Sugar CA, Sprock 
J, Mathias DJ, Pela M, Sharp RF, Braff DL, Light GA (2013) 
Demand and modality of directed attention modulate “pre-atten-
tive” sensory processes in schizophrenia patients and nonpsy-
chiatric controls. Schizophr Res 146:326–335

Rossell SL, Shapleske J, Fukuda R, Woodruff PW, Simmons A, 
David AS (2001) Corpus callosum area and functioning in 
schizophrenic patients with auditory–verbal hallucinations. 
Schizophr Res 50:9–17

Salisbury DF, McCathern AG (2016) Abnormal complex auditory 
pattern analysis in schizophrenia reflected in an absent missing 
stimulus mismatch negativity. Brain Topogr 29:867–874

Salisbury DF, Polizzotto NR, Nestor PG, Haigh SM, Koehler J, 
McCarley RW (2016) Pitch and duration mismatch negativity 
and premorbid intellect in the first hospitalized schizophrenia 
spectrum. Schizophr Bull 43:407–416

Sams M, Paavilainen P, Alho K, Näätänen R (1985) Auditory fre-
quency discrimination and event-related potentials. Electroen-
cephalogr Clin Neurophysiol 62:437–448

Shaikh M, Valmaggia L, Broome MR, Dutt A, Lappin J, Day F, 
Woolley J, Tabraham P, Walshe M, Johns L, Fusar-Poli P, 
Howes O, Murray RM, McGuire P, Bramon E (2012) Reduced 
mismatch negativity predates the onset of psychosis. Schizophr 
Res 134:42–48

Smith SM, Jenkinson M, Woolrich MW, Beckmann CF, Behrens 
TE, Johansen-Berg H, Bannister PR, De Luca M, Drobnjak I, 
Flitney DE, Niazy RK, Saunders J, Vickers J, Zhang Y, De Ste-
fano N, Brady JM, Matthews PM (2004) Advances in functional 
and structural MR image analysis and implementation as FSL. 
Neuroimage 23(Suppl 1):S208–219

Smith RE, Tournier JD, Calamante F, Connelly A (2015) SIFT2: 
enabling dense quantitative assessment of brain white mat-
ter connectivity using streamlines tractography. Neuroimage 
119:338–351

Solis-Vivanco R, Mondragon-Maya A, Leon-Ortiz P, Rodriguez-
Agudelo Y, Cadenhead KS, de la Fuente-Sandoval C (2014) 
Mismatch Negativity reduction in the left cortical regions in 
first-episode psychosis and in individuals at ultra high-risk for 
psychosis. Schizophr Res 158:58–63

Stefanis NC, Hanssen M, Smirnis NK, Avramopoulos DA, Evdokimidis 
IK, Stefanis CN, Verdoux H, Van Os J (2002) Evidence that three 
dimensions of psychosis have a distribution in the general popula-
tion. Psychol Med 32:347–358

Steinmann S, Leicht G, Mulert C (2014) Interhemispheric auditory 
connectivity: structure and function related to auditory verbal hal-
lucinations. Front Hum Neurosci 8:55

Sur S, Sinha VK (2009) Event-related potential: an overview. Ind Psy-
chiatry J 18:70–73

Sweet LH (2011) N-Back Paradigm. In: Kreutzer JS, DeLuca J, Caplan 
B (eds) Encyclopedia of clinical neuropsychology. Springer, New 
York, pp 1718–1719

Todd J, Michie PT, Schall U, Karayanidis F, Yabe H, Näätänen R 
(2008) Deviant matters: duration, frequency, and intensity devi-
ants reveal different patterns of mismatch negativity reduction in 
early and late schizophrenia. Biol Psychiatry 63:58–64

https://doi.org/10.1093/arclin/acp063


3289Brain Structure and Function (2019) 224:3277–3289	

1 3

Tournier JD, Calamante F, Connelly A (2012) MRtrix: diffusion trac-
tography in crossing fiber regions. Int J Imaging Syst Technol 
22:53–66

Wager TD, Keller MC, Lacey SC, Jonides J (2005) Increased sensitiv-
ity in neuroimaging analyses using robust regression. Neuroimage 
26:99–113

Whitford TJ, Lee SW, Oh JS, de Luis-Garcia R, Savadjiev P, Alva-
rado JL, Westin CF, Niznikiewicz M, Nestor PG, McCarley RW, 
Kubicki M, Shenton ME (2014) Localized abnormalities in the 
cingulum bundle in patients with schizophrenia: a diffusion tensor 
tractography study. NeuroImage Clin 5:93–99

Wigand M, Kubicki M, Clemm von Hohenberg C, Leicht G, Karch S, 
Eckbo R, Pelavin PE, Hawley K, Rujescu D, Bouix S, Shenton 
ME, Mulert C (2015) Auditory verbal hallucinations and the inter-
hemispheric auditory pathway in chronic schizophrenia. World J 
Biol Psychiatry 16:31–44

Winterer G, Egan MF, Raedler T, Sanchez C, Jones DW, Coppola R, 
Weinberger DR (2003) P300 and genetic risk for schizophrenia. 
Arch Gen Psychiatry 60:1158–1167

Woodruff PW (2004) Auditory hallucinations: insights and questions 
from neuroimaging. Cogn Neuropsychiatry 9:73–91

Zhang Y, Brady M, Smith S (2001) Segmentation of brain MR images 
through a hidden Markov random field model and the expectation-
maximization algorithm. IEEE Trans Med Imaging 20:45–57

Publisher’s Note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.


	Auditory prediction errors and auditory white matter microstructure associated with psychotic-like experiences in healthy individuals
	Abstract
	Introduction
	Methods
	Participants
	Experimental procedure
	Classical oddball paradigm
	Stochastic oddball paradigm

	EEG data
	Acquisition and processing
	Spatiotemporal analysis

	DWI data
	Acquisition and pre-processing
	Tractography

	Regression model for predicting psychotic-like experiences

	Results
	Spatiotemporal analysis
	Classical oddball paradigm
	Stochastic oddball paradigm

	Structural and functional predictors of psychotic experiences

	Discussion
	Acknowledgements 
	References




