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ABSTRACT

BACKGROUND: Mismatch negativity reductions are among the most reliable biomarkers for schizophrenia and have
been associated with increased risk for conversion to psychosis in individuals who are at clinical high risk for psy-
chosis (CHR-P). Here, we adopted a computational approach to develop a mechanistic model of mismatch negativity
reductions in CHR-P individuals and patients early in the course of schizophrenia.

METHODS: Electroencephalography was recorded in 38 CHR-P individuals (15 converters), 19 patients early in the
course of schizophrenia (=5 years), and 44 healthy control participants during three different auditory oddball
mismatch negativity paradigms including 10% duration, frequency, or double deviants, respectively. We modeled
sensory learning with the hierarchical Gaussian filter and extracted precision-weighted prediction error trajectories
from the model to assess how the expression of hierarchical prediction errors modulated electroencephalography
amplitudes over sensor space and time.

RESULTS: Both low-level sensory and high-level volatility precision-weighted prediction errors were altered in CHR-P
individuals and patients early in the course of schizophrenia compared with healthy control participants. Moreover,
low-level precision-weighted prediction errors were significantly different in CHR-P individuals who later converted
to psychosis compared with nonconverters.

CONCLUSIONS: Our results implicate altered processing of hierarchical prediction errors as a computational
mechanism in early psychosis consistent with predictive coding accounts of psychosis. This computational model
seems to capture pathophysiological mechanisms that are relevant to early psychosis and the risk for future psy-
chosis in CHR-P individuals and may serve as predictive biomarkers and mechanistic targets for the development of
novel treatments.

https://doi.org/10.1016/j.bpsc.2023.07.011

Often without our awareness, our brain continuously learns
about our environment. The mismatch negativity (MMN) is a
neurophysiological index of such implicit learning that is
commonly measured with electroencephalography (EEG). It
refers to a brain response that is elicited automatically when
an auditory stimulus violates a statistical regularity in the
recent auditory environment (1), for example when a series of
low tones is unexpectedly interrupted by a high tone.
Formally, the MMN is a transient negative wave deflection in
the event-related potential (ERP) elicited by infrequent deviant
stimuli randomly interspersed among frequent standard
stimuli that is most easily identified between 100 and 250 ms
following stimulus onset in the deviant-standard ERP differ-
ence wave (2,3).

MMN amplitude reductions in schizophrenia have been
demonstrated repeatedly (4). Interest in MMN amplitude re-
ductions as an early warning sign for impending psychosis has

increased recently. MMN reductions are already present in
individuals who are at clinical high risk for psychosis (CHR-P),
likely reflecting vulnerability for a progression to full psychosis
because reductions were found to be more pronounced in
CHR-P individuals who later converted to a psychotic disorder
(5-9). Despite its clinical potential, the mechanisms that ac-
count for MMN reductions in CHR-P individuals remain poorly
understood. One of the biggest challenges in early detection
and intervention research lies in developing novel medications
to delay or even prevent transition to psychosis (10). This
challenge has been attributed to a lack of mechanistic models
of pathophysiological processes, especially in the CHR-P
population (10).

Several computational theories of the MMN have been
proposed (11-13). One compelling class of theories is
Bayesian accounts of the MMN (11,12,14,15). At their core,
they assume that the brain actively predicts its sensory
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environment. These predictions are compared with incoming
sensory inputs, and the discrepancy between predictions and
inputs —prediction errors (PEs)—weighted by the confidence
with which predictions are made (i.e., the precision thereof) is
used to continuously update the brain’s internal model of the
world. Importantly, recent theories assume that the brain’s
internal model is hierarchically structured such that lower
levels track local (immediate) and higher levels track global
(more slowly changing) statistics of the world (14-19). From a
Bayesian perspective, evoked responses during an auditory
oddball task reflect precision-weighted PE (pwPE) updates of
the brain’s internal model of the world (11), and MMN re-
ductions in schizophrenia could reflect a failure to compute
hierarchical pwPEs adequately.

Interestingly, PEs may be implemented neurally through
AMPA receptor signaling and precisions through NMDA re-
ceptor (NMDAR) neuromodulatory system interactions (20-22).
Consistent with this hypothesis, the NMDAR antagonist keta-
mine was found to reduce MMN amplitudes in humans (23—
25), and 2 pharmacological studies conducted with healthy
control participants (HCs) suggest that EEG signatures of hi-
erarchical pwPEs during oddball tasks are also altered by ke-
tamine (14) and muscarinic, but not dopaminergic,
interventions (15). Taken together, these results suggest that
hierarchical Bayesian models are promising candidates for
understanding why the MMN is reduced in schizophrenia and
that these models may even serve as computational assays to
probe neuroreceptor function noninvasively (26) to identify
subtypes with impairments in specific neuroreceptor systems
(15,27-29) or critical time windows for early interventions.

We applied a hierarchical Bayesian modeling approach
(14,30,31) to EEG data from a previously published study (8) to
develop a mechanistic model of altered information processing
as a basis for MMN amplitude reductions in CHR-P individuals
and patients with early-illness schizophrenia (ESZ). This study
found reduced MMN amplitudes in patients with ESZ and
CHR-P individuals and furthermore showed MMN deficits to
be greater in those CHR-P individuals who subsequently
converted to psychosis compared with nonconverters who
were followed for at least 12 months (8). In this study, we
investigated what changes in information processing underlie
these effects.

METHODS AND MATERIALS

Participants

Participants included 19 patients with ESZ (=5 years since
initial hospitalization or initiation of antipsychotic medication;
age [mean * SD] 19.97 *= 550 years, range 13-37 years)
(Table 1), 38 CHR-P individuals (age 17.40 + 3.50 years, range
12-26 years) (Table 1), and 44 HCs (age 23.91 * 6.17 years,
range 12-37 years) (Table 1) (8). CHR-P participants were
followed for over 24 months. Fifteen CHR-P individuals con-
verted to full psychosis (CHR-C) (time-to-conversion 10.42 =
9.01 months); 16 CHR-P individuals did not convert (CHR-NC)
but were followed for at least 12 months (follow-up duration
28.59 = 8.80 months). Seven individuals from the CHR-P
group dropped out before the 12-month follow-up and were
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excluded from analyses comparing CHR-C and CHR-NC
groups because their clinical outcomes were uncertain.
Recruitment and inclusion and exclusion criteria are detailed in
the Supplement and in the original study (8). The study was
approved by the Institutional Review Board of Yale University,
and all adult participants provided written informed consent.
For minors, parents provided written informed consent, and
minors provided written assent.

Task

Participants performed an unrelated primary task (silently
reading a book) while being presented with three auditory
oddball paradigms presented in a fixed order (Figure S1). Each
paradigm comprised two runs of 875 tones each (1750 tones in
total), including 90% standard tones (50 ms, 633 Hz) and either
10% duration (100 ms), 10% frequency (1000 Hz), or 10%
duration + frequency double deviants (100 ms and 1000 Hz).
All tones were presented at 78 dB in fixed pseudorandomized
order with 5-ms rise/fall times and 510-ms stimulus onset
asynchrony through Etymotic ER3-A insert earphones (Ety-
motic Research, Inc.).

EEG Data Processing

EEG was recorded using a 20-channel electrode cap with a
standard 10-20 montage (Physiometrix, Inc.) and additional
mastoid and nose electrodes with linked-ear reference and an
FPz ground. Signals were digitized at 1000 Hz with a Neuro-
scan Synamps amplifier (NeuroscanA). Electro-oculograms
were recorded from electrodes located above and below the
left eye and at the outer canthi of both eyes.

EEG preprocessing consisted of high-pass filtering with a
Butterworth filter (0.5 Hz), downsampling (256 Hz), and low-
pass filtering using a Butterworth filter (30 Hz), followed by
epoching into 500-ms segments around tone onsets (—100 to
400 ms), baseline correction (—100 to 0 ms), and eyeblink
correction using principal component analysis with one
component (Supplement). Subsequently, remaining artifactual
trials were rejected using a *=100-uV amplitude threshold.
Preprocessing and statistical analyses were implemented in
MATLAB (version 2020b; The MathWorks, Inc.; https:/
mathworks.com) using the SPM12 toolbox (version 7771,
https://www:.fil.ion.ucl.ac.uk/spm/software/spm12/).

Computational Modeling

We modeled implicit sensory learning about the tone se-
quences with a 3-level binary hierarchical Gaussian filter (HGF)
(30,31); see the Supplement for modeling details. This model
assumes that participants make inferences about hidden
states of the environment (Figure 1A). In the oddball paradigm,
participants need to learn about a low-level hidden state xék),
which represents the tendency of a specific tone to be prev-
alent in the environment (tone tendency) and whether the
environment is stable or changing (i.e., volatile) captured by the
high-level state xg‘) based on each trial input (standard or
deviant tones). We chose a 3-level over a 2-level HGF because
we assumed that participants’ brains implicitly track local
changes in deviant probability that occur throughout the task

2 Biological Psychiatry: Cognitive Neuroscience and Neuroimaging m 2023; m:m—-m www.sobp.org/BPCNNI


https://mathworks.com
https://mathworks.com
https://www.fil.ion.ucl.ac.uk/spm/software/spm12/
http://www.sobp.org/BPCNNI

Aberrant Prediction Errors in Early Psychosis

Table 1. Demographic and Clinical Characteristics of Study Participants
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HC, CHR-P, ESZ, Post Hoc CHR-C, CHR-NC,
Characteristic n =44 n=238 n=19 Test Statistic Contrasts n=15 n=16 Test Statistic
Age, Years 19.97 (5.50) 17.40 (3.50) 23.91 (6.17) Fo9s =10.838, ESZ > HC 17.47 (2.18) 15.88 (3.27) Fy9 = 2.475,
p < .001 ESZ > CHR-P p=.127
Sex, Female/Male 17/27 15/23 4/15 %%, = 2.178, 6/9 7/9 %24 = 0.045,
p =.337 p =.833
Handedness?, 37/5/2 31/3/4 16/1/2 %24 = 1.765, 13/11 12/1/3 %25 = 1.009,
Right/Left/ p=.779 p = .604
Ambidextrous
Socioeconomic 28.02 (13.17)  36.64 (15.22)  40.44 (9.06) Fp s = 6.959, ESZ > HC 36.70 (13.39)  35.34 (18.01)  Fy 09 = 0.056,
Status” p =.002 ESZ > CHR-P p=.815
Race/Ethnicity %%s = 23.937, ESZ # HC %23 = 2.031,
African American 2 8 p =.002 CHR-P # HC 2 1 p = .556
American Indian 0 0 0
Asian 4 1 0 0 0
Caucasian 37 26 9 9 13
Hispanic 1 2 3 1
Pacific Islander 0 0 0 0 0
Other 0 1 1
High Risk Type® %2, = 2.004,
APS 38 15 16 p =.367
BLIP 1 1 0
GRD 1 1 0
Diagnostic Type
Catatonic 1
Disorganized 1
Paranoid 1
Residual 1
Schizoaffective 3
Undifferentiated 2
Antipsychotic Type %% = 19.811, %2 = 0.860,
Atypical only 10 13 p < .001 5 3 p =.354
Atypical and 1 0 0
typical
Typical only 0 0 0 0
None 27 2 10 13
Unknown 0 0 0
PANSS Positive (41) 18.71 (5.78)
PANSS Negative (41) 17.14 (6.11)
SOPS Positive (39,40) 11.03 (4.96) 12.47 (5.07) 9.00 (4.91) Fi09 = 3.739,
p =.063
SOPS Negative (39,40) 10.74 (6.35) 14.40 (5.05) 6.69 (5.71) Fi9 = 15.767,
p < .001

Values are mean (SD) or n, unless otherwise indicated. All p values are uncorrected.
APS, attenuated psychotic symptoms; BLIP, brief and limited intermittent psychotic symptoms; CHR-C, individuals at clinical high risk for psychosis who later
converted to a psychotic disorder; CHR-NC, individuals at clinical high risk for psychosis who did not convert; CHR-P, individuals at clinical high risk for psychosis;
ESZ, patients with early-illness schizophrenia (=5 years since initial hospitalization or initiation of antipsychotic medication); GRD, genetic risk and deterioration
syndrome; HC, healthy control; PANSS, Positive and Negative Syndrome Scale; SOPS, Scale of Prodromal Symptoms.

4Crovitz-Zener questionnaire (62) for handedness.

PParental socioeconomic status as measured with the Hollingshead Four-Factor Index (37) based on maternal and paternal education and maternal and paternal
occupational status. Reported are averages across primary and secondary caregiver. Lower values indicate higher socioeconomic status.

°High-risk types are not mutually exclusive.

(Figure 1B). Importantly, because the constant global deviant
probability is unknown to participants, local changes in deviant
probability are ambiguous and could either signal that the
environment is about to change or be explained away as noise.
Based on previous literature suggesting that the repetition

positivity increases with repeated presentation of standard
tones (32), we have reason to believe that the brain tracks local
changes even in globally stable environments because par-
ticipants need to continuously infer the appropriate amount of

volatility.
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Figure 1. Computational analysis pipeline. (A) Trial-by trial trajectories of low- and high-level precision-weighted prediction errors were computed using the
hierarchical Gaussian filter (30,31). (B) In a first-level analysis, precision-weighted prediction errors were used as parametric regressors to explain electro-
encephalography (EEG) amplitude variations at each point in sensor space and peristimulus time (PST) following the tone presentation across trials within each
participant. Note that the constant global deviant probability is unknown to the participants; thus, periods of high local deviant probability are ambiguous and
could either signal an impending change in the environment or just noise. The model assumes that participants need to continuously infer the appropriate
amount of volatility of the environment. (C) First-level statistics were carried to the second level to obtain statistical parametric maps over 2-dimensional sensor

space and peristimulus time.

Participants’ beliefs about the hidden states at level i of
the hierarchy and on trial k are denoted with ui(k) and were
updated after each new tone according to the following belief
update equation:

precision—weight

~ =
k) ¥ ®)
Ap = ) A)
T ~—~

belief update prediction error

where ui(k> is the expectation or belief at trial k and level j of
the hierarchy, *?c,“i)1 is the precision (inverse of the variance)
from the level below (the hat symbol denotes that this pre-
cision has not been updated yet and is associated with the
prediction before hearing a new tone), —rci(k) is the updated
precision at the current level, and 5@1 is a PE expressing
the discrepancy between the expected and the experienced
outcome. Because we coded deviant tones as 1 and stan-
dard tones as 0, positive low-level pwPEs signal that
deviant tones are more frequent than expected, whereas
negative low-level pwPEs indicate that standard tones are
more frequent than expected (although note that the sign
depends on how the input is coded). Conversely, positive
and negative high-level pwPEs signal that the environment

Table 2. Summary of Input and Posterior Parameter Estimates

is more volatile or more stable than expected, respectively.
The magnitude of pwPEs is proportional to the belief up-
date, i.e., the extent to which participants need to adjust
their internal model of the world after experiencing a new
tone.

Consistent with a previous study examining the effects of
ketamine on sensory learning in a roving paradigm (14), we
focused our analysis on low-level pwPEs about the tone ten-
dency (e2) and high-level pwPEs about the volatility of the
environment (e3), where the pwPE ei(k) on each trial k and at
level i of the hierarchy is defined as (cf. equation 1):

(k) A’t‘(k)1 (k)

— =

Ei = W8i71 (2)
i

We optimized the parameters of the perceptual model
assuming that each participant acted as an ideal Bayesian
observer minimizing surprise about input sequences
(Table 2). Preferably, model parameters should be estimated
based on both input and participants’ behavioral responses
to quantify how participants’ learning deviates from an ideal
Bayesian observer. However, this was not possible because
the MMN paradigm does not require participants to make
responses.

Variable HC,n=44 CHR-P,n=38 ESZ, n=19 Statistic CHR-C,n =15 CHR-NC,n =16 Statistic

Input Entropy 0.47 (0.00) 0.47 (0.00) 0.47 (0.00) Faeg = 0.522, p = .595 0.47 (0.00) 0.47 (0.00)  Fy0¢ =0.417, p = 523
Evolution Rate, w, —0.20 (0.78)  —0.19(0.77)  —0.36 (0.85) Foos=1.862,p=.161  —0.16 (0.82) —-0.22 (0.78)  Fy0 = 0.156, p = .696
Metavolatility, ws 4.80 (0.30) 4.86 (0.29) 4.80 (0.31) Fogs = 3.034, p = .053 4.76 (0.29) 4.83(031)  Fin=2651,p=.114

Values are mean (SD) unless otherwise indicated.

CHR-C, individuals at clinical high risk for psychosis who later converted to a psychotic disorder; CHR-NC, individuals at clinical high risk for psychosis who did not
convert; CHR-P, individuals at clinical high risk for psychosis; ESZ, patients with early-illness schizophrenia (=5 years since initial hospitalization or initiation of

antipsychotic medication); HC, healthy control.

4
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Statistical Analyses

Demographic and clinical variables were analyzed in R (version
4.04; https://www.r-project.org/) using R-Studio (version
1.4.1106; https://www.rstudio.com/). We report uncorrected p
values for either analyses of variance or 2 tests, as appro-
priate. Post hoc tests were Bonferroni corrected (o. = 0.05).

First-Level Analysis. We extracted the trajectories of low-
level pwPEs about the tone tendency e and high-level
pwPEs about environmental volatility 3. Trial-by-trial magni-
tude estimates of the absolute value of low-level pwPEs |e;| or
high-level pwPEs e3 were included as parametric regressors to
explain trial-by-trial variation in EEG amplitude (Figure 1B) as
done previously (14). The absolute value of e, was chosen
because it expresses Bayesian surprise independent of the
physical characteristics of a tone such as a specific frequency.

Note that taking the absolute value also means that the
10% largest |eo| are elicited for both deviants (about 67.25%
on average across all input sequences) and standards
(32.75%). The standard tones also elicit large |e|, but only in
the beginning of the experiment, because participants do not
yet know which tone will be the standard tone. Conversely, the
10% lowest |e;| trials correspond exclusively to the standard
condition of the classical MMN. The 10% largest and smallest
ez are elicited by deviant (99.94%) and standard (100%) tones,
respectively, because deviant tones could signal that the
environment is about to change (i.e., when the local frequency
of deviants is > 10%, e.g., 2 deviants in a row). It must be
noted that these statistics apply only to the current design and
will differ for other tone sequences.

The general linear model at the first level consisted of an
intercept term and either (z-standardized) low- or high-level
pwWPE trajectories as predictors and EEG amplitude across
sensors and peristimulus time as the response variable. For
each pwPE, we tested the null hypothesis that the parameter
estimate was 0 at each sensor and time point using an F test.
As an additional test to assess whether high-level pwPEs
derived from the third level of the HGF explained additional
variance in the EEG, suggesting that the brain tracks changes
in local deviant probability despite the globally stable deviant
probability, we also conducted a supplementary analysis in
which we included both low- and high-level pwPEs in the same
first-level general linear model and tested whether high-level
pwPEs still explained a significant amount of variance. The
results of this analysis suggested that they did (Figure S5).
Statistical analyses were restricted to 100- to 400-ms post-
stimulus time consistent with previous analyses (14,33) to
include the MMN and P300 peaks and to constrain the number
of statistical tests.

Second-Level Analysis. First-level statistics were con-
verted into images and smoothed using a Gaussian kernel (full
width at half maximum: 16 mm X 16 mm) to ensure that the
assumptions of Gaussian random field theory were met
(34,35). Smoothed images were carried to the second level to
compare groups using different factorial designs for each
pwPE to obtain statistical parametric maps over 2-dimensional
sensor space and peristimulus time (Figure 1C and Figure S2).
Each factorial design included group as a between-subjects

and oddball paradigm as a within-subject factor. When
comparing the HC, CHR-P, and ESZ groups, we also included
(z-standardized) age as a covariate that was allowed to interact
with group (Figure S6) to account for age differences
across these groups (Table 1). Multiple testing correction was
implemented using Gaussian random field theory (Figure S3)
(34,35). We report p values corrected for peak-familywise
error rates (pprwe) or cluster-level FWE rates (ocewe) using a
cluster-defining threshold of p < .001 (36) unless stated
otherwise.

RESULTS

Group Differences in Low-Level pwPEs

We observed a significant effect of group on the expression
of low-level pwPEs about the tone tendency e, peaking at
105 ms over left, central channels (F2 291 = 25.527, pcrne <
.001) and at 113 ms over frontal channels (F5 291 = 5.047,
Porwe < .001). Closer inspection of the first effect revealed
that the difference between small and large low-level pwPEs
was reduced in central channels in the ESZ group compared
with the CHR-P group (left peak: 105 ms, trg1 = 4.655, Pcrwe =
.028; right peak: 152 ms, tog1 = 4.289, pcrwe = .026)
(Figure 2B) and the ESZ group versus the HC group (peak:
105 ms, tog1 = 7.141, perwe < .001) (Figure 2A). The second
effect again suggested a reduced difference between small
and large low-level pwPEs (Figure S12). However, this effect
was observed over frontal channels in the ESZ group versus
the HC group (peak: 113 ms, txgy = 5.673, pprwe < .001)
(Figure 1C) exclusively in the frequency paradigm (Figure S7).
The results remained significant when parental socioeco-
nomic status measured with the Hollingshead Four-Factor
Index of Socioeconomic Status (37) was included as an
additional covariate (Figure S10). The timing of these effects
coincided with the timing of the MMN (8), suggesting that
MMN reductions may reflect disturbances in pwPE updating
processes as hypothesized previously (11,38). To investigate
this further, we computed the correlations between the 10%
highest minus 10% lowest ¢, difference waveforms and the
MMN in channel Cz. Both peak amplitude (defined as the
most negative amplitude between 90 and 230 ms) and peak
latency were significantly correlated across e, difference
waveforms and the MMN (r = 0.717, p < .001 and r = .724, p
< .001, respectively).

Group Differences in High-Level pwPEs

The expression of high-level pwPEs about the volatility of the
environment ¢; also showed a significant effect of group
peaking at 125 ms over right, central channels (F5 291 = 17.693,
pcrwe = -007). Pairwise comparisons revealed stronger corre-
lations of high-level pwPEs with EEG amplitudes in the HC
group than in the ESZ group over posterior central channels
(peak: 344 ms, tog1 = 3.782, perwe = .018) (Figure 3C). More-
over, we found that the difference between small and large
pwPEs was reduced during an early time window in the ESZ
group versus the CHR-P group over right central channels
(peak: 129 ms, tog; = 5.078, pcrwe = -011) (Figure 3B) and in
ESZ individuals versus HCs (peak: 125 ms, to9; = 5.730,
perwe = -006) (Figure 3A). The results remained significant
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Figure 2. Low-level precision-weighted prediction errors |e»|. (A-C) Displayed are maximume-intensity projections highlighting significant voxels of
t-contrasts testing for pairwise group differences in the expression of low-level precision-weighted prediction errors |e;| about the tone tendency. The blue bars
next to the y-axis indicate the time window of the group effect (early and latest significant voxel). p Values were corrected for peak-level familywise error (FWE)
rates (pprwe; black dashed line) or cluster-level FWE rates (ocrwe) using a cluster-defining threshold of p < .001 (highlighted by colored area). For illustration,
difference waveforms (10% highest minus 10% lowest |¢;| trials) are shown across groups for a channel close to the peak effect (highlighted in scalp plots).
Please note that the event-related potential (ERP) plot is merely meant to give an intuition of the effect; the statistical tests were performed jointly on all
channels using the precision-weighted prediction errors as a parametric regressor. Note that the statistical analysis window was restricted to 100 to 400 ms
following each tone (standard and deviants). CHR-P, individuals at clinical high risk for psychosis; ESZ, early-illness schizophrenia (=5 years since initial
hospitalization or initiation of antipsychotic medication); HC, healthy control; PST, peristimulus time following tone presentation.

when controlling for parental socioeconomic status highest minus 10% lowest ¢3 difference waveforms and the

(Figure S11). While the early cluster again coincided with the
time window of the MMN (8), the latter cluster fell into the P3a
time window instead, raising the question of whether the P3a
may also reflect PE-related processing. To investigate this
further, we computed the correlations between the 10%

P300 in channel Pz. Both peak amplitude (defined as the most
positive amplitude between 250 and 400 ms) and peak latency
were significantly correlated across e3 and P300 difference
waveforms (r = 0.909, p < .001 and r = 0.715, p < .001,
respectively).
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Figure 3. High-level precision-weighted prediction errors e;. (A-C) Displayed are maximum-intensity projections highlighting significant voxels of
t-contrasts testing for pairwise group differences in the expression of high-level prediction errors ez about environmental volatility. The red bars next to the
y-axis indicate the time window of the group effect (early and latest significant voxel). p Values were corrected for peak-level familywise error (FWE) rates
(porwe; black dashedline) or cluster-level FWE rates (ocewve) using a cluster-defining threshold of p < .001 (highlighted by the colored area). For illustration,
difference waveforms (10% highest minus 10% lowest 3 trials) are shown across groups for a channel close to the peak effect (highlighted in scalp plots).
Please note that the event-related potential (ERP) plot is merely meant to give an intuition of the effect; the statistical tests were performed jointly on all
channels using the precision-weighted prediction errors as a parametric regressor. Note that the statistical analysis window was restricted to 100 to 400 ms
following each tone (standard and deviants). CHR-P, individuals at clinical high risk for psychosis; ESZ, early-illness schizophrenia (=5 years since initial
hospitalization or initiation of antipsychotic medication); HC, healthy control; PST, peristimulus time following tone presentation.
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Group Differences Between Converters and
Nonconverters

Finally, when comparing CHR-C to CHR-NC groups, we found
a significant group effect on the expression of low-level pwPEs
e» peaking at 141 ms over left, central channels (F; g5 = 13.413,
perwe = .040) (Figure S4) and an effect over frontal channels
(F1,85 = 12.643, pcrwe = .043); all ps were small-volume cor-
rected for the group effect on ¢, between HC and ESZ groups).
In the CHR-C group, the difference between small and large
low-level pwPEs was reduced (central peak: 141 ms, tgs =
3.662, pcrwe = .017) (Figure 4A) (frontal peak: 152 ms, tgs =
3.556, pcrwe = .034) (Figure 4B); all ps were small-volume
corrected for the group effect on ¢, between HC and ESZ
groups (also see Figure S13). The central effect was primarily
present in the duration paradigm (Figure S8).

Symptom Correlations

We investigated correlations between the expression of low-
and high-level pwPEs and positive and negative symptoms
measured either with the Scale of Prodromal Symptoms
(39,40) in the CHR-P group or the Positive and Negative
Syndrome Scale (41) in the ESZ group. We found no significant
correlations with symptom severity in the CHR-P group (all ps
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> .05). In the ESZ group, there was a cluster showing a cor-
relation between low-level pwPEs and positive symptom
severity in the duration paradigm peaking at 191 ms over right
posterior channels that did not survive multiple testing
correction (Fy3z = 15.321, perwe = 171, pprwe = .247)
(Figure S9).

DISCUSSION

The objective of this study was to develop and test a mech-
anistic model of altered information processing as a basis for
MMN amplitude reductions in the CHR-P and ESZ groups. We
obtained 3 major findings: First, we observed altered expres-
sion of low-level pwPEs about the tone tendency between the
HC and ESZ groups and in the CHR-P group compared with
the ESZ group. Second, we also identified changes in the
expression of high-level pwPEs about the volatility of the
environment in the ESZ group compared with both HC and
CHR-P groups during an early time window (at about 100-175
ms peristimulus time), as well as during a later time window (at
about 320-380 ms). Third, the expression of low-level pwPEs
was significantly altered in the CHR-C group compared with
the CHR-NC group, suggesting that this computational model
seems to capture relevant pathophysiological mechanisms
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Figure 4. Low-level precision-weighted prediction errors |e»| across converters and nonconverters. (A, B) Displayed are maximum-intensity projections
highlighting significant voxels of t-contrasts testing for pairwise group differences in the expression of low-level precision-weighted prediction errors |e»| about
the tone tendency. The blue bars next to the y-axis indicate the time window of the group effect (early and latest significant voxel). p Values were corrected for
peak-level familywise error (FWE) rates (o,rwe; black dashed line) or cluster-level FWE rates (pocrwe) using a cluster-defining threshold of p < .001 (highlighted
by the colored area) and small volume corrected for the group effect on |e;| between the healthy control (HC) group and early-iliness schizophrenia (ESZ) group
(Figure S4; masked out voxels are highlighted by black color). For illustration, difference waveforms (10% highest minus 10% lowest |e,| trials) are shown
across groups for a channel close to the peak effect (highlighted in scalp plots). Please note that the event-related potential (ERP) plot is merely meant to
give an intuition of the effect; the statistical tests were performed jointly on all channels using the precision-weighted prediction errors as a parametric re-
gressor. Note that the statistical analysis window was restricted to 100 to 400 ms following each tone (standard and deviants). CHR-C, individuals at clinical
high risk for psychosis who later converted to a psychotic disorder; CHR-NC, individuals at clinical high risk for psychosis who did not convert; PST, peri-

stimulus time following tone presentation.
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and may constitute a useful tool for predicting transition to
psychosis.

Theoretical Implications for the Predictive Coding
Account of Psychosis

Our results are consistent with the predictive coding account
of psychosis that postulates that disturbances in hierarchical
PE processing may contribute to psychotic symptoms (20,42).
More specifically, the predictive coding account suggests that
overly precise bottom-up PEs and/or weakened priors may
result in psychotic symptoms. Furthermore, the predictive
coding account speculates that the computation of PEs and
precisions may relate to AMPA receptor and NMDAR-
neuromodulator interactions, respectively (20-22). Our finding
of alterations in the expression of pwPEs in central channels in
patients with schizophrenia (Figure 2 and Figure S12) may
suggest that patients experience overly precise PEs (43) in
response to familiar stimuli (standard tones) or a failure to
explain away low-level PEs due to weaker high-level priors.
The altered expression of hierarchical PEs in frontal channels
could signal such a decrease in the precision of priors in frontal
regions, as proposed in the predictive coding account of
psychosis (20). Based on previous findings, we can speculate
that a failure to explain away low-level pwPEs could translate
into changes at higher levels, for example, expecting the
environment to be more volatile as was suggested by other
recent results (44-48). However, this question will need to be
examined in future longitudinal studies due to the correlational
nature of our findings.

Are Aberrant pwPEs Related to Alterations in
Neurotransmission?

The dysconnectivity hypothesis (21,49-52) postulates that
NMDAR-mediated modulation of synaptic gain is altered in
schizophrenia. Consistent with this account, Weber et al. (14)
found that ketamine administration led to reduced expression
of high-level pwPEs about environmental volatility in central
channels, similar to our results. However, ketamine did not
affect low-level pwPEs in this study.

Several neurotransmitters interact with NMDARs to
dynamically control synaptic gain and neuroplasticity. Altered
expression of pwPEs in the ESZ group, as identified in our
study over early auditory regions, could reflect changes in
cholinergic neurotransmission. Three recent studies have
implicated acetylcholine in regulating synaptic gain or—
according to the predictive coding account and the dyscon-
nectivity hypothesis—regulating sensory precision in early
auditory regions (15,27,38). The first study used a Kalman filter
(i.e., a 2-level HGF) to model changes in participants who were
administered galantamine, which enhances cholinergic
neurotransmission (38). The authors argued that galantamine
may increase the precision of sensory PEs. The second
study, by Schoébi et al. (27), modeled changes in between- and
within-region connectivity including synaptic gain during a
pharmacological manipulation using the muscarinic receptor
antagonist scopolamine or the muscarinic receptor agonist
pilocarpine in rats (27). The authors found dose-dependent
changes in synaptic gain as well as changes in interregional
connectivity between A1 and the secondary auditory cortex.

Aberrant Prediction Errors in Early Psychosis

The third study found that a single dose of the muscarinic
receptor antagonist biperiden led to decreased correlations
between EEG amplitudes and low-level pwPEs, but increased
correlations with high-level pwPEs, which suggests a complex
relationship between neurotransmitters and pwPEs (15).
Moreover, changes in muscarinic receptor density among
patients with schizophrenia have been reported frequently
(53-56), and Scarr et al. (55) proposed that there may be a
subgroup of patients with schizophrenia who are specifically
characterized by decreased cortical muscarinic receptor
expression. These results support a potential role of cholin-
ergic neurotransmission in pwPE signaling. Beyond cholinergic
processes, glutamatergic neurotransmission at AMPA re-
ceptors may be involved, but its precise role still needs to be
clarified.

Clinical Implications

Interestingly, our results suggest that the expression of low-
level pwPEs is blunted in CHR-C individuals compared with
CHR-NC individuals. This finding highlights potential applica-
tions of this computational approach to prediction of psy-
chosis in CHR-P individuals. Furthermore, if the
neurotransmitter systems that are involved in computing
pwPEs during the MMN paradigm can be identified, this
approach may be useful for identifying critical time windows for
preventive interventions or for predicting treatment response
to pharmacological interventions that target either gluta-
matergic neurotransmission such as D-serine, which has
shown promising results in a recent clinical trial (57), or
cholinergic neurotransmission, for example involving the
muscarinic (M1, M4) agonist xanomeline (58).

Limitations

Future studies should include stronger manipulations of vola-
tility to better distinguish between different levels of hierar-
chical inference. Moreover, we assumed that participants
acted as ideal Bayesian observers without taking subject-
specific deviations from an ideal observer into account by
estimating subject-specific parameters based on both sensory
input and behavioral responses. This is an inherent limitation of
the passive MMN oddball paradigm. In light of this limitation,
our results are more challenging to interpret. Group differences
could arise because different groups are better explained by
different models or different model parameter values (de-
viations from the ideal observer). Alternatively, the model and
parameter values may be appropriate, but reduced correlations
with EEG data may result from altered expression of pwPEs via
a loss of synchronization of pyramidal cells. While MMN
amplitude reductions have been frequently replicated in
schizophrenia (4), future studies should also investigate the
representation of pwPEs using active oddball paradigms that
require participants to detect and respond to infrequent target
stimuli, such as the paradigm used in a recent study (59) that
found that target P3b amplitudes were predictive of conversion
to psychosis. The use of active oddball paradigms would allow
the modeling of deviations from the ideal observer explicitly
either by estimating subject-specific parameters based on
both input and participants’ behavior or by performing model
comparison. Moreover, our results were obtained from a small
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sample of patients and still need to be replicated in a larger
study. Finally, we were unable to assess the effects of race/
ethnicity due to the small sample size.

Future Directions

Future studies should determine the cortical generators of
changes in the expression of hierarchical pwPEs in CHR-P
individuals and early schizophrenia. Moreover, the biological
implementation of these computations needs to be clarified
further, for example through the use of models that include
greater physiological detail to bridge the algorithmic descrip-
tion that our modeling approach offers and its physiological
implementation in the brain (60). Dynamic causal models for
electrophysiological data have been highlighted as computa-
tional assays that may allow to draw inferences about receptor
densities of neuronal populations (51,61). These models have
been validated in studies investigating NMDAR antibody en-
cephalitis (28), dopaminergic action on NMDARs (29), and
manipulations of cholinergic neurotransmission (27) and thus
constitute a promising way forward. In addition, there is a need
for more pharmacological studies with animals and humans to
map the relationships between hierarchical pwPEs and
different neurotransmitter systems that are targeted by anti-
psychotic medication.

Conclusions

In this study, we examined the computational mechanisms
underlying preattentive auditory deviance processing in the
CHR-P state and early schizophrenia and found evidence for
aberrant expression of pwPEs at different levels of hierarchical
inference. Our results suggest that the expression of low-level
pwPEs is significantly altered in at-risk individuals who will
later transition to psychosis, highlighting that this computa-
tional modeling approach captures relevant pathophysiological
mechanisms and may prove useful for predicting transition to
psychosis in CHR-P individuals.
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