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Abstract

Background: Many people living with major depressive disorder (MDD) in China do not receive treatment owing to alack of
mental health services, along with significant stigma toward mental illness. Internet-based cognitive behavioral therapy (ICBT)
has been proposed to increase access to mental health care for people with MDD.

Objective: The aims of this study were to (1) evaluate the efficacy of ICBT for depressive symptoms in patients with MDD;
(2) evaluate the effect of ICBT on anxiety symptoms, nonspecific psychological distress, general self-efficacy, depression stigma,
socia function, and health-related quality of life (HRQoL); and (3) explore the acceptability of and satisfaction with the ICBT
program among participants.

Methods: Patients with MDD were enrolled and randomized to the ICBT group or the waiting-list control (WLC) group. The
ICBT group received ICBT delivered through a WeChat mini-program with general support by nonspecialists. Participants in
the 2 groups were self-eval uated online at baseline and posttreatment for changesin the primary outcome (ie, depressive symptoms)
and secondary outcomes (ie, anxiety symptoms, nonspecific psychological distress, general self-efficacy, depression stigma,
social functiona impairment, and HRQoL). Changes in outcomes were measured by changes in overall scores on respective
scales, and response and remission rates were calculated based on depressive symptoms. The acceptability of and satisfaction
with the ICBT program were measured by treatment adherence and participants' feelings (ie, modules seriously completed,
perceived benefit, and satisfaction).

Results: Weincluded 40 patients who were randomly assigned to the ICBT group and 44 who were assigned to the WL C group.
Compared with the WLC group, the ICBT group had fewer depressive symptoms, fewer anxiety symptoms, less nonspecific
psychological distress, and greater general self-efficacy. Moreover, the ICBT group had higher response (18/31, 58%) and
remission rates (17/31, 55%). The adherence rate in the ICBT group was 78% (31/40), and the majority of participants who
completed all ICBT modules were satisfied with the ICBT program.

https://www.jmir.org/2023/1/e42786 JMed Internet Res 2023 | vol. 25 | e42786 | p. 1
(page number not for citation purposes)


mailto:luciyong@mail.sysu.edu.cn
http://www.w3.org/Style/XSL
http://www.renderx.com/

JOURNAL OF MEDICAL INTERNET RESEARCH

Linetd

Conclusions: ICBT demonstrated greater improvementsin depressive symptoms, anxiety symptoms, nonspecific psychological
distress, and general self-efficacy among selected patients with MDD in comparison with the findings in waiting-list controls.
The ICBT program in this study had good acceptability and satisfaction among participants.

Trial Registration:

(J Med Internet Res 2023;25:e42786) doi: 10.2196/42786
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Introduction

Major depressive disorder (MDD) is a chronic dehilitating
condition associated with impaired socia function [1], decreased
quality of life[2], higher risk of suicide[3], and higher mortality
[4]. Thelifetime prevalence of MDD in Chinais 3.4%, and the
12-month prevalenceis 2.1%, indicating that approximately 50
million patients with MDD need access to effective treatment
[5]. However, the ChinaMental Health Survey (CMHS) reported
that only 67 (11.6%) of 655 participants with MDD received
any treatment for their depressive symptoms, and only 11 (0.8%)
met the criteria of minimally adequate treatment [6], which is
far lower than that in high-income countries (22.4%) or in
upper-middie-income countries (11.4%) [ 7]. Barriersto effective
treatment include scarce mental health services, lack of trained
mental health specialists, and stigma associated with mental
disorders [7-9]. Digital psychological services have been
considered asimportant measures for addressing unmet mental
health treatment needs, as they may increase access to mental
health services outside of aclinical setting at lower costs[10,11].

The most widely used form of digital psychological intervention
for MDD isinternet-based cognitive behavioral therapy (ICBT).
ICBT isbased on the principles of cognitive behavioral therapy
(CBT), which aims to evaluate and modify a patient’s
dysfunctional thoughts and rectify maladaptive behaviors[12].
Indeed, the American Psychiatric Association Practice
Guidelines [13] and Chinese Guideline for Prevention and
Treatment of Depression [14] recommend CBT as a first-line
treatment for MDD. CBT has been reported to not only have a
considerable effect in the acute treatment of MDD [15], but also
reduce the risk of relapse or recurrence [16].

Many randomized controlled trials (RCTs) have been carried
out to examine the effectiveness of ICBT for aleviating
depressive symptoms, and they have reported varied results
with small [17] tolarge [18,19] effect sizes, aswell asno effect
size [20]. In China, ICBT is also gradualy being used to
improve mental health. Some studies implemented ICBT in
Chinese patients before and after surgery to reduce anxiety and
depressive symptoms [21,22], and some implemented ICBT to
alleviate the anxiety and distress of people during the COVID-19
epidemic [23-25]. Ying et a [26] implemented an ICBT
intervention for Chinese adults with subthreshold depression
(obtained a score of =16 on the Center for Epidemiological
Studies Depression Scale and did not meet the criteria for a
major depressive episode) and found that ICBT was effective
in reducing depressive symptoms in the study population and
that improvements in outcomes were sustained at a 6-month
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follow-up. Only 1 ICBT study focused on Chinese outpatients
withMDD [27], but the ICBT program for the intervention was
the Chinese trandated version of MoodGYM, which was
developed by the Centre for Mental Health Research at The
Australian National University [28]. Cultural adaptability might
influence the effect of such an intervention, and the convenience
of implementing ICBT interventions needs to be further
improved. More studies are needed to evaluate the effect of
ICBT in Chinese patients with MDD.

ICBT can be classified as guided or unguided. Guided ICBT
has been defined as ICBT that involves therapeutic support
delivered by specialists, while unguided ICBT has been defined
as ICBT that is delivered automatically and allows technical
support but not support related to the therapeutic content [29].
Unguided ICBT is more affordable and operative [30], but
guided ICBT is more effective [29,31], which is generally
thought to be associated with better treatment adherence[32,33].
However, the number of available specialist providersto deliver
therapeutic support or guidance is limited, and nonspecialist
health workers, liketeachers, nurses, or lay health workers, may
therefore have an important role to play in delivering support
[34].

This study aimed to (1) evaluate the efficacy of ICBT for
depressive symptoms in patients with MDD; (2) evaluate the
effect of ICBT on patients anxiety symptoms, nonspecific
psychological distress, general self-efficacy, stigma associated
with depression, socia function, and health-related quality of
life (HRQoL); and (3) explore the acceptability of and
satisfaction withthe ICBT program applied among partici pants,
S0 as to provide a reference for the subsequent promotion of
digital psychological services.

Methods

Study Design

This study was a 2-armed and nonblinded RCT focused on the
effect of ICBT in patients with MDD. Participants were
randomized into thefollowing 2 groups: (1) ICBT group (ICBT
with general support by nonspecialists) and (2) waiting-list
control (WLC) group (treatment as usual [35]). The outcomes
of both groups were measured at baseline and posttreatment.

Ethical Consider ations

This trial was approved by the Ethics Review Committee of
Shenzhen Nanshan Center for Chronic Disease Control
(approval number: 1120210012) and was preregistered in the
Chinese Clinical Trail Registry (registration number:
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ChiCTR2100046425). All participants provided informed
consent. All persona information in the study data has been
deidentified to protect the privacy of the participants.

Participants and Procedure

All participants were recruited from the Department of
Depressive Disorder of Shenzhen Kangning Hospital and the
Department of Psychiatry of Shenzhen Nanshan Center for
Chronic Disease Control between August and December 2021.

The inclusion criteria of this study were as follows: (1) age
18-60 years; (2) meeting the criteriafor MDD in the Diagnostic
and Statistical Manua of Mental Disorders, Fifth Edition
(DSM-V); (3) a score of more than 5 on the Patient Health
Questionnaire-9 (PHQ-9), indicating the presence of at least
mild depressive symptoms [36]; (4) if taking antidepressants,
being on a stable dose for at least 4 weeks; and (5) accessto an
internet-connected smartphone. The exclusion criteriawere as
follows: (1) history of neurological diseases; (2) moderate or
high risk of suicide according to section C of the
Mini-International Neuropsychiatric Interview (MINI) [37]; (3)
currently undergoing physiotherapy or psychotherapy treatment;
(4) pregnancy or breastfeeding; (5) severe physical disease; (6)
psychosis or bipolar disorder; and (7) substance use disorder.

Psychiatristsvisited outpatientsto identify potential participants
for our study. Trained researchers performed structured
diagnostic interviews, which consisted of the MINI, with
potential participants to assess eligibility for enroliment in our
study. Then, researchers obtained informed consent from all
ligible participants and guided them through the online baseline
assessment. Random assignment of all participants was
performed by a computer randomization program before
recruitment. Participants were randomly assigned to the ICBT
group or the WLC group. It was not possible for participants
or study researchers to be blinded to the treatment allocation
owing to the nature of the intervention.

Intervention

ICBT Group

The research team developed an ICBT intervention delivered
through a Chinese WeChat mini-program called Morning Mood.
This program, which consists of 7 treatment modules
corresponding to conventional face-to-face CBT courses of
treatment, aims to teach users how to manage their depressive
symptoms using CBT skills, including cognitive restructuring,
problem solving, and rel apse prevention. Multimedia Appendix
1 shows an outline of the treatment content and homework of
each module. Participants in the ICBT group were required to
complete 1 module per week. A new module was opened
automatically on the 7th day after participants completed the
previous module, so asto ensure that they would not complete
multiple modules in a short time, which could influence the
effect of the intervention.

The ICBT group also received general support from trained
nonspecialists (ie, any type of heath worker, like a nurse, lay
health worker, or medical social worker, who is not a specialist
in mental health) via telephone or WeChat to remind and
encourage them to complete the ICBT modules on time and to
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manage any technical problemswith the program. We conducted
systematic training for nonspecialists before the start of this
study, including the intervention process and purpose, the use
and background management of the ICBT program, the
identification and reporting of adverse events, and the
communication skillswith participants. The principle of general
support was not to provide any form of psychotherapy. The
ICBT program aso included a module of symptom
self-assessment so that users could monitor and adjust their
depressive or anxiety symptoms by themselves. A week after
finishing all modules, participants were asked to complete the
online posttreatment assessment.

WLC Group

Participants in the WLC group maintained their treatment as
usual without any additional intervention in the first 8 weeks
after enrollment, and they were asked to complete the
posttreatment assessment by the end of the 8th week. They were
provided accessto the ICBT program after finishing the online
posttreatment assessment.

M easures

Demographic and Health-Related I nformation and
Adverse Experience Measures

Participant demographic and health-related data, such as
nationality, occupation, marital status, anamnesis (including
hypertension, diabetes, heart disease, stroke, thyroid disease,
cancer, and infectious disease), antidepressant use, and mental
health services received during this study, were recorded.

The Child Trauma Questionnaire (CTQ) was used to measure
participants’ 5 different forms of childhood trauma [38]. The
cutoff values of physical neglect, physical abuse, emotional
neglect, emotional abuse, and sexual abuse are 10, 10, 15, 13,
and 8 points, respectively [39]. Aslong as any subscale score
reachesthe cutoff value, it is determined that the participant has
experienced childhood maltreatment. Its Cronbach a was .62
in this study.

The househol d dysfunction questionnaire was adapted from the
Centers for Disease Control and Prevention, and Kaiser
Permanente adverse childhood experiences study [40]. It consists
of 9 itemsto investigate whether an individual had experiences
such as parents who had divorced, death of one or both parents,
and economic difficulties before the age of 16 years (see
Multimedia Appendix 2 for further details). Selecting “yes’ for
any item indicates that the individual has had household
dysfunction.

Thelist of adverse life events (a 16-item list) was derived from
the List of Threatening Experiences (LTE) (high test-retest
reliability; kappa range=0.61-0.87) [41] and Life Event Scale
(LES) (satisfactory test-retest reliability; r=0.61-0.74) [42,43].
It lists 16 kinds of adverselife events, including but not limited
to serious illness, economy, law, marriage, and work (see
Multimedia Appendix 3 for further details). Participants were
categorized according to the number of recent adverselife events
(O, 1-3, or =4).
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Primary Outcome Measures

The PHQ-9, a sef-report inventory that has sufficient
psychometric properties [44], has been widely used in studies
on ICBT to assess depressive symptoms [45,46]. Its Cronbach
o was .88 in this study. Response was defined asa’50% or more
reduction in the baseline PHQ-9 score, and remission was
defined as a PHQ-9 score of less than 5 at the posttreatment
assessment [47].

Secondary Outcome Measures

The Generalized Anxiety Disorder-7 Scale (GAD-7) isa4-point
scale measuring the severity of anxiety symptoms. It has
demonstrated satisfactory reliability and validity [48]. Its
Cronbach a was .90 in this study.

The Kessler 10-item Psychological Distress scale (K-10) was
used to evaluate nonspecific psychological distress over the
past 4 weeks [49]. It is rated on a 5-point scale, and a higher
score represents a higher distresslevel. Its Cronbach a was .92
in this study.

The General Self-Efficacy Scale (GSES), a 10-item scale with
good reliability and validity, was used to measure one’'s own
belief of whether he or she hasthe ability to complete acertain
behavior [50]. It israted on a 4-point scale, and a typical item
is as follows: “Thanks to my resourcefulness. | can handle
unforeseen situations” A higher total score indicates greater
self-confidence. Its Cronbach a was .92 in this study.

Participants’ attitudes toward depression were assessed using
the Depression Stigma Scale (DSS), which comprises 2
subscales: personal and perceived depression stigma[51]. The
personal depression stigma subscale measures the degree to
which participants personally agree with statements related to
depression (eg, “depression is a sign of persona weakness').
The perceived depression stigma subscale corresponds to the
personal depression stigma subscale, which measures
participants’ perceptions of most people’s views on depression
(eg, “most people believe that depression is a sign of personal
weakness’). Each item was answered on a 5-point Likert scale,
and a higher score represents stronger stigma. Its Cronbach o
was .85 in this study.

The Sheehan Disability Scale (SDS) is a well-validated
measurement and was used to assess social functional
impairment in patients with MDD [52]. It is a composite of
three 10-point scale response items that aim to assess the level
of participants impairment due to depressive symptoms with
regard to their work or school work, socia life or leisure
activities, and family life or family responsibilities. Its Cronbach
o was .90 in this study.

The Short Form 6-Dimension (SF-6D) was used to measure
HRQoL . It contains 6 questions corresponding to 6 dimensions
(physical function, rolelimitations, social function, pain, mental
health, and vitality), with 4 to 6 levels each, and produces a
health utility value that ranks health states on a scale of 0.00
(death) to 1.00 (full health) [53]. Its Cronbach a was .80 in this
study.
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Acceptability of and Satisfaction With thel CBT Program

The completion status of participants in the ICBT group was
used to describe the acceptability of the ICBT program. In
addition, those who finished al moduleswere asked to rate their
performance and feelings about the ICBT program, including
the number of modulesthey carefully completed, the perceived
benefit, their satisfaction, and whether they would recommend
the ICBT program to their family or friends with depressive
symptoms (see Multimedia Appendix 4 for the detailed
guestionnaire).

Statistical Analysis

Baseline characteristics were compared between 2 groups using
t tests for continuous variables and chi-square tests or Fisher
exact probabilities for categorical variables. A multiple linear
regression model was used for each outcome at posttreatment.
Each model took the outcome asthe dependent variable and the
grouping as the independent variable (the WLC group as
reference), and included age, gender, smoking, drinking,
antidepressant use, childhood maltreatment, household
dysfunction, recent adverse life events, mental health services
received during this study, and respective baseline outcome
measure Scores as covariates [54-57]. In addition, each outcome
measure score at posttreatment was compared between all ICBT
module completers and noncompl etersinthe ICBT group, using
covariance analysis, and the respective baseline outcome
measure scores were included as covariates. Response and
remission rates were cal culated based on depressive symptoms
and were compared between the ICBT and WL C groups using
chi-squaretests. A significancelevel (P value) of <.05 (2-tailed)
wasused for all analyses. All statistical analyseswere performed
using SPSS version 26.0 (IBM Corp).

Becauseclinical trialsinvolving ICBT interventionsfor patients
with depressive symptoms have been reported to have poor
adherence [29], the effect of ICBT estimated by an
intention-to-treat analysis may be underestimated [58,59]. We
aimed to evaluate the effect of actually completing the full
courseof an ICBT intervention. Therefore, thisstudy was mainly
based on per-protocol analysis. The per-protocol set (PPS)
included participants who finished all modules in the ICBT
group and who completed the posttreatment assessment in the
WLC group. To comply with the intention-to-treat principle,
this study contacted participants who did not complete all
modules in the ICBT group for posttreatment assessment, and
regarded the analysis based on the full analysis set (FAS) as
sensitivity analysis. The FAS included participants who
completed the posttreatment assessment in the 2 groups.

Results

Participant Characteristics

The study enrolled 84 patientswith MDD, and of these, 40 were
randomly assigned to the ICBT group and 44 were assigned to
the WLC group. Figure 1 provides details of participant
randomization and assessment. The baseline characteristics of
the participants are presented in Table 1. Most participantswere
female (62/84, 74%) and of Han nationality (80/84, 95%), and
the mean participant age was 30.82 (SD 8.14) years. Moreover,
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the majority had an undergraduate degree (60/84, 71%) and
were employed (63/84, 75%). Participants reported moderate
depressive symptoms, with a mean score of 12.87 (SD 5.48).
The mean scores of the GAD-7, K-10, GSES, persond
depression stigma subscale, perceived depression stigma
subscale, SDS, and SF-6D were 9.71 (SD 5.03), 28.64 (SD

Linetd

8.18), 19.95(SD 5.71), 22.43 (SD 6.00), 30.22 (SD 7.01), 12.99
(SD 7.01), and 0.67 (SD 0.12), respectively. There were no
differences between the ICBT and WLC groups in terms of
demographic and hedlth-related information, adverse
experiences, and outcome measures at baseline.

Figure 1. Flow of participants through randomization, assessment, and analysis. FAS: full analysis set; ICBT: internet-based cognitive behavioral

therapy; PPS: per-protocol set; WLC: waiting-list control.

Psychiatrists visited outpatients in the clinic

|

109 potential participants completed
the eligibility assessment

25 excluded:

® 14 refused to participate or could not be contacted
® 10 did not meet the inclusion criteria
® | met the exclusion criteria

A

84 eligible participants signed informed consent
and completed the baseline assessment

Randomization

| WLC (n=44)

ICBT (n=40)
, { '
| 1 could not be contacted | I 31 completed all modules l 4 discontinued ICBT due to
improvement of symptoms
2 discontinued ICBT due to busy work
3 could not be contacted
A, Y A 4

43 completed posttreatment
assessment

assessment

31 completed posttreatment

6 completed posttreatment
assessment

|

Included in the PPS and FAS |

Included in the PPS and FAS ‘

| Included in the FAS
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Table 1. Baseline characteristics of the participants.

Characteristic Total (N=84) ICBT2group (n=40)  WLCP group (n=44) P value®
Age (years), mean (SD) 30.82 (8.14) 31.48 (8.27) 30.23 (8.08) 49
Sex, n (%) 45
Male 22 (26) 12 (30) 10 (23)
Female 62 (74) 28 (70) 34(77)
Nationality, n (%) .68
Han nationality 80 (95) 39 (98) 41 (93)
Other nationality 4(5) 1(2 3(7)
Education status, n (%) A2
High school or below 11 (13) 8(20) 3(7)
Undergraduate 60 (71) 28 (70) 32(73)
Master’s degree or above 13 (16) 4(10) 9 (20)
Occupation, n (%) .20
Student 7(8) 1(2) 6 (14)
Employed 63 (75) 31 (78) 32(72)
Unemployed 14 (17) 8(20) 6 (14)
Marital status, n (%) 22
Never married 46 (55) 18 (45) 28 (64)
Married 34 (40) 19 (47) 15 (34)
Divorced/widowed 4(5) 3(8) 1(2)
Smoking, n (%) .30
Yes 30(36) 12 (30) 18 (41)
No 54 (64) 28 (70) 26 (59)
Drinking, n (%) 27
Yes 71(85) 32(80) 39 (89)
No 13 (15) 8(20) 5(11)
Anamnesisd, n (%) 92
Yes 32(39) 15 (38) 17 (39)
No 52 (62) 25 (62) 27 (61)
Antidepressant use, n (%) 71
Yes 48 (57) 22 (55) 26 (59)
No 36 (43) 18 (45) 18 (41)
Childhood maltreatment, n (%) .60
Yes 59 (70) 27 (68) 32(73)
No 25 (30) 13(32) 12 (27)
Household dysfunction, n (%) 45
Yes 66 (79) 30 (75) 36(82)
No 18 (21) 10 (25) 8(18)
Recent adverselife events, n (%) 24
0 7(8) 2(5) 5(11)
1-3 19 (23) 26 (65) 32(73)
24 58 (69) 12 (30) 7 (16)
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Characteristic Total (N=84) ICBT2group (n=40)  WLCP group (n=44) P value®
PHQ-9° score, mean (SD) 12.87 (5.48) 13.10 (5.96) 12.66 (5.07) 72
GAD-7' score, mean (SD) 9.71 (5.03) 9.85 (5.21) 9.59 (4.93) 82
K-109 score, mean (SD) 28.64(8.19) 27.70 (7.64) 29.50 (8.65) 32
GSES" score, mean (SD) 19.95 (5.71) 21.05 (5.33) 18.95 (5.92) .09
Personal depression stigma subscale score, mean 22.43 (6.00) 22.33(5.77) 22.52 (6.27) .89
(SD)

Perceived depression stigma subscale score, mean  30.22 (7.01) 30.03(7.12) 30.39 (6.99) .82
(SD)

SDS score, mean (SD) 12.99 (7.01) 13.28(7.80) 12.73 (6.29) 72
SF-6D score, mean (SD) 0.67 (0.12) 0.67 (0.13) 0.66 (0.11) 77

3 CBT: internet-based cognitive behavioral therapy.
BWLC: waiti ng-list control.

Baseline characteristics were compared between the 2 groups using t tests for continuous variables and chi-square tests or Fisher exact probabilities

for categorical variables.

dAnamnesis includes hypertension, diabetes, heart disease, stroke, thyroid disease, cancer, and infectious disease.

€PHQ-9: Patient Health Questionnaire-9.

fGAD-7: Generalized Anxiety Disorder-7 Scale.
9K-10: Kessler 10-item Psychological Distress scale.
NGSES: General Self-Efficacy Scale.

ISDS; Sheehan Disability Scale.

ISF-6D: Short Form 6-Dimension.

Primary Outcomes

Figure 2 illustrates changes in PHQ-9 scores over time. Table
2 presentsthe mean scores of outcome measures at posttreatment
and the results of the multiple linear regression. After adjusting
for confounding factors, the PHQ-9 scorewaslower inthe ICBT
group than in the WL C group at posttreatment assessment (PPS
analysis: 3=—4.827, 95% Cl -7.033 to —2.621; FAS analysis:
[3=-4.662, 95% Cl —6.738 to —2.587). However, there was no
statistically significant difference in the PHQ-9 score between

https://www.jmir.org/2023/1/e42786
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completers and noncompleters in the ICBT group at the
posttreatment assessment (F,=1.752; P=.19; see Table 3 for
further details). Furthermore, based on the PPS, we used
covariance analysisto compare the PHQ-9 score of participants
who had experienced a local COVID-19 outbresk and those
who had not in the 2 groups at the posttreatment assessment,
and found that there was no difference within the ICBT group
(F=0.295; P=.59) and the WLC group (F=0.099; P=.76; see
Multimedia Appendix 5 for further details).
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Figure2. Changesinthe PHQ-9 scoresover timeinthe (A) PPSand (B) FAS. FAS: full analysisset; ICBT: internet-based cognitive behavioral therapy;
PHQ-9: Patient Health Questionnaire-9; PPS: per-protocol set; WLC: waiting-list control.
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Table 2. Results of outcome measures at the posttreatment assessment.

Analysis set and outcome measure ICBT2group, mean (SD)  WLCP group, mean (SD) B, value (95% CI)° P value®

ppsd
PHQ-9° score 6.19 (5.68) 10.83 (5.80) -4.827 (-7.033t0 —2.621) <.001
GAD-7 score 5.32 (5.29) 7.77 (5.61) -2.784 (-4.897 to —0.670) 01
K-109 score 20.77 (11.83) 26.42 (9.33) -4.688 (-8.693 to —0.682) 02
GSES" score 24.19 (5.44) 20.30 (5.84) 3.262 (0.755 t0 5.770) 01
Personal depression stigmasubscale  22.10 (8.01) 23.21 (6.38) —-0.936 (—4.207 to 2.336) .57
score
Perceived depression stigma subscale  28.77 (9.26) 30.88 (7.39) -2.207 (-6.082 to 1.669) .26
score
SDS score 9.61 (7.46) 10.49 (7.56) -0.855 (-3.757 t0 2.046) 56
SF-6D! score 0.72 (0.10) 0.70 (0.12) 0.021 (-0.029 to 0.071) 41

FASK
PHQ-9 score 6.68 (5.55) 10.88 (5.80) -4.662 (-6.738 t0 —2.587) <.001
GAD-7 score 5.65 (5.54) 7.77 (5.61) -2.907 (-4.944 to -0.871) .006
K-10 score 21.35(11.52) 26.42 (9.33) -4.827 (-8.761 to —0.894) .02
GSES score 24.00 (5.36) 20.30(5.84) 2.889 (0.494 to 5.284) .02
Personal depression stigmasubscale  22.46 (7.61) 23.21 (6.38) —0.600 (—3.664 to 2.465) .70
score
Perceived depression stigma subscale  28.54 (9.03) 30.88 (7.39) -1.880 (-5.599 to 1.839) 32
score
SDS score 9.54 (7.33) 10.49 (7.56) -0.966 (-3.726 to 1.793) 49
SF-6D score 0.72 (0.11) 0.70 (0.12) 0.024 (-0.025 to 0.072) 33

3 CBT: internet-based cognitive behaviora therapy.
bwLC: waiti ng-list control.

°A multiple linear regression model was used for each outcome at posttreatment. Each mode! took the outcome as the dependent variable and the
grouping as the independent variable (WLC group as reference), and age, gender, smoking, drinking, antidepressant use, childhood maltreatment,
household dysfunction, recent adverse life events, mental health services received during this study, and respective baseline outcome measure scores
were included as covariates. The regression coefficient  of the grouping and its 95% CI were calculated, and P values of t tests for the regression
coefficient were obtained.

dpps: per-protocol set.

€PHQ-9: Patient Health Questionnaire-9.
fGAD-7: Generalized Anxiety Disorder-7 Scale.
9K-10: Kessler 10-item Psychological Distress scale.
NGSES: General Sdif-Efficacy Scale.
ISDS: Sheehan Disability Scale.
ISF-6D: Short Form 6-Dimension.
KFAS: full analysis set.
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Table 3. Adjusted outcome measure scores of all module completers and noncompleters in the internet-based cognitive behaviora therapy group at

the posttreatment assessment.

QOutcome measure Completers® (n=31), mean (SD)  Noncompleters® (n=6), mean (SD)  F test (df) P vaue
PHQ-9° score 6.24 (0.82) 8.94 (1.87) 1.752 (1) 19
GAD-7° score 5.46 (0.84) 6.64 (1.92) 0.315(1) 58
K-109 score 20.85 (1.94) 23.97 (4.41) 0.419 (1) 52
GSESE score 24.39 (0.91) 22.00 (2.10) 1.075(1) 31
Personal depression stigma subscale 21.99 (1.40) 2457 (3.14) 0.562 (1) 46
score

Perceived depression stigma subscale ~ 28.96 (1.72) 27.70 (4.00) 0.082 (1) .78
score

DS score 9.47 (1.13) 9.89 (2.57) 0.022 (1) 88
SF-6DY score 0.72(0.02) 0.70 (0.04) 0.290 (1) 59

3Adjusted mean score of each outcome measure at posttreatment assessment using covariance analysis with the respective baseline outcome measure

Scores as covariates.

bPHQ-Q: Patient Health Questionnaire-9.

CGAD-7: Generalized Anxiety Disorder-7 Scale.

9K -10: Kesdler 10-item Psychological Distress scale.
€GSES: General Self-Efficacy Scale.

fSDS: Sheehan Disability Scale.

9SF-6D: Short Form 6-Dimension.

Secondary Outcomes

According to the PPS analysis, participants in the ICBT group
had |ess anxiety symptoms, nonspecific psychological distress,
and greater general self-efficacy than those in the WL C group
(all P<.05; see Table 2 for further details). There were no
significant differences in the scores of the persona and
perceived depression stigmasubscales, SDS, or SF-6D between
the groups. The FAS analysis reported similar results. In
addition, Table 3 depicts the comparison between completers
and noncompleters in the ICBT group at posttreatment, using
covariance analysis. There were no significant differences in
secondary outcomes between completers and noncompl eters.
Moreover, there were no significant differences in the scores
of the GAD-7 or K-10 between participants who had
experienced the COVID-19 outbreak and those who had not

https://www.jmir.org/2023/1/e42786

within both the ICBT and WL C groups (Multimedia A ppendix
5).

Response and Remission of Depressive Symptoms

Table 4 shows the response and remission rates of the
participants’ depressive symptoms. The results of PPS analyses
showed that the ICBT group had aresponserate of 58% (18/31)
and aremission rate of 55% (17/31), while the WL C group had
aresponserate of 16% (7/43) and aremission rate of 9% (4/43).
The results of FAS analyses showed that the response and
remission rates of the ICBT group decreased dlightly (19/37,
51% and 17/37, 46%, respectively). The ICBT group
demonstrated a significantly greater response to treatment in
comparison to the WLC group, with significantly greater rates
of remission (all P<.05; see Table 4 for further details).
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Table 4. The response and remission rates of participants based on depressive symptoms.

Analysis set and outcome measure ICBT?group, % (n/N) wLcP group, % (n/N) x2 (df) P value
PPS®
Response rate’ 58 (18/31) 16 (7/43) 14.060 (1) <.001
Remission rate® 55 (17/31) 9 (4143) 18.377 (1) <.001
FAS
Response rate 51 (19/37) 16 (7/43) 11.151 (1) .001
Remission rate 46 (17/37) 9 (4/43) 13.794 (1) <.001

3 CBT: internet-based cognitive behavioral therapy.
BWLC: waiti ng-list control.
°PPS: per-protocol set.

dNumber of participants who had a 50% or more reduction in the baseline Patient Health Questionnaire-9 (PHQ-9) score at the posttreatment assessment

divided by the number of analyzed participants.

ENumber of participants who had a PHQ-9 score of lessthan 5 at the posttreatment assessment divided by the number of analyzed participants.

fEAS: full andlysis set.

Acceptability of and Satisfaction With the ICBT
Program

Among the 40 participants in the ICBT group, 31 (78%)
completed all modules, 1 (2%) completed 6 modules, 1 (2%)
completed 5 modules, 2 (5%) completed 3 modules, 2 (5%)
completed 2 modules, and 3 (8%) completed only 1 module
(thefirst module). Table 5 shows the results of questions about
performance and feelings about the ICBT program among

participants who completed all modules in the ICBT group.
Among the 31 participants who completed all modules, 24
(78%) reported that they had seriously completed half or more
of thetreatment modules, 13 (42%) perceived great or enormous
benefit from ICBT, 22 (71%) were satisfied or very satisfied
with the ICBT program, and 28 (90%) said that they would
recommend this ICBT program to their family or friends with
depressive symptoms.

Table 5. Results of questions about performance and feelings about the internet-based cognitive behavioral therapy program among participants who

completed all modules.

Item Modules seriously completed® (N=31), n (%) Perceived benefit? (N=31), n (%) Satisfaction® (N=31), n (%)
1 0(0) 0(0) 0(0)

2 7(22) 6(19) 0(0)

3 12 (39) 12 (39) 9(29)

4 8(26) 9(29) 15 (48)

5 4(13) 4(13) 7(23)

#The items were as follows: 1, aimost none; 2, fraction; 3, half; 4, majority; 5, al.

bThe items were as fol lows: 1, none at all; 2, alittle; 3, moderate; 4, great;

5, enormous.

“The items were asfollows: 1, very dissatisfied; 2, dissatisfied; 3, average; 4, satisfied; 5, very satisfied.

Discussion

Principal Findings

Thisstudy delivered a7-module ICBT intervention with general
support by nonspecialiststo patients with MDD, and compared
the findings to those in a WL C group (treatment as usual). The
intervention support in most ICBT studies was provided by
professional therapists (eg, individual therapist chat sessions
[60Q], regular supervision, and feedback via email [61]), which
limits the promotion of ICBT. Our study increased the
practicability of implementing ICBT by considering
nonspecialists as support personnel. Moreover, most previous
studies set a definite assessment time regardless of whether
participants completed the full ICBT course[17-19]. However,

https://www.jmir.org/2023/1/e42786
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our study aimed to evaluate the effect of ICBT on patientswith
MDD after completing all ICBT modules. Similar to thefinding
inother ICBT studiesinvolving patientswith MDD, the majority
of participants in this study were female. However, compared
with Australian studies [45,62], the participants in this study
were younger, more participants were undergraduates, more
participantswere unmarried, and more participantsweretaking
antidepressants. Theresults of thisstudy indicatethat individuals
in the ICBT group experienced a significant reduction in
depressive symptoms and higher remission ratesin comparison
toindividualsinthe WL C group at the posttreatment assessment.
Our results demonstrate that the efficacy of routine treatment
combined with ICBT for MDD was better than treatment as
usual. The results of FAS anayses (as sensitivity analyses)
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provided similar conclusions, which means that our results are
robust. Johansson et al [63] delivered an 8-week ICBT program
in aroutine psychiatric setting and concluded that ICBT appears
to be an effective treatment for depression when delivered as
an integral part of routine psychiatric care, which is consistent
with our study. Additionally, our resultsindicate that individuals
inthe ICBT group experienced a more significant reduction of
anxiety symptoms and nonspecific psychological distress than
individuals in the WLC group. Previous studies showed that
comorbidities of MDD and anxiety disorders were common,
and the condition of patients would worsen with anxiety
symptoms and psychological distress [64-66]. Therefore, it is
very important for patients with MDD to improve anxiety
symptoms and nonspecific psychological distress.

Notably, Shenzhen had a local outbreak of COVID-19, and
severd residential districts carried out strict lockdown measures
during thelater stages of our intervention. Some participantsin
thelCBT group expressed aggravation of depressive and anxiety
symptoms owing to the outbreak and enforced isolation, and
said that it was difficult to achieve self-regulation using CBT
skills (such as behavioral activation and problem solving).
Multiple studies reported that the COVID-19 pandemic had
caused the deterioration of mental health [67-69], and the highest
levels of depressive and anxiety symptoms occurredin the early
stages of lockdown [ 70]. Thus, we assumed that this might have
compromised the actual effect of ICBT in this study. However,
the analysis results showed that there was no difference in
depressive symptoms, anxiety symptoms, or nonspecific
psychological distress between participantswho had experienced
the outbreak of COVID-19 and those who had not, whether in
the ICBT group or WLC group. Thus, the local outbreak of
COVID-19 did not affect our research results.

Meanwhile, we found that some participantsinthe ICBT group
reported that they felt better, so they did not continue the
modules or delayed the intervention until their symptoms
worsened. Lundgren et a [20] speculated that incomplete
treatment might have a negative impact on the effectiveness of
ICBT, and that participants might improve moreif they complete
all modules. However, in our study, we compared all outcome
measures between ICBT completers and noncompleters, and
found no significant difference. The reason for this might be
that most noncompleters dropped out of ICBT because they
were feeling well and did not need ICBT to regulate their
emotions. During the period from baseline to postassessment,
the medication they received or the dissipation over time brought
the emotions and symptoms of the ICBT noncompl eters closer
to those of the completers.

General self-efficacy refers to an individual’s self-confidence
to deal with difficulties in daily life [71], and it affects the
selection of coping strategies under challenging demands asthe
cognitive determinant of behavior [72]. Ludman et al [73] found
that great self-efficacy was associated with self-management
behaviors and improvements in depressive symptoms. Strong
stigma affects patients correct understanding of their own
diseases and hel p-seeking attitudes, reducing the use of mental
health services [74,75]. We considered general self-efficacy
and depression stigmaas predictors of cognitive and behavioral
changes in patients with MDD. The short-term relief of
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depressive symptoms only representsthe treatment effect in the
acute stage, but the changes in cognition and behavior may
better influence the long-term prognosis of MDD. However,
prior studies paid less attention to the impact of ICBT on
self-efficacy and stigma. Our study included general
self-efficacy and depression stigma as outcomes, which enriched
the evaluation of the effect of ICBT in patientswith MDD. The
results indicated that our ICBT intervention could heighten
participants' general self-efficacy and might improve their
help-seeking attitudes and treatment compliance, which was
consistent with the results of the study by Topooco et a [60].
However, there was no significant difference in personal or
perceived depression stigma between the groups. The initial
goal of the| CBT development team wasto create an atmosphere
of social acceptance for patients with MDD by encouraging
them to seek help from family and friends, and providing
encouraging words during general support and course reminders,
thereby relieving their personal and perceived depression stigma.
However, the results of this study showed that the expected
effect was not achieved. The reduction of stigma may require
actual family involvement [76], more direct or indirect social
contact, and long-term follow-up strategies [77].

The ultimate goal of treatment for MDD is to promote the
recovery of patients’ socia function and improve their HRQoL
[14]. Our study results found no differencein social functional
impairment or HRQoL between the ICBT group and the WLC
group. Johansson et a [ 78] reported that nurse-delivered ICBT
could reduce depressive symptoms and improve HRQoL in
patients with cardiovascular disease. However, many separate
studies have reported that ICBT had no evident impact on social
functional impairment or HRQoL [20,61,79]. Generally, the
effect of ICBT is mainly reflected in immediate emotional,
cognitive, and behavioral changes. Yet, short-term
psychotherapy cannot improve the level of socia function or
alleviate the physiological functional impairment and physical
pain caused by MDD, so the improvement of social function
and HRQoL by ICBT may take longer to reflect [20,80].

Our intervention was classified as unguided ICBT because we
provided genera support, but not support related to the
therapeutic content. Notably, the adherence of ICBT in this
study (31/40, 78%) issimilar to the average adherence of guided
ICBT (76%) and much better than that of unguided ICBT (54%)
[29], and it has been reported that better adherenceis correlated
with a better treatment response [30]. Some participants said
that the treatment content without face-to-face guidance was
complicated and the homework was difficult, so they thought
that ICBT was not suitable for them and they did not perceive
great benefit from it. Additionally, some participants said that
owing to their busy work or study schedulesin daily life, they
felt stressregarding the weekly modules, and that the task-based
homework or videos increased their anxiety, so they delayed
the modules or dropped out of the study. On the contrary,
participants who felt that the modules were appropriate to their
situations were more motivated to complete the modules and
homework. Moreover, after receiving positive feedback on their
symptom self-assessment, they felt that they had benefited from
ICBT, sothey rated it relatively highly and said that they would
repeatedly complete the modules. Therefore, in future
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application and promotion, we should consider adding targeted
guidance and feedback from professionals for people who have
difficulty understanding the content of ICBT or those who are
under severe psychological stress.

Many patients with mental disorders do not receive adequate
treatment because of alack of trained mental health specialists.
It is necessary to apply treatments that are easy to implement
in order to address the significant public health burden of
depression. Nonspecialist health workers may therefore have
animportant rolein delivering mental health care, and this may
be a key strategy for closing the treatment gap [34]. Our
intervention was implemented and supported by nonspecialists
to achieve ahigher adherence of ICBT, and it offered scalability
through reduced reliance on mental health specialists.

On the other hand, most existing ICBT platforms are presented
intheform of web pages (Mood GY M [28], E-Couch [81], etc)
or computer programs (Beating The Blues [82], SPARX [83],
etc), and the convenience of implementing ICBT interventions
needsto be further improved. Behavioral inhibition and lack of
motivation aretwo of themain clinical manifestations of patients
with MDD. If the ICBT program is cumbersome to operate,
patients might develop a mentality of avoidance or rejection,
leading to treatment refusal or dropout. WeChat has become
one of the most widely used socia appsin China, and WeChat
mini-programs have a so becomethe mainintelligent apps used
by people in China. Compared with mobile apps, computer
programs, and web pages, WeChat mini-programs do not need
to be downloaded and installed, making them more convenient
to use. Our study chose to implement the ICBT intervention
using WeChat mini-programs as a platform, making the
implementation of ICBT more convenient. With this approach,
patients can participate in the ICBT intervention anytime and
anywhere through their mobile phones. Furthermore, programs
developed in Chinese may be more suitable for Chinese
language habits, making it easier to accept ICBT treatment
content. In this study, the majority of ICBT completersreported
that they perceived moderate to enormous benefits and felt
satisfied. Taken together, our ICBT program had great
acceptability and satisfaction, and the findings may inform the
implementation of other ICBT programsfor MDD that increase
access and adherence to treatment.
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Limitations

There are several limitations in this study. First, recruitment
was only conducted in 2 hospital sin Shenzhen, and the majority
of participants were women, were young individuals, and had
high levels of education, which might limit the generalizability
of the findings. On the one hand, the prevalence of MDD has
been reported to be higher among women [6]. On the other
hand, patients who werewomen and had high level s of education
weremorelikely to visit health care servicesfor treatment [84].
Our intervention and questionnaires were internet-based, so
younger patients were more likely to take part in this study.
Second, al outcomes were assessed using online self-report
measurements. Generally, self-report measures are more
conservative, and clinician-rated measures are more sensitive
to improvement following psychotherapy for depression [85].
This may have caused measurement bias in this study. Third,
our trial used a nonblind design owing to the nature of the
intervention, which might have exaggerated the benefits
generated by the intervention. Fourth, our study only involved
results of the posttreatment assessment, and we did not collect
and analyze follow-up data. Fifth, the recommended course of
CBT for acute treatment is usually 12 to 16 weeks [14].
However, the period of ICBT in this study was only 7 weeks,
which might be too short for patients with MDD to improve
their mental health. Future studies should expand the research
population, use a blind design, and explore the mid- and
long-term effects of ICBT. Future researchers could adapt the
content of ICBT interventions and extend the period of ICBT
to achieve long-term and more pronounced relief of depressive
symptoms while ensuring compliance.

Conclusions

ICBT with general support delivered in this study showed
greater short-term improvements in depressive symptoms,
anxiety symptoms, nonspecific psychological distress, and
general self-efficacy among select patients with MDD in
comparison with the findingsin waiting-list controls. It may be
more suitable for implementation among people familiar with
mobile phone and internet usage. Moreover, participants
reported acceptability and satisfaction with our ICBT program,
asevidenced by treatment adherence and participants’ feelings.
Taken together, our results support theimplementation of ICBT
as an effective and scalable treatment option that increases
accessto mental health services among eligible peopl e affected
by MDD.
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ICBT: internet-based cognitive behavioral therapy
K-10: Kessler 10-item Psychological Distress scale
MDD: major depressive disorder

MINI: Mini-International Neuropsychiatric Interview
PHQ-9: Patient Health Questionnaire-9

PPS: per-protocol set

RCT: randomized controlled trial

SDS: Sheehan Disability Scale

SF-6D: Short Form 6-Dimension

WLC: waiting-list control
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