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Abstract

Background: Schizophrenia spectrum disorders (SSDs) are chronic conditions, but the severity of symptomatic experiences
and functional impairments vacillate over the course of illness. Developing unobtrusive remote monitoring systems to detect
early warning signs of impending symptomatic relapseswould allow cliniciansto intervene before the patient’s condition worsens.

Objective: Inthisstudy, we aim to create the first models, exclusively using passive sensing data from a smartphone, to predict
behavioral anomalies that could indicate early warning signs of a psychotic relapse.

Methods: Data used to train and test the models were collected during the CrossCheck study. Hourly features derived from
smartphone passive sensing data were extracted from 60 patients with SSDs (42 nonrelapse and 18 relapse >1 time throughout
the study) and used to train models and test performance. We trained 2 types of encoder-decoder neural network models and a
clustering-based local outlier factor model to predict behavioral anomalies that occurred within the 30-day period before a
participant's date of relapse (the near relapse period). Models were trained to recreate participant behavior on days of relative
health (DRH, outside of the near relapse period), following which a threshold to the recreation error was applied to predict
anomalies. The neural network model architecture and the percentage of relapse participant data used to train all models were
varied.

Results: A total of 20,137 days of collected data were analyzed, with 726 days of data (0.037%) within any 30-day near relapse
period. The best performing model used a fully connected neural network autoencoder architecture and achieved a median
sensitivity of 0.25 (IQR 0.15-1.00) and specificity of 0.88 (IQR 0.14-0.96; amedian 108% increase in behavioral anomalies near
relapse). We conducted a post hoc analysis using the best performing model to identify behavioral features that had a
medium-to-large effect (Cohen d>0.5) in distinguishing anomalies near relapse from DRH among 4 participants who relapsed
multiple times throughout the study. Qualitative validation using clinical notes collected during the original CrossCheck study
showed that the identified features from our analysis were presented to clinicians during relapse events.

Conclusions: Our proposed method predicted a higher rate of anomaliesin patients with SSDs within the 30-day near relapse
period and can be used to uncover individual-level behaviorsthat change before relapse. This approach will enable technologists
and clinicians to build unobtrusive digital mental health tools that can predict incipient relapse in SSDs.
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Introduction

Background

Schizophrenia spectrum disorders (SSDs) are complex chronic
conditions characterized by a diverse set of symptoms that
present themselves heterogeneously throughout the affected
population. Symptoms are typically categorized into 2 groups:
positive symptoms, which are an exaggeration of normal
function (eg, hallucinations, disorganized speech or thought)
and negative symptoms, described as aloss of normal function
(eg, lack of expressiveness, apathy, and asociality) [1]. Symptom
exacerbation in SSDs leads to a psychotic relapse. Relapse has
serious potential consequences, jeopardizing many aspects of
patients' lives, including persona relationships and employment,
with an increased risk of patients causing harm to themselves
or others [2]. Previous research has estimated that the annual
direct medical cost of schizophreniaamountsto US$37.7 billion
within the United States, with an even larger indirect cost (US
$117.3 hillion) [3]. Early detection of relapse could inform
time-sensitive clinical efforts that may reduce the severity of
relapses or prevent their occurrence altogether.

The heterogeneity of symptoms and the timing of symptom
exacerbation make detecting early warning signs of relapse
difficult. Relapse symptoms, unlike common first-episode
psychosis symptoms, can appear abruptly [2]. In-depth
interviews with patients with SSDs describing their prerelapse
symptoms show that symptom manifestation is extremely
idiosyncratic but often consistent within individuals. Each
individual may have their own unique relapse signature, and
identifying this signature could be the most effective manner
of detecting incipient relapse[4]. Traditional measures of relapse
come from clinician-administered rating scales that attempt to
quantify a patient’'s current experience with an SSD [5,6].
However, it is often unlikely that patients present themselves
to a clinician when their symptoms begin to re-emerge or
worsen, particularly in an illness characterized by cognitive
disorganization, loss of insight, and inconsistent treatment
delivery systemswhereit can be difficult to access care [ 7]. To
prevent symptom exacerbation, tools need to be devel oped that
are able to detect early warning signs of relapse outside of the
clinic.

Over the past decade, improvements in sensing technologies
within smartphones, wearables, and other devices have created
new opportunities for remote measurement of mental health
symptoms|[8,9]. Behavioral datacollected with passive sensors
from smartphones offer unobtrusive methods to measure
trajectories of mental health and menta illness [10-13].
Smartphones can track adiverse set of behaviorsand are owned
and utilized by most individuals with SSDs [14,15].

The CrossCheck system was the first smartphone-based tool
designed to collect passive sensing dataas amethod of tracking
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the symptoms of SSDs. The system combines passive sensing
with triweekly self-reported survey measures [16]. Using
CrossCheck, researchers were able to predict patient
self-reported ecological momentary assessments (EMAS) from
passive sensing data and combine both the passive sensing and
self-reported data to predict clinician-administered Brief
Psychiatric Rating Scale (BPRS) scores [17,18]. In addition,
researchers were able to detect significant changes in patient
smartphone social behavior during the 30 days preceding relapse
[19]. Although these analyses provide a foundation for
identifying symptom changes that contribute to relapse, it isan
open question whether we can predict specific time points of
symptom exacerbation that show a clear relapse signature.

Relapseis arare event, and lack of available data near relapse
can make prediction problematic [20]. Anomaly detection isa
branch of datamining specifically for the prediction of peculiar,
infrequent events [21,22]. Traditional approaches for anomaly
detection within time series involve forecasting and use
dtatistical measures based on cumulative sums, moving averages,
and regression models that rely on predicting changes in the
underlying distribution of the time series [22]. Forecasting
human behavior is an extremely difficult problem, and
behavioral data from patients with schizophrenia do not
traditionally follow the circadian rhythms seen within ahealthy
population [23,24]. Algorithms designed to learn complex
features within time series data are likely to have more success
in finding anomalies and detecting behaviors associated with
relapse.

More novel approaches to time series anomaly detection use
encoder-decoder neural network models to identify anomalies
in multivariate time series data. These algorithms have had
success in learning complex features, specifically in highly
irregular sensing data [25-27]. Unlike statistical approaches,
neura networks do not require assumptions about the underlying
distribution of the data and are often ideal compared with
classical machinelearning techniques because they can provide
accurate predictions without the need for complex feature
engineering. However, there is a tradeoff. It can be difficult to
interpret the reasoning behind why neural networks make
specific predictions, leading to the common description that
neural networks are black box models. In medicine, specifically,
interpretability is important because clinicians need to justify
the risk of using new approaches; thus, it is chalenging to
introduce neural network—based decision making into the clinical
workflow [28]. Machinelearning researchersfocused on model
interpretability have offered approachesto analyze model s post
hoc, after model training, to uncover the relationships between
the input features to the network and the network prediction
[29]. To successfully implement a neural network—based
anomaly detection system within behavioral health, one needs
to not only show good results in detection but also provide a
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process for uncovering the underlying behaviorsthat lead to an
anomaly and provide aclinical trandation for those behaviors.

Related Work

Researchers have begun to utilize anomaly detection to predict
early warning sides of psychosis. A pilot study using a
combination of mobile sensing features and self-reported survey
responses was able to identify an increase in anomalies within
2 weeks of relapsein asmall patient population [30]. Another
recent study utilized retrospective features extracted from
Facebook to create aclassifier for detecting the 1-month period
before relapse and then analyzed the behaviors that were
significantly different within this period [31]. Developing an
algorithm to predict specific days of symptom exacerbation
before relapse using exclusively passive sensing data could
provide clinicians an unobtrusive method to measure SSD
symptoms without the need for patient self-reporting.

Contributions
This study makes the following contributions:

1 We created a variety of encoder-decoder neural
network—based anomaly detection models to predict early
warning signs of psychotic relapse using passive sensing
data collected from a smartphone. To the best of our
knowledge, these are the first models designed to predict
early warning signs of relapse using exclusively passive
sensing data.

Adler et d

2. We provided a post hoc analysis for clinical interpretation
of the detected anomalies within the context of SSDs and
demonstrated that our agorithm can  detect
participant-specific relapse signatures.

3. Weanalyzed how variationsin participant data can change
model performance to provide guidance for future
researchers in digital mental health for model and study
design.

Methods

CrossCheck System and Study

The CrossCheck system was an Android app combined with a
cloud-based data collection and storage platform. The app
continuously collected users passive sensing dataand prompted
participants every 2 to 3 daysto self-report EMAsto track both
positive and negative symptoms of SSDs [17,32]. EMAs were
not utilized in our anomaly detection system owing to low
completion rates across relapse participants. Table 1 provides
an overview of the raw passive sensing data collected using
CrossCheck. Sensors aso collected environmental data,
including ambient sound and light. The ambient sound was
utilized by the app to classify when conversations occurred near
the participant, but the raw sound and light data were not used
in this research. Refer to our previous work for more specific
information about the data collected during this study [16,17].

Table 1. Summary of passive sensing behavioral data collected throughout the study.

Behavior Description Derived hourly features
Acceleration 3-axisacceleration datawere collected from asmartphone, sampled from Mean acceleration over the hour
50-100 Hz. Previous CrossCheck studies utilized the Android activity
recognition API? which classifies activity data as follows: on bicycle,
still, in vehicle, tilting, or unknown. In this study, we chose to use raw
accel eration features to make our anomaly detection system independent
of aspecific activity recognition API platform
App use CrossCheck recorded apps running on auser’'s smartphone every 15min - Number of unique apps opened within an hour
Call Phone calls can indicate social interaction and communication. We Number and duration of incoming, outgoing, missed,
tracked when incoming, outgoing, missed, rejected, and blocked calls  regjected, and blocked calls
occurred
Conversation Previous studies have investigated the link between conversations, human  Number and duration of conversations
voice, and mental health [12,33,34]. We detected human voices and
conversational episodes using algorithms from our previous work [35]
Location Previous research has shown that location can be associated with mental  Time in primary, secondary, and all other locations as

Screen activity

health [12,13,36]. We tracked location information from users through
their smartphones

The amount of time users spend on their phones can be tracked to learn
normal daily behaviors. The time users' screens were on versus off was
recorded

Sleep On each day, the sleep duration, onset, and wake time were detected.
These calculations occurred using a combination of information based
upon users' screen time, physical activity, ambient sound, and light
[12,37]

Text Text messages are another indicator of social interaction. We tracked

when texts were received, sent, drafted, left in a user's outbox, failed to
send, and were queued for sending

well astotal distance travelled in the hour

Number of times the phone was used as well as the
duration of use

Sleep duration, onset. and waketime. Aswe estimated
only the longest sleep episode per day, thisis techni-
cally adaily feature. We replicated these features
across al hours within asingle day

Number of received, sent, drafted, outbox, failed to
send, and queued messages

8AP|: application programming interface.
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The CrossCheck study was arandomized controlled trial (RCT)
aimed at testing the efficacy of using passive sensing and
self-reported data to identify digital indicators of relapse. The
participants enrolled were randomized either into a smartphone
arm for passive sensing data collection or into a control arm to
receive treatment as usual. In this work, because our goal was
to predict early warning signs of relapse from collected passive
sensing data, we focused exclusively on the smartphone arm.
Participants enrolled in the study were given an Android
smartphone for 12 months and instructed to carry the device
with them and complete the EMA. Trained clinical assessors
met with participants to conduct a baseline assessment of
symptoms and functioning. Clinical assessors also conducted
follow-up assessments with participants during months 3, 6, 9,
and 12 of the study to administer the 7-item BPRS, which
measures psychiatric symptoms associated with SSDs [6,16].
Participants’ electronic medical records (EMRS) were al so made
available to the clinical assessors. The following events, either
reported during assessment or recorded within the EMR, were
designated as relapse: psychiatric hospitalization, a significant
increasein psychiatric care (including moreintensive or frequent
services, increased medication dosage, or additional medication
prescribed) coupled with an increase of 25% from the baseline
total BPRS score, suicidal or homicidal ideation with clinical
relevance, self-injury, or violent behavior resulting in harm to
another person or property [19]. The date of relapse, any notes
surrounding the relapse event, and the reason for designating
the event as a relapse were recorded. When corroborating
evidence surrounding the relapse was not available within the
EMR, cliniciansworked with participants during the assessments
to gain more information regarding the relapse event.

Relapse is an acute event, but when the early warning signs of
relapse begin to surface is an open question. Consistent with
previousresearch on early warning signs of relapse, we defined
the 30-day period before relapse as the 30-day near relapse
period (NR30), and al data outside of this period were
considered days of relative health (DRH) [19,31,38].

Study Protaocol

The CrossCheck study was approved by the Committee for
Protection of Human Subjects at the Dartmouth College and
the Institutional Review Board of the Northwell Health System.
The study was registered as aclinical trial (NCT01952041).

Participants

Participantswere recruited into the RCT from several treatment
programs at a psychiatric hospital in New York. Participants
were recruited through flyers posted at the study site with the
research coordinator’s phone number. In addition, researchers
reviewed the hospital’sEMRsto identify potential participants.
A potential participant’s clinician was contacted by the
investigative team, and after describing the study to the patient,
cliniciansreferred patientsinterested in the study to the research
team.

Eligible participants met the following inclusion criteria: (1) a
chart diagnosis of schizophrenia, schizoaffective disorder, or
psychosis not otherwise specified, (2) 18 years of age, and (3)
an inpatient psychiatric hospitalization, daytime psychiatric
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hospitalization, outpatient crisis management, or short-term
psychiatric hospital emergency room visit within 12 months
before beginning the study. Individuals were excluded if they
had thefollowing: (1) hearing, vision, or motor impairment that
would impede smartphone usage (determined using a
smartphone demonstration during screening), (2) abelow sixth
grade reading level (determined using the Wide Range
Achievement Test—4th Edition), and (3) unable to provide
informed consent (using a competency screener) [16,39].

A total of 1367 individualswereinitially assessed for eligibility
and 149 were enrolled in the study. Eligible individuals who
did not enroll were no longer receiving care at the hospital
(n=682), failed to meet the diagnostic criteria (n=131), did not
want to participate (n=129), or did not meet the severity criteria
(n=108). Of the 149 individuals enrolled, 62 were randomized
into the smartphone arm of the study [19]. Participantsincluded
inthiswork (n=60) were required to have had at least 10 DRHs
collected by the smartphone app.

Feature Extraction and Data Cleaning

An advantage of using neural networksfor machinelearningis
that they have the ability to learn intricate features from raw
data[40]. We sought to create featuresfor our learning algorithm
that were close to the raw data to exploit this fact. Hourly
features were created from the raw sensor data. A summary of
the hourly features used can be found in Table 1. In addition to
the passive sensing features, we included the day of the week
and the hour of the day as features in our model. The few
features that require more complex calculations are described
below.

Android phones track acceleration within a 3D %, y, and z
coordinate system. This produces 3 valuesfor every acceleration
reading, namely a=(a,, a, a,). We computed the mean hourly
acceleration by taking the vector norm of each a within a
specific hour and averaging over the values.

We also tracked the longitude and latitude locations over time
for each participant. The locations for each participant were
clustered using the density-based spatial clustering of
applications with noise (DBSCAN) agorithm, implemented in
the scikit-learn library [41,42]. DBSCAN clusters samples of
high density together, requires a minimum number of samples
per cluster, and requires a maximum distance, €, between points
to be specified as hyperparameters. We required a minimum of
10 samples per cluster and set e=1 km. For each participant,
the 2 mgjority clusters were tagged as the participant's primary
and secondary locations, and all other data pointswere grouped
together into athird cluster. Finally, we calculated the distance
between each pair of longitude and latitude coordinates using
the Haversine formula[43]. We then summed the distances over
each hour.

Two types of missing data were identified. The first type of
missing data (type 1) occurred when there was a sensor reading
during an hour for one feature but there was no reading within
the same hour for another feature. We imputed missing datafor
type 1 values with a “0,” indicating our belief that the
CrossCheck system was functioning during these hours, but an
individual did not partake in specific behaviors that the system
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records (eg, no texts were recorded within an hour). A second
type of missing data (type 2) was identified during hourswhere
all features were missing. We imputed features for the second
type of missing data utilizing the mean value of a given feature
for that hour. Location features (time spent in primary,
secondary, and other locations) were filled differently. We
assumed that the participant remained at their last recorded
location and filled the features accordingly.

We assumed that by using mean filling for type 2 missing
values, we would direct our anomaly detection modelsto focus
on finding anomalies within the actual passive sensing data.
That being said, missing values, specifically type 2 missing
values, could have an implication for function. For example, if
aparticipant stopped using their phone and the smartphone app,
missing values could be anindication of asocial behavior, which
may precede relapse. We added an additional feature to the
model that indicated the percentage of features filled within a
given hour. If thisfeature was <1, the hour wasfilled using the
type 1 missing data procedure, but if the feature was equal to
1, the hour wasfilled using the type 2 missing data procedure.

Encoder-Decoder M odels

We devel oped multiple algorithmsto detect early warning signs
of relapse using passive sensing data. Patients with SSDs are
known to not experience normal circadian rhythms that are
typically found within a healthy population [23,24]. Thus, we
chose to apply a neural network approach to this problem that
has been used for multivariate anomaly detection in irregular
sensor data [25-27]. Specifically, we created a fully connected
neural network autoencoder (FNN AD) model and a gated
recurrent unit sequence-to-sequence (GRU Seq2Seq) model
that learned to reconstruct an input time series [44]. A GRU
network was used over avanillarecurrent neural network (RNN)
and other popular RNN architectures, such asalong short-term
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memory (LSTM) network, as the GRUs counter the vanishing
gradient problem that occurs when training the vanilla RNNs,
and they converge faster during training than LSTM networks
[45]. After training the encoder-decoder models, our algorithm
learned participant-specific anomaly thresholds based on the
model reconstruction error. We discuss the architecture of the
encoder-decoder models in this section and describe the
thresholding procedure in the subsequent sections.

We considered each participant’s data to be a time series of
varying length L, X={x®,...x"}, where each x" is a
multivariate data point, xXVOR™. In our case, each X% represented
a set of hourly features for a single participant. We created
subsequences of dataof length | starting at eachi, i={i,...,L-1+1}.
Note that a given data point, X, could be potentially included
within each of the 1,...,L subsequences. For the FNN AD model,
welet =1, and for the GRU Seq2Seq model, we let 1=24.

The models were constructed as follows. Thisis also detailed
in Figure 1. The FNN AD model comprised 2 fully connected
encoder and decoder layers that compressed an input
subsequenceto alower dimension and then recreated theinitial
subsequence. For the GRU Seq2Seq model, we first input a
subsequence of data into a single encoding layer of a
bidirectional GRU with a specified hidden unit size. A
bidirectional layer was used for the encoder because previous
research has shown that bidirectional layersimprove the results
over unidirectional layers [46]. The last cell in the encoding

layer outputs a prediction for the next timestep, x *?, and

encodes hidden information from the entire sequence, h*9.
We then passed this information as inputs into a unidirectional
GRU decoder layer that reconstructed the subsequence in

reverse order: {x (,...x ¥},
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Figure 1. Encoder-decoder neural network architectures. (a) the architecture for the fully connected neural network autoencoder (FNN AD) model.
(b) the architecture for the GRU segquence-to-sequence (GRU Seq2Seq) model .

(a)

m units Input layer
— —
h units Hidden layer encoder
h /2 units Compressed layer
h units Hidden layer decoder
__--'—'"-__._——_ _—-_--_"—'--__
m units Output layer
Bidirectional

)

GRU encoder

GRU

R+
x'1* " prediction only

- x(* 1
training only

GRU

Modéel Training Procedure

We utilized a similar data-splitting and cross-validation
procedure as described in previous work [25-27]. The data for
each participant werefirst split into equal length nonoverlapping
subsequences, and the subsequences were placed into 1 of 4
data sets. Defining NR30 as the 30-day near relapse period and
DRH as days of relative health (ie, all days not in NR30), the
data were split into the following:

1. Atraining dataset, comprising only DRH, called Hg. These
training data are utilized to train each model.

2. A cross-validation data set, comprising only DRH, called
Hcy. These cross-validation dataare utilized to validate the
ability of the modelsto reconstruct sequences of new data.

3. A cross-validation data set, comprising DRH and NR30,
called N These cross-validation data are used to tune the
anomaly detection component of our algorithm as described
in the following section.

4. Atestdataset, comprising both DRH and NR30, called Ny.
The test data set are used to report the metrics of the
anomaly detection algorithm described in the Results
section.

https://mhealth.jmir.org/2020/8/€19962
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X'

We also experimented with the percentage of relapse participant
data to include in each of these 4 data sets. Specifically, we
experimented with placing different percentages of DRH within
Hg and Hcy,. We experimented with placing 0%, 20%, 40%,
60%, and 80% of relapse participants DRH into Hg and Hey,.

DRH for both relapse and nonrelapse participants were split
such that 80% of DRH were placed into Hg and 20% into Hey,.

Nonrelapse participant data were split entirely between Hg and
Hey-

Monte Carlo cross-validation was used to examine the
robustness of the algorithm across different potential N, and
Nr. We dtratified each Monte Carlo sample to place equal
amounts of NR30 data per participant within Ng, and Ny. The

Monte Carlo procedure was repeated over 100 iterations and
themedian and IQR of thetrue-positive rate (TPR or sensitivity),
and false-positive rate (FPR) of the current Monte Carlo test
set Nt were recorded.

Anomaly Detection System

We used the trained encoder-decoder models to reconstruct
Hcv, Ney and Ny, producing H' ¢y, N' ¢y, and N'¢. For a data
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point X" in each of these data sets and its reconstructed
counterpart X', we calculated the absolute error of the data
points: e=] x0- x O,

Within our agorithm, the full-time series was split into
subsequences of length |, and any point X’ could appear in at
most | different subsequences. Thus, for a point X, there can
exist | different predictions, {x;’ O WX (i)}. Wefiltered our data

set to include only points that were predicted | times. The error
vectors for these data were considered to be normally

distributed, €’~N(y,>), and the error between Hgy, and H' ¢y

was used to approximate (4,2 ) parameterizing the expected
error of our algorithm. We then calculated an anomaly score

sSY0R for error vectors between Ney, N' ey, and Ny, N'; using
the Mahalanobis distance, which calculates the distance of a
point to adistribution asfollows: sV=((e®-p)" £(eV-p)) 2 [47].

The average anomaly scorefor asingle day was calculated from

the hourly scores, ", The Mahalanobis distance from data in
Ncy was used to optimize an anomaly threshold, T, for each

participant over all < for that participant. A day was tagged as

an anomaly if s%>1 or normal if s<1.T was chosen to maximize
the ratio between the TPR divided by the FPR, or TPR/FPR,
defining a true positive as an anomaly detected within NR30
and a false positive as an anomaly detected on a DRH.
Optimizing this ratio maximized the number of anomalies
detected during the NR30 when minimizing the number of
anomalies detected during DRH. This T was applied to the
Mahalanobis distances from the held-out test sample, Ny, and
the final results using the best T for each participant's Ny were
recorded.

Evaluation Metrics

We used the TPR/FPR ratio as an evaluation metric to rank
model performance. By maximizing thisratio, we subsequently
maximized the sensitivity and specificity of our models.
Sensitivity and specificity are metrics commonly used within
medicine to assess the strength of a diagnostic test [48]. The
sensitivity is equivalent to the TPR and the specificity is
equivalent to the true negative rate (or 1-FPR). Thus, by
maximizing the TPR/FPR, we found a model that maximized
both sensitivity and specificity.

Anomalies are rare events; thus, it is unlikely that every day
within NR30 would contain an anomaly. Clinically, we assumed
that an anomaly detection system for early warning signs of
relapse would be relevant as long as the anomalies were rare
(low sensitivity and high specificity), but increased
(TPR/FPR>1) within NR30. This increased signal could then
be used to find passive sensing features that distinguished
anomalieswithin NR30 from anomaliesidentified within DRH.

https://mhealth.jmir.org/2020/8/€19962
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Baseline Model and Evaluation

We used ak-nearest neighborslocal outlier factor (LOF) model
as a baseline comparison against our neural network models
[49]. The LOF model estimated the local density around each
data point using a k-nearest neighbor agorithm and then
compared the local density of a given data point with the local
density of its neighbors. If the point was in a substantially less
dense area, it had a higher calculated LOF. We initialy fit an
LOF model for each relapse participant utilizing Hg with the
number of neighbors equal to 10, and we incremented the
number of neighbors by 1 until the mean and SD of the LOF
scores under H,, converged. We could then utilize the approach
described above to calculate anomalies by considering the
distribution of L OF scores obtained under He,, and learning an
appropriate anomaly threshold for N,. The LOF model was
trained and tested using scikit-learn [42].

Neural network models were created using TensorFlow and
Keraslibraries[50,51]. Model swere trained until the validation
lossfrom He,, converged. We used cross-validation for all neural
network models to determine the optimal hidden layer size
(between 10 and 50 units), the percentage of DRH from relapse
participant datato include within Hgz and H, (between 0% and
80%), and the 1 that maximized the TPR/FPR ratio on Ngy,
(between 0 and 20). For the LOF model, we also optimized the
number of neighbors utilized for the local density within each
relapse patient.

We applied 2 forms of regularization to train the neura
networks. For both the GRU Seg2Seq and the FNN AD models,
we used early stopping to terminate model training when the
reconstruction error from He,, increased. In addition, we applied
dropout (rate=0.2) and recurrent dropout (rate=0.2) to the GRU
Seq2Seq model. Dropout masks, or drops, inputs randomly
within the network, whereas recurrent dropout adds this mask
between the recurrent layers at each timestep [52]. Thisexposed
the trained network to different permutations of the training
data to prevent overfitting. Batch normalization was briefly
used during model creation, but we found that batch
normalization did not improve anomaly detection performance
and was not used to train the final iteration of the models.

Results

Data Overview

We collected atotal of 20,137 days of mobile sensing datafrom
60 patients with SSDs. Relapse events were recorded for 18 of
60 participants (30%) during the 1-year study, totaling 726 days
of data collected within any NR30 data (0.037% of the total
days of data collected). Table 2 provides asummary of the data
collected from the relapse and nonrel apse groups.
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Table 2. Summarized data characteristics for relapse and nonrelapse participants (continuous characteristics listed by median [IQR]).

Characteristics Relapse Nonrelapse
Patients, n 18 42
Age at beginning of study (years), median (IQR) 33(23-47) 40 (26-50)
Female, n (%) 8 (44) 17 (40)
Number of days of data collected per participant, median (IQR) 335 (285-346) 295 (176-361)
Missing hour s of data (type 2), median (IQR)

Number of hours 2309 (1333-2551) 1785 (660-2871)

Percentage of total hours

Diagnosis, n (%)

Schizophrenia
Schizoaffective disorder

Psychosis NOS?

Assessment at baseline, median (IQR)

BPRSP (7-item) total

Lifetime hospitalizations, n (%)

1-5

25.73 (14.77-28.73)

27.17 (7.72-52.50)

6-10
11-15
16-20
>20
Missing or declined
Distribution of relapse events, n (%)
1 relapse event

2 relapse events

3 relapse events

9 (50) 17 (40)
7(39) 18 (43)
2(11) 7(17)
29 (23-33) 24 (21-29)
13(72) 30 (71)
1(6) 8(19)
1(6) 3(7)
1(6) 0(0)
1(6) 12
1(6) 0(0)
14 (78) N/AC
1(9) N/A
3(17) N/A

8NOS: not otherwise specified.
PBPRS: Brief Psychiatric Rating Scale.
°N/A: not applicable.

Anomalies Increased Near Relapse

The highest performing cross-validation resultsfor each model,
with hyperparameters, are shown in Table 3. All results are
listed using median (IQR) sensitivity and specificity. Across
all model architectures, the FNN AD model using 80% of the
datafrom DRH with 40 hidden units had the highest rank across
participants (9.28), achieving amedian sensitivity of 0.25 (IQR
0.15-1.00) and specificity of 0.88 (IQR 0.14-0.96). L OF models

did not show predictive power (sensitivity 1.0 and specificity
0.0) and were not included in our results. Figure 2 shows the
resulting sensitivity and specificity achieved from model strained
on different percentages of DRH. Adding a larger percentage
of DRH to model training initially increased the sensitivity and
decreased the model specificity, but then decreased the
sengitivity and increased the specificity asmore datawere added.
Figure 2 showsthat the anomaly rate increased before the NR30
period but then remained fairly constant among participants.

Table 3. Cross-vaidation results per model type within relapse participants listed by median (IQR).

Model Rank Days of relative health in train, % Hidden units Sensitivity, median (IQR) Specificity, median (IQR)
ENN AD? 9.28 80 40 0.25 (0.15-1.00) 0.88 (0.14-0.96)
GRU SquSeqb 1272 80 50 0.29 (0.08-0.83) 0.86 (0.24-0.90)

3NN AD: fully connected neural network autoencoder.
bGRU Seq2Seq: gated recurrent unit sequence-to-sequence.
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Figure 2. Overall model results, the anomaly rate of the best performing model across the near relapse (NR30) period and in (a-c) split by the DRH
used in model training. In (a-c), the bar heights describe the median value of the metric listed on the y-axis across study participants and the error bars

show lower and upper quartile values (25% and 75% percentiles of the data).

In (a) and (b), local outlier factor (LOF) models are not shown as they did

not hold predictive power. (a) Sensitivity, or true positive rate, of the models and (b) specificity, or true negative rate. (c) Median number of DRH used
to train each model from each study participant. (d) Average (blue line) and 95% CI (gray shading) anomaly rate across rel apse participants beginning
35 days before relapse using the best performing model (fully connected neural network autoencoder, 80% of DRH in train, 40 hidden units). DRH:

days of relative health.
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Anomaly Detection System Identified Specific Near
Relapse Behaviors

Previous research has shown that individuals often report
symptom exacerbation, which could be used to predict the onset
of relapse [4]. Identifying participant-specific behaviors that
are consistent during relapse would give clinicians a potential
signature to identify when a patient needs clinical support. A
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total of 4 participants within our study relapsed multiple times.
We performed a post hoc analysis using our best-performing
algorithm across participants (FNN AD, 80% of DRH intrain,
hidden unit size=40) to compare features on NR30 anomalous
dayswith DRH within multirel apse participants. We used Cohen
dto calculate the effect of continuous features on discriminating
an NR30 anomaly to any DRH and the OR for calculating
whether type 2 missing data appeared more frequently in NR30
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anomalies[53]. Figure 3 showsthedistribution of the5features  anomalies within NR30 from DRH.
with the largest effect per participant on differentiating detected

Figure 3. The hourly features that had the greatest effect on differentiating identified anomalous days near relapse (NR30) from all DRH within the 4
multirelapse participants. We used the Cohen d to identify the 5 features that were the most differentiated. Each subfigure, (a-d), displays boxplots
comparing the distribution of these features on anomalous days within each NR30 period compared with all DRH. The center line in the boxplot isthe
median value, the box limits are the IQR, and the whiskers are 1.5 x the IQR. Points outside of the whiskers are greater than or lessthan 1.5 x the IQR.
A lower IQR signifies that the median result is more generalizable. For example, in (a), we identified anomalies within 2 NR30 periods, described in
the figure as Near relapse 1 and Near relapse 2. The 2 left boxes on each plot show the distribution of the feature for anomalies detected within each of
these 2 NR30 periods and the right box shows the distribution of this feature on all DRH outside of the 2 NR30 periods. NR30: 30-day near relapse
period. DRH: days of relative health.
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Notes surrounding each rel apse, extracted from the participant’s
EMR or obtained during clinical visits, were compiled by a
team of trained clinical assessors. We used these notes as a
qualitative validation to understand whether the identified

(OR<1 for &l multirelapse participants). The features are
described in detail in the Methods section.

Multirelapse Participant 1

featuresfrom our analysiswere presented to clinicians. We now
briefly describe the results of each comparison for features that
were identified to have a large effect (Cohen d>0.8), medium
effect (0.5<Cohen d<0.8), or the feature with the largest effect
if no featureswith alarge or medium effect wereidentified [54].
The ORsindicated that type 2 missing datadid not discriminate
anomalieswithin NR30 from DRH for multirel apse participants
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We did not identify afeature with alarge or medium effect for
this participant. The conversation duration had the largest effect
(Cohen d=0.47), which increased before relapse, as shown in
Figure 3. Clinical notesfrom thefirst rel apse event indi cate that
the participant was hospitalized because she wastired of hearing
voices, which suggested that her neighbors were constantly
talking about her. Notes from the second rel apse did not describe
any participant behavior.
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Multirelapse Participant 2

The participant’s mean accel eration (Cohen d=1.23), sleep end
time (Cohen d=0.90), and sleep duration (Cohen d=0.84) had
a large effect. Figure 3 shows that the mean acceleration
decreased in al 3 NR30 periods for this participant, whereas
the sleep duration and end time increased. Clinical notes from
the first relapse identified that the participant had been feeling
ill, specifically that his “brain was shaking.” On the second
relapse, the participant stated that he felt like he “was going to
die,” and was feeling depressed. The clinician wrote that the
patient “ has had difficulty sleeping.” Notes regarding the third
relapse indicate that the participant had been disorganized,
physicaly aggressive toward his mother, and was barely

sleeping.
Multirelapse Participant 3

The participant’s sleep start time (Cohen d=1.35), number of
smartphone screen unlocks (Cohen d=1.34), sleep end time
(Cohen d=0.96), duration of conversations (Cohen d=0.95), and
number of incoming calls (Cohen d=0.81) had a large effect.
Figure 3 shows abnormal behavior in the sleep start and end
timesfor al relapse periods, but isinconsistent in the direction
of how the behavior differs from the median value across each
relapse. The number of screen unlocks, incoming calls, and
duration of conversations increased in both relapse periods.
Notes regarding the first relapse did not identify any specific
behavioral changes. Clinical notes from the second relapse
identified that the participant had been spending his days
“making music and beats’ and was sleeping less at night, but
had increased sleep during the day. The notes also identified
the participant as having auditory hallucinations.

Multirelapse Participant 4

One feature, the number of conversations, had amedium effect
(Cohen d=0.62) for this participant. Figure 3 shows that the
number of conversationsincreased during all 3 relapse periods.
Notes from the first relapse did not describe any specific
behavioral differences in the participant. Clinical notes from
the second relapse indi cated that the participant presented herself
to outpatient psychiatry with “signs of catatonia’ and that the
participant had mostly stopped speaking, although she had

Adler et d

occasional spontaneous speech. We were not able to obtain
notes regarding the third relapse event.

Anomalies Contained Fewer Hoursof Type 2 Missing
Data

We found that type 2 missing data did not have an effect on
distinguishing anomalies within NR30 for the 4 multirelapse
participants. We wanted to examine this question more broadly
to determine how missing datainfluenced al detected anomalies.
We conducted a one-sided Mann-Whitney U test to test the
following hypothesis: predicted anomalies contain a smaller
number of type 2 hours filled compared with al other days.
Individual participant factors were controlled for using
participant-specific Mahalanobis distance threshol dsfor anomaly
designation. Anomalies had a median of 0 (IQR 0-6) hours of
datafilled using the type 2 missing data procedure, and all other
days had a median of 2 (IQR 0-16) type 2 hours of datafilled.
The one-sided test was significant (U=514,546; P<.001),
indicating that anomal ous days were significantly lesslikely to
contain type 2 missing data.

Variationsin Relapse Participant Data Affected the
Quality of Anomaly Detection

We analyzed the participant-level anomaly detection results to
determine how variations in data quality affect the
generalizability of our model. Table 4 summarizes the results
of using linear regression to assess the significance between the
sensitivity and the specificity of the highest performing model
(FNN AD, 80% of DRH in train, hidden unit size=40) and the
data quality parameters. All data quality parameters were
significant (P<.001). Increasing the number of days of raw data
and the percentage of dayswithin NR30 increased the sensitivity
of the model (3=.60, 95% Cl 0.48t0 0.72; [3=.73, 95% CI 0.49
t0 0.97) but decreased the specificity of the model (3=-.69, 95%
Cl -0.81t0 -0.57; [3=-.71, 95% Cl -0.95t0 -0.47). Increasing
the number of days per NR30 period and the number of relapse
events decreased the sensitivity of the model (3=-.43, 95% ClI
-0.52 t0 -0.34; 3=-.82, 95% CI -1.02 to —0.62) but increased
the specificity of themodel ([3=.33, 95% CI 0.23t0 0.43; 3=.87,
95% Cl 0.67 to 1.07).

Table4. Linear regression results between sensitivity and specificity and different data parameters.

Parameters Sensitivity Specificity
Coefficient P value Coefficient P value

Days of raw data .60 (95% Cl 0.48 t0 0.72) <.001 -.69 (95% Cl -0.81 to —0.57) <.001

Days per near relapse period -.43 (95% Cl -0.52 to —0.34) <.001 .33(95% CI 0.23t0 0.43) <.001
Percentage of days near relapse .73 (95% Cl 0.49 t0 0.97) <.001 -.71 (95% CI -0.95 to —0.47) <.001
Relapse events -.82 (95% Cl -1.02 to —0.62) <.001 .87 (95% Cl 0.67 to 1.07) <.001
Intercent .00 (95% CI -0.04 to 0.04) >.99 .00 (95% CI -0.04 to 0.04) >.99

Discussion anomaliesthat could indicate early warning signs of psychotic

Principal Findings
In this study, we created the first model, exclusively using
passive sensing data from a smartphone, to predict behavioral

https://mhealth.jmir.org/2020/8/€19962

relapse. Developing an anomaly detection system from
exclusively passive sensing data requires minimal effort for
data collection from the participant and could lead to more
objective and unobtrusive ways of monitoring symptoms of
SSDs. Our anomaly detection system achieved a median
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sensitivity of 0.25 (IQR 0.15-1.00) and specificity of 0.88 (IQR
0.14-0.96; a108% increasein anomalies near relapse), indicating
that anomalies increased before relapse but were restricted to
specific days within the defined NR30 period. Once we
identified anomal ous days within NR30, we demonstrated that
our methodology can be used to identify participant-specific
behavioral signatures that occur across multiple NR30. In the
future, anomaly detection models could be used to identify days
that contain these signatures and supervised learning approaches
could then be deployed to detect these signals as early warning
signs of relapse. Identifying patient-specific behaviors that
change exclusively before relapse could provide clinicians an
indicator to measure when patients are declining in health and
create time for early intervention.

Anomalies increased within NR30, but with low sensitivity.
We believe thislow sensitivity could be owing to our choice of
an NR30 period or our decision to use the TPR/FPR ratio as a
validation metric for this work. We chose an NR30 period
because past research has shown that early warning signs of
relapse might begin to develop up to 1 month before the actual
relapse event [19,31,38]. Our low sensitivity indicated that only
specific days within this 30-day period were considered
anomalies, and training algorithms in the future to target these
specific days could increase sensitivity. Another approach to
increase sensitivity would be to shorten the number of days
included in the near relapse period. For example, previouswork
using a combination of smartphone social behavior and
self-reported EM Asto detect anomalies before rel apseidentified
a 14-day near relapse period [30]. We observed an increased
anomaly rate 30 days before relapse (Figure 2), which remained
fairly constant; therefore, we did not further investigate
shortening the near relapse period. It is important to note that
the algorithm we used may result in a constant anomaly rate
during anear relapse period of any prespecified length asthese
algorithms are trained to look specifically for behavioral
differences within these periods.

In addition, we used the TPR/FPR ratio for model selection
rather than directly optimizing for sensitivity or specificity.
Most machine learning algorithms use the area under the
receiver operating curve to assess the predictive power of a
model, which we did not feel was appropriate for our anomaly
detection a gorithm. Anomaly detection, by definition, searches
for extremely rare events. To introduce this process into a
clinical workflow, we would need to strike a balance between
highlighting potential early warning signs of relapse without
overburdening the healthcare system with a high anomaly rate.
We felt this could be achieved using our modeling approach as
we showed an increase in anomalies before relapse without
sacrificing the specificity of our results.

To increase model sensitivity in this context, more clarity is
needed on what should constitute behaviors that can be used to
identify early warning signs of psychotic relapse. A processcan
then be created where we first use anomaly detection to identify
candidate relapse signatures and then train supervised learning
algorithmsto identify these signatures. Thiswould, inturn, limit
the feature space to the behaviors per individual that were
differentiated before relapse. In addition, identifying these
specific signatures as a starting point for apositive signal would
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allow usto clarify whether fal se positives were merely noise or
hold clinical significance. In this study, a relapse event was
indicated for most of our participants by either a psychiatric
hospitalization or asignificant increasein symptoms asreported
by clinician-administered BPRS. It is possible that symptoms
were exacerbated on days outside of NR30, and our system
detected these days as anomalies. This symptom exacerbation
was not given clinical oversight; thus, we had no way to validate
whether these anomalies should be considered true positives.

Daysthat contained more hours of type 2 missing data, in which
no passive sensing data for the entire hour existed, were
significantly lesslikely to betagged asanomalies. Our approach
to using mean filling for type 2 data was based on 2
assumptions: (1) that we would like to prioritize behavioral
features collected from passive sensors for anomaly detection
and (2) that it is possible that a large quantity of missing data
might be asign of asocia behavior and we should al so account
for missing datawith an additional featurethat tracksthe amount
of data missing over an hour. Previous work on anomaly
detection with missing data has analyzed the effects of various
data filling methods on anomaly detection results. With the
assumption that imputed data points should not be detected as
anomalies, the work found that this assumption can hold true
if theimputed values are located in high-density regions of the
feature distribution [55]. In this work, anomalies were
significantly less likely to contain missing values (P<.001),
indicating that the M ahal anobis distance per individual wasless
for imputed hours and anomalies were more likely to include
non-type 2 data points. With this first assumption in mind, it
is possible that the potential effect of missing data on relapse
was ignored. For example, the missing data feature did not
distinguish anomalies within NR30 in the 4 multirelapse
participants. More research needs to be conducted on how
different missing dataimputation procedures can affect mental
health symptom prediction algorithms.

We observed that increasing the amount of relapse participant
dataused for model training did not alwaysincrease theresulting
sensitivity and specificity. Figure 2 shows that our model
performanceincreased in sensitivity and decreased in specificity
when weincreased the percentage of DRH from rel apse patients
used in model training from 0% to 40%. We then observed a
reversetrend (decreased sensitivity, increased specificity) when
we increased the amount of DRH from 40% to 80%. This
demonstrates that as modelslearned participant-level behaviors,
there was athreshold for the amount of data required for model
training (approximately 135 days from data from Figure 2)
before amodel could begin to distinguish anomal ous behaviors
within NR30. We also found that our anomaly detection system
is sensitive to the quality of the relapse participant data. Table
4 demonstrates that increasing the total percentage of NR30
days increased the sensitivity (3=.73), but not if thisincreased
the average number of days within NR30 ([3=-.43), and
increased the total number of relapse events (3=-.82).
Subsequently, having a higher number of relapse events
increased (3=.87) the specificity of the model, but not if this
increased the percentage of days within NR30 (3=-.71), and
increased the number of days of raw data (3=-.69). Taken
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together, our results depended on identifying homogeneous
behavioral signalsthat occurred exclusively in NR30.

Given theimportance of finding homogeneity in the signal, we
examined whether we could uncover consistent signals in
participants that might indicate SSD symptom exacerbation. It
can be difficult to introduce neural network models within
clinical practice owing to their black box nature, even though
they can achieve higher performance than classica machine
learning models [28]. In our work, interpretability is critical
because clinicians need to develop an understanding and trust
of an algorithm's decision-making process. We utilized a post
hoc notion of interpretability to identify participant-specific
features that differed during NR30 anomalies [29]. We chose
the effect size, ametric traditionally used to measure the strength
of atreatment in an RCT, to identify the most differentiated
features within NR30 [54]. We identified features with a
medium to large effect (Cohen d>0.5) in 3 of 4 multirelapse
patients. The featureswe identified encompass different aspects
of social behavior, sleep, and physical activity.

We searched theliteratureto interpret the behavior changesthat
we identified within NR30. Our previous work identified that
smartphone social behavior decreased across partici pants before
relapse [19]. We examined smartphone social behavior at the
individual level. Multirelapse participant 3 increased their
smartphone social behavior before relapse, but, from contextual
notes, we discovered that this participant experienced auditory
hallucinations, potentially explaining theincreased conversation
duration detected by the smartphone as well as other increased
smartphone social behaviors found. Multirelapse participant
4's number of conversations increased with a medium effect
(Cohen d=0.62), contrasting the physician’s notes, which stated
that the participant was barely speaking and potentialy
catatonic. Figure 3 shows that the el evated conversation signal,
whether from the participant or the environment, was unique
to anomalies within each of the 3 NR30 periods.

In addition, we detected that changes in sleeping behavior had
alarge effect on 2 participants and decreased acceleration had
alarge effect on 1 participant. Previous research has shown that
patients with SSDs are at a significantly higher risk of
developing a sleep disorder or worsened sleep near relapse
[56,57]. Multirelapse participant 2's detected sleep duration
increased before relapse. In addition, the participant's
accel eration decreased. Social withdrawal and physical inactivity
are common symptoms of SSDs. These symptoms interfere
with functioning, potentially leading to relapse, and relapse can
produce aggression [58,59]. The symptoms identified were
consistent with the clinician’s explanation of the second relapse
event for this participant, which described changesin sleep and
aggressive behavior. Thus, the features that were most
differentiated are consistent with past research identifying early
warning signs of relapse.

It is important to note that although we found differentiated
featuresfor each participant that were consistent with the notes
surrounding relapse, the changes detected by the passive sensors
were not aways consistent with the changes described in the
clinical notes. For example, we found that participant 2’'s sleep
increased before relapse, with a large effect, whereas the
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clinician's notes stated that sleep decreased. Similarly, for
participant 4, the number of conversations increased before
relapse with a medium effect, whereas the clinician’s notes
stated that the participant exhibited signs of catatonia. The
smartphone algorithms we used to detect conversation relied
on ambient sound to detect human voice and conversational
exchanges, but do not necessarily detect the voice of the
participant [34]. In addition, the sleep algorithm used detected
sleep based on a combination of phone usage, ambient light,
stationary behavior, and environmental silence, all featuresthat
might occur when someoneis still but not necessarily sleeping
[37]. When interpreting the result of a black box algorithm
clinicaly, we need to interpret the algorithm'’s results in the
context of the technical capabilities of the passive sensing
system used before judging the outputs of the system literally.
Thus, although smartphones can find meaningful relapse
signatures, the interpretations of these signatures should be
corroborated with the patient and other qualitative information
to better understand the underlying behaviors that preceded
relapse.

Designing a Relapse Prediction System

We hope that this work moves researchers one step closer to
creating aclinical intervention system to predict early warning
signs of relapse that can be deployed within the clinical
workflow. We reviewed digital mental health and mobile health
(mHealth) literature to understand how such a system could be
deployed. The MONARCA system was created to help
individuals with bipolar disorder track disease symptom
traj ectories using acombination of both passive sensor dataand
self-assessment [10]. A field trial of the MONARCA system
demonstrated the difficulties in obtaining both patient and
clinician buy-in when forecasting mental health symptoms, as
patients were not convinced of the accuracy of the passive
sensing data and clinicians were unsure of steps to take if the
system forecasted symptom exacerbation [60]. Although the
possibility of aclinician having patient data at their fingertips
seems appealing, it isalso aliability for cliniciansif they have
24/7 monitoring capabilities and choose not to act when apatient
ispotentially in danger [61]. One possible solution to thisissue
is to introduce a clinical technology specialist into a patient’s
care team whose responsibility isto successfully introduce and
maintain technol ogy-based services within the clinic [62]. Itis
evident that there is a gap between technology intervention
creation and implementation.

Overall, acceptability will continue to play a large role in
implementing mHealth interventions. The PD_Manager mHealth
platform, a platform created to track symptoms of Parkinson's
disease using passive sensing, provides an example of an
mHealth tool where researchers specifically tested the
acceptability of the platform to patients and clinicians before
testing the effectiveness of the system [63]. To help increase
the acceptability of mHealth tools, digital mental health and
human computer interaction researchers are focused on solving
mHealth implementation hurdles using a user-centered design
framework, where technology is created and refined in an
iterative processthat places the proposed interventions directly
in the hands of relevant stakeholders [64]. Creating the
technology behind arelapse prediction system isa small piece
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of the puzzle compared with the larger implementation
challenges that will be faced when deploying it.
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and when detected anomalies are presented to the clinician or
other relevant parties, and adefined procedure that an individual

should take to intervene in care when anomalies are detected.
The implications of this work can only be truly justified when
asystem for detecting early warning signs of psychotic relapse
has been deployed within the clinical workflow.

Figure 4 presents an example framework for an SSD behavioral
monitoring and intervention system utilizing anomaly detection.
Many questions remain regarding implementing this system,
including the level of patient interaction with the system, how

Figure4. Exampleof an anomaly visualization and clinical intervention system. The dashed black linesin (a) each represent an hourly feature trgjectory
from theanomaly detection system, asidentified on they-axis, during a30-day near relapse period (NR30). Thegray line on each plot isthe Mahalanobis
distance, which can be interpreted as an anomaly score that increases as we are more likely to detect an anomaly. The 2 vertical thick black lines on
each plot are detected anomalies. (b) Example of how this information could be utilized by a clinician or other individuals designated by the patient to
intervene during symptom exacerbation. The system would be tuned to send alerts only when a patient isin crisis and not overburden the clinician and
the healthcare system.

(a) Patient: 3, Anomaly: 2

2.765

==+ Behavior
—— Mahalanobis distance

Duration of conversations (s.) —Anomialy

1,605

Number of incoming calls .

Number of screen unlocks

[

Sleep end time b

(7.5 min epochs from 8 PM)

4

Sleep start time 7y

{7.5 min epochs from 8 PM) -

Days before relapse

(b)
@Eﬂmmm

A signature is detected,
indicating a participant is
exhibiting behavior that might
indicate an early warning sign
of relapse

@ Alert system triggered

Pending the severity of the signal,
an application triggers an alert that
is sent to a clinician and other
individuals (eg, friends and family)
that the patient has allowed to view
this information. Individuals could
also be given other information
within the alert, including recent
medication history

@ Intervention

The clinician might contact the
patient and the other designated
individuals to clarify the situation.
The clinician can then decide the
appropriate intervention

Comparison With Previous Work

Previous work using CrossCheck focused on identifying
symptom exacerbation by predicting participant responses to
the BPRS, a common tool for measuring symptoms of SSDs
[6,18]. CrossCheck data have also been used to identify
significant associations in smartphone social behavior between
the 30-day period before relapse and al other days [19]. We
showed that we can predict behavioral anomalies preceding
relapse events recorded with and without BPRS. In addition, to
the best of our knowledge, only one previous study has utilized

Limitations

The primary limitation of this study wasthelimited ssmplesize.
Our study consisted of 60 participants with SSDs, including 18
participants who relapsed. Most participants did not relapse at
multiple points throughout the study and we could not assess
whether the features underlying anomalieswere consistent with
relapse for those participants. To the best of our knowledge,
this is still the largest study utilizing anomaly detection to
predict early warning signs of relapse exclusively from
smartphone behavior.
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anomaly detection to identify early warning of psychotic relapse
using a combination of smartphone data and self-reported
behaviors[30]. Thisstudy used a statistical approach to identify
near relapse anomalies within 3 participants. We expand this
work by showing that anomaly detection can be used to predict
an increase in anomalies before relapse on a larger data set of
18 participants. In addition, we derived features from passive
sensing dataexclusively, creating an anomaly detection method
that does not rely on patient self-report.

Future Work

Future work should develop approaches to identify early
warning signs of relapse across larger and more diverse patient
populationswith SSDs. These approaches could be tested across
different smartphone passive sensing apps such that they become
platform independent. In addition, researchers should train
modelsto detect patient-specific rel apse signatures, which could
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increase model sensitivity. Finally, atool should be codesigned
with clinicians and patients for remote monitoring of SSD
symptoms.

Conclusions

In summary, we created an anomaly detection model using
encoder-decoder neural networksto predict early warning signs
of psychotic relapse. Our model predicted an increase in
anomalies within the 30-day period preceding relapse. We
developed a methodology to uncover behaviors that change
before relapse, which could be used to identify patient-specific
relapse signatures. Finaly, we discussed the implications of
this work and showed an example visualization of a remote
monitoring system for SSDs. We hope that this work advances
the field of digital mental health to create effective remote
monitoring systems for serious mental illness.

The CrossCheck system development, deployment, and study was supported by the National Institute of Health's Exceptional
Unconventional Research Enabling Knowledge Acceleration program, grant number ROIMH103148. DA conducted the data
analysis and modeling, wrote the manuscript text, and prepared the figures. DBZ, RB, JK, AC, ES, and TC participated in the
study design. DBZ, RB, MH, and JK participated in patient recruitment and data acquisition. AC, TC, and VT developed the
smartphone data collection platform and preprocessed thedata. DBZ, JK, TC, VT, and AC participated in revising the manuscript.
TC and DBZ provided technical and supervisory support.

Conflictsof Interest

DBZ has an intervention content licensing agreement with Pear Therapeutics and has a financial interest in FOCUS technol ogy.
DBZ has consulted for eQuility, Trusst Health, and Otsuka Pharmaceutical Ltd. JK has received honoraria for lectures and/or
consulting from Alkermes, Dainippon, Sumitomo, Sunovion, Janssen, Intracellular Therapies, Lundbeck, Otsuka, Roche, Teva,
Neuracrine, LB Pharma, and Merck. JK is a shareholder of Vanguard Research Group and LB Pharma. TC is a co-founder and

equity holder of HealthRhythms, Inc. The other authors declare no competing interests.

References

1. Andreasen N. Symptoms, signs, and diagnosis of schizophrenia. Lancet 1995 Aug 19;346(8973):477-481. [doi:

10.1016/90140-6736(95)91325-4] [Medline: 7637483]

2.  Emdey R, ChilizaB, Asmal L, Harvey BH. The nature of relapse in schizophrenia. BMC Psychiatry 2013 Feb 8;13:50
[FREE Full text] [doi: 10.1186/1471-244X-13-50] [Medline: 23394123]

3. Cloutier M, Aigbogun MS, Guerin A, Nitulescu R, Ramanakumar AV, Kamat SA, et a. The economic burden of
schizophreniain the United Statesin 2013. J Clin Psychiatry 2016 Jun;77(6):764-771. [doi: 10.4088/JCP.15m10278]

[Medline: 27135986

4.  Eisner E, DrakeR, Lobban F, Bucci S, Emsley R, Barrowclough C. Comparing early signs and basic symptoms as methods
for predicting psychotic relapsein clinical practice. Schizophr Res 2018 Feb;192:124-130 [FREE Full text] [doi:

10.1016/j.schres.2017.04.050] [Medline: 28499766]

5. Overdl JE, Gorham DR. The brief psychiatric rating scale. Psychol Rep 1962 Jun 1;10(3):799-812. [doi:

10.2466/pr0.1962.10.3.799]

6. Kopelowicz A, Ventura J, Liberman RP, Mintz J. Consistency of brief psychiatric rating scale factor structure across a
broad spectrum of schizophrenia patients. Psychopathol ogy 2008;41(2):77-84. [doi: 10.1159/000111551] [Medline:

18033976]

7. Corrigan PW, Liberman RP, Engel JD. From noncompliance to collaboration in the treatment of schizophrenia. Hosp
Community Psychiatry 1990 Nov;41(11):1203-1211. [doi: 10.1176/ps.41.11.1203] [Medline: 1979044]
8. Insel TR. Digital phenotyping: a global tool for psychiatry. World Psychiatry 2018 Oct;17(3):276-277 [FREE Full text]

[doi: 10.1002/wps.20550] [Medline: 30192103

9.  TorousJ, OnnelaJ, Keshavan M. New dimensions and new toolsto realize the potential of RDoC: digital phenotyping via
smartphones and connected devices. Transl Psychiatry 2017 Mar 7;7(3):e1053 [FREE Full text] [doi: 10.1038/tp.2017.25]

[Medline: 28267146]

10. Frost M, Marcu G, Hansen R, Szaant6 K, Bardram J. The MONARCA Self-Assessment System: Persuasive Personal
Monitoring for Bipolar Patients. In: 5th International Conference on Pervasive Computing Technologies for Healthcare

https://mhealth.jmir.org/2020/8/€19962

JMIR Mhealth Uhealth 2020 | vol. 8| iss. 8| €19962 | p. 15
(page number not for citation purposes)


http://dx.doi.org/10.1016/s0140-6736(95)91325-4
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7637483&dopt=Abstract
https://bmcpsychiatry.biomedcentral.com/articles/10.1186/1471-244X-13-50
http://dx.doi.org/10.1186/1471-244X-13-50
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23394123&dopt=Abstract
http://dx.doi.org/10.4088/JCP.15m10278
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27135986&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0920-9964(17)30259-1
http://dx.doi.org/10.1016/j.schres.2017.04.050
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28499766&dopt=Abstract
http://dx.doi.org/10.2466/pr0.1962.10.3.799
http://dx.doi.org/10.1159/000111551
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18033976&dopt=Abstract
http://dx.doi.org/10.1176/ps.41.11.1203
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1979044&dopt=Abstract
https://doi.org/10.1002/wps.20550
http://dx.doi.org/10.1002/wps.20550
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30192103&dopt=Abstract
http://europepmc.org/abstract/MED/28267146
http://dx.doi.org/10.1038/tp.2017.25
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28267146&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR MHEALTH AND UHEALTH Adler et d

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.
23.

24,

25.

26.

27.

28.

29.

30.

31.

and Workshops. 2011 Presented at: PervasiveHealth'11; May 23-26, 2011; Dublin, Ireland. [doi:
10.4108/icst.pervasivehealth.2011.246050]

Osmani V. Smartphonesin mental health: detecting depressive and manic episodes. | EEE Pervasive Comput 2015
Jul;14(3):10-13. [doi: 10.1109/MPRV.2015.54]

Wang R, Chen F, Chen Z, Li T, Harari G, Tignor S, et a. StudentLife: Assessing Mental Health, Academic Performance
and Behavioral Trends of College Students Using Smartphones. In: Proceedings of the 2014 ACM International Joint
Conference on Pervasive and Ubiquitous Computing. 2014 Presented at: Ubi Comp'14; September 13-17, 2014; Sedttle,
USA. [doi: 10.1145/2632048.2632054]

Saeb S, Zhang M, Karr CJ, Schueller SM, Corden ME, Kording KP, et a. Mobile phone sensor correlates of depressive
symptom severity in daily-life behavior: an exploratory study. JMed Internet Res 2015 Jul 15;17(7):e175 [FREE Full text]
[doi: 10.2196/jmir.4273] [Medline: 26180009]

Gay K, Torous J, Joseph A, Pandya A, Duckworth K. Digital technology use among individual swith schizophrenia: results
of an online survey. IMIR Ment Health 2016 May 4;3(2):e15 [FREE Full text] [doi: 10.2196/mental.5379] [Medline:
27146094]

Firth J, Cotter J, Torous J, Bucci S, Firth JA, Yung AR. Mobile phone ownership and endorsement of ‘mhealth’ among
people with psychosis: a meta-analysis of cross-sectional studies. Schizophr Bull 2016 Mar;42(2):448-455 [FREE Full
text] [doi: 10.1093/schbul/sbv132] [Medline: 26400871]

Ben-Zeev D, Brian R, Wang R, Wang W, Campbell AT, Aung MS, et al. CrossCheck: integrating self-report, behavioral
sensing, and smartphone useto identify digital indicators of psychotic relapse. Psychiatr Rehabil 12017 Sep;40(3):266-275
[FREE Full text] [doi: 10.1037/prj0000243] [Medline: 28368138]

Wang R, Scherer EA, Tseng VW, Ben-Zeev D, Aung MS, Abdullah S, et a. CrossCheck: Toward Passive Sensing and
Detection of Mental Health Changes in People With Schizophrenia. In: Proceedings of the 2016 ACM International Joint
Conference on Pervasive and Ubiquitous Computing. 2016 Presented at: UbiComp'16; September 12-16, 2-16; Heidelberg,
Germany. [doi: 10.1145/2971648.2971740]

Wang R, Scherer EA, Walsh M, Wang W, Aung MS, Ben-Zeev D, et al. Predicting Symptom Trajectories of Schizophrenia
Using Mobile Sensing. In: Proceedings of the ACM on Interactive, Mobile, Wearable and Ubiquitous Technologies. 2017
Presented at: ACM'16; September 17, 2017; Heidelberg, DE. [doi: 10.1145/3130976]

Buck B, Scherer E, Brian R, Wang R, Wang W, Campbell AT, et al. Relationships between smartphone social behavior
and relapse in schizophrenia: a preliminary report. Schizophr Res 2019 Jun;208:167-172 [FREE Full text] [doi:
10.1016/j.schres.2019.03.014] [Medline: 30940400]

Haixiang G, Yijing L, Shang J, Mingyun G, Yuanyue H, Bing G. Learning from class-imbalanced data: review of methods
and applications. Expert Syst Appl 2017 May;73:220-239. [doi: 10.1016/j.eswa.2016.12.035]

Chandola V, Banerjee A, Kumar V. Anomaly detection. ACM Comput Surv 2009 Jul 1;41(3):1-58. [doi:
10.1145/1541880.1541882]

Basseville M, Nikiforov |. Detection of Abrupt Changes. New York, USA: Prentice-Hall Inc; 1993.

Subrahmanian VS, Kumar S. Predicting human behavior: the next frontiers. Science 2017 Feb 3;355(6324):489. [doi:
10.1126/science.aam?7032] [Medline: 28154052]

Wulff K, Dijk D, Middleton B, Foster RG, Joyce EM. Sleep and circadian rhythm disruption in schizophrenia. Br JPsychiatry
2012 Apr;200(4):308-316 [FREE Full text] [doi: 10.1192/bjp.bp.111.096321] [Medline: 22194182]

Malhotra P, Vig L, Shroff G, Agarwal P. Long Short Term Memory Networks for Anomaly Detection in Time Series. In:
European Symposium on Artificial Neural Networks, Computational Intelligence and Machine Learning. 2015 Presented
at: ESANN'15; April 22-24, 2015; Bruges, Belgium URL : https.//www.elen.ucl.ac.be/Proceedings/esann/esannpdf/es?015-56.
pdf

Malhotra P, Ramakrishnan A, Anand G, Vig L, Agarwal P, Shroff G. LSTM-based encoder-decoder for multi-sensor
anomaly detection. ArXiv 2016:- epub ahead of print [FREE Full text]

Cowton J, Kyriazakis|, PI6tz T, Bacardit J. A combined deep learning GRU-autoencoder for the early detection of respiratory
disease in pigs using multiple environmental sensors. Sensors (Basel) 2018 Aug 2;18(8):2521 [FREE Full text] [doi:
10.3390/s18082521] [Medline: 30072607]

Holzinger A, Biemann C, Pattichis C, Kell D. What do we need to build explainable Al systems for the medical domain?
arXiv 2017 Dec 28:- epub ahead of print [FREE Full text]

Lipton ZC. The mythos of model interpretability. ArXiv 2017 Mar 6:- epub ahead of print [FREE Full text] [doi:
10.1145/3233231]

Barnett I, Torous J, Staples P, Sandoval L, Keshavan M, Onnela J. Relapse prediction in schizophrenia through digital
phenotyping: a pilot study. Neuropsychopharmacol ogy 2018 Jul;43(8):1660-1666 [FREE Full text] [doi:
10.1038/s41386-018-0030-z] [Medline: 29511333]

Birnbaum ML, Ernala SK, Rizvi AF, Arenare E, Van Meter AR, de Choudhury M, et a. Detecting relapse in youth with
psychotic disorders utilizing patient-generated and patient-contributed digital data from Facebook. NPJ Schizophr 2019
Oct 7;5(1):17 [FREE Full text] [doi: 10.1038/s41537-019-0085-9] [Medline: 31591400]

https://mhealth.jmir.org/2020/8/€19962 JMIR Mhealth Uhealth 2020 | vol. 8 | iss. 8| €19962 | p. 16

(page number not for citation purposes)


http://dx.doi.org/10.4108/icst.pervasivehealth.2011.246050
http://dx.doi.org/10.1109/MPRV.2015.54
http://dx.doi.org/10.1145/2632048.2632054
https://www.jmir.org/2015/7/e175/
http://dx.doi.org/10.2196/jmir.4273
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26180009&dopt=Abstract
https://mental.jmir.org/2016/2/e15/
http://dx.doi.org/10.2196/mental.5379
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27146094&dopt=Abstract
http://europepmc.org/abstract/MED/26400871
http://europepmc.org/abstract/MED/26400871
http://dx.doi.org/10.1093/schbul/sbv132
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26400871&dopt=Abstract
http://europepmc.org/abstract/MED/28368138
http://dx.doi.org/10.1037/prj0000243
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28368138&dopt=Abstract
http://dx.doi.org/10.1145/2971648.2971740
http://dx.doi.org/10.1145/3130976
http://europepmc.org/abstract/MED/30940400
http://dx.doi.org/10.1016/j.schres.2019.03.014
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30940400&dopt=Abstract
http://dx.doi.org/10.1016/j.eswa.2016.12.035
http://dx.doi.org/10.1145/1541880.1541882
http://dx.doi.org/10.1126/science.aam7032
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28154052&dopt=Abstract
http://europepmc.org/abstract/MED/22194182
http://dx.doi.org/10.1192/bjp.bp.111.096321
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22194182&dopt=Abstract
https://www.elen.ucl.ac.be/Proceedings/esann/esannpdf/es2015-56.pdf
https://www.elen.ucl.ac.be/Proceedings/esann/esannpdf/es2015-56.pdf
http://arxiv.org/abs/1607.00148
https://www.mdpi.com/resolver?pii=s18082521
http://dx.doi.org/10.3390/s18082521
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30072607&dopt=Abstract
http://arxiv.org/abs/1712.09923
http://arxiv.org/abs/1606.03490
http://dx.doi.org/10.1145/3233231
http://dx.doi.org/10.1038/s41386-018-0030-z
http://dx.doi.org/10.1038/s41386-018-0030-z
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29511333&dopt=Abstract
http://europepmc.org/abstract/MED/31591400
http://dx.doi.org/10.1038/s41537-019-0085-9
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31591400&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR MHEALTH AND UHEALTH Adler et d

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

45,

46.

47.

48.

49,

50.

51.
52.

53.

55.

56.

Granholm E, Loh C, Swendsen J. Feasibility and validity of computerized ecological momentary assessment in schizophrenia.
Schizophr Bull 2008 May;34(3):507-514 [FREE Full text] [doi: 10.1093/schbul/shm113] [Medline: 17932087]

Lane ND, Lin M, Mohammod M, Yang X, Lu H, Cardone G, et al. BeWell: sensing sleep, physical activities and social
interactions to promote wellbeing. Maobile Netw Appl 2014 Jun 9;19(3):345-359. [doi: 10.1007/s11036-013-0484-5]
Rabbi M, Ali S, Choudhury T, Berke E. Passive and in-situ assessment of mental and physical well-being using mobile
sensors. Proc ACM Int Conf Ubiquitous Comput 2011;2011:385-394 [FREE Full text] [doi: 10.1145/2030112.2030164]
[Medline: 25285324]

Wyatt D. Measuring and Modeling Networks of Human Social Behavior. University of Washington. 2010. URL: http:/
/www.dannywyatt.com/pubs/Wyatt-Dissertation.pdf [accessed 2020-08-14]

CanzianL, Musolesi M. Trajectories of Depression: Unabtrusive Monitoring of Depressive States by Means of Smartphone
Mohility Traces Analysis. In: Proceedings of the 2015 ACM International Joint Conference on Pervasive and Ubiquitous
Computing. 2015 Presented at: UbiComp'15; September 7-11, 2015; Osaka, Japan. [doi: 10.1145/2750858.2805845]
Chen Z, Lin M, Chen F, Lane N, Cardone G, Wang R, et al. Unobtrusive Sleep Monitoring Using Smartphones. In:
Proceedings of the 7th International Conference on Pervasive Computing Technologies for Healthcare. 2013 Presented at:
PervasiveHealth'13; May 5-8, 2013; Venice, Italy. [doi: 10.4108/icst.pervasivehealth.2013.252148]

Birchwood M, Smith J, Macmillan F, Hogg B, Prasad R, Harvey C, et a. Predicting relapsein schizophrenia: the devel opment
and implementation of an early signs monitoring system using patients and families as observers, apreliminary investigation.
Psychol Med 1989 Aug;19(3):649-656. [doi: 10.1017/s0033291700024247] [Medline: 2798634]

Wilkinson GS, Robertson GJ. Wide range achievement test 4 (WRAT 4). Score 2007;29(1):4-5. [doi:
10.1037/€672132007-004]

LeCun 'Y, Bengio Y, Hinton G. Deep learning. Nature 2015 May 28;521(7553):436-444. [doi: 10.1038/nature14539]
[Medline: 26017442]

Ester M, Kriegel H, Xu X. A Density-Based Algorithm for Discovering Clustersin Large Spatial Databases with Noise.
In: The Second International Conference on Knowledge Discovery and Data Mining. 1996 Presented at: KDD'96; August
2-4, 1996; Portland, Oregon.

Pedregosa F, Varogquaux G, Gramfort A, Michel V, Thirion B, Grisel O, et a. Scikit-learn: machine learning in python.
ArXiv 2018 Jun 5:- epub ahead of print [FREE Full text] [doi: 10.1145/2786984.2786995]

Smith MJ, Goodchild MF, Longley PA. Geospatial Analysis: A Comprehensive Guide to Principles, Techniques and
Software Tools. New York, USA: The Winchelsea Press; 2018.

Baldi P. Autoencoders, Unsupervised Learning, and Deep Architectures. In: Proceedings of Machine Learning Research.
2012 Presented at: PMLR'12; June 26-July 1, 2012; Edinburgh, Scotland, UK URL: http://proceedings.mlr.press/v27/

bal di12a/bal di12a.pdf

Chung J, Gulcehre C, Cho K, Bengio Y. Empirical evaluation of gated recurrent neural networks on sequence modeling.
ArXiv 2014 Dec 11:- epub ahead of print [FREE Full text]

Schuster M, Paliwal K. Bidirectional recurrent neural networks. IEEE Trans Signal Process 1997;45(11):2673-2681. [doi:
10.1109/78.650093]

Mahalanobis PC. On the generalised distance in statistics. Sankhya A 1936 Apr 15;80(1):1-7. [doi:
10.1007/s13171-019-00164-5]

Altman DG, Bland JM. Diagnostic tests. 1: sensitivity and specificity. Br Med J 1994 Jun 11;308(6943):1552 [FREE Full
text] [doi: 10.1136/bmj.308.6943.1552] [Medline: 8019315]

Breunig M, Kriegel H, Ng R, Sander J. LOF: Identifying Density-Based Local Outliers. In: International Conference on
Management of Data and Symposium on Principles of Database Systems. 2000 Presented at: ACM'00; May 16-18, 2000;
Dalles, TX. [doi: 10.1145/342009.335388]

Abadi M, Barham P, Chen J, Chen Z, Davis A, Dean J, et al. TensorFlow: A System for Large-Scale Machine Learning.
In: Proceedings of the 12th USENIX Symposium on Operating Systems Design and | mplementation. 2016 Presented at:
OSDI'16; November 2—4, 2016; Savannah, GA URL: https.//www.usenix.org/system/fil es/conference/osdi 16/0sdi 16-abadi.
pdf

Chollet F. Keras: the Python Deep Learning API. 2015. URL: https://keras.io [accessed 2020-01-31]

Gal Y, Ghahramani Z. A theoretically grounded application of dropout in recurrent neural networks. ArXiv 2016 Oct 5:-
epub ahead of print [FREE Full text]

Sullivan GM, Feinn R. Using effect size-or why the p valueis not enough. J Grad Med Educ 2012 Sep;4(3):279-282 [FREE
Full text] [doi: 10.4300/JGME-D-12-00156.1] [Medline: 23997866]

Rice ME, Harris GT. Comparing effect sizesin follow-up studies: ROC area, Cohen'sd, and r. Law Hum Behav 2005
Oct;29(5):615-620. [doi: 10.1007/s10979-005-6832-7] [Medline: 16254746]

Dietterich TG, Zemicheal T. Anomaly Detection in the Presence of Missing Values. Carnegie Mellon University. 2018.
URL: https://www.andrew.cmu.edu/user/lakoglu/odd/accepted papers’ODD_v50_paper 13.pdf [accessed 2020-08-10]
Kaskie RE, Graziano B, Ferrarelli F. Schizophrenia and sleep disorders: links, risks, and management challenges. Nat Sci
Sleep 2017;9:227-239 [FREE Full text] [doi: 10.2147/NSS.S121076] [Medline: 29033618]

https://mhealth.jmir.org/2020/8/€19962 JMIR Mhealth Uhealth 2020 | vol. 8 | iss. 8| €19962 | p. 17

(page number not for citation purposes)


http://europepmc.org/abstract/MED/17932087
http://dx.doi.org/10.1093/schbul/sbm113
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17932087&dopt=Abstract
http://dx.doi.org/10.1007/s11036-013-0484-5
http://europepmc.org/abstract/MED/25285324
http://dx.doi.org/10.1145/2030112.2030164
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25285324&dopt=Abstract
http://www.dannywyatt.com/pubs/Wyatt-Dissertation.pdf
http://www.dannywyatt.com/pubs/Wyatt-Dissertation.pdf
http://dx.doi.org/10.1145/2750858.2805845
http://dx.doi.org/10.4108/icst.pervasivehealth.2013.252148
http://dx.doi.org/10.1017/s0033291700024247
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2798634&dopt=Abstract
http://dx.doi.org/10.1037/e672132007-004
http://dx.doi.org/10.1038/nature14539
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26017442&dopt=Abstract
http://arxiv.org/abs/1201.0490
http://dx.doi.org/10.1145/2786984.2786995
http://proceedings.mlr.press/v27/baldi12a/baldi12a.pdf
http://proceedings.mlr.press/v27/baldi12a/baldi12a.pdf
http://arxiv.org/abs/1412.3555
http://dx.doi.org/10.1109/78.650093
http://dx.doi.org/10.1007/s13171-019-00164-5
http://europepmc.org/abstract/MED/8019315
http://europepmc.org/abstract/MED/8019315
http://dx.doi.org/10.1136/bmj.308.6943.1552
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=8019315&dopt=Abstract
http://dx.doi.org/10.1145/342009.335388
https://www.usenix.org/system/files/conference/osdi16/osdi16-abadi.pdf
https://www.usenix.org/system/files/conference/osdi16/osdi16-abadi.pdf
https://keras.io
http://arxiv.org/abs/1512.05287
http://europepmc.org/abstract/MED/23997866
http://europepmc.org/abstract/MED/23997866
http://dx.doi.org/10.4300/JGME-D-12-00156.1
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23997866&dopt=Abstract
http://dx.doi.org/10.1007/s10979-005-6832-7
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16254746&dopt=Abstract
https://www.andrew.cmu.edu/user/lakoglu/odd/accepted_papers/ODD_v50_paper_13.pdf
https://dx.doi.org/10.2147/NSS.S121076
http://dx.doi.org/10.2147/NSS.S121076
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29033618&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR MHEALTH AND UHEALTH Adler et d

57. Herz MI, Mélville C. Relapse in schizophrenia. Am J Psychiatry 1980 Jul;137(7):801-805. [doi: 10.1176/ajp.137.7.801]
[Medline: 6104444]

58. HerzMI, Szymanski HV, Simon JC. Intermittent medication for stable schizophrenic outpatients: an aternative to maintenance
medication. Am J Psychiatry 1982 Jul;139(7):918-922. [doi: 10.1176/ajp.139.7.918] [Medline: 6124133]

59. Rastad C, Martin C, Asenl6f P. Barriers, benefits, and strategies for physical activity in patients with schizophrenia. Phys
Ther 2014 Oct;94(10):1467-1479. [doi: 10.2522/ptj.20120443] [Medline: 24830718]

60. Frost M, Doryab A, Faurholt-Jepsen M, Kessing L, Bardram J. Supporting Disease Insight Through Data Analysis:
Refinements of the MONARCA Self-Assessment System. In: Proceedings of the 2013 ACM international joint conference
on Pervasive and ubiquitous computing. 2013 Presented at: Ubi Comp'13; September 7-11, 2013; Zurich, Switzerland. [doi:
10.1145/2493432.2493507]

61. Steinhubl SR, Muse ED, Topol EJ. The emerging field of mobile health. Sci Transl Med 2015 Apr 15;7(283):283rv3 [FREE
Full text] [doi: 10.1126/scitransimed.aaal3487] [Medline: 25877894]

62. Ben-Zeev D, DrakeR, MarschL. Clinical technology specialists. Br Med J2015 Feb 19;350:h945. [doi: 10.1136/bmj.h945]
[Medline: 25697164]

63. Antonini A, Gentile G, Giglio M, Marcante A, Gage H, Touray MM, PD_Manager Consortium. Acceptability to patients,
carersand clinicians of an mHealth platform for the management of Parkinson's disease (PD_Manager): study protocol for
apilot randomised controlled trial. Trials 2018 Sep 14;19(1):492 [FREE Full text] [doi: 10.1186/s13063-018-2767-4]
[Medline: 30217235]

64. Mohr DC, Lyon AR, Lattie EG, Reddy M, Schueller SM. Accelerating digital mental health research from early design
and creation to successful implementation and sustainment. JMed Internet Res 2017 May 10;19(5):e153 [FREE Full text]
[doi: 10.2196/jmir.7725] [Medline: 28490417]

Abbreviations

BPRS: Brief Psychiatric Rating Scale

DBSCAN: density-based spatial clustering of applications with noise
DRH: days of relative health

EMA: ecological momentary assessment

EMR: electronic medical record

FNN AD: fully connected neural network autoencoder
FPR: false-positiverate

GRU: gated recurrent unit

GRU Seq2Seq: gated recurrent unit sequence-to-sequence
LOF: locd outlier factor

LSTM: long short-term memory

NR30: 30-day near relapse period

RCT: randomized controlled trial

RNN: recurrent neural network

SSD:  schizophrenia-spectrum disorder

TPR: true-positive rate

Edited by G Eysenbach; submitted 07.05.20; peer-reviewed by M Toenning, | Barnett; comments to author 20.06.20; revised version
received 01.07.20; accepted 24.07.20; published 31.08.20

Please cite as:

Adler DA, Ben-Zeev D, Tseng VWS Kane JM, Brian R, Campbell AT, Hauser M, Scherer EA, Choudhury T

Predicting Early Warning Signs of Psychotic Relapse From Passive Sensing Data: An Approach Using Encoder-Decoder Neural
Networks

JMIR Mhealth Uhealth 2020;8(8): 19962

URL: https://mhealth.jmir.org/2020/8/€19962

doi: 10.2196/19962

PMID: 32865506

©Daniel A Adler, Dror Ben-Zeev, Vincent W-S Tseng, John M Kane, Rachel Brian, Andrew T Campbell, Marta Hauser, Emily
A Scherer, Tanzeem Choudhury. Originally published in IMIR mHealth and uHealth (http://mhealth.jmir.org), 31.08.2020. This
is an open-access article distributed under the terms of the Creative Commons Attribution License
(https://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and reproduction in any medium,

https://mhealth.jmir.org/2020/8/€19962 JMIR Mhealth Uhealth 2020 | vol. 8 | iss. 8| €19962 | p. 18
(page number not for citation purposes)

RenderX


http://dx.doi.org/10.1176/ajp.137.7.801
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=6104444&dopt=Abstract
http://dx.doi.org/10.1176/ajp.139.7.918
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=6124133&dopt=Abstract
http://dx.doi.org/10.2522/ptj.20120443
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24830718&dopt=Abstract
http://dx.doi.org/10.1145/2493432.2493507
http://europepmc.org/abstract/MED/25877894
http://europepmc.org/abstract/MED/25877894
http://dx.doi.org/10.1126/scitranslmed.aaa3487
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25877894&dopt=Abstract
http://dx.doi.org/10.1136/bmj.h945
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25697164&dopt=Abstract
https://trialsjournal.biomedcentral.com/articles/10.1186/s13063-018-2767-4
http://dx.doi.org/10.1186/s13063-018-2767-4
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30217235&dopt=Abstract
https://www.jmir.org/2017/5/e153/
http://dx.doi.org/10.2196/jmir.7725
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28490417&dopt=Abstract
https://mhealth.jmir.org/2020/8/e19962
http://dx.doi.org/10.2196/19962
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32865506&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR MHEALTH AND UHEALTH Adler et d

provided the original work, first published in IMIR mHealth and uHealth, is properly cited. The complete bibliographic information,
alink to the original publication on http://mhealth.jmir.org/, as well as this copyright and license information must be included.

https://mhealth.jmir.org/2020/8/€19962 JMIR Mhealth Uhealth 2020 | vol. 8 | iss. 8 | €19962 | p. 19
(page number not for citation purposes)

RenderX


http://www.w3.org/Style/XSL
http://www.renderx.com/

