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Abstract

Background: Lack of quantifiable biomarkersisamajor obstaclein diagnosing and treating depression. In adolescents, increasing
suicidality during antidepressant treatment further complicates the problem.

Objective:  We sought to evaluate digital biomarkers for the diagnosis and treatment response of depression in adolescents
through a newly devel oped smartphone app.

Methods: We developed the Smart Healthcare System for Teens At Risk for Depression and Suicide app for Android-based
smartphones. Thisapp passively collected datareflecting the social and behavioral activities of adolescents, such astheir smartphone
usage time, physical movement distance, and the number of phone calls and text messages during the study period. Our study
consisted of 24 adolescents (mean age 15.4 [SD 1.4] years, 17 girls) with mgjor depressive disorder (MDD) diagnosed with Kiddie
Schedule for Affective Disorders and Schizophrenia for School-Age Children-Present and Lifetime Version and 10 healthy
controls (mean age 13.8 [SD 0.6] years, 5 girls). After 1 week’s baseline data collection, adolescents with MDD were treated
with escitalopram in an 8-week, open-label trial. Participants were monitored for 5 weeks, including the baseline data collection
period. Their psychiatric status was measured every week. Depression severity was measured using the Children’s Depression
Rating Scale-Revised and Clinical Global |mpressions-Severity. The Columbia Suicide Severity Rating Scale was administered
in order to assess suicide severity. We applied the deep learning approach for the analysis of the data. Deep neural network was
employed for diagnosis classification, and neural network with weighted fuzzy membership functions was used for feature
selection.

Results: We could predict the diagnosis of depression with training accuracy of 96.3% and 3-fold validation accuracy of 77%.
Of the 24 adolescentswith MDD, 10 responded to antidepressant treatments. We predicted the treatment response of adolescents
with MDD with training accuracy of 94.2% and 3-fold validation accuracy of 76%. Adolescentswith MDD tended to movelonger
distances and use smartphonesfor longer periods of time compared to controls. The deep learning analysis showed that smartphone
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usage time was the most important feature in distinguishing adolescents with MDD from controls. Prominent differences were
not observed in the pattern of each feature between the treatment responders and nonresponders. The deep learning analysis
revealed that the total length of calls received as the most important feature predicting antidepressant response in adolescents
with MDD.

Conclusions: Our smartphone app demonstrated preliminary evidence of predicting diagnosisand treatment responsein depressed
adolescents. Thisisthe first study to predict the treatment response of adolescents with MDD by examining smartphone-based

objective data with deep learning approaches.

(IMIR Form Res 2023;7:e45991) doi: 10.2196/45991
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Introduction

One out of 5 adolescents is known to experience major
depressive episodes at |east once until they reach the adult stage
[1]. M@ or depressive disorder (MDD) isthe principal risk factor
for suicide, which is the second leading cause of death among
adolescents [2]. There are consistent reports on the long-term
adverse consequences of adolescent depression, such as
impairment in functioning during socia and family settingsin
adulthood [3]. However, recall biasin reporting mood symptoms
[4], subjectivity of self-reported symptoms, and the lack of
quantifiable markers [5] contribute to the difficulty in treating
depression in adolescents. Furthermore, increasing suicidality
affects the treatment of depression in adolescents. Previous
studies have shown that antidepressant medi cations may increase
therisk of suicidality in adolescentswith depression [6]. Suicide
rates among treatment nonresponders are observed to be higher
than those among treatment responders [7]. Therefore, early
diagnosis and treatment of depression are needed. Early
prediction of antidepressant treatment response is also of great
importance in order to decrease antidepressant-associated
suicidality in depressed adolescents.

Newly emerging digital technology presents promising means
of dealing with health issues in the field of psychiatry [8].
Monitoring an individual’s status by using smart devices
provides promising means of diagnosing and treating adolescents
with MDD, given the marked increase and widespread use of
smartphones among adol escents. Attemptsto predict depressive
symptoms based on individual digital phenotype data obtained
from smart devices have shown positive results [9-13]. Cao et
al [11] used smartphone apps to monitor participants mobility
and social interactions to predict depressive symptoms in
adolescents with an accuracy of 0.88. Ware et a [13] predicted
depressive symptoms in young adults with depression with an
accuracy of 0.7, based on automatically collected objective
smartphone data. However, to the best of our knowledge, only
few such studies have focused on depression in the adolescent
population [11].

Multiple studies have examined markers for antidepressant
treatment response in patients with MDD. Genetic biomarkers
have been analyzed using the machinelearning approach by the
construction of novel predictive models for treatment response
[14]. Studies on electrophysiological brain activity using
electroencephal ogram, functional neuroimaging, and clinical
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biomarkers have also been conducted [15-19]. However, to our
knowledge, no study has assessed antidepressant treatment
response by using objective smart device-driven data in
populations with MDD. The diagnosis and treatment response
of depression have been predicted by machinelearning analysis,
in particular, by employing deep learning algorithms. Deep
learning comprises a set of machine learning algorithms that
attempt a high level of abstraction through a combination of
nonlinear transformation methods[20]. Deep learning algorithms
are superior in processing complex data in which features
interact in nonlinear ways, making it especially promising in
the field of psychiatric research. Specifically, the deep neural
network (DNN) algorithms that we applied in this study are
capable of automatic feature extraction, which is the ability to
automatically learn higher level representations directly from
the data set.

We investigated data obtained from our newly developed
smartphone app called Smart Healthcare System for Teens At
Risk for Depression and Suicide (STAR-DS), which integrates
the passively monitored physical activity and social interaction
indices of users. Using deep learning approach in analyzing
STAR-DS data, we first aimed to predict the depressive
symptoms and diagnosis of depression in adolescents. Second,
using STAR-DS data, we aimed to predict the antidepressant
treatment response in depressed adol escents.

Methods

Ethics Approval

This study was carried out in accordance with the latest version
of the Declaration of Helsinki and was approved by the
institutional review board of Seoul National University Hospital
(1805-008-943). Participants and their legal guardians were
provided with detailed information about the study. Written
informed consent was obtained from all the participants before
study commencement. The smartphone app through which the
study data were collected was designed to deidentify the data
collected by the study participants.

Study Participants

Intotal, 34 adol escents participated in this study; 24 adolescents
(mean age 15.4 [SD 1.4] years, 17 girls) with a primary
diagnosis of MDD for at least 4 weeks, Children’s Depression
Rating Scale-Revised (CDRS-R) [21,22] score=>40, and Clinical
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Global Impressions-Severity [23] score>4 at baseline evaluation
were enrolled from the outpatient clinic of the Division of Child
and Adolescent Psychiatry, Seoul National University Hospital.
The diagnosis of MDD was based on the Diagnostic and
Statistical Manual of Mental Disorders-5 criteria[24], according
to the Kiddie-Schedule for Affective Disorders and
Schizophrenia for School-Age Children-Present and Lifetime
Version [25,26].

Ten nonpsychiatric control participants (mean age 13.8 [SD
0.6] years, 5 girls) without a history of psychiatric disorders
were recruited through the Seoul Metropolitan Office of
Education and Seoul Metropolitan Community Mental Health
Services. The exclusion criteriafor both groupsincluded an 1Q
<70, medical/neurological conditions, and current medications
with psychotropic effects other than stimulants for
attention-deficit/hyperactivity disorder (ADHD) [27,28].
Participants with first-degree relatives with a history of
psychiatric disorders were excluded from the control group.
Participants with first-degree relatives with a history of bipolar
| disorder were excluded from the MDD group. Moreover,
participants with psychotic symptoms, history of psychotic
disorder, bipolar disorder, eating disorder, developmental
disorder, including autism spectrum disorder, and alcohol or
substance abuse within 6 months were excluded fromthe MDD

group.
Procedures

All study participants were monitored using the STAR-DS app
for 5weeks. After 1 week of baseline monitoring, treatment for
the MDD group was initiated with escitalopram in an 8-week
open-label trial. The initial dosage of escitalopram was 5
mg/day, which was increased to 10 mg/day after 1 week;
thereafter, the dose was flexibly titrated upward to a maximum
dose of 25 mg/day for a satisfactory clinical response. The
concurrent use of psychotropic medications except for the
treatment of ADHD and any psychosocial treatments, including
cognitive behavioral therapy, wasnot alowed during the 8-week
antidepressant treatment period. Although stimulant treatment
for ADHD was alowed, there was no participant who used
stimulantsfor treatment of ADHD during the study period. The
control group was monitored using the STAR-DS app for 5
weeks without any intervention. Adolescents with MDD who
had at |east a 40% decreasein the CDRS-R total score between
the baseline evaluation and the 8th week of treatment were
defined as responders [27,29].

Schedules of Ratings and Assessments

All study participants were assessed using the CDRS-R,
Children’s Depression Inventory (CDI) [30,31], Beck
Depression Inventory [32,33], Columbia Suicide Severity Rating
Scale (C-SSRS) [34,35], Clinical Global |mpressions-Severity,
Children’s Global Assessment Scale [36], Screen for Child
Anxiety Related Emotional Disorders (SCARED) [37,38],
Family Adaptability and Cohesion Evaluation Scale-IV
(FACES-1V) [39], and 1Q at baseline evaluation. A 10-item
guestionnaire was also administered to assess the smartphone
usage pattern of the study participants. All participants were
assessed weekly using the CDRS-R, CDI, Beck Depression
Inventory, C-SSRS, Clinical Global Impressions-Severity, and
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Children’s Global Assessment Scale during the STAR-DS
monitoring period. Family environment was assessed using the
FACES-IV a baseline. The adverse events in the treatment
group were assessed using the Side Effects for Children and
Adolescents [40] weekly during the STAR-DS monitoring
period and biweekly after the termination of STAR-DS
monitoring.

STAR-DS App

STAR-DS is a smartphone app, which was designed only for
Android phones, and devel oped for monitoring the activity and
socia interaction indices of children and adolescents with
depression. The STAR-DS app continuesto collect and passively
monitor the sensor data without the user’s need to open the app
sinceit isabackground app. The collected data are transmitted
to the server every 30 minutes and are instantly deleted from
the user's device. Personal identification data were deleted
during the storage process, and partici pants were managed using
anove clinical number astheir ID. The app was distributed in
the Android package format and was installed on the user’s
cellular phone by the research manager. The STAR-DS app can
collect dataregarding users socid activity (eg, number of phone
cals), physical activity (eg, movement distance), and mobile
phone usage status. Moreover, the STAR-DS app provides
composite  indicators  such as text message
transmi ssion/reception ratio and sleep volume predictions based
on acquired data that allows investigators to understand the
various behavioral aspects of the participants.

Feature Extraction

Each data point was generated at different time scales by the
STAR-DS app. Movement distance, amount of activity, and
smartphone usage status were rea-time monitored. Data
regarding phone calls (eg, number, duration), text messages (eg,
number of received/sent messages), number of stored phone
numbers, and number of image files stored in the device were
measured daily. Each feature is described below in detail.

Physical Activity
The STAR-DS app traced the participants’ distance moved and

rotational momentum by using GPS and a gyroscope in the
smartphone. These 2 features are described below in detail.

Movement Distance

The app storesthe user’slocation information every 15 minutes
using GPS. The total movement distance was calculated by
collating the accumulated location information.

Momentum

We used rotational momentum to capturetheintensity of action
in our participants daily lives. It was based on gyroscope data,
which measures the rate of rotation using the x, y, and z axes.
Datawere collected every 15 minutesat 0.1-second interval for
5 seconds; therefore, there were overal 50 coordinates.
Transformation of the collected data into scalar quantity was
performed using the following formula:
V((x2-x1)"2+(y2-y1)"2+(z2-21)"2); 48 scalar quantities using
50 coordinate values were averaged after excluding the largest
and smallest values.
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Social Activity

We sought to examine the relationship between social activity
and depression by using data from phone calls and text
messages. Various aspects of phone calls and text messages
were analyzed and categorized. The detail s are described bel ow.

Phone Call Data

We collected data on the time, duration, and phone number of
every phone call made by the participants. We also examined
whether the participant made or received the phone call. The
total number and duration of sent/received phone calls made
and the number of people contacted by the participants were
measured daily.

Text Message Data

The time, length (the number of characters), types (messages
sent or received), and phone numbers of people contacted by
the participants using text messages were logged. The number,
length of text messages depending on type, and the number of
people the participants exchanged text messages with were
extracted daily similar to phone call dataanalysis. Text message
data were collected using the native text messaging app.

Smartphone Usage Status

We measured smartphone usage time in addition to the
indicators of physical and social activity, which indicated the
duration and frequency of smartphone usage. It was measured
using real-time monitoring of the on/off status of the device.
The number of image files added to the smartphone’s picture
files was measured when the user captured ameaningful image
or took a photograph of a memorable moment. Hence, we
examined the number of image files added on a daily basis as
another indicator of social activity.

Dosage of the Prescribed Antidepressants

The dosage of escitalopram at each weekly evaluation period
and maximum prescribed dose were also included as features
for the classification of treatment response and nonresponse
groups. Additional features based on statistical values of the
classification objects were extracted for the analysisin addition
to the abovementioned data obtained directly from the
participants’ cellular phones. Three classes of data were used
for the deep learning analysis. (1) data collected from
smartphone sensors, (2) distance from the mean, and (3) standard
deviation of each feature. Data on each feature were averaged
daily, and the distance from the weekly mean value was
examined, which reflected the daily variation in the features.
The standard deviation was measured weekly, which reflected
the weekly variation.
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Data Analysis

We used 2-sided Student t test for comparing (1) the MDD and
control groups and (2) antidepressant treatment responders and
nonresponders. Two types of deep learning—based classifications
were performed inthemain analysis: first, for the classification
of the MDD and control groups prior to drug administration
and second, to determine the response and nonresponse groups
of patients taking medication. In each trial, feature selection
was performed simultaneously with classification. We employed
the neural network with weighted fuzzy membership functions
(NEWFM) algorithm for feature selection and DNN for
classification. NEWFM is a machine learning algorithm that
appliesthe neural network learning concept to afuzzy function,
a function based on logic, which makes it possible to
guantitatively express ambiguities such as natural languages
[41]. In Figure 1, each line represents fuzzy functions for a
feature to distinguish between 2 classes. A larger white
nonoverlapping area means that the feature can clearly
differentiate between the 2 classes. A larger overlapping area
means that the difference between the 2 classes measured by
the feature is not clear. NEWFM thus uses overlapping and
nonoverlapping areasto select features with good classification
performance. At every epoch, the rank of the feature is
calculated using the overlapping area and the nonoverlapping
area of the fuzzy function corresponding to each feature. After
deletion of the lowest ranked feature, the feature selection
operation is performed by continuously deleting features until
the accuracy is no longer improved.

The DNN is an artificia neura network with more than one
hidden layer between an input layer and output layer, whichis
a representative deep learning algorithm. The hidden layer is
composed of several nodes, and deep learning can be performed
by increasing the number of nodes or increasing the hidden
layer, and various patterns from input data can be classified.
The DNN performs learning by adjusting the weight value of
each node through feedforward and backpropagation. In our
study, the DNN included 2 hidden layers with 20 nodes per
hidden layer. The epoch for each learning was set to 300. A
3-fold validation method was used to evaluate the learning
model. The 3-fold cross-validation method splits the data into
3 equal-sized subsets. The model was trained using 2 subsets,
leaving one for the validation process as a test subset. The
prediction accuracy of the model based on 2 training subsets
was measured as training accuracy. After the training was
complete, the resulting model was validated using thetest subset,
assessing the test accuracy. Each subset worked as atest subset
aternately (Figure 2).
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Figure 1. Fuzzy functions distinguishing 2 features.
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Figure 2. Three-fold vaidation method used to evaluate the learning model.
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Three-fold validation of the 300 epochs was performed 10 times.
All 300 epochs from each subject were always within the same
fold of the 3 folds in each 3-fold validation pass. Three
accuracies were produced, and their average was calculated for
each 3-fold validation. Therefore, 10 average accuracies and
their maximum and minimum values were calculated. We
estimated theimportance of each feature to examinetherelative
influence of each feature for predicting the diagnosis of MDD
and antidepressant treatment response. We ranked the features
in terms of explanatory power while devel oping the prediction
model. We excluded the least important feature and devel oped
amodel using the remaining features and repeated the process.
We determined the importance of each feature by comparing
the averaged ranks of features used in the prediction models.
The DNN program was written in Python 3.8 and run on Keras
2.4.3 and Tensorflow 2.3.0. NEWFM was written in Java and
run on Windows 10. In order to compare and test the feasibility
of our newly adopted method, we al so conducted analysisusing
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support vector machine (SVM), amore widely used non—deep
learning machine learning algorithm, which was used in previous
studiesincluding ours[42-44] asasensitivity analysis. We used
theradial basisfunction kernel for our SVM classification. For
comparison of the distribution of each feature between groups
(ie, MDD vs controls and responders vs nonresponders), Fisher
exact test was conducted. The SVM program was written in
Python 3.8. SVM learning was validated with the 3-fold
cross-validation method.

Results

Participants Demographicand Clinical Characteristics

Two participants dropped out of this study, whilethe remaining
participants completed the study without turning their
smartphone off during the study period. The 2 dropouts were
due to symptom aggravation and resultant admission. Among
24 participants with MDD, 10 responded to antidepressant
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treatment. The demographic characteristics of each group are
shown in Table 1 and Table 2. The MDD group was
significantly older than the control group (P<.001). The MDD
group showed significantly higher levels of depression and
anxiety based on the CDRS-R, CDI, C-SSRS, and SCARED
evaluations at baseline than the control group (P<.001). The
family environment was less favorable in the MDD group
(according to the FACES-1V assessment) than that in the control

Table 1. Baseline characteristics of the participants.

Kimet al

group. A 10-item questionnaire on internet usage patterns
showed lower usage of communication apps (eg, Facebook
messages) by the MDD group. Age and sex-based differences
were not observed between the antidepressant treatment
responders and nonresponders. They did not exhibit significant
differences in depression and anxiety symptoms at baseline
evaluation (Table 2).

Patient group (n=24) Control group (n=10) P value
Age (years), mean (SD) 15.4 (1.4) 13.7 (0.7) <.001
Female, n (%) 17 (71) 5 (50) 25
Baseline assessment scor es, mean (SD)
CDRS-R? (score) 62.4(7.0) 27.4(9.2) <.001
CDIP (score) 37.0(6.9) 6.8(7.3) <.001
C-SSRS® (score) 3.6(15) 0.3(0.9) <.001
SCARED! (score) 45.0 (17.6) 12.7 (12.4) <.001
1Q (points) 104.9 (16.6) 111.6 (6.1) 09
FACES-IV® (score) 41.8 (12.5) 59.6 (12.7) .001
3CDRS-R: Children’s Depression Rating Scale-Revised.
BCDI: Children's Depression Inventory.
®C-SSRS: Columbia Suicide Severity Rating Scale.
dSCARED: Screen for Child Anxiety Related Emotional Disorders.
®FACES-IV: Family Adaptability and Cohesion Evaluation Scale-1V.
Table 2. Baseline characteristics of the antidepressant treatment responders and nonresponders.
Responder group (n=10) Nonresponder group (n=14) P vaue
Age (years), mean (SD) 158 (1.2) 15.1(1.5) .26
Female, n (%) 7(70) 10 (71) 94
Baseline assessment scor es, mean (SD)
CDRS-R? (score) 60.4 (5.4) 63.9 (7.7) 24
CDIP (score) 36.8(6.0) 37.2(7.8) 89
C-SSRSS (score) 4.1(0.9) 32(18) 12
SCAREDY (score) 41.6 (15.6) 47.4(19.1) 44
1Q (points) 109.9 (19.7) 101.3 (13.6) 22
FACES-IV (score) 40.8 (12.6) 42.4(12.8) 76

8CDRS-R: Children’s Depression Rating Scale-Revised.

bCDI: Children's Depression Inventory.

®C-SSRS: Columbia Suicide Severity Rating Scale.

dSCARED: Screen for Child Anxiety Related Emotional Disorders.
®FACES-IV: Family Adaptability and Cohesion Evaluation Scale-V.
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Prediction of MDD and Antidepressant Treatment
Response by Using Deep L earning

Features collected using the STAR-DS app were randomly
sampled from each classto be used astest samplesin the 3-fold
validation process. After collating and including all 3 data sets,
raw data, distance from the mean, and standard deviation, deep
learning showed 96.3% training accuracy and 77% 3-fold
average accuracy for predicting MDD. Deep learning showed
94.2% training accuracy and 76% 3-fold average accuracy for
predicting the treatment response in the MDD group. The
accuracy of SVM in predicting MDD was 93.4% in training
and 75% in 3-fold average, respectively. SVM predicted
treatment response in the MDD group with 99.2% training
accuracy and 85.1% 3-fold average accuracy.

Comparison of Features Between the MDD and
Control Groupsand Between Treatment Responseand
Nonresponse Groups

The distribution pattern of the participants according to the

value of the representative featuresis presented in Multimedia
Appendix 1. The MDD group used their smartphonesfor longer

Kimet al

periods of time. Moreover, the MDD group showed a tendency
to receive more phone calls compared to the control group.
Regarding the number of text messages received, the 2 groups
showed similar distribution patterns. The MDD group tended
to move longer distances. Prominent differences were not
observed in the pattern of each feature of the treatment responder
and nonresponder groups.

Featurelmportance Usingthe Deep L earning M ethod

We ranked the importance of features in predicting each
diagnosis of depression and antidepressant treatment response
by using the deep learning method. The duration of smartphone
useranked the highest for predicting MDD in adol escents (Table
3). The total duration of the calls made and number of calls
received (both call-related features) ranked second and third,
respectively. The total time of calls received was ranked first
in the prediction of treatment response. Movement distance,
which ranked fourth in the prediction of the diagnosis, ranked
second in response prediction. The duration of smartphone use,
which ranked first in prediction of diagnosis, ranked 12th in
treatment response prediction.

Table 3. Feature importance according to the average rank of each feature in predicting depression.

Rank MDD? group versus control group Treatment responder group versus nonresponder group
1 Screen usage duration Total time of calls received

2 Total time of calls made Movement distance

3 Number of calls received Number of people called

4 Movement distance Number of calls sent

5 Momentum Maximum dose of medication

6 Number of people messaged Number of text messages received
7 Number of text messages received Total time of calls made

8 Total time of calls received Number of messages sent

9 Total length of messages received Number of calls received

10 Number of calls sent Added image files

11 Total length of messages sent Total length of messages received
12 Number of messages sent Screen usage duration

13 Number of people called Momentum

14 Added imagefiles Total length of messages sent

15 N/AP Number of people messaged

16 N/A Dosage of medication

M gjor depressive disorder.
BNI/A: not applicable.

Discussion

Principal Findings

This study is the first to examine the feasibility of predicting
the diagnosis of MDD and antidepressant treatment response
in an adolescent population by using the STAR-DS smartphone
app. Adolescents showed high adherence rate to smartphone
use with the installed STAR-DS app. Employing the deep

https://formative.jmir.org/2023/1/e45991

learning approach, we predicted the diagnosis of MDD and
antidepressant treatment response with a relatively favorable
accuracy. Through prediction models, we examined the
significance of each feature in predicting the diagnosis and
treatment response. The test accuracy of 0.77 in predicting the
diagnosis of MDD obtained in this study is similar to that
reported by other studies [12,13] that used hon—deep learning
machine learning analysis to predict mood symptoms with
objective data acquired using digital devices. Ware et a [13]
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predicted the depressive mood of 182 college students with an
accuracy of 0.7. Tazawa et al [12] reported an accuracy of 0.76
in predicting depressive symptoms of 86 adults. Importantly,
thetest accuracy was 0.76 in predicting antidepressant treatment
response. This was the first prediction result of antidepressant
treatment response based on smart device—driven objective data.
Moreover, sensitivity analysis adopting SVM showed similar
training and 3-fold average accuracy in predicting MDD and
antidepressant treatment response. These results seem promising,
considering the small sample size of our study. Deep learning
analysis, which we adopted, has relative strength in dealing
with larger sets of data. Having achieved comparable results
with SVM inthe small sample size of our pilot study, we expect
enhanced accuracy of deep learning with larger data, which
would be collected in future research.

The comparison of the MDD group and control group in our
study reveal ed some differencesin several monitoring features.
First, adolescents with MDD tended to receive more calls
compared to the control participants. Previous studies using
clinical sampleshave confirmed thisresult [9]. Faurholt-Jepsen
et al [45] reported a significant association between incoming
calls and depressive symptoms in their study with 29 adults.
This may be because patients with MDD probably received
more attention from their family members, friends, or
acquaintances owing to the status of their health, considering
that the MDD group had a less favorable baseline family
environment compared to the controls. Second, adolescents
with MDD showed an inclination to spend more time on their
smartphones, whichisin linewith the results of aprevious study
[9]. Thus, we can infer that adolescents with MDD spent more
time using smartphones but did not use it for socid
communication, as indicated by the differences in the
smartphone usage patterns between the MDD and control
groups. Third, the MDD group tended to move longer distances
than the control group. Thisisin contrast with previous study
results, which tended to report negative correlations between
longer movement distance and depressive symptom severity
[9]. We assume that such differences might result from
differences in study samples since previous study results were
mainly based on nonclinical samples of adults. Longer
movement distance of depressed participants might reflect
heterogeneity in the symptomatic features of adolescent
depression [46].

We could not find prominent differences between each feature
of the antidepressant treatment response and nonresponse
groups. Although the underlying pathophysiology of both
subtypes of depression might differ, the behavioral manifestation
of the depressive symptoms seemed to be similar in one-to-one
comparison of each feature. However, the app of the deep
learning approach facilitated the differentiation between the 2
groups with 76% accuracy. Such aresult impliesthe feasibility
of deep learning approach in classification, which is difficult
to be achieved through non—machine learning methods, and
therefore, there is afurther need for deep learning approaches.
The results of our deep learning analysis revealed that the
duration of smartphone usage was the most important feature
for predicting the diagnosis of MDD. Thisis in line with the
results of previous studies, which have also reported fairly
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consistent results regarding the association between longer
smartphone use and depressive symptoms [9,47]. It is aso
noteworthy that the significant features that predicted MDD or
treatment response were different in this study. Based on our
results, smartphone usage duration, which ranked first in
predicting MDD, ranked 12th in the prediction of treatment
response. Moreover, the total duration of the calls received
ranked first for predicting the trestment response, whileit ranked
8th for predicting MDD. Thismay mean that smartphone usage
duration is a prevalent phenotype of depression in treatment
responsive and nonresponsive depression, unlike other
behavioral or social features of depression, such as movement
distance, which ranked high in both analyses, makingit difficult
to distinguish between the 2 groups by using this feature. In
contrast, the total duration of the received calls could
successfully  distinguish  between treatment responsive
depression from treatment nonresponsive depression but may
be arelatively prevalent feature in participants with MDD and
nonpsychiatric participants, making it difficult to predict the
diagnosis of MDD. Such results suggest that the requisite
features should be differentiated according to the purpose of
the prediction.

Limitations

Thisstudy has several limitations. First, our study protocol was
different from the treatment guideline for adolescent depression,
which recommends an app of cognitive behavioral therapy alone
or in combination with pharmacotherapy [48]. This deviation
was due to our intention to focus on predicting antidepressant
treatment response, which we thought would have more clinical
importance relative to cognitive behavioral therapy, atreatment
modality reported to be generally tolerable regarding its side
effects. Such an approach is effective in clearly showing the
association between smartphone-measured objective data and
the antidepressant treatment response. However, it carries the
risk of lacking generalizability in that it was different from the
recommended real-world treatment guidelines.

Second, the control group was significantly younger than the
patient group for the prediction of MDD diagnosis (P<.001).
Although there are no published studies on the differences in
the symptomatol ogy of adolescent depression according to age,
the possibility of age's differential effect on the study outcome
such as depression and responder status should be considered.
Moreover, age difference might correspond to behaviora
differences leading to differencesin the independent variables.
Further studies with more data of age-matched participants are
needed.

Third, deep learning analysis of smartphone data showed high
training accuracy, but the test accuracy was relatively low for
predi cting the depression and antidepressant treatment response.
These outcomes can be attributed mainly to the small sample
size in this study. Separating the training and testing data and
thereby enhancing the accuracy of model was not adoptable due
to the limitations in the sample size. Combined with the high
feature-to-sample ratio, this might have led to overfitting of the
model [49]. The general samplesizerequired for training of the
machine learning models using DNNSs is uncertain [50].
However, existing literature suggests that deep learning might
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not show superior performancesin comparison to other machine
learning methods, including SVM, for sample sizes <1000
[51,52]. Furthermore, previous evaluation adopting similar
models used in this study has shown test accuracy dramatically
increasing until the sample reaches 1000 and then levelling off.
In line with previous studies, we expect further studies with
larger samples, based on our pilot study, will be able to present
enhanced accuracy of analyzing smartphone data.

Fourth, some categories (eg, the number of calls received) used
for the prediction of MDD diagnosis and antidepressant response
provided limited variance. The modal value of the number of
calls received was 1, a value small enough to be affected by a
single event. This might have affected the results of this study.
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Fifth, there were challenges using smartphone datafor research.
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