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ABSTRACT

Early detection and intervention with young people at clinical high risk
(CHR) for psychosis is critical for prevention efforts focused on altering the
trajectory of psychosis. Early CHR research largely focused on validating
clinical interviews for detecting at-risk individuals; however, this
approach has limitations related to: (1) specificity (i.e., only 20% of CHR
individuals convert to psychosis) and (2) the expertise and training needed
to administer these interviews is limited. The purpose of our study is to
develop the computerized assessment of psychosis risk (CAPR) battery,
consisting of behavioral tasks that require minimal training to administer,
can be administered online, and are tied to the neurobiological systems
and computational mechanisms implicated in psychosis. The aims of our
study are as follows: (1A) to develop a psychosis-risk calculator through
the application of machine learning (ML) methods to the measures from
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the CAPR battery, (1B) evaluate group differences on the risk calculator
score and test the hypothesis that the risk calculator score of the CHR
group will differ from help-seeking and healthy controls, (1C) evaluate
how baseline CAPR battery performance relates to symptomatic outcome
two years later (i.e., conversion and symptomatic worsening). These aims
will be explored in 500 CHR participants, 500 help-seeking individuals, and
500 healthy controls across the study sites. This project will provide a next-
generation CHR battery, tied to illness mechanisms and powered by
cutting-edge computational methods that can be used to facilitate the
earliest possible detection of psychosis risk.

KEYWORDS: clinical high-risk; psychosis; schizophrenia; prodrome; risk
screening; behavioral tasks; computational psychiatry; precision medicine;
computerized assessment; risk calculator

INTRODUCTION

Schizophrenia (SZ) is among the top causes of disability. Despite
successful management of positive symptoms in many cases, the majority
of patients demonstrate significant disability over much of their adult lives
as well as premature mortality [1,2]. Several potentially modifiable risk
factors for poor outcomes have been identified, including longer duration
of untreated psychosis (DUP) [3-6]. The present multi-site study aims to
address this by facilitating cost-effective, brief, and broadly-available
screening to promote early detection of elevated risk for onset of psychosis
so that DUP can be minimized and future preventative intervention trials
can conveniently and cost-effectively identify those at greatest risk.

Individuals showing newly-emergent or escalating attenuated positive
symptoms (e.g., hearing sounds without identifiable source), and/or with
a first-degree relative with a psychotic disorder coupled with a recent
decline in functioning, are considered to be at clinical high-risk (CHR) for
transition to psychosis [7,8]. The CHR period is a critical time for early
intervention, and a number of specialty clinics have been established with
the goal of delaying or preventing the onset of psychosis, and improving
the course of illness in people who convert to psychosis. The first
generation of CHR studies focused on the development of reliable clinical
interview methods to identify young people who appeared to be at the
highest risk for conversion to psychosis so that they could receive careful
monitoring and treatment as appropriate [7-15]. This approach has
substantially improved our understanding of the prodrome and
highlighted biomarkers associated with CHR status and prediction [16-28].
One important product from this effort is the North American Prodromal
Longitudinal Study (NAPLS) risk-calculator [17,18], which is a tool that
shows favorable test characteristics (sensitivity and specificity well
beyond chance, and beyond the clinical interview CHR diagnosis alone) in
predicting who may eventually convert to psychosis. However, the data
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needed for the NAPLS calculator are based on specialized interviews and
neuropsychological testing, requiring expertise that involves extensive
training and is only available in a small number of academic clinical
settings [8]. We believe in light of recent advances in clinical cognitive
neuroscience and computational psychiatry that it is now possible to
develop a new approach to the prediction of conversion to psychosis that
builds upon the pioneering CHR work, but exploits discoveries in the
cognitive neuroscience of psychosis that came after the initiation of NAPLS
and similar projects. Focusing on neurocognitive mechanisms implicated
in symptom formation and maintenance will facilitate the translation
from prediction to prevention. By using simple computerized tasks that
are strongly tied to cognitive and computational neuroscience models of
specific symptom clusters, we will expedite the transition from the
laboratory to real-world clinics.

Problems with Current Approach

Low Specificity. As noted, before a risk calculator can be applied, the
diagnosis of a CHR syndrome is necessary. Indeed, all current approaches
to CHR research and treatment rely on a specialized structured clinical
interview, a method that has limited specificity. Only 15-30% of
individuals who meet CHR criteria convert to psychosis over extended
follow-up [7,21,29-36]. Low conversion rates found with current screening
methods seriously confound attempts to power primary prevention
intervention trials, as seen in the negative findings of the NEURAPRO fish
oil study [37,38]. As one of the NIMH long-term strategic goals is to develop
and test primary preventative interventions for psychotic disorders, there
is a need to increase the predictive accuracy of assessment of imminent
risk, in order to enrich samples for future treatment trials [39-41].

Limited Availability. Current methods for CHR identification are based
on interviews that require extensive training, in addition to the
establishment of referral networks (relying on recruitment specialists and
community-clinic training) or resource-intensive public health awareness
campaigns. As a result, only a minority of young people who develop
psychosis are ever diagnosed with, or access specialty care for CHR
syndromes. Even in the UK, where specialty CHR care is available via the
National Health Service [35,39,42-48], only 5% of people with first episode
psychosis have had any contact with CHR services [9,34,49,50]. In the US,
the situation is even worse: CHR services are only available in a few
settings [7,51-53], and this has limited the public health impact of the first-
generation studies. We believe a very different approach is needed to
expand the availability of CHR screening.

Addressing the Problems with the Current Approach

New Metrics. We propose to address the above critical issues in several
ways. First, to address Issue 1 (“Low Specificity”) we will assess the
predictive power of objective performance-based (perceptual, cognitive,
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affective, motor functioning) measures that are related to symptom
severity (i.e., to specific aspects of clinical state). Importantly, each of these
measures has been previously related to the computational, cognitive, and
neurobiological mechanisms involved in either positive, negative, or
disorganized symptoms. To further improve specificity, we will also
include a measure on which SZ patients perform normally, but where
people with non-psychotic mood disorders (common baseline and follow-
up diagnoses in CHR patients) evidence impairment (e.g., hedonic
reactivity) [54-56].

We have chosen measures with strong track records of state-sensitivity
and symptom-specificity, many tied to neurocomputational models of
these symptoms. These include measures motivated by Bayesian
predictive coding (positive symptoms), models that emphasize local or
large-scale  context-based coordination of cortical processing
(disorganization symptoms), and models that emphasize the role of
impairments in reward processing or response initiation (negative
symptoms). By focusing on specific psychotic disorder-relevant
neurocognitive computations for risk prediction, we believe that
predictive accuracy for a psychotic disorder will be significantly improved
over the current NAPLS risk calculator. The mechanisms most strongly
predictive of conversion provide clear targets for future treatment
development.

More Accessible Tools. Our approach also has practical advantages
pertaining to Issue 2, (“Limited Availability”): If our computerized
approach is successful, collecting the data necessary for CHR risk
prediction will not require extensive training, nor be challenged by issues
of inter-rater reliability. Overcoming these issues has the potential to
substantially increase the availability and reduce the cost of CHR
evaluations. These are critical issues if state-of-the-art CHR evaluations
with strong predictive validity are to be delivered in non-specialty-clinical
settings. Predictive models need to be tested in real-world situations,
effectively distinguishing CHR from other help-seeking populations in
these contexts as well.

Here, we seek to demonstrate that measures of perceptual, cognitive,
affective, and motor functioning offer sensitivity to conversion to
psychosis that meets or exceeds what has been achieved in prior research.
From a public health perspective, our efforts would still have significance
even if our risk calculator is less sensitive than the NAPLS calculator,
because our approach is designed to have a broader reach. We have
prioritized computerized measures that could reach non-help-seeking
individuals, which we see as critical for future population-based studies
and effective real-world outreach.
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Big Picture Goals—The Immediate and Long-Term Benefits of a New
Tool

Most individuals who meet CHR criteria have a path to treatment that
does not involve specialty CHR clinics, even when such a clinic is locally
available [35,39,43-48]. Many may initially be seen by a pediatrician
(based on parental concern), or by a school psychologist or guidance
counselor (based on teacher reports), or by a college counselor based on
self-referral. In these cases, the onset of a serious psychiatric disorder is
not typically a focus of staff expertise. The tools we propose to develop can
be disseminated online for use by community clinicians. These tools might
even be accessed by young people who have concerns about their mental
health using their own personal electronic devices—an approach that was
recently shown to be feasible in the UK [57,58]. The results of our risk
calculator could inform decisions by young people, their families, and
community clinicians regarding seeking information and care [39]. We see
this potential expansion in the availability of screening for psychosis
vulnerability, beyond the geographical boundaries of academic specialty
centers, to be the critical future impact of the proposed work.

INNOVATION
Conceptual

At a conceptual level, we are proposing a fundamental re-orientation
in approach to the question of how to select measures sensitive to near-
term conversion to psychosis. The “first generation” of CHR studies
primarily focused on measures that had been shown to be markers of risk
from family and “high-risk” study designs [59-62]. That was a sensible
decision at the time; these measures were reliably abnormal in ill patients
and their first-degree relatives, suggesting that these measures were
assessing fundamental aspects of illness risk. However, that approach also
inevitably led to poor specificity. That is, deficits on risk markers, such as
the Continuous Performance Test (CPT), are often found in people who
never develop actual clinical illness [59]. By contrast, we focus on
measures assessing computations that are also involved in hallucinations,
delusions, disorganization, or negative symptoms. That is, our focus is not
on sensitivity to the diathesis for schizophrenia; it is on behavioral
measures that are assays of the mechanisms involved in symptom
expression. By shifting the focus to symptom-specific state-linked probes,
we expect to gain increased sensitivity to the pathophysiological changes
active in people who are progressing towards a diagnosable psychotic
disorder.

Methodological

At a methodological level, we propose to focus on behavioral
performance and self-report measures. While brain imaging and EEG
measures are clearly of interest, it is our view that such measures will

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science 6 of 40

always be limited to specialized academic research centers. Further, these
measures are costly to obtain and analyze, and it is nearly inconceivable
that private or public payers will be willing to pay for such measures given
that conversion rates are so low based on SIPS ascertainment. It is our
strong view that only inexpensive behavioral measures have the potential
to be implemented on a wide scale.

We also propose to include a control group comprising clinical help-
seeking controls — participants who fall short of a CHR diagnosis and/or
have a significant history of psychopathology. It is noteworthy that the
extant neurocognitive CHR literature nearly always focuses on
comparisons between CHR individuals and an ultra “healthy” control group.
However, when working in the context of psychosis-risk identification, the
challenge clinicians face is not to distinguish people who have no
psychiatric problems from those with fairly severe psychopathology, but
rather to distinguish CHR syndromes that are prodromal from mood and
anxiety pathology, and other symptoms, that may look like CHR and are
severe enough to lead people to seek care [63-65]. We therefore propose to
evaluate the performance of our battery in a cohort of subjects who fall
short of meeting full CHR criteria and typically have complex mood and
anxiety symptoms (help- seeking controls) [13,52,66-68]. A measure that
effectively distinguishes these cases from true CHR cases will have
significant public health impact as it will limit false positives and allow
clinicians to appropriately allocate limited treatment resources. However,
only a handful of cognitive studies have used help-seeking controls, which
limits meaningful generalization from this extant literature [69-72]. In order
for our battery to be maximally useful, we need to enhance sensitivity and
document specificity: this requires the use of help-seeking controls.

At the level of implementation, a fundamental motivation of this
proposal is to develop a set of measures that can be delivered online so
that prediction of risk for psychosis can be brought to any clinician with
access to the Internet and a young client who they are concerned may be
at CHR, or even directly to those clients themselves. We acknowledge that
other biomarkers may be more informative about the pathophysiology of
psychosis. We further acknowledge that it is fully possible that imaging
approaches (such as positron emission tomography [PET] imaging of
dopamine [DA] availability) may prove to be very powerful, sensitive, and
specific measures of psychosis risk [73,74]. However, we are certain that
such measures will never be widely available due to the expertise required
and the cost involved. Thus, we propose a very different approach than
others have taken: to focus on measures that are each linked
mechanistically to symptom severity, and that can be delivered over the
Internet and impact clinical care on a wide scale in real-world settings.
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PRELIMINARY STUDIES
Task Markers for Positive Symptoms

Three of the tasks we discuss below assay abnormalities in predictive
coding, a theoretical framework that bridges psychological and neural
levels of explanation and lends itself to formal computational modeling of
positive (psychotic) symptoms.

Kamin Blocking [75]. This task emphasizes the role of mismatches
between expectation and experience (called prediction errors, or PEs) in
belief formation [76]. This task implicates learning driven by aberrant
prediction error signals as a critical mechanism in delusion formation. In
our food-allergy causal belief learning task (published in more than 10
papers, spanning health and illness), participants are asked to imagine
that they are allergists and to learn the causes of allergic reactions in a
fictitious patient [76]. On each trial, they are shown a meal consisting of
one or two different foods that the patient had eaten. They are then given
feedback regarding whether that meal caused an allergy. Their task is to
learn to predict the outcome of each meal. Prior learning that one food (i.e.,
bananas) causes the allergy (across 10 consistent repetitions) prevents
(blocks) learning that another novel food (i.e., mushrooms) could also
cause an allergy (6 trials) [77]. In other words, no PE is generated because
the outcome is fully predicted by the banana; hence, no learning occurs.
On later trials, when participants receive feedback that mushrooms cause
allergy (6 repetitions), a PE brain response is observed [77]. In our imaging
work, aberrant PE correlates specifically with delusions (delusion-related
distress, in particular, as measured with the Peters Delusion Inventory,
PDI[78]. Based on our prior work, we predict CHR participants will exhibit
weaker blocking. Those at clinical high risk will learn an inappropriate
association between the blocked cue and allergy and learned it more
strongly, expressing that belief with higher confidence.

Sine Wave Speech Task [79]. This task provides a measure of the degree
to which overweighting of prior beliefs (about speech) impacts sensory
processing as a mechanism of hallucinations. Sine wave speech (SWS) is
made by replacing the formants (main bands of energy) in speech with
pure tone whistles. It is typically unintelligible on first exposure and may
not even be recognized as speech. Once the listener knows that it is
potentially intelligible as speech (by exposure to the pre-degradation
speech template, which thus serves as a prior expectation), relatively high
levels of comprehension are achieved. Individuals who hallucinate are
able to perceive the speech in SWS, even before exposure to the pre-
degradation speech template consistent with the presence of a strong prior
for speech in people who hallucinate. In a paradigm adapted from
Alderson-Day and colleagues [79] our subjects will passively listen to
intelligible and unintelligible SWS. In Run 1, to disguise the presence of
speech, subjects will be instructed to listen for a target cue (an equivalent
noise-coded, unintelligible SWS stimulus, which sounds
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‘noisier’/rougher’), and told that the other sounds (unintelligible SWS) are
‘distractor’ stimuli. After Run 1, subjects will be asked if they noticed any
words in the distractor stimuli. Hallucinating subjects report hearing
speech in Run 1 and correctly identify more words in Run 1 compared to
controls. Subjects are then explicitly told that there is actual speech in
some of the stimuli (the ‘reveal’), and they will be exposed to some pre-
degradation speech templates, and the task will be repeated (Run 2). We
then test the ability of subjects to discriminate between intelligible SWS
and unintelligible SWS (d”), their bias in classifying speech and non-speech,
and accuracy (number of keywords correct). Prior work revealed no
difference in d' or bias on speech detection in Run 2. We predict that CHR
converters (more than non-converters, HSC, and HC) will detect the speech
in the degraded signal before the presence of speech is revealed in Run 1,
but there will be no difference in Run 2. Importantly, this pattern of
supranormal performance cannot be explained by generalized
impairment, lack of effort, etc. Our preliminary data (Figure 1) support
this prediction: CHR participants (N = 15) detected speech more readily in
the sine wave stimuli than HCs (N = 17, t = 2.48, p = 0.019). This effect
correlated significantly with the severity of SIPS positive symptoms (r =
0.37, p =0.039) and hallucinations specifically (SIPS perceptual domain P4),
at a trend level, in this preliminary sample (r = 0.33, p = 0.065).

Figure 1. Detection of Speech in SWS. CHR detect more speech in SWS than controls.

Conditioned Hallucinations Task (CHT). This task provides a measure of
the degree to which subjects overweigh prior beliefs in sensory processing,
a potential mechanism of hallucinations. The task engages Pavlovian
conditioning to experimentally engender hallucinations [80]. Subjects
undergo a test of auditory thresholds and then perform a conditioning
paradigm (12 blocks of 30 trials), during which they see a visual
checkerboard paired with a 1KHz tone stimulus at 75%, 50%, 25% or 0%
(no tone) of their detection threshold. On each trial, they press a button to
indicate whether or not they heard a tone and hold the button down for
longer to express their confidence in that decision. Across task blocks, the
checkerboard-tone association is degraded such that more and more no-
tone trials are presented. Participants with and without hallucinations
were recruited. After conditioning, all participants confidently reported
hearing some tones that had not been presented (i.e., conditioned
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hallucinations). However, participants with a history of clinically-
significant hallucinations reported conditioned hallucinations at a much
higher rate. We next employed a formal computational model of
perception that considers perceptual beliefs and incoming sensory input
to model participant responses: a three-tiered Hierarchical Gaussian Filter
(HGF). Consistent with the predictive coding account [81], we found that
those with hallucinations demonstrate an over-reliance on prior beliefs.
We predict that susceptibility to develop conditioned hallucinations and
failure to update perceptual beliefs will be predictive of conversion to
psychosis. In a preliminary data set, CHR participants showed an
increased rate of conditioned hallucinations relative to healthy controls.

Task Markers for Disorganization Symptoms

Experimental and computational studies indicate that disorganization
reflects fragmentation in the coherence, or context-based linking, of
mental representations, and in the sequencing of thought and motor
behavior [82]. There is replicated evidence that reduced perceptual
organization is associated with greater formal thought disorder and
overall levels of disorganization symptoms [82-84]. Here we include two
tasks that test the idea that reduced contextual modulation (thought to
depend on connectivity within and between cortical regions) contributes
critically to disorganized thought and behavior.

Ebbinghaus Illusion Task. Reduced susceptibility to this illusion (see
Figure 2), a marker of impaired visual context processing, is believed to
arise due to reduced grouping of target and contextual stimuli [85]—a
process tightly coupled with active disease processes; indeed, our team has
observed that such abnormalities are present in active states of psychosis
but then normalize as persons with psychosis remit [86]. Mittal, Silverstein,
and colleagues evaluated 33 CHR and 40 controls with the same
computerized version of the Ebbinghaus task used in prior studies by
Silverstein and colleagues [86-91]. Participants were asked to judge which
of two target circles is larger. The two target circles appeared
simultaneously on the screen, either by themselves (no-context condition),
or within a context that made size judgment easier (helpful condition in
which surrounding the larger of the two inner circles by small circles
normally creates the illusion that that inner circle is larger than its true
size) or more difficult (misleading condition in which surrounding the
smaller of the two inner circles by large circles normally creates the
illusion that that inner circle is smaller than its true size). Susceptibility to
this illusion (reflective of normative function) is measured as the
difference between: (1) accuracy in the helpful condition and accuracy in
size-difference-matched no-context trials (i.e., helpful index), and (2) the
absolute value of the difference between accuracy in the misleading
condition and accuracy in size-difference-matched no-context trials (i.e.,
misleading index). As predicted, both groups exhibited approximately the
same percentage of accurate responses in the no-context (control)
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condition, and critically, there was a significant group-by-condition
interaction (F(1,71) = 4.00, p < 0.05) in which the CHR group (M = -44.46%;
SD = 26.53%) was significantly more accurate than controls (M = -53.63%,
SD =12.98%), t(71) = 1.82, p < 0.05) on the misleading-index. Lower scores
on the misleading-index (i.e., less susceptibility to the illusion and
therefore more accurate size perception) were associated with increased
disorganization (r = 0.34, p < 0.01) while a correlation for the helpful-index
did not approach significance. These results indicate that visual context
processing is impaired in CHR, and is linked to the severity of
disorganization, as it is in first-episode and chronic SZ samples [86-90,92].

Helpful context Misleading context

Figure 2. Ebbinghaus illusion example.

Mooney Faces Test. This test involves perception of degraded pictures
of human faces where all shades of gray are removed, leaving all features
rendered in black or white only. On each trial the subject has to respond
simply whether they do or do not perceive a face in the image. Perception
of Mooney faces involves the grouping of the fragmentary parts into
coherent images based on the perceptual organization principle of closure.
Our original version of the task used 43 different face stimuli. In the
‘upright’ condition, the 43 faces are presented in their normal orientation.
In the ‘inverted’ condition, the 43 faces are presented upside down, which
significantly decreases the likelihood of perceiving a face. We previously
demonstrated that reduced performance on this test is related to increased
levels of disorganized symptoms in SZ [84,89] and others have
demonstrated a relationship between reduced face perception in the
upright (but not inverted) condition and disorganized symptoms [93,94].
In preparation for the grant resubmission, we collected data on 37 CHR
subjects and 29 matched healthy controls. We observed that the CHR group
was more likely to perceive a face in both the upright (p < 0.001, Cohen’s d
=0.89) and inverted (p = 0.055, d = 0.49) stimulus conditions than controls
[95]. While this runs counter to our original hypothesis, it raises the
intriguing possibility that the data reflect an excessive reliance on priors
in the CHR group, (which is consistent with our preliminary data on the
conditioned hallucinations and sine wave speech tasks). This hypothesis
was supported by an additional finding from the study, that extent of
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reporting faces was significantly related to higher SIPS ratings on the
perceptual distortions item (although this only occurred for male CHR
subjects). We have decided to retain this task in the CAPR battery as a
larger sample is needed to determine if the task is sensitive to
disorganization or positive symptoms, or both, in this population. In the
ongoing study, we have refined the task so that we are including a set of
scrambled images that can serve as a noise condition, allowing for signal
detection analyses. We are also asking subjects to respond on each trial for
which they report a face whether the face is of a child or adult, or a male
or female, to further assist with isolation of perceptual sensitivity and
response bias.

Task Markers for Negative Symptoms

There is consistent evidence that negative symptoms are associated
with deficits in multiple aspects of reward processing and response
initiation (e.g., reinforcement learning, effort-cost computation, value
representation) that are needed to guide decision-making and motivate
action [96]. Our preliminary data indicate that these same reward-
processing abnormalities are present in CHR youth and predict greater
negative symptom severity.

Pessiglione Reinforcement Learning (RL) Task [97]. This task tests the
hypothesized role of impaired representation of expected value in guiding
learning as a critical mechanism of avolition. The Pessiglione task is a
measure of reinforcement learning that examines learning from gains
versus losses [97]. There are 160 learning trials where 4 stimulus pairs are
presented in an interleaved fashion, with participants receiving
probabilistically reinforced feedback based on their choices. In two of the
stimulus pairs, the correct choice leads to a monetary reward on either
90% or 80% of trials, with incorrect choices leading to a failure to make
money; in the other two pairs, the correct choice leads to the avoidance of
a monetary loss on 90% or 80% of trials. On the Pessiglione RL task, people
with SZ display impairment in learning from gains, but intact learning
from losses; poor learning from gains also predicts greater negative
symptom severity. Preliminary data on the Pessiglione collected in Dr.
Strauss’ lab indicates that CHR youth also have a deficit in learning from
gains, but intact learning from losses compared to controls. As in SZ,
greater negative symptom severity correlates with poorer learning from
gains in CHR youth.

Effort Expenditure for Rewards Task (EEfRT) [98]. This task provides a
measure of the degree to which the over-estimation of the cost of effort
may be a critical mechanism in negative symptoms. Multiple studies
indicate that SZ patients display a reduced willingness to exert higher
levels of effort in exchange for increasing rewards [99,100], and that
reduced effort is associated with greater negative symptom severity [101].
The EEfRT is used to measure effort-cost computation; it requires
participants to choose between performing a low effort task (30 button
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presses within 7 s with the dominant hand index finger) for a lower
reward value ($1) versus a high effort option (100 button presses within
21 seconds with the nondominant hand little finger) for higher reward
values ($1.24-$4.30). Probability of reward receipt is manipulated across
trials with cues at the start of each trial indicating a high (88%), medium
(50%), or low (12%) probability of receiving money on that trial. The key
dependent variable is the rate of selecting the high effort choice across
probability and magnitude levels. Similar to what is observed in
individuals with SZ, published data from Dr. Strauss’ lab indicates that
CHR youth are also less willing to exert high effort to earn monetary
rewards compared to controls, and that reduced effort is also associated
with greater negative symptom severity [102].

Delay Discounting [103]. This task provides a measure of the degree to
which the value of future rewards are discounted, a potential mechanism
underlying motivational impairments [96]. On the delay discounting task,
participants select between receiving smaller immediate rewards vs
larger delayed rewards, SZ patients have been shown to prefer smaller
immediate rewards over larger delayed rewards [104]. Furthermore,
greater preference for smaller immediate rewards has been associated
with greater severity of negative symptoms [98,105,106]. Published results
from Dr. Strauss’ lab indicate that CHR youth also display delay
discounting abnormalities compared to controls. These deficits reflect a
failure to systematically increase preference for delayed rewards as value
shifts from medium to large incentives. Furthermore, in CHR, failure to
represent the value of larger future rewards as reflected by steeper
discounting rates is associated with greater negative symptom severity.

Finger Tapping [107]. This task provides a measure of the ability to
initiate volitional movements. The Computerized Finger Tapping Test
(CTAP) measures how quickly the participant can press the spacebar using
their index finger [106]. The test presents five, 10-second trials for the
dominant hand alternating with five trials for the non-dominant hand 10s,
cued by presentation of the green “GO” screen. Volitional movement is
further assessed in the Variable Tapping and Tempo Tapping tasks by
asking participants to match the pace of a series of tones when they tap
the spacebar using the index finger of their dominant hand. In a
preliminary study, examining a variant of the speeded condition alone, a
sample of 41 CHR and 32 controls, CHR subject demonstrated significant
slowing (p = 0.03) relative to controls and, tapping performance correlated
specifically with negative symptom severity, r = 0.37, p = 0.03.

Hedonic Reactivity Task [56]. Numerous studies indicate that SZ patients
demonstrate normal hedonic responses when exposed to pleasant stimuli
[108], with individual differences in hedonic response being correlated
with clinically-rated anhedonia (r = -0.51, p < 0.01).110 Data from Dr.
Strauss’ lab indicates a different pattern in CHR youth, who were asked to
make unipolar reports of positive or negative emotion, and arousal in
response to pleasant, unpleasant, and neutral scenes from the
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International Affective Picture System (IAPS) [109]. CHR youth reported
less positive emotion to pleasant stimuli than controls [56]. Furthermore,
less positive emotion was associated with greater severity of anhedonia
and mood disorder diagnosis accounted for 8% of variance in hedonic
response. Analogous results were also found by a study from Dr. Mittal’s
lab that used a similar task [110]. These findings suggest that unlike SZ
patients, who exhibit intact hedonic responsivity at the group level, CHR
youth display diminished hedonic capacity that is driven by depression.
This is consistent with evidence that the hedonic response mechanism is
intact in SZ, but impaired in mood disorders. Thus, we expect that normal
performance on this task will be related to later conversion, whereas
reduced hedonic response will predict non-conversion and likelihood of a
mood disorder diagnosis. Thus, we anticipate that this measure may
contribute to the risk calculator by offering negative predictive power.

RESEARCH DESIGN AND METHODS
Overview

The present multi-site study was funded in April of 2020 by the National
Institute of Mental Health and data collection commenced in late 2020.
Primary study sites include: Northwestern University, University of
Maryland-Baltimore County, Yale University, University of Georgia, and
Temple University. In addition, subcontracted sites, actively collecting
data, include Emory University and the University of California Irvine. Due
to the COVID-19 pandemic, and related safety and social distancing policies,
it was necessary to begin the study remotely. Thus, the methods for the
project were adapted so that all screening, baseline, and follow-up sessions
will be conducted via Zoom or Webex (i.e.,, HIPAA-compliant secure
videochat platforms) and all behavioral tasks will be implemented over
the internet. An online platform for task implementation was built to
accommodate remote administration. Although remote, each participant
is guided through tasks by live research assistants, supervising the
sessions. When the policies around in-person interaction return to pre-
pandemic standards, the administration of the interviews and task battery
will remain computerized, in an effort to standardize the experience for
the participants. However, participants will have the option of
participating at remote locations, or in the laboratory of one of the CAPR
study sites. A total of 1500 participants will be recruited (500 CHR, 500 HSC,
500 HC), with recruitment divided evenly across the five sites (300 total per
site: 100 CHR, 100 HSC, 100 HC). In addition, participants completing
baseline assessments in Years 1-3 will return for 12 and 24-month visits,
and participants completing baseline assessments in Year 4 will return for
12-month follow-up visits as well. See Figure 3 for a summary.
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SIPS Screening Visit
(N=2,250)

+ ¥

Baseline (N = 1,500)
12 Months (N = 1,200)

*

24 Months (N = 900)

Figure 3. The recruitment flow and expected sample sizes across all study time points. Sample sizes are for
the collaborative project and will split equally across the 5 sites. To account for possible attrition, we will
continue to recruit until we have reached 1500 baseline interviews. Note. Abbreviations: Clinical high risk
(CHR); help-seeking controls (HSC); healthy controls (HC).

Each potential CHR participant will attend a 1.5-h screening session (i.e.,
Demographics and SIPS screening interview) and then be classified either
as CHR (those meeting criteria for a progressive psychosis-risk syndrome)
or control. All participants will attend a baseline session (4.5 h) consisting
of: (1) a clinical assessment battery (remainder of SIPS, SCID) including a
socio-occupational functioning interview and self-report measures; and
(2) the computerized assessment of psychosis risk (CAPR) battery, as well
as (3) tasks necessary to complete the NAPLS risk calculator and (4) a
battery of self-report instruments. Following the baseline, control
participants will be classified as a help-seeking control (HSC) or healthy
control (HC), based on SCID diagnoses. Each follow-up session will take 2
h, and consist of SIPS, NSI-PR, SCID and socio-occupational interviews. This
burden is consistent with prior CHR studies, and we have instituted a
number of strategies to ensure tolerability.

Participants

A total of 1500 participants, ages 12—-34 will be recruited over a 5-year
period across the collaborating sites. The upper age limit of 34 years was
chosen as this includes the adolescent and young adult populations of
interest [8]. Subjects in the CHR group will meet progressive or persistent
psychosis-risk syndrome criteria on the basis of the SIPS interview and/or
APS criteria on the basis of DSM-5. The HSC participants will include those
who were referred or self-referred for a psychosis risk interview, but did
not meet formal criteria for any psychosis-risk syndrome on the SIPS or
APS criteria in the DSM-5 (note: these individuals may also have a family
history of psychosis, but will not show the accompanying functional
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decline necessary for a formal psychosis risk syndrome diagnosis). In
addition, participants that were initially recruited for the HC group, but
observed to meet current or past SCID diagnoses will be included as HSC
participants (note: past history of mild substance use will be allowed in the
HC group). HC will include individuals with no family history of psychosis,
or past/current serious psychopathology (e.g., psychosis, bipolar disorder,
substance use disorder). Note: in service of external validity, we will
recruit HCs exhibiting normative variation in anxiety and depression, but
not taking psychotropic medication, consistent with NAPLS inclusion
criteria.

Comorbidity. CHR participants and HSCs are expected to present with
comorbid diagnoses, most commonly depression and social anxiety
[111,112]. We will carefully assess and monitor all comorbid diagnoses,
both categorically and continuously, and include this information in our
statistical models.

Substance Use. Substance use disorder and evidence dependence (i.e.,
the participant shows tolerance for a substance, experiences withdrawal
symptoms, and shows continued use despite significant impairment
caused by taking the substance) is an exclusionary criteria and the
participant will be asked about any history of drug dependence during the
screening. If the participant endorses drug dependence within the past 6
months, they will be excluded. However, across all groups, we will include
subjects with a history of substance use disorders (as noted, past mild
substance use disorder history will be allowed in the HC, whereas the full
range of possible severity of past substance use will be allowed for the HSC
and CHR groups) as excluding them would lead to unrepresentative
patient samples [7,113]. Substance use will be carefully monitored
throughout the study.

Medication. To maximize external validity, we will include CHR and
HSC participants with current and past treatment with antipsychotic,
antidepressant, and anxiolytic medications, as there is a growing trend to
use these medications in youth [114,115]. Further, participants may choose
to seek treatment during the course of the study (and this will not be
grounds for exclusion). Instead, to promote external validity, we will
carefully monitor medication and model influence. We will employ the
manualized strategy used in NAPLS, recording for each medication course,
start date, stop date, medication name and code, daily dose, and adherence
(0 to 100%). Co-PI Woods, an expert in this area, will oversee data quality
and lead monthly team consensus calls.

Recruitment and Feasibility. The recruitment infrastructure is in place
and each site is well situated to achieve the target goal of N = 300 per site.
For instance, in recent years, all sites have recruited on average over 20
CHR participants per year, which will be sufficient for the present study.
A variety of recruitment procedures will be used, including: print
advertisements, campus postings, and bus and train advertisements,
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electronic advertisements, mail-outs to community health care providers,
radio advertisements, and potentially other methods as well.

Attrition. Our recruitment goals and power estimates account for
estimated attrition and data loss. Based on our prior studies, we
conservatively estimate that 15% of subjects will need to be excluded due
to data loss and attrition over the course of 24 months. Thus, 390 will be
recruited to reach the target N of 300 per site.

Measures-Interviews and Clinician Ratings

Trained interviewers will gather a variety of data from participants,
ranging from structured clinical interviews to observational data. In
addition to the interviews listed below, interviewers will gather
information on demographic, traumatic brain injuries, developmental
history, medical concerns, and psychiatric history. All interviewers will
complete intensive training on structured interviews and assessments (e.g.,
multi-day workshops), including close supervision of initial assessments
with participants. Each individual site has a clinical psychologist with
expertise in psychosis risk and thus will provide close ongoing supervision.
In addition to this, a weekly clinical consensus meeting will be conducted
to confirm SIPS ratings and diagnoses, to ensure that the instrument is
used uniformly across all sites. Reliability will be assessed by randomly
selecting 10% of interviews across the sites and coding interviews based
on video recordings every 6 months by study interviewers. Kappa and ICC
scores of 0.80 or higher will be judged reliable. If scores fall below 0.80,
discrepancies will be examined and discussed among the PIs and all study
interviewers to address potential drift and site differences.

Structured Interview for Psychosis-Risk Syndromes (SIPS), Version 5.6.
The SIPS is the most commonly used interview in the US for assessing
psychosis-risk syndromes and has established predictive validity for
conversion to psychosis, specificity, and inter-rater reliability [8,10,116].
Participants will be deemed at CHR for psychosis if they meet criteria for
one or more (of 3) of the primary SIPS psychosis-risk syndromes at a
progressive (recently emergent or escalating) or persistent designation.
We also will examine the DSM-5 attenuated psychosis syndrome (assessed
through the SIPS) and alternate SIPS 5.6 risk syndromes (e.g., persistence)
in supplementary analyses. HSC and HC will not meet criteria for
psychosis-risk syndromes.

The Structured Clinical Interview for DSM-5, Research Version (SCID).
Presence of DSM-5 diagnoses will be determined using the SCID.
Conversion to psychosis will reflect the presence of a DSM-5 Schizophrenia
Spectrum disorder (including schizophrenia, schizophreniform disorder,
and brief psychotic disorder), or affective psychosis (including depression
and bipolar disorder with psychotic features). These disorders reflect the
standard for CHR research [12,117,118]. Additionally, the SCID will be used
to identify comorbid diagnoses and differential HC and HSC participants.
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Global Functioning Scale: Social and Role (GFS-S/R). Social functioning
will be assessed with the GFS-S [119], which provides ratings on a 10-point
Likert scale. A score of 10 reflects “Superior Social/Interpersonal
Functioning” (e.g., frequently seeks out others and has multiple satisfying
interpersonal relationships including close and casual friends), whereas a
score of 1 indicates “Extreme Social Isolation” (e.g., no social or family
member contact at all). On the GFS-R, a score of 10 indicates “Superior Role
Functioning”, whereas a low score of 1 reflects “Extreme Role
Dysfunction”. Both the GFS-R and GFS-S were developed for CHR studies
and have been found to be valid and reliable [7,119-121].

Negative Symptoms Inventory-Psychosis Risk (NSI-PR) [122,123]. The
NSI-PR is a semi-structured interview that is used to rate 11 items
anchored on a 0 (absent) to 5 (extremely severe) scale. The 11 items
measure the 5 domains identified in the NIMH consensus conference:
anhedonia, avolition, asociality, blunted affect, and alogia.

Family Interview for Genetic Studies (FIGS). Participants will answer
questions about symptoms, diagnoses, hospitalization, suicide, and alcohol
and drug use in family members in a semi-structured interview [124]. In
addition, a questionnaire based on the screening questions of the FIGS was
developed by Dr. Ellman (Co-PI) as a guide for gathering diagnostic
information about relatives in the pedigrees being studied in a brief online
format that also is being administered in order to have future iterations of
the battery that do not require interviewers.

Medication Log. During the clinical interview portion of the study,
assessors will use the medication log to collect information on participants’
medication history and usage, including treatment start and stop dates,
medication dosage and type, and compliance.

Childhood Trauma and Abuse Scale (CTAS) [125]. Trained assessors will
ask participants about history of trauma and abuse in 6 domains:
psychological bullying, physical bullying, emotional neglect, physical
abuse, psychological abuse, and sexual abuse. Assessors will not ask follow
up questions and will only ask which trauma types have occurred in the
lifespan.

Life Events Checklist. Assessor will guide participants through a
checklist of stressful events that have occurred in their lifetime [126].
Assessors will ask about the number of incidents and stress level of each
endorsed item out of a 1-7 scale.

Measures-Neuropsychological

Wide Range Achievement Test (WRAT) [127]. Participants will be shown
a sheet with words listed on it ranging from simple to difficult. They will
be asked to read the words and the assessor will keep track of incorrectly
pronounced words. This assessment has been used as a reliable measure
of general intelligence. Typically, general intelligence tests take several
hours, and this is a quick and easy way to get a proxy of this information.
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Brief Assessment of Cognition in Schizophrenia-Symbol Coding (BACS)
[128]. The BACS assesses the aspects of cognition found to be most
impaired and most strongly correlated with outcomes in patients with
schizophrenia. In this study, we will be administering only the symbol
coding component. The symbol coding task sheet will be mailed to
participants in advance along with the headphones used for the
computerized tasks.

Hopkins Verbal Learning Test-Revised (HVLT-R) [129]. The HVLT-R
consists of a list of 12 nouns (targets) with four words drawn from each of
three semantic categories. The semantic categories differ across the six
forms, but the forms are very similar in their psychometric properties.
Raw scores are derived for Total Recall, Delayed Recall, Retention (%
retained), and a Recognition Discrimination Index. The purpose of this
task is to assess verbal learning and memory within brain-disordered
populations.

Measures-NAPLS Risk Calculator

We will gather NAPLS risk calculator variables: age, sex, SIPS positive
symptom items P1 and P2, cognitive scores from the digit symbol coding
subtest of the BACS and Hopkins Verbal learning Test (trials 1-3), stressful
life events from the Research Interview Life Events Scale, trauma from the
Childhood Trauma and Abuse Scale, family history of psychosis from the
Family Interview for Genetic Studies (FIGS), and decline in social
functioning on the GFS-S [119,124,125,128,129].

Measures-Computerized Assessment of Psychosis Risk (CAPR)
Battery

All CAPR tasks are listed in Table 1, organized by the Positive (4 tasks),
Negative (5 tasks), and Disorganized (2 tasks) symptom domains. With the
exception of the Probabilistic Reversal Learning Task (see below), all tasks
have detailed descriptions in the Preliminary studies section above and
are not revisited here. At baseline, the standard versions of Pessiglione,
Probabilistic Reversal Learning, and EEfRT tasks that offer monetary
incentives will be administered to half the participants; the other half will
receive a version using points as incentives. This will be important for
translating the task to an online platform, where monetary incentives will
not be possible. All other tasks will be administered identically to all
participants.

Probabilistic Reversal Learning Task. This task, a three-option
probabilistic learning task, wherein participants learn and update reward
associations in light of variable outcomes, due to anticipated but uncertain
changes in reward between options (reversal events, expected volatility),
and unanticipated changes in the underlying probabilities themselves
(contingency transition, unexpected volatility), challenges participants to
form and update beliefs about the value of each option and the volatility
of the task environment. Participants choose between three decks of cards
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with hidden reward probabilities, selecting a deck on each turn and
receiving positive or negative feedback (+100 or -50 points, respectively).
They are instructed to find the best deck with the caveat that the best deck
may change. Undisclosed to participants, reward probabilities switch
among decks after selection of the highest probability option in nine out
of ten consecutive trials (“reversal events”). Reward contingencies change
from 90%, 50%, and 10% chance of reward to 80%, 40%, and 20% between
the first and second halves of the task (“contingency transition”; block 1 =
80 trials, 90-50-10%; block 2 = 80 trials, 80-40-20%). Thus, there is expected
volatility (reversal events) and unexpected volatility (contingency
transitions) associated with the task, about which participants needed to
form and update beliefs in order to perform the task.

Table 1. CAPR Battery per Domain of Psychopathology.

Domain Task Time
Positive
Conditioned Hallucinations 40 min
Kamin Blocking 18 min
Probabilistic Reversal Learning Task 10 min
Sine Wave Speech 11 min
Negative
Pessiglione 19 min
Effort Expenditure for Rewards 24 min
Delay Discounting 2 min
Hedonic Reactivity 8 min
Finger Tapping 27 min
Disorganized
Ebbinghaus llusion 8 min
Mooney Faces 4 min

Note: Tasks are described in the Preliminary studies section and the measures section.

Measures-Self-Reported and Clinical History Information

Participants will fill out a battery of questionnaires using the online
survey platform Qualtrics. These measures will allow us to examine the
potential for self-report measures, easily administered over the Web, to
enhance the predictive accuracy of the CAPR battery.

Prodromal States Questionnaire (PQB). To determine the presence of
self-report symptoms of psychosis-risk, the PQB [130] will be administered
at baseline and follow-up time points. The inventory includes 21 items
designed to assess symptoms of unusual thought content, suspiciousness,
grandiosity, perceptual abnormalities, and disorganized communication
on a 5 point Likert scale.

Motivation and Pleasure Scale-Self-Report (MAP-SR). The MAP-SR [131]
is a 15-item measure that utilizes a 5-point Likert scale to examine
consummatory and anticipatory pleasure in social, recreational, or work
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domains; feelings and motivations to be around family, friends, and
romantic partners; and motivation to engage in activities. The MAP-SR has
been shown to have excellent internal consistency, good convergent
validity, and relates consistently with measures of social closeness and
role functioning.

Perceived Stress Scale (PSS). The PSS [132] measure consists of 14 items
(seven worded positively) that measure perceived global stress and coping
ability in the past month, on a scale from 0 = never to 4 = very often. This
measure is commonly used, has high reported concurrent and predictive
validity, adequate internal and test-retest reliability, and a relatively low
participant burden. The questions are general in nature and hence
relatively free of cultural bias.

Childhood Trauma Questionnaire (CTQ). The CTQ is a 28-item, self-
report inventory for participants aged 12 or older that taps five types of
maltreatment: emotional, physical and sexual abuse, and emotional and
physical neglect [133,134]. This questionnaire asks individuals to rate their
experiences on a 5 point Likert scale (1 = never true to 5 = very often true).

Community Experiences Questionnaire (CEQ). The CEQ is a 25-item self-
report measure of individuals’ experiences of community violence, with
two subscales to assess the frequency at which individuals were directly
victimized by or witnessed community violence, ranging in severity from
threats to killings [135,136].

Everyday Discrimination Scale (EDS). The EDS is a 9-item self-report
measure that is used to determine an individual’s subjective experiences
of discrimination in their day-to-day lives [137]. Participants are asked to
describe the frequency in which they have been exposed to each of these
experiences on a 6-point Likert Scale: 0 = Never, 1 = Less than once a year,
2 = A few times a year, 3 = A few times a month, 4 = At least once a week,
and 5 = Almost every day. If participants respond with “A few times a year”
or more frequently to at least one question, they are then asked to report
what they believe is the main reason for these experiences, e.g., your
gender, your race, your age, your education or income level, your sexual
orientation, etc. This measure has been validated in both a study focused
on African American adults [138] and a broader study focused on racism
and health [139].

Experiences of Discrimination (EOD). The EOD questionnaire is a self-
report measure of a number of constructs relating to discrimination,
including experiences of situational discrimination, frequency of
discriminatory experiences, response to discrimination, and worries
about discrimination [139].

Multigroup Ethnic Identity Measure (MEIM). The MEIM is a 12-item
measure of membership in and identification with ethnic groups [140].

Vancouver Index of Acculturation (VIA). The VIA [141] (Ryder, Alden &
Paulhus, 2000) is a 20-item measure of acculturation that measures both
the acquisition of the new cultural tendencies as well as the loss of old
cultural tendencies.
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PRIME with Distress and Attributions. The PRIME Screen is a self-report
measure of presence and severity of psychosis-risk/psychosis-like
symptoms [141]. The measure contains 12 Likert-type items, with response
options ranging from 0 (“definitely disagree”) to 6 (“definitely agree”), and
has demonstrated adequate psychometric performance relative to
clinician interview diagnoses of risk [142]. To capture distress associated
with each symptom, a distress item was added to the Prime Screen for all
items endorsed at a 1 (“somewhat disagree”) or higher. Additionally, at the
baseline visit only, participants will be asked to give an example of a time
they experienced a given symptom (example) and will be asked to list what
they think caused this experience/symptom (attribution) to collect quasi-
qualitative data on participants’ understanding of each Prime item.

Center for Epidemiologic Studies-Depression Scale (CES-D). The CES-D
[143] will be used to ascertain levels of depression. The original scale is a
20-item self-report scale designed to assess the presence and severity of
depressive symptoms occurring over the past week in the general
population. Respondents rate each item on a 4-point scale: 0 = rarely or
none of the time, 1 = some or a little of the time, 2 = occasionally or a
moderate amount of the time, and 3 = most or all of the time. Responses
are summed to obtain total scores with higher scores indicative of high
depressive symptoms, but not necessarily clinical depression. The present
study will utilize a shortened version of the CES-D [144]. This shortened
version includes 14 of the original 20 items that were grouped together
based on factor analysis and load onto the three factors of negative affect,
anhedonia, and somatic symptomes.

State Trait Anxiety Inventory Trait Form Anxiety Subscale Formatted
[145]. This scale assesses symptoms of anxiety and worry. It consists of 40
items, which contain only the items from the STAl-trait form that loaded
on the anxiety factor in the study by Bieling et al. [145] and excludes those
items that loaded predominantly on the depression factor. The items are
scored on a 4-point likert scale: 1 = Not at all, 2 = Somewhat, 3 = Moderately
so, and 4 = Very much so. Although anxiety is related to increases in
psychotic symptoms in schizophrenia populations, no study has
determined whether anxiety is related to increases in minor psychotic
symptoms in non-clinical samples, which will be determined in the
present study.

Social Phobia Scale (SPS). The SPS [146] was designed to assess anxiety
symptoms related to performing various tasks (writing, drinking, eating in
public) while being observed by other people. It consists of 20 items. Each
item is rated on a 5-point scale that ranges from 0 (not at all characteristic
or true of me) to 4 (extremely characteristic or true of me).

Life Events Checklist (LEC). Items from the LEC [147], which was
developed at the National Center for PTSD; will be used to determine
exposure to potentially traumatic events. The LEC items requires
respondents to indicate whether their experience of the event, on a 5-point
nominal scale (1 = happened to me, 2 = witnessed it, 3 =learned about it, 4
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= not sure, and 5 = does not apply). The events from the checklist include
the following example items: Natural disaster, Accident, Combat, Death of
loved one, Injury/illness of loved one, Witness family violence, Childhood
physical assault, Adult physical assault, and Victim of bullying was added
by the investigators.

Pittsburgh Sleep Quality Index (PSQI). The PSQI [148] is a 10-item self-
report questionnaire that evaluates sleeping habits in the past month. We
include the PSQI because of accumulating data suggestive of a link
between sleep disturbance and schizophrenia [149]. However, sleep
disturbance in those with subthreshold psychotic symptoms has yet to be
studied.

Motor and Activity Psychosis-Risk Scale (MAP-RS). Dr. Vijay Mittal (PI)
created the MAP-RS, a 17-item questionnaire that assesses aspects of
motor-physical activity (e.g., clumsiness, balance) that have been found to
be affected in some individuals who later develop psychosis [150].

Defeatist Performance Beliefs Scale (DPB). The DPB [151] (Grant & Beck,
2009) is a 15-item, self-report measure used to evaluate the severity of
defeatist performance beliefs. These are negative expectancies individuals
sometimes have about performing goal-directed activities and socializing.

Treatment History Questionnaire (TRHQ). The TRHQ assesses past and
current experiences with mental health services including therapy,
medications, diagnoses, and hospitalizations, as well as whether, to what
degree, and for what type of mental health issues participants are
considering seeking treatment. Our collaborator created this
questionnaire and collected data from over 400 undergraduates at
University of Maryland-Baltimore County (UMBC), with initial validity
findings suggesting that students who reported current anxiety diagnoses
had significantly elevated Beck Anxiety Index scores (means indicating
“severe” anxiety) compared to non-endorsers and students who reported
current depression diagnoses had significantly elevated BDI-II scores
(means indicating “moderate” depression) compared to non-endorsers.

COVID-19 Questionnaire. This questionnaire was developed to assess
the effects of the COVID-19 pandemic on lifestyle and mental factors that
can be used to gauge mental health outcomes associated with the
pandemic.

Post-traumatic Stress Disorder Checklist-Civilian Version (PCL-C). The
PCL-C is a 17-item self-report instrument where items correspond to PTSD
symptoms and ask the individual to report on how often certain symptoms
were bothersome to them (1 = not bothersome at all through 5 = extremely
bothersome) in the past month [152].

Drug Use Frequency Measure (DUF). This questionnaire assesses drug
and alcohol use within the past 3 months, as well as a quick assessment of
health concerns and medication use [153]. The purpose of including this
questionnaire in the present study is due to the known relationships
between substance use and increased risk for schizophrenia and minor
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psychotic symptoms, as well as the high comorbidity between
schizophrenia and substance use [7].

Edinburgh Handedness Inventory-Short Form. This short-form, self-
report measure will be used to assess handedness in participants and
inform analysis of computerized task performance [154].

Puberty Development Scale. Participants will be asked to respond to
questions from the Puberty Development Scale to further supplement
hormone data used in this study (level of development will be entered as
a covariate). This scale is a 5-item scale rating on three measurements;
physical development, an overall maturation measure, and a categorical
measure [155].

Control Over Voice-hearing Experiences Scale. This scale was developed
to measure the degree and strategies that individuals with VHE can control
their voices. The current scale measures the efficacy of exerting control
over the VHE and two other dimensions associated with the strategies or
means individuals use to exert control; the ability to manage either when
the voices appear (direct control) or to use other factors to minimize how
impactful or disruptive the voices are when they do appear (indirect
control), or some combination thereof [156].

Revised Green et al. Paranoid Thoughts Scale (R-GPTS). A self-report
scale used to capture paranoia—the belief that others have bad intentions
towards us—along the continuum from health to illness, and across
diagnoses [157].

Auditory Hallucinations Rating Scale (AHRS). This scale will be used to
measure the hallucination state in participants who endorse auditory
hallucinations [158].

Launay-Slade Hallucination Scale-Revised (LSHS-R). The LSHS-R is a 12
item self-report questionnaire that measures predisposition to
hallucinations in the general population using a five-point Likert Scale
response format. Three subscales characterized as (a) vivid mental events,
(b) hallucinations with a religious theme, and (c) auditory and visual
hallucinatory experiences are part of the scale [159].

Peters’ Delusions Inventory (PDI-21). The PDI-21 is a 21 item,
dichotomous (Yes/No) self-report questionnaire to assess delusional
symptoms in the general population. The higher the score, the greater the
delusional symptoms. For each item, three follow up questions of 5
categories of response (1 to 5) are provided corresponding to the subscales
of the degree of conviction, preoccupation, and distress [78,160].

DATA ANALYSES, HYPOTHESES, AND PREDICTED OUTCOMES

Power estimates are based on a 20% conversion rate based on recent
literature [161]. The analyses involving longitudinal time points (i.e.,
conversion, change in function) are estimated with the sample size of 300
per group (those with 24-month time points). We will also evaluate these
aims at the 12-month point (n = 400 per group) in an exploratory fashion,
as there is ample conversion at this point [7,12,17,21,121]. We use the 24-
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month time points data set to describe our methods that are also
applicable to the 12-month time point data.

Machine learning (ML) and training/testing validation scheme: ML
predictive models will be developed to calculate the probabilistic score of
converting to psychosis and to predict change in functional outcome. We
adopt ML models for the analysis because our goal is to predict outcomes
(both binary and continuous) rather than demonstration of associations
between an outcome (e.g., conversion) and test items. A repeated nested
training-testing scheme will be used to avoid overfitting. Specifically, the
900 subjects (those with 24-month time points) collected in the first three
years will first be randomly and proportionally divided into an outer-
training set (n, = 600) and an outer-testing set (ns = 300). The 2:1 training
and testing split ratio is used to achieve optimal performance. Within the
outer-training set (n, = 600), we will perform 5-fold repeated nested cross
validation (CV) to optimize the model and tune parameter selection [162].
During 5-fold CV, 480 subjects will be used as the inner training set and the
remaining 120 subjects as inner testing. The predictive model that
achieves best averaged performance in 5-fold CV will be selected as the
final model. In the testing stage (testing on the ns = 300 subjects), the final
model is locked, and the ML development team will be blinded to the
outcome of these 300 subjects. Next, the outcome variables of psychosis
conversion (binary) and functional outcome (continuous) will be
calculated/predicted by the fixed ML models. The performance of the
predictive models (comparing the predicted with true outcomes) will be
evaluated based on the hold-out testing data set (ns = 300) using metrics
described below. The hypotheses in both aims will be assessed by the
performance of predictive results.

Aim 1A: To Develop a Psychosis-Risk Calculator through the
Application of ML Methods to the Performance-Based and Self
Report Data Generated by the CAPR Battery

We will perform comprehensive model evaluation using the outer-
training set (nr = 600). A variety of classifiers including regularized logistic
regression, gradient boosting, and random forest among others will be
considered as candidates [163]. The F1 score, which is the harmonic
average of the true positive rate and positive predictive value, will be used
as the model selection criteria in the training stage to account for the 20%
conversion rate [164]. These predictive models along with the tuning
parameters will be determined by 5-fold CV. We will also perform variable
selection using regularization techniques (e.g., elastic net) to obtain a
minimum set of features from all task measures and demographic
variables including sex, age, race, and years of education. In addition,
study site will be included as a variable in this analysis and, if systematic
variance between sites emerges, adjustments to the model will be
considered (e.g., quantile normalization). The tuning parameters of the
regularization model are determined by the 5-fold CV. In general, the
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model with the minimum set of features is preferred if the evaluation
metric of this model is no more than 3% lower than the model with
optimum performance but using a larger set of features. The rationale is
to reduce administration time while maintaining predictive accuracy.

The final model will be selected based on the training data set (n: = 600),
locked, and then applied to the hold- out testing data set (n. = 300). We will
test the primary hypothesis by performing an independent sample t-test
between CHR converters and non-converters. In addition, we will use
Monte Carlo-based tests to examine whether the F1 score > 0.75 because
this nonparametric index is robust and does not require assumptions for
asymptotic inference. We will also explore whether including self-report
measures as predictors can improve the risk calculator performance. We
will use a combination of linear and logistic regression to examine if
comorbidity (CHR with mood or anxiety disorder/symptoms) impacts
baseline performance on the CAPR calculator and whether it impacts
predictive accuracy of the calculator. If it impacts accuracy, we will
consider using co-morbid diagnosis as a potential predictor for ML
analysis or using it as a covariate to adjust prediction scores of the ML
model depending on which appears to be more appropriate. We will take
the same analytic approach to medication type (antidepressant, anxiolytic,
antipsychotic, stimulant). With a sample size of n: = 300 (testing data set)
and 100 CHR subjects, we would have power of 0.80 to detect a small effect
size Cohen’s d = 0.31 (comparing converters vs non-converters) at the a =
0.05.

Aim 1B: To Evaluate Group Differences on the Risk Calculator Score

Preliminary analyses will examine whether any of the following
covariates should be included: years of education, age, sex, ethnicity/race,
and medication variables. An ANOVA and survival analysis will be
conducted to evaluate group differences on the CAPR battery risk
calculator score. For the ANOVA, significant effects will be followed-up by
Fisher’s protected t-tests to test group effects because simulations have
shown that this approach provides adequate family-wise Type I error
protection and has greater power than other corrections for Type I error
[165]. The ANOVA will use baseline data from all 5 years and compare CHR,
HSC, and HC. We hypothesize that the CHR group will have a significantly
higher risk calculator score than either the HSC or HC (i.e., CHR > HSC and
CHR > HC). The power of the contrast analysis for the ANOVA will be
greater than .80 to detect a small effect of Cohen’s d = 0.26 (comparing CHR
with HSC and/or HC) with a sample size of 900 subjects (all subjects
excluding training n, = 600) and adjusted a = 0.05. The corrected a = 0.05
was used. The survival analysis will utilize data from participants who
have baseline, 12-month follow-up, and 24-month follow-up data. We
hypothesize that the CHR converters will have a significantly higher risk
calculator score than CHR non-converters, HSC, and HC. Based on previous
guidelines, this survival analysis will be adequately powered (i.e., 0.80) to
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detect small-to-moderate differences between converters and other
groups [166].

Aim 1C: Evaluate How Baseline CAPR Performance Relates to
Symptomatic Outcome 2 Years Later

Specifically, we intend to examine: (1) symptomatic change treated as
a continuous variable (e.g., SIPS Positive Symptom and NSI-PR total scores)
and (2) conversion to psychosis. We hypothesize that the CAPR calculator:
(1) will predict symptom course and (2) that the differences observed
between converters and non-converters will be larger on the CAPR
calculator than on the NAPLS calculator.

A growth curve model will be used to test hypothesis 1, as this will
permit using data from all time points and thus provide the most reliable
estimate of change in symptoms. A linear model will be specified, which
will allow for a test of overall model fit (i.e., df = 1) and an estimate of
symptom change across two years. Age, seX, and other baseline clinical
conditions will be included as covariates (note: both dichotomous
diagnostic variables and continuous symptom counts will be used). Our
sample size will provide adequate power (i.e., >0.80) to estimate individual
differences in growth curves.

Regression analysis will be performed to test hypothesis 2 using
score~Group + Calculator + Group x Calculator. Note that the outcome
“score” is on a normalized scale (e.g., using quantile normalization) to
ensure that the CAPR calculator score is comparable to the NAPLS
calculator. We reject the null hypothesis if the interaction term “Group x
Calculator” is significant with the correct direction. We will also perform
a Monte Carlo-based nonparametric test to examine whether the F1 score
of the CAPR calculator is higher than NAPLS calculator. The
nonparametric test is used because the asymptotic inference of F1 score
can be difficult and unreliable. With a sample size of n; = 300 (testing data
set), we would have power of 0.80 to detect a medium effect size f> = 0.22
for the regression analysis at a = 0.05.

Aim 2: Use ML Methods, as above, to Develop Calculators That
Predict (2A) Social, and, (2B) Role Function Deterioration, Both
Observed over Two Years

Because negative symptoms are known to be more strongly linked to
functional outcome than positive symptoms, we predict that negative
symptom mechanism tasks will be the strongest predictor of functional
decline in both domains. We will perform comprehensive model
evaluation using the outer-training set (n: = 600). A variety of continuous
outcome predictive models including regularized regression model (e.g.,
lasso, elastic net) gradient boosting, and random forest among many
others will be considered. The R? which evaluates how much variance of
the change of the functional outcomes over 24 months can be explained
by the ML-predicted outcome, will be used as the model selection criterion
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at the training stage and to evaluate the prediction accuracy at the testing
stage [163]. We test the hypothesis by examining whether r = sqrt(R?) score >
a medium effect size r = 0.30. Note that r value reflects the correlation
between predicted and observed change in functional outcome. Power:
With a sample size of n: = 300 (testing data set), we would have power of
0.80 to reject the null hypothesis (r < 0.30) at a = 0.05 when r is 0.42.

Reproducibility

To ensure high scientific rigor and reproducibility, we will consider the
effects of biological sex, assess and adjust inter-site difference as needed.
In addition, we will perform model validation (e.g., using bootstrap
techniques) to check the robustness, use multiple imputation for missing
data (or full information maximum likelihood estimators, when
appropriate), and sensitivity analysis to examine if data are missing at
random. Specifically, multiple imputation will be implemented by
multivariate imputation by chained equations in the “mice” package in R
[167]. Last, we will make all of our code publicly available.

POTENTIAL ISSUES, ALTERNATIVE APPROACHES, AND FUTURE
DIRECTIONS

If we find that conversion rates are lower than anticipated, we will
focus more on continuous measures (e.g., changes in symptoms and
functioning over time) that are clinically important but are not contingent
on transition rates. Relatedly, if a low conversion rate impacts the
feasibility of the proposed statistical plan, we will explore supplementing
the ML analyses with a psychometric approach (which will not rely on a
proportion of converters being set aside as training set). As noted, Co-I
Zinbarg has significant expertise with SEM methods, and will be actively
involved in evolving our statistical strategy as unforeseen considerations
may arise. Another issue arises if the NAPLS calculator outperforms the
CAPR battery. Because the CAPR battery could be administered on the
Internet, performance that roughly approximates NAPLS could have a
large public health impact. However, the practical advantages of the CAPR
approach are only relevant with a level of predictive accuracy that is
sufficient to impact clinical practice. Beyond comparing calculators, we
will also explore if the combination of the NAPLS and CAPR calculators
provides greater accuracy than either calculator alone.

SUMMARY OF CAPR STUDY

The CAPR study will develop and test a psychosis risk calculator based
on machine learning techniques and a battery of computerized behavioral
tasks, which are tied to the neurobiological systems and computational
mechanisms implicated in psychosis. We believe that the CAPR battery and
risk calculator have the potential to significantly improve the prediction
of conversion to a psychotic disorder, through more closely assessing

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011


https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science 28 of 40

mechanisms involved in symptom expression and improving sensitivity
relative to clinical interviewing methods. Additionally, given that these
behavioral tasks can be administered online with limited expertise, we
believe that the CAPR battery can expand access to psychosis risk
assessment and thus have a significant public health impact.

AUTHOR CONTRIBUTIONS

Gold, Mittal, Strauss, Corlett, Woods, and Ellman are Primary
Investigators (PIs) of the study, Walker, Schiffman, Powers, Waltz, Chen,
and Zinbarg are Co-Investigators, and Silverstein is a Consultant. Kenney
played the central role in preparing the study for remote administration,
and Williams for supervising implementation across study teams, and
preparing the first draft of the manuscript. Each of the authors contributed
to editing and providing critical feedback on this paper. Gold and Mittal
are the PIs responsible for directing the overall implementation of the
study.

ETHICAL APPROVAL

This project was approved by the Northwestern University Institutional
Review Board (STU00211351; date: 4/28/2021) and its methods comply with
the Declaration of Helsinki.

CONEFLICTS OF INTEREST

The authors report no conflicts of interest.

FUNDING

This research was supported by the following National Institutes of
Health grants: RO1 MH120090 (Gold), RO1 MH112613 (Ellman), RO1
MH120091 (Ellman), RO1 MH120092 (Strauss), R01 MH116039
(Strauss/Mittal), R21 MH119438 (Strauss), R01 MH112545 (Mittal), RO1
MH1120088 (Mittal), U01 MH081988 (Walker), R0O1 MH120090 (Waltz), RO1
MH112612 (Schiffman), and R01 MH120089 (Corlett/Woods).

REFERENCES

1. Brown S. Excess mortality of schizophrenia: a meta-analysis. Br ] Psychiatry.
1997;171(6):502-8.

2. Olfson M, Gerhard T, Huang C, Crystal S, Stroup TS. Premature Mortality
Among Adults With Schizophrenia in the United States. JAMA Psychiatry.
2015 Dec 1;72(12):1172.

3. Ho B-C, Nopoulos P, Flaum M, Arndt S, Andreasen NC. Two-year outcome in
first-episode schizophrenia: predictive value of symptoms for quality of life.
Am | Psychiatry. 1998;155(9):1196-201.

4. Penttild M, Jadskeldinen E, Hirvonen N, Isohanni M, Miettunen J. Duration of
untreated psychosis as predictor of long-term outcome in schizophrenia:
systematic review and meta-analysis. Br ] Psychiatry. 2014;205(2):88-94.

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011


https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science

29 of 40

10.

11.

12.

13.

14.

15.

16.

17.

18.

Ran M-S, Xiao Y, Chui CH, Hu X-Z, Yu Y-H, Peng M-M, et al. Duration of
untreated psychosis (DUP) and outcome of people with schizophrenia in rural
China: 14-year follow-up study. Psychiatry Res. 2018;267:340-5.

Cechnicki A, Lukasz C, Kalisz A, Bladziniski P, Adamczyk P, Franczyk-Glita J.
Duration of untreated psychosis (DUP) and the course of schizophrenia in a
20-year follow-up study. Psychiatry Res. 2014;219(3):420-5.

Cannon TD, Cadenhead K, Cornblatt B, Woods SW, Addington ], Walker E, et
al. Prediction of psychosis in youth at high clinical risk: a multisite
longitudinal study in North America. Arch Gen Psychiatry. 2008;65(1):28-37.
Miller TJ, McGlashan TH, Rosen JL, Cadenhead K, Ventura ], McFarlane W, et
al. Prodromal assessment with the structured interview for prodromal
syndromes and the scale of prodromal symptoms: predictive validity,
interrater reliability, and training to reliability. Schizophr Bull. 2003;29(4):703.
Broome MR, Woolley JB, Johns L.C, Valmaggia LR, Tabraham P, Gafoor R, et al.
Outreach and support in south London (OASIS): implementation of a clinical
service for prodromal psychosis and the at risk mental state. Eur Psychiatry.
2005;20(5-6):372-8.

Miller TJ, McGlashan TH, Rosen JL, Somjee L, Markovich PJ, Stein K, et al.
Prospective diagnosis of the initial prodrome for schizophrenia based on the
Structured Interview for Prodromal Syndromes: preliminary evidence of
interrater reliability and predictive validity. Am J Psychiatry. 2002;159(5):863-5.
Phillips L], Yung AR, McGorry PD. Identification of young people at risk of
psychosis: validation of Personal Assessment and Crisis Evaluation Clinic
intake criteria. Aust N Z J Psychiatry. 2000;34:5S164-9.

Ruhrmann S, Schultze-Lutter F, Salokangas RK, Heinimaa M, Linszen D,
Dingemans P, et al. Prediction of psychosis in adolescents and young adults at
high risk: results from the prospective European prediction of psychosis study.
Arch Gen Psychiatry. 2010;67(3):241-51.

Woods SW, Addington ], Cadenhead KS, Cannon TD, Cornblatt BA, Heinssen
R, et al. Validity of the prodromal risk syndrome for first psychosis: findings
from the North American Prodrome Longitudinal Study. Schizophr Bull.
2009;35(5):894-908.

Yung AR, McGorry PD. The initial prodrome in psychosis: descriptive and
qualitative aspects. Aust N Z J Psychiatry. 1996;30(5):587-99.

Zhang T, Li H, Woodberry KA, Seidman L], Zheng L, Li H, et al. Prodromal
psychosis detection in a counseling center population in China: an
epidemiological and clinical study. Schizophr Res. 2014;152(2-3):391-9.
Cannon TD, Chung Y, He G, Sun D, Jacobson A, van Erp TG, et al. Progressive
reduction in cortical thickness as psychosis develops: a multisite longitudinal
neuroimaging study of youth at elevated clinical risk. Biol Psychiatry.
2015;77(2):147-57.

Cannon TD, Yu C, Addington ], Bearden CE, Cadenhead KS, Cornblatt BA, et al.
An individualized risk calculator for research in prodromal psychosis. Am J
Psychiatry. 2016;173(10):980-8.

Carrién RE, Cornblatt BA, Burton CZ, Tso IF, Auther AM, Adelsheim S, et al.
Personalized Prediction of Psychosis: External Validation of the NAPLS-2

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science

30 0f 40

19.

20.

21.

22.

23.

24.
25.

26.

27.

28.

29.

30.

Psychosis Risk Calculator With the EDIPPP Project. Am ] Psychiatry. 2016 Jul
1;173(10):989-96.

de la Fuente-Sandoval C, Ledn-Ortiz P, Favila R, Stephano S, Mamo D,
Ramirez-Bermudez J, et al. Higher Levels of Glutamate in the Associative-
Striatum of Subjects with Prodromal Symptoms of Schizophrenia and Patients
with First-Episode Psychosis. Neuropsychopharmacology. 2011
Aug;36(9):1781-91.

Dean DJ, Walther S, Bernard JA, Mittal VA. Motor Clusters Reveal Differences
in Risk for Psychosis, Cognitive Functioning, and Thalamocortical
Connectivity: Evidence for Vulnerability Subtypes. Clin Psychol Sci. 2018 Sep
1;6(5):721-34.

Fusar-Poli P, Bonoldi I, Yung AR, Borgwardt S, Kempton M], Valmaggia L, et
al. Predicting Psychosis: Meta-analysis of Transition Outcomes in Individuals
at High Clinical Risk. Arch Gen Psychiatry. 2012 Mar 1;69(3):220-9.

Fusar-Poli P, McGuire P, Borgwardt S. Mapping prodromal psychosis: A critical
review of neuroimaging studies. Eur Psychiatry. 2012 Apr;27(3):181-91.

Howes OD, Montgomery AJ, Asselin M-C, Murray RM, Grasby PM, Mcguire PK.
Molecular imaging studies of the striatal dopaminergic system in psychosis
and predictions for the prodromal phase of psychosis. Br J Psychiatry. 2007
Dec;191(S51):513-8.

Insel TR. Rethinking schizophrenia. Nature. 2010 Nov;468(7321):187-93.
McGlashan TH, Zipursky RB, Perkins D, Addington ], Miller T, Woods SW, et
al. Randomized, Double-Blind Trial of Olanzapine Versus Placebo in Patients
Prodromally Symptomatic for Psychosis. Am ] Psychiatry. 2006 May
1;163(5):790-9.

Morrison AP, Bentall RP, French P, Walford L, Kilcommons A, Knight A, et al.
Randomised controlled trial of early detection and cognitive therapy for
preventing transition to psychosis in high-risk individuals: Study design and
interim analysis of transition rate and psychological risk factors. Br ]
Psychiatry. 2002 Sep;181(S43):s78-84.

Seidman L], Giuliano AJ, Meyer EC, Addington ], Cadenhead KS, Cannon TD,
et al. Neuropsychology of the Prodrome to Psychosis in the NAPLS Consortium:
Relationship to Family History and Conversion to Psychosis. Arch Gen
Psychiatry. 2010 Jun 1;67(6):578-88.

Walker EF, Trotman HD, Pearce BD, Addington J, Cadenhead KS, Cornblatt BA,
et al. Cortisol Levels and Risk for Psychosis: Initial Findings from the North
American Prodrome Longitudinal Study. Biol Psychiatry. 2013 Sep
15;74(6):410-7.

Hartmann JA, Yuen HP, McGorry PD, Yung AR, Lin A, Wood SJ, et al. Declining
transition rates to psychotic disorder in “ultra-high risk” clients: Investigation
of a dilution effect. Schizophr Res. 2016 Jan 1;170(1):130-6.

Nelson B, Yuen HP, Wood SJ, Lin A, Spiliotacopoulos D, Bruxner A, et al. Long-
term Follow-up of a Group at Ultra High Risk (“Prodromal”) for Psychosis: The
PACE 400 Study. JAMA Psychiatry. 2013 Aug 1;70(8):793-802.

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science

31 0f 40

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

Simon AE, Velthorst E, Nieman DH, Linszen D, Umbricht D, de Haan L. Ultra
high-risk state for psychosis and non-transition: a systematic review.
Schizophr Res. 2011;132(1):8-17.

Wiltink S, Velthorst E, Nelson B, McGorry PM, Yung AR. Declining transition
rates to psychosis: the contribution of potential changes in referral pathways
to an ultra-high-risk service. Early Interv Psychiatry. 2015;9(3):200-6.

Yung AR, Yuen HP, Berger G, Francey S, Hung T-C, Nelson B, et al. Declining
transition rate in ultra high risk (prodromal) services: dilution or reduction
of risk? Schizophr Bull. 2007;33(3):673-81.

Fusar-Poli P. The hype cycle of the clinical high risk state for psychosis: the
need of a refined approach. Schizophr Bull. 2018 Feb 15;44(2):250-3.
Fusar-Poli P, Schultze-Lutter F, Cappucciati M, Rutigliano G, Bonoldi I, Stahl D,
et al. The dark side of the moon: meta-analytical impact of recruitment
strategies on risk enrichment in the clinical high risk state for psychosis.
Schizophr Bull. 2016;42(3):732-43.

van Os ], Guloksuz S. A critique of the “ultra-high risk” and “transition”
paradigm. World Psychiatry. 2017;16(2):200-6.

McGorry PD, Nelson B, Markulev C, Yuen HP, Schafer MR, Mossaheb N, et al.
Effect of w-3 polyunsaturated fatty acids in young people at ultrahigh risk for
psychotic disorders: the NEURAPRO randomized clinical trial. JAMA
Psychiatry. 2017;74(1):19-27.

Nelson B, Amminger GP, Yuen HP, Markulev C, Lavoie S, Schéfer MR, et al.
NEURAPRO: a multi-centre RCT of omega-3 polyunsaturated fatty acids versus
placebo in young people at ultra-high risk of psychotic disorders—medium-
term follow-up and clinical course. NPJ Schizophr. 2018;4(1):1-8.

Fusar-Poli P, Yung AR, McGorry P, van Os ]. Lessons learned from the
psychosis high-risk state: Towards a general staging model of prodromal
intervention. Psychol Med. 2014;44(1):17.

McGorry PD, Yung AR, Phillips L]. The “close-in” or ultra high-risk model: a
safe and effective strategy for research and clinical intervention in
prepsychotic mental disorder. Schizophr Bull. 2003;29(4):771-90.

Thompson E, Millman ZB, Okuzawa N, Mittal V, DeVylder |, Skadberg T, et al.
Evidence-based early interventions for individuals at clinical high risk for
psychosis: a review of treatment components. ] Nerv Ment Dis.
2015;203(5):342-51.

Birchwood M, Connor C, Lester H, Patterson P, Freemantle N, Marshall M, et
al. Reducing duration of untreated psychosis: care pathways to early
intervention in psychosis services. Br ] Psychiatry. 2013;203(1):58-64.

Boydell KM, Gladstone BM, Volpe T. Understanding help seeking delay in the
prodrome to first episode psychosis: a secondary analysis of the perspectives
of young people. Psychiatr Rehabil J. 2006;30(1):54.

Klosterkoétter J, Ruhrmann S, Schultze-Lutter F, Salokangas RK, Linszen D,
Birchwood M, et al. The European Prediction of Psychosis Study (EPOS):
integrating early recognition and intervention in Europe. World Psychiatry.
2005;4(3):161.

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science

32 0f 40

45.

46.

47.

48.

49.

50.

51.

52.

33.

54.

55.

56.

57.

58.

59.

60.

Rietdijk J, Hogerzeil S], van Hemert AM, Cuijpers P, Linszen DH, van der Gaag
M. Pathways to psychosis: help-seeking behavior in the prodromal phase.
Schizophr Res. 2011;132(2-3):213-9.

Schultze-Lutter F, Michel C, Schmidt SJ, Schimmelmann BG, Maric NP,
Salokangas RKR, et al. EPA guidance on the early detection of clinical high risk
states of psychoses. Eur Psychiatry. 2015;30(3):405-16.

Singh SP, Grange T. Measuring pathways to care in first-episode psychosis: a
systematic review. Schizophr Res. 2006;81(1):75-82.

Stowkowy J, Colijn MA, Addington J. Pathways to care for those at clinical high
risk of developing psychosis. Early Interv Psychiatry. 2013;7(1):80-3.
Ajnakina O, David AS, Murray RM. ‘At risk mental state’ clinics for psychosis
—an idea whose time has come - and gone! Psychol Med. 2019 Mar;49(4):529-
34.

Oliver D, Radua ], Reichenberg A, Uher R, Fusar-Poli P. Psychosis polyrisk
score (PPS) for the detection of individuals at-risk and the prediction of their
outcomes. Front Psychiatry. 2019;10:174.

Cooper S, Kring AM, Ellman LM. Attenuated positive psychotic symptoms and
the experience of anhedonia. Early Interv Psychiatry. 2018;12(6):1188-92.
Millman ZB, Pitts SC, Thompson E, Kline ER, Demro C, Weintraub M], et al.
Perceived social stress and symptom severity among help-seeking adolescents
with versus without clinical high-risk for psychosis. Schizophr Res.
2018;192:364-70.

Pelletier-Baldelli A, Strauss GP, Visser KH, Mittal VA. Initial development and
preliminary psychometric properties of the Prodromal Inventory of Negative
Symptoms (PINS). Schizophr Res. 2017;189:43-9.

Bylsma LM, Morris BH, Rottenberg J. A meta-analysis of emotional reactivity
in major depressive disorder. Clin Psychol Rev. 2008;28(4):676-91.

Cohen AS, Minor KS. Emotional experience in patients with schizophrenia
revisited: meta-analysis of laboratory studies. Schizophr Bull. 2008;36(1):143-
50.

Strauss GP, Ruiz I, Visser KH, Crespo LP, Dickinson EK. Diminished Hedonic
response in neuroleptic-free youth at ultra high-risk for psychosis. Schizophr
Res Cogn. 2018;12:1-7.

McDonald M, Christoforidou E, Van Rijsbergen N, Gajwani R, Gross ], Gumley
Al et al. Using online screening in the general population to detect participants
at clinical high-risk for psychosis. Schizophr Bull. 2019;45(3):600-9.

Haining K, Matrunola C, Mitchell L, Gajwani R, Gross ], Gumley Al, et al.
Neuropsychological deficits in participants at clinical high risk for psychosis
recruited from the community: relationships to functioning and clinical
symptoms. Psychol Med. 2020 Jan;50(1):77-85.

Cornblatt BA. The New York High Risk Project to the Hillside Recognition and
Prevention (RAP) Program. Am ] Med Genet. 2002;114(8):956-66.

Cornblatt BA, Lencz T, Smith CW, Correll CU, Auther AM, Nakayama E. The
schizophrenia prodrome revisited: a neurodevelopmental perspective.
Schizophr Bull. 2003;29(4):633-51.

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science

33 0f40

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

Light G, Greenwood TA, Swerdlow NR, Calkins ME, Freedman R, Green MF, et
al. Comparison of the heritability of schizophrenia and endophenotypes in
the COGS-1 family study. Schizophr Bull. 2014;40(6):1404-11.

Snitz BE, MacDonald AW III, Carter CS. Cognitive deficits in unaffected first-
degree relatives of schizophrenia patients: a meta-analytic review of putative
endophenotypes. Schizophr Bull. 2006;32(1):179-94.

Carpenter WT. Clinical high risk controversies and challenge for the experts.
Schizophr Bull. 2018;44(2):223-5.

Kapur S, Phillips AG, Insel TR. Why has it taken so long for biological
psychiatry to develop clinical tests and what to do about it? Mol Psychiatry.
2012;17(12):1174-9.

McGorry PD, Hartmann JA, Spooner R, Nelson B. Beyond the “at risk mental
state” concept: transitioning to transdiagnostic psychiatry. World Psychiatry.
2018;17(2):133-42.

Simeonova DI, Nguyen T, Walker EF. Psychosis risk screening in clinical high-
risk adolescents: a longitudinal investigation using the Child Behavior
Checklist. Schizophr Res. 2014;159(1):7-13.

Thompson E, Kline E, Ellman LM, Mittal V, Reeves GM, Schiffman J. Emotional
and behavioral symptomatology reported by help-seeking youth at clinical
high-risk for psychosis. Schizophr Res. 2015;162(1-3):79-85.

Woods SW, Powers III AR, Taylor JH, Davidson CA, Johannesen JK, Addington
], et al. Lack of diagnostic pluripotentiality in patients at clinical high risk for
psychosis: specificity of comorbidity persistence and search for pluripotential
subgroups. Schizophr Bull. 2018;44(2):254-63.

Ilonen T, Heinimaa M, Korkeila J, Svirskis T, Salokangas RK. Differentiating
adolescents at clinical high risk for psychosis from psychotic and non-
psychotic patients with the Rorschach. Psychiatry Res. 2010;179(2):151-6.
Lindgren M, Manninen M, Laajasalo T, Mustonen U, Kalska H, Suvisaari J, et
al. The relationship between psychotic-like symptoms and neurocognitive
performance in a general adolescent psychiatric sample. Schizophr Res.
2010;123(1):77-85.

Modinos G, Allen P, Frascarelli M, Tognin S, Valmaggia L, Xenaki L, et al. Are
we really mapping psychosis risk? Neuroanatomical signature of affective
disorders in subjects at ultra high risk. Psychol Med. 2014;44(16):3491-501.
Millman ZB, Gold JM, Mittal VA, Schiffman J. The critical need for help-seeking
controls in clinical high-risk research. Clin Psychol Sci. 2019;7(6):1171-89.
Allen P, Luigjes J, Howes OD, Egerton A, Hirao K, Valli I, et al. Transition to
Psychosis Associated With Prefrontal and Subcortical Dysfunction in Ultra
High-Risk Individuals. Schizophr Bull. 2012 Nov 1;38(6):1268-76.

Howes OD, Fusar-Poli P, Bloomfield M, Selvaraj S, McGuire P. From the
Prodrome to Chronic Schizophrenia: The Neurobiology Underlying Psychotic
Symptoms and Cognitive Impairments. Curr Pharm Des. 2012 Feb 1;18(4):459-65.
Kamin L]J. Predictability, surprise, attention, and conditioning. In Campbell
BA, Church RM, editors Punishment and aversive behavior. Norwalk (US):
Appleton-Century-Crofts; 1969. p. 279-96.

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science

34 0f 40

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

Dickinson A. The 28th Bartlett Memorial Lecture Causal Learning: An
Associative Analysis. Q ] Exp Psychol Sect B. 2001 Feb 1;54(1b):3-25.

Corlett PR, Fletcher PC. The neurobiology of schizotypy: Fronto-striatal
prediction error signal correlates with delusion-like beliefs in healthy people.
Neuropsychologia. 2012 Dec 1;50(14):3612-20.

Peters E, Joseph S, Day S, Garety P. Measuring Delusional Ideation: The 21-
Item Peters et al. Delusions Inventory (PDI). Schizophr Bull. 2004 Jan
1;30(4):1005-22.

Alderson-Day B, Lima CF, Evans S, Krishnan S, Shanmugalingam P,
Fernyhough C, et al. Distinct processing of ambiguous speech in people with
non-clinical auditory verbal hallucinations. Brain. 2017 Sep 1;140(9):2475-89.
Powers AR, Mathys C, Corlett PR. Pavlovian conditioning-induced
hallucinations result from overweighting of perceptual priors. Science. 2017
Aug 11;357(6351):596-600.

Powers AR, Kelley M, Corlett PR. Hallucinations as Top-Down Effects on
Perception. Biol Psychiatry Cogn Neurosci Neuroimaging. 2016 Sep 1;1(5):393-
400.

Phillips WA, Silverstein SM. Convergence of biological and psychological
perspectives on cognitive coordination in schizophrenia. Behav Brain Sci.
2003 Feb;26(1):65-82.

Silverstein SM. Visual Perception Disturbances in Schizophrenia: A Unified
Model. In: Li M, Spaulding WD, editors. The Neuropsychopathology of
Schizophrenia: Molecules, Brain Systems, Motivation, and Cognition. Cham
(Switzerland): Springer International Publishing; 2016. p. 77-132.

Uhlhaas PJ, Silverstein SM. Perceptual Organization in Schizophrenia
Spectrum Disorders: Empirical Research and Theoretical Implications.
Psychol Bull. 2005;131(4):618-32.

Silverstein SM, Keane BP. Perceptual Organization Impairment in
Schizophrenia and Associated Brain Mechanisms: Review of Research from
2005 to 2010. Schizophr Bull. 2011 Jul 1;37(4):690-9.

Silverstein SM, Keane BP, Wang Y, Mikkilineni D, Paterno D, Papathomas TV,
et al. Effects of short-term inpatient treatment on sensitivity to a size contrast
illusion in first-episode psychosis and multiple-episode schizophrenia. Front
Psychol. 2013;4:466.

Horton HK, Silverstein SM. Visual Context Processing Deficits in
Schizophrenia: Effects of Deafness and Disorganization. Schizophr Bull. 2011
Jul 1;37(4):716-26.

Silverstein SM, Elliott CM, Feusner JD, Keane BP, Mikkilineni D, Hansen N, et
al. Comparison of visual perceptual organization in schizophrenia and body
dysmorphic disorder. Psychiatry Res. 2015 Sep 30;229(1):426-33.

Uhlhaas PJ, Phillips WA, Mitchell G, Silverstein SM. Perceptual grouping in
disorganized schizophrenia. Psychiatry Res. 2006 Dec 7;145(2):105-17.
Uhlhaas PJ, Phillips WA, Schenkel LS, Silverstein SM. Theory of mind and
perceptual context-processing in schizophrenia. Cognit Neuropsychiatry.
2006 Jul 1;11(4):416-36.

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science

350f 40

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

Mittal VA, Gupta T, Keane BP, Silverstein SM. Visual context processing
dysfunctions in youth at high risk for psychosis: Resistance to the Ebbinghaus
illusion and its symptom and social and role functioning correlates. ] Abnorm
Psychol. 2015;124(4):953-60.

Uhlhaas PJ, Phillips WA, Silverstein SM. The course and clinical correlates of
dysfunctions in visual perceptual organization in schizophrenia during the
remission of psychotic symptoms. Schizophr Res. 2005 Jun 15;75(2):183-92.
Gruetzner C, Wibral M, Sun L, Rivolta D, Singer W, Maurer K, et al. Deficits in
high- (>60 Hz) gamma-band oscillations during visual processing in
schizophrenia. Front Hum Neurosci. 2013;7:88.

Rivolta D, Castellanos NP, Stawowsky C, Helbling S, Wibral M, Griitzner C, et
al. Source-Reconstruction of Event-Related Fields Reveals Hyperfunction and
Hypofunction of Cortical Circuits in Antipsychotic-Naive, First-Episode
Schizophrenia Patients during Mooney Face Processing. ] Neurosci. 2014 Apr
23;34(17):5909-17.

Silverstein SM, Thompson JL, Gold JM, Schiffman J, Waltz JA, Williams TF, et
al. Increased face detection responses on the mooney faces test in people at
clinical high risk for psychosis. NPJ Schizophr. 2021 May 17;7(1):1-7.

Strauss GP, Waltz JA, Gold JM. A Review of Reward Processing and
Motivational Impairment in Schizophrenia. Schizophr Bull. 2014 Mar
1;40(Suppl_2):S107-16.

Gold JM, Waltz JA, Matveeva TM, Kasanova Z, Strauss GP, Herbener ES, et al.
Negative Symptoms and the Failure to Represent the Expected Reward Value
of Actions: Behavioral and Computational Modeling Evidence. Arch Gen
Psychiatry. 2012 Feb 1;69(2):129-38.

Treadway MT, Buckholtz JW, Schwartzman AN, Lambert WE, Zald DH. Worth
the ‘EEfRT’? The effort expenditure for rewards task as an objective measure
of motivation and anhedonia. PLoS One. 2009;4(8):e6598.

Culbreth AJ, Moran EK, Barch DM. Effort-based decision-making in
schizophrenia. Curr Opin Behav Sci. 2018;22:1-6.

Gold JM, Strauss GP, Waltz JA, Robinson BM, Brown JK, Frank M]. Negative
symptoms of schizophrenia are associated with abnormal effort-cost
computations. Biol Psychiatry. 2013;74(2):130-6.

Strauss GP, Whearty KM, Morra LF, Sullivan SK, Ossenfort KL, Frost KH.
Avolition in schizophrenia is associated with reduced willingness to expend
effort for reward on a Progressive Ratio task. Schizophr Res. 2016;170(1):198-
204.

Strauss GP, Bartolomeo LA, Luther L. Reduced willingness to expend effort
for rewards is associated with risk for conversion and negative symptom
severity in youth at clinical high-risk for psychosis. Psychol Med. 2021 Jun
14;1-8.

Kirby KN, Petry NM, Bickel WK. Heroin addicts have higher discount rates for
delayed rewards than non-drug-using controls. ] Exp Psychol Gen.
1999;128(1):78.

Heerey EA, Robinson BM, McMahon RP, Gold JM. Delay discounting in
schizophrenia. Cognit Neuropsychiatry. 2007;12(3):213-21.

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science

36 0f 40

105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

Horan WP, Johnson MW, Green MF. Altered experiential, but not hypothetical,
delay discounting in schizophrenia. ] Abnorm Psychol. 2017;126(3):301.
Coleman AR, Moberg PJ, Ragland JD, Gur RC. Comparison of the Halstead-
Reitan and infrared light beam finger tappers. Assessment. 1997;4(3):277-86.
Moore TM, Reise SP, Gur RE, Hakonarson H, Gur RC. Psychometric properties
of the Penn Computerized Neurocognitive Battery. Neuropsychology.
2015;29(2):235-46.

Kring AM, Moran EK. Emotional response deficits in schizophrenia: insights
from affective science. Schizophr Bull. 2008;34(5):819-34.

Lang PJ, Bradley MM, Cuthbert BN. International affective picture system
(IAPS): Technical manual and affective ratings. NIMH Cent Study Emot Atten.
1997;1:39-58.

Gruber J, Strauss GP, Dombrecht L, Mittal VA. Neuroleptic-free youth at
ultrahigh risk for psychosis evidence diminished emotion reactivity that is
predicted by depression and anxiety. Schizophr Res. 2018;193:428-34.
Fusar-Poli P, Nelson B, Valmaggia L, Yung AR, McGuire PK. Comorbid
depressive and anxiety disorders in 509 individuals with an at-risk mental
state: impact on psychopathology and transition to psychosis. Schizophr Bull.
2014;40(1):120-31.

Rosen JL, Miller T], D’Andrea JT, McGlashan TH, Woods SW. Comorbid
diagnoses in patients meeting criteria for the schizophrenia prodrome.
Schizophr Res. 2006;85(1-3):124-31.

Kristensen K, Cadenhead KS. Cannabis abuse and risk for psychosis in a
prodromal sample. Psychiatry Res. 2007 May 30;151(1):151-4.

Sohn M, Moga DC, Blumenschein K, Talbert J. National trends in off-label use
of atypical antipsychotics in children and adolescents in the United States.
Medicine (Baltimore). 2016 Jun 10;95(23):e3784.

Walker EF, Cornblatt BA, Addington J, Cadenhead KS, Cannon TD, McGlashan
TH, et al. The relation of antipsychotic and antidepressant medication with
baseline symptoms and symptom progression: A naturalistic study of the
North American Prodrome Longitudinal Sample. Schizophr Res. 2009 Nov
1;115(1):50-7.

Woods SW, Walsh BC, Addington J, Cadenhead KS, Cannon TD, Cornblatt BA,
et al. Current status specifiers for patients at clinical high risk for psychosis.
Schizophr Res. 2014 Sep 1;158(1):69-75.

Addington J, Liu L, Buchy L, Cadenhead KS, Cannon TD, Cornblatt BA, et al.
North American Prodrome Longitudinal Study (NAPLS 2): The Prodromal
Symptoms. ] Nerv Ment Dis. 2015 May;203(5):328-35.

Fusar-Poli P, Cappucciati M, Rutigliano G, Schultze-Lutter F, Bonoldi I,
Borgwardt S, et al. At risk or not at risk? A meta-analysis of the prognostic
accuracy of psychometric interviews for psychosis prediction. World
Psychiatry. 2015;14(3):322-32.

Cornblatt BA, Auther AM, Niendam T, Smith CW, Zinberg J, Bearden CE, et al.
Preliminary Findings for Two New Measures of Social and Role Functioning
in the Prodromal Phase of Schizophrenia. Schizophr Bull. 2007 May
1;33(3):688-702.

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science

37 0f 40

120

121.

122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

. Schlosser DA, Jacobson S, Chen Q, Sugar CA, Niendam TA, Li G, et al. Recovery
From an At-Risk State: Clinical and Functional Outcomes of Putatively
Prodromal Youth Who Do Not Develop Psychosis. Schizophr Bull. 2012 Nov
1;38(6):1225-33.

Cornblatt BA, Carrién RE, Auther A, McLaughlin D, Olsen RH, John M, et al.
Psychosis Prevention: A Modified Clinical High Risk Perspective From the
Recognition and Prevention (RAP) Program. Am ] Psychiatry. 2015 Jun
5;172(10):986-94.

Pelletier-Baldelli A, Strauss GP, Visser KH, Mittal VA. Initial development and
preliminary psychometric properties of the Prodromal Inventory of Negative
Symptoms (PINS). Schizophr Res. 2017 Nov 1;189:43-9.

Strauss GP, Pelletier-Baldelli A, Visser KF, Walker EF, Mittal VA. A review of
negative symptom assessment strategies in youth at clinical high-risk for
psychosis. Schizophr Res. 2020 Aug;222:104-12.

Maxwell ME. Manual for the Family Interview for Genetic Studies (FIGS).
Bethesda (US): Clinical Neurogenetics Branch, Intramural Research Program,
National Insititute of Mental Health; 1992.

Janssen I, Krabbendam L, Bak M, Hanssen M, Vollebergh W, de Graaf R, et al.
Childhood abuse as a risk factor for psychotic experiences. Acta Psychiatr
Scand. 2004 Jan;109(1):38-45.

Dohrenwend BS, Askenasy AR, Krasnoff L, Dohrenwend BP. Exemplification
of a Method for Scaling Life Events: The PERI Life Events Scale. ] Health Soc
Behav. 1978;19(2):205-29.

Wilkonson GS. The Wide Range Achievement Test administration manual.
3rd ed. Wilmington (US): Wide Range, Inc.; 1993.

Keefe RSE, Goldberg TE, Harvey PD, Gold JM, Poe MP, Coughenour L. The Brief
Assessment of Cognition in Schizophrenia: reliability, sensitivity, and
comparison with a standard neurocognitive battery. Schizophr Res. 2004 Jun
1,;68(2):283-97.

Brandt ], Benedict RH. Hopkins verbal learning test-revised: professional
manual. Lutz (US): Psychological Assessment Resources; 2001.

Loewy RL, Bearden CE, Johnson JK, Raine A, Cannon TD. The prodromal
questionnaire (PQ): Preliminary validation of a self-report screening measure
for prodromal and psychotic syndromes. Schizophr Res. 2005 Nov 1;79(1):117-
25.

Llerena K, Park SG, McCarthy JM, Couture SM, Bennett ME, Blanchard JJ. The
Motivation and Pleasure Scale-Self-Report (MAP-SR): Reliability and validity
of a self-report measure of negative symptoms. Compr Psychiatry. 2013 Jul
1;54(5):568-74.

Cohen S, Kamarck T, Mermelstein R. A Global Measure of Perceived Stress. |
Health Soc Behav. 1983;24(4):385-96.

Bernstein DP, Fink L, Handelsman L, Foote ], Lovejoy M, Wenzel K, et al. Initial
reliability and validity of a new retrospective measure of child abuse and
neglect. Am J Psychiatry. 1994;151(8):1132-6.

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science

38 0f 40

134

135.

136.

137.

138.

139.

140.

141.

142.

143.

144.

145.

146.

147.

148.

149.

. Bernstein DP, Ahluvalia T, Pogge D, Handelsman L. Validity of the Childhood
Trauma Questionnaire in an Adolescent Psychiatric Population. ] Am Acad
Child Adolesc Psychiatry. 1997 Mar 1;36(3):340-8.

Schwartz D, Gorman AH. Community violence exposure and children’s
academic functioning. ] Educ Psychol. 2003;95(1):163-73.

Schwartz D, Proctor L]. Community violence exposure and children’s social
adjustment in the school peer group: the mediating roles of emotion
regulation and social cognition. J Consult Clin Psychol. 2000 Aug;68(4):670-83.
Williams DR, Yu Y, Jackson ]S, Anderson NB. Racial Differences in Physical
and Mental Health: Socio-economic Status, Stress and Discrimination. ] Health
Psychol. 1997 Jul 1;2(3):335-51.

Taylor TR, Kamarck TW, Shiffman S. Validation of the Detroit area study
discrimination scale in a community sample of older African American adults:
The Pittsburgh healthy heart project. Int ] Behav Med. 2004 Jun 1;11(2):88-94.
Krieger N, Smith K, Naishadham D, Hartman C, Barbeau EM. Experiences of
discrimination: Validity and reliability of a self-report measure for population
health research on racism and health. Soc Sci Med. 2005 Oct 1;61(7):1576-96.
Roberts RE, Phinney JS, Masse LC, Chen YR, Roberts CR, Romero A. The
Structure of Ethnic Identity of Young Adolescents from Diverse Ethnocultural
Groups. ] Early Adolesc. 1999 Aug 1;19(3):301-22.

Ryder AG, Alden LE, Paulhus DL. Is acculturation unidimensional or
bidimensional? A head-to-head comparison in the prediction of personality,
self-identity, and adjustment. ] Pers Soc Psychol. 2000 Jul;79(1):49-65.

Kline E, Wilson C, Ereshefsky S, Denenny D, Thompson E, Pitts SC, et al.
Psychosis risk screening in youth: A validation study of three self-report
measures of attenuated psychosis symptoms. Schizophr Res. 2012 Oct
1;141(1):72-7.

Radloff LS. The CES-D Scale: A Self-Report Depression Scale for Research in
the General Population. Appl Psychol Meas. 1977 Jun 1;1(3):385-401.

Carleton RN, Thibodeau MA, Teale MJN, Welch PG, Abrams MP, Robinson T,
et al. The Center for Epidemiologic Studies Depression Scale: A Review with a
Theoretical and Empirical Examination of Item Content and Factor Structure.
PLoS One. 2013 Mar 1;8(3):e58067.

Bieling PJ, Antony MM, Swinson RP. The State—Trait Anxiety Inventory, Trait
version: structure and content re-examined. Behav Res Ther. 1998 Aug
1;36(7):777-88.

Mattick RP, Clarke JC. Development and validation of measures of social
phobia scrutiny fear and social interaction anxiety. Behav Res Ther. 1998 Apr
1;36(4):455-70.

Gray M]J, Litz BT, Hsu JL, Lombardo TW. Psychometric Properties of the Life
Events Checklist. Assessment. 2004 Dec 1;11(4):330-41.

Buysse DJ, Reynolds CF, Monk TH, Berman SR, Kupfer DJ. The Pittsburgh sleep
quality index: A new instrument for psychiatric practice and research.
Psychiatry Res. 1989 May 1;28(2):193-213.

Monti JM, Monti D. Sleep disturbance in schizophrenia. Int Rev Psychiatry.
2005 Aug;17(4):247-53.

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science

39 0f 40

150

151.

152.

153.

154.

155.

156.

157.

158.

159.

160.

161.

162.

163.

164.

165.

166.

. Walker EF. Developmentally Moderated Expressions of the Neuropathology
Underlying Schizophrenia. Schizophr Bull. 1994 Jan 1;20(3):453-80.

Grant PM, Beck AT. Defeatist Beliefs as a Mediator of Cognitive Impairment,
Negative Symptoms, and Functioning in Schizophrenia. Schizophr Bull. 2009
Jul 1;35(4):798-806.

McDonald SD, Calhoun PS. The diagnostic accuracy of the PTSD Checklist: A
critical review. Clin Psychol Rev. 2010 Dec 1;30(8):976-87.

O’Farrell TJ, Fals-Stewart W, Murphy M. Concurrent validity of a brief self-
report Drug Use Frequency measure. Addict Behav. 2003 Mar 1;28(2):327-37.
Veale JF. Edinburgh Handedness Inventory—Short Form: A revised version
based on confirmatory factor analysis. Laterality. 2014 Mar 4;19(2):164-77.
Carskadon MA, Acebo C. A self-administered rating scale for pubertal
development. ] Adolesc Health. 1993 May 1;14(3):190-5.

Mourgues C, Quagan B, Powers A. Development of the Voice Hearing Control
Scales: And Instrument to Assess Control and Efficacy Over Voice-Hearing
Experiences. Biol Psychiatry. 2020 May 1;87(9):5159-60.

Freeman D, Loe BS, Kingdon D, Startup H, Molodynski A, Rosebrock L, et al. The
revised Green et al., Paranoid Thoughts Scale (R-GPTS): psychometric properties,
severity ranges, and clinical cut-offs. Psychol Med. 2019;51(2):244-53.

Hoffman RE, Hawkins KA, Gueorguieva R, Boutros NN, Rachid F, Carroll K, et
al. Transcranial Magnetic Stimulation of Left Temporoparietal Cortex and
Medication-Resistant Auditory Hallucinations. Arch Gen Psychiatry. 2003 Jan
1;60(1):49-56.

Launay G, Slade P. The measurement of hallucinatory predisposition in male
and female prisoners. Personal Individ Differ. 1981 Jan 1;2(3):221-34.

Peters ER, Joseph SA, Garety PA. Measurement of Delusional Ideation in the
Normal Population: Introducing the PDI (Peters et al. Delusions Inventory).
Schizophr Bull. 1999 Jan 1;25(3):553-76.

Funder DC, Levine JM, Mackie DM, Morf CC, Sansone C, Vazire S, et al.
Improving the Dependability of Research in Personality and Social
Psychology: Recommendations for Research and Educational Practice.
Personal Soc Psychol Rev. 2014 Feb 1;18(1):3-12.

Dobbin KK, Simon RM. Optimally splitting cases for training and testing high
dimensional classifiers. BMC Med Genomics. 2011 Apr 8;4(1):31.

Hastie T, Tibshirani R, Friedman J. The Elements of Statistical Learning: Data
Mining, Inference, and Prediction. 2nd ed. Berlin (Germany): Springer Science
& Business Media; 2009. p. 757.

Lipton ZC, Elkan C, Naryanaswamy B. Optimal Thresholding of Classifiers to
Maximize F1 Measure. In: Calders T, Esposito F, Hiillermeier E, Meo R, editors.
Machine Learning and Knowledge Discovery in Databases. Berlin (Germany):
Springer; 2014. p. 225-39.

Cohen J, Cohen P, West SG, Aiken LS. Applied Multiple Regression/Correlation
Analysis for the Behavioral Sciences. London (UK): Routledge; 2013. p. 735.
Singer JD, Willett JB. Survival analysis. In: Handbook of psychology: Research
methods in psychology. Hoboken (US): John Wiley & Sons Inc.; 2003. p. 555-80.

] Psychiatry Brain Sci. 2021;6:e210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011

Journal of Psychiatry and Brain Science 40 of 40

167. van Buuren S, Groothuis-Oudshoorn K. mice: Multivariate Imputation by
Chained Equations in R. J Stat Softw. 2011 Dec 12;045(i03).

How to cite this article:
Mittal VA, Ellman LM, Strauss GP, Walker EF, Corlett PR, Schiffman ], et al. Computerized Assessment of Psychosis
Risk. ] Psychiatry Brain Sci. 2021;6:€210011. https://doi.org/10.20900/jpbs.20210011

J Psychiatry Brain Sci. 2021;6:€210011. https://doi.org/10.20900/jpbs.20210011



https://doi.org/10.20900/jpbs.20210011
https://doi.org/10.20900/jpbs.20210011

	Introduction
	Problems with Current Approach
	Addressing the Problems with the Current Approach
	Big Picture Goals—The Immediate and Long-Term Benefits of a New Tool

	INNOVATION
	Conceptual
	Methodological

	Preliminary studies
	Task Markers for Positive Symptoms
	Task Markers for Disorganization Symptoms
	Task Markers for Negative Symptoms

	REsearch design and methods
	Overview
	Participants
	Measures-Interviews and Clinician Ratings
	Measures-Neuropsychological
	Measures-NAPLS Risk Calculator
	Measures-Computerized Assessment of Psychosis Risk (CAPR) Battery
	Measures-Self-Reported and Clinical History Information

	data analyses, Hypotheses, and predicted outcomes
	Aim 1A: To Develop a Psychosis-Risk Calculator through the Application of ML Methods to the Performance-Based and Self Report Data Generated by the CAPR Battery
	Aim 1B: To Evaluate Group Differences on the Risk Calculator Score
	Aim 1C: Evaluate How Baseline CAPR Performance Relates to Symptomatic Outcome 2 Years Later
	Aim 2: Use ML Methods, as above, to Develop Calculators That Predict (2A) Social, and, (2B) Role Function Deterioration, Both Observed over Two Years
	Reproducibility

	potential issues, alternative approaches, and future directions
	summary of capr study
	AUTHOR CONTRIBUTIONS
	Ethical Approval
	CONFLICTS OF INTEREST
	FUNDING
	REFERENCES

