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Abstract

Background: Cognitive behavioral therapy is known to improve the management of chronic pain. However, the components
of thistherapy are still being investigated and debated.

Objective:  This study aimed to examine the effectiveness of an integrated cognitive behaviora therapy program with new
components (attention-shift, memory work, video feedback, and image training) delivered via videoconferencing.

Methods: This study was unblinded and participants were recruited and assessed face-to-face in the outpatient department. We
conducted a randomized controlled trial for chronic pain to compare 16 weekly videoconference-based cognitive behavioral
therapy (VCBT) sessions provided by a therapist with treatment as usua (TAU). Thirty patients (age range, 22-75 years) with
chronic pain were randomly assigned to either vCBT (n=15) or TAU (n=15). Patients were evaluated at week 1 (baseline), week
8 (midintervention), and week 16 (postintervention). The primary outcome was the change in pain intensity, which was recorded
using the numerical rating scale at 16 weeks from the baseline. Secondary outcomes were pain severity and pain interference,
which were assessed using the Brief Pain Inventory. Additionally, we evaluated disability, pain catastrophizing cognition,
depression, anxiety, quality of life, and cost utility.

Results: In the digibility assessment, 30 patients were eventually randomized and enrolled; finally, 15 patients in the vCBT
and 14 patients in the TAU group were analyzed. Although no significant difference was found between the 2 groups in terms
of changes in pain intensity by the numerical rating scale scores at week 16 from baseline (P=.36), there was a significant
improvement in the comprehensive evaluation of pain by total score of Brief Pain Inventory (—1.43, 95% CI —2.49 to —0.37,
df=24; P=.01). Further, significant improvement was seen in pain interference by using the Brief Pain Inventory (—9.42, 95% ClI
—14.47 to —4.36, df=25; P=.001) and in disability by using the Pain Disability Assessment Scale (—1.95, 95% Cl —3.33 to —0.56,
df=24; P=.008) compared with TAU. As for the Medical Economic Evaluation, the incremental cost-effectiveness ratio for 1
year was estimated at 2.9 million yen (about US $25,000) per quality-adjusted life year gained.
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Conclusions: Thefindings of our study suggest that integrated cognitive behavioral therapy delivered by videoconferencing in
regular medical care may reduce pain interference but not pain intensity. Further, this treatment method may be cost-effective,
although this needs to be further verified using alarger sasmple size.

Trial Registration:

(J Med Internet Res 2021;23(11):€30690) doi: 10.2196/30690
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Introduction

Global reports indicate that chronic pain affects an estimated
20%-50% of people [1-4]. The COVID-19 pandemic has made
it more difficult for people with chronic pain to safely visit
hospitals. Chronic pain results in significant economic losses,
with studies suggesting that pain management imposes a
substantial burden on health care resources worldwide [5,6]. In
Japan, it has been reported that economic lossfrom theinability
to work due to pain is approximately 1.8 trillion yen per year
[7]. It is, therefore, necessary to establish an urgent treatment
system to benefit such patientsand, in turn, the nation. Although
multidisciplinary pain management isrecommended as effective
treatment for chronic pain, in clinical practice, psychosocial
approachesto chronic pain are generally considered alast resort,
thus delaying psychosocial intervention. Therefore, one can say
that psychosocia approachesto chronic pain are underdevel oped
or insufficient [8].

Cognitive behavioral therapy (CBT) isastructural intervention
that encourages the transformation of a patient’s cognition and
behavior and directly addresses major psychological problems
associated with chronic pain, such as repetitive ideation,
concerns, emotions, and behaviors. CBT is recognized and
recommended as an effective treatment for managing chronic
pain [9]. The latest review on the effect of CBT verified by
randomized controlled trials (RCTS) has added 41 new studies
to the existing 34 studies, thus creating a large pool of 75
verified RCTs. Comparisons of CBT with active controls
showed a dlight benefit in terms of pain intensity, disability,
and distress immediately after treatment [10]. It was aso
observed that there were small meritsin each of the 3 outcomes
as compared to no treatment. At follow-up, pain, disability,
distress, and other variables were maintained in comparison
with no treatment, but there is a lack of rigorous studies that
involve active controls [10]. In summary, there is evidence of
efficacy, athough the effect size of CBT for chronic pain is
small and insufficient.

The use of remote treatment across the internet has been
increasing and its effectiveness has been demonstrated for
various intractable diseases [11-14]. Internet-based CBT
conducted for chronic pain has been on the rise [15-18]. While
such remote treatment is known by several names such as
internet-delivered CBT, web-based CBT, and telemedicine,
these are dl strictly different interventions. Web-based CBT
andinternet-delivered CBT were used synonymously in astudy
in which patients performed CBT on their own as self-help
training or received regular therapist feedback that was not
face-to-face[19,20]. Moreover, many studiesinvolved treatment
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programs delivered viatheinternet or through smartphone apps,
with the aim of self-management by patients (no intervention
by the therapist) [21-23].

Only a few studies have examined the effectiveness of
videoconference-based CBT (vCBT), whichisface-to-face CBT
using a videoconference system and not a genera
internet-delivered CBT for chronic pain management [24-26].
The aim of this study was to verify the cost and clinical
effectiveness of anew integrated CBT program for chronic pain,
delivered through videoconferencing (vCBT), and to compare
with treatment as usua (TAU) for pain intensity, pain
interference, disability, pain-related catastrophizing cognition,
depression, anxiety, quality of life, and cost utility.

Methods

Study Design, Setting, and Participants

This study was designed as a prospective randomized unblinded
pilot trial comparing vCBT as the intervention group to TAU
as the control group at the academic outpatient clinic of the
Cognitive Behavioral Therapy Center at Chiba University
Hospital. Patients with intractable chronic pain, aged 18-75
years, were randomized and enrolled in one of the two groups.
The intervention period was 16 weeks for both groups. The
VCBT group received 1 weekly session of an integrated CBT
program in addition to regular medical care. The TAU group
continued outpatient consultation more than once for 8 weeks.
For primary and secondary outcomes, patients were evaluated
at week 1 (baseline), week 8 (midintervention), and week 16
(postintervention).

Although it is difficult to define intractable chronic pain, it is
considered “drug-resistant” because almost all patients with
acute pain receive pharmacotherapy. A review of evidence-based
clinical trial designs for chronic pain pharmacotherapy states
that “regulatory agencies such as the United States Food and
Drug Administration and European Medicines Agency require
studies of 12-weeks duration for chronic pain such as
neuropathic pain to demonstrate the durability of response”
[27]. Another review states that “some longer duration trials
have shown efficacy of the investigational medication early in
the course of treatment, only to lose statistical significance as
the placebo group catches up” [28]. Consequently, the
appropriate period of drug resistance cannot be determined,
although taking these previous studies into account, the
condition of drug resistance can be thought of as one in which
individuals with chronic pain do not show moderate to
remarkable improvement owing to poor tolerability, despite
receiving sufficient pharmacotherapy for at least 12 weeks.

JMed Internet Res 2021 | vol. 23 | iss. 11| €30690 | p. 2
(page number not for citation purposes)


http://dx.doi.org/10.2196/30690
http://www.w3.org/Style/XSL
http://www.renderx.com/

JOURNAL OF MEDICAL INTERNET RESEARCH

Ethics and Dissemination

This study was conducted with the approval of the Institutional
Review Board of the Chiba University Hospital (approval ID
G29049). In addition, the Clinical Research Ethics Review
Committee oversaw the proper implementation of the test at
least once ayear. Thetria registration number was University
Hospital Medical Information Network UMIN000031124. The
patientswilling to participatein this study wereinformed of the
study objectives and were asked for their consent to participate.
Each patient was informed that participation was voluntary and
full anonymity would be provided. Each patient was required
to provide written consent for participation.

Recruitment

We recruited participants through web-based and newspaper
advertisements from April 2018 to November 2019. Patient
recruitment was announced by the doctors at outpatient clinics
in the Department of Orthopedics and Pain Anesthesiology at
Chiba University Hospital and in all medical institutionsin the
Chiba prefecture as well. All recruitment materials referred
patients to our study website, which explained the study in
detail. All participantswho gavetheir permission to be enrolled
in the study were required to continue treatment with their
genera practitioners as TAU. Patients who were interested in
the study could inquire about the details via email. This mail
was also used as an application form to ask patients to record
their age, sex, condition of chronic pain, contact information,
and so forth.

Eligibility Procedurefor Participation and Diagnosis

Written informed consent was obtained face-to-face from al
patients after they were fully briefed on the procedure.
Following this, a screening eligibility assessment for inclusion
and exclusion criteria was performed. Participants were asked
to record their pain intensity rated by the Numerical Rating
Scale (NRS) daily for aweek. Inclusion criteriawere asfollows:
(2) fulfillment of the criteriaof somatic symptom disorder, with
predominant pain according to thefifth edition of the Diagnostic
and Statistical Manual of Mental Disorders (DSM-5), (2) age
ranging from 18 to 75 years to avoid the risks from cognitive
declineg, (3) not showing moderate to remarkable improvement
despite receiving sufficient pharmacotherapy for more than 8
weeks or due to poor tolerability, and (4) appropriate mental
and physical conditions to maintain therapy. In the case of
patients with depression or other anxiety conditions, they met
the criteriato take part in the study if their pain wasthe primary
impairment. The exclusion criteria were (1) comorbidity of
serious mental disorders such as neurocognitive disorder,
psychotic disorder, bipolar disorder, or substance-related
disorder based on the criteriain DSM-5; (2) major pain caused
by cancer; (3) if their pain did not interfere with their daily life
(PDAS: Pain Disahility Assessment Scale score of 9 or less);
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(4) mental retardation, neurocognitive disorders (dementia),
and autism spectrum disorder; and (5) litigation or compensation
concerning pain symptoms. In this study, patientswere required
to be able to use a videoconferencing system at home. In case
of patients who did not have an internet connection in their
houses, we rented tablet computers and mobile Wi-Fi devices
for them.

Randomization and Case Registration

Theé€ligible patientswere randomly assigned to either thevCBT
group or the TAU group using the minimization method used
in clinical trialsto ensure a balance in pain intensity score and
gender. Per the allocation adjustment factor, the pain intensity
score on NRS was allocated at 6.3 for each group [29]. The
randomization and assignment were done by the Clinical
Research Data Center, and the results were informed to the
researchers by fax.

Intervention

The intervention period was from May 2018 to April 2020. In
both groups, patients underwent 16 weeks of intervention and
answered questions regarding primary and secondary outcomes
at 1 week (baseline), 8 weeks (middle), and 16 weeks (post).
All patients continued the regular medical care that they would
normally receive astreatment. While participating in this study,
no patient was permitted to seek any new treatment other than
those that their primary care doctor ordered. In addition to
regular medical care, those alocated to thevCBT group received
weekly 50-minute sessions over 16 weeks of integrated CBT
program using real-time internet videoconferencing. If the
therapists or patients found it impossible to continue owing to
adverse events, a gap of maximum 30 days during the
intervention was permitted.

Videoconference-Based I ntegrated CBT Program

The CBT program that we adopted is an integrated CBT
program that is longer than conventiona interventions and
consists of several new sessions not used in traditional CBT
protocols. Our developed protocol with face-to-face CBT
sessions provided by the videoconference system (web-based
CBT) has been shown to improve catastrophic cognition,
disability, and mood [30]. Conventional CBT programs for
chronic pain often comprise 8-12 intervention sessions. In amost
all programs, psychoeducation for pain, case formulation for
understanding cognitive behaviora models of chronic pain,
relaxation exercises such as breathing, and cognitive
reconstruction, among others, were included [31]. Each of the
16 sessions lasted 50 minutes. We added 4 new sessions: tactile
attention-shift training (session 4), memory work based on
peak-end rule (session 10), sharpening behavioral imagetraining
(session 11), and video feedback (session 12) to the conventional
CBT program (shown in Table 1).
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Table 1. Integrated cognitive behavioral therapy program for chronic pain.
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Session Program Description

Session 1 Introduction Therapists explained the purpose of cognitive behavioral therapy and set short-,
medium-, and long-term treatment goals.

Session 2 Psychoeducation Patients studied ideas such as the mechanism of pain, gate-control theory, and ac-
ceptance of pain.

Session 3 Relaxation Patients practiced progressive muscle relaxation and abdominal breathing techniques.

Session 4 Tactile attention-shift training Patients practiced flexibly shifting their excessive attention to pain.

Session 5 Case formulation Patients learned their own cognitive behavioral models and vicious pain-causing
cycles.

Session 6 Safety behaviors For behavioral activation, patients understood avoiding action due to pain and
learned the demerits of continuing safety action such as avoidance, makeshift action.

Session 7 Cognitive restructuring 1 Patients’ thinking habits were examined and they learned how to change their irra-
tional thinking.

Session 8 Cognitive restructuring 2 Patients’ thinking habits were examined and they learned how to change their irra-
tional thinking.

Session 9 Activity pacing Patients spaced out activities to manage pain.

Session 10 Memory work using the peak end rule By reexamining their pain memory, patients|earned that it influences chronic pain.

Session 11 Mental practice Patients practiced imagining the movement of their body in pain and maintaining
hope.

Session 12 Visua feedback Patients performed mirror therapy as an alternative, recording own actions and
observing ideal movement.

Session 13 Behavioral experiments 1 Patients practiced step by step those actions that could not be performed because
of pain.

Session 14 Behavioral experiments 2 Patients practiced step by step those actions that could not be performed because
of pain.

Session 15 Summary We reviewed al the sessions and confirmed any remaining issues.

Session 16 Relapse prevention Patients learned to think about how to respond when the pain recurred.

Tactile attention-shift training (session 4): Patientswith chronic
pain tend to demonstrate “attention bias.” Excessive attention
causes patients’ paintoincrease. Patientsweretrained to flexibly
shift their attention. Furthermore, it has been found that pain
may be relieved by gentle strokes that promote the secretion of
oxytocin. Thisis referred to as the Science Touch method and
suggests relief from chronic pain [32]. Attention-shift training
takes place while being conscious of the sense of touch.

Memory work based on the peak-end rule (session 10): With
significant chronic pain, patientstend to consider their memory
of pain to be worse than the actual intensity of the pain. Thisis
because the memory of an intense pain experience is saved as
a traumatic memory [33]. The peak-end rule theory explains
that “unpleasant experiences like pain are memorized as the
average of the strength of the pain peak and the strength of the
end” [33]. Patients with chronic pain tend to retain the memory
of the peak of their pain experience, when the pain was too
intense, and they may not be able to remember theend or release
of their pain. Their peak (painful) memories are thus surpassed
by the end (good) memories. Therefore, in their pain memory,
the average degree of the pain and unpleasantnessiis high, and
it remains as an extreme memory where objectivity about the
pain condition is lost. This causes negative emotions such as
anxiety and depressive feelings, which can be a factor for
negative thoughts. This is considered catastrophic cognitionit
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is caused by pain but at the same time, it becomes the factor of
chronicity. This session seeks to reduce pain by recalling
memories of intense pain in detail and reconstructing them in
objective memory.

Sharpening behavioral image training (session 11): We were
inspired by sportstraining and poststroke rehabilitation [34,35]
to compose this session. Many patientswith chronic pain cannot
imagine that they can move the injured body part since they
have not moved it in along time. Therefore, this session hel ped
patients increase their daily movement using “image training”
until they could clearly imagine moving their painful body parts
themselves.

Video feedback (session 12): We developed thissessioninline
with the principles of mirror therapy, a treatment used for
phantom limb pain [36]. In thistherapy, when the patient moves
their healthy side, it is reflected in the mirror and the patient
visually recognizes the movement. As a result, the brain
interprets it as the amputated side that is moving and thus, the
pain is alleviated [37,38]. When there is no movement in the
painful area for a long time, it is considered to be a state in
which the sensory and motor contact with the brain is severely
disconnected. Thisisregarded as being similar to experiencing
phantom limb pain. Thus, we considered that if pain can be
alleviated by observing repeated norma movements in the
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mirror, observing norma movementsin videos should also have
similar effects.

System Safety

In this study, we adopted the | SO 27001-certified Cisco WebEXx
as the internet conference system. Countermeasures against
unauthorized access, information leakage, and othersweretaken,
and safety problems were cleared.

Table 2. Baseline characteristics of the patients.

Taguchi et al

M easures and Evaluation

Pretreatment Measures

After enrollment, we assessed the baseline characteristics of the
patient's sex, age, education, marital status, comorbidity,
employment status, age at onset of pain, duration of pain, and
treatment history before they entered the intervention period
(shown in Table 2). The following outcome measures were set
based on the Initiative on Methods, Measurement, and Pain
Assessment in Clinical Trials. Furthermore, “Assessment of
Chronic Pain” was recommended by the International Pain
Society [39].

Characteristics

Videoconference-based cognitive behavioral therapy (n=15)

Treatment as usual (n=14)

Age (years), mean (SD) 50.0 (14.3)
Females, n (%) 10 (67)
Education history (years), mean (SD) 13.6 (2.6)
Currently employed, n (%) 4 (26)
Family members living together, mean (SD) 2.0(2.1)
Chronic pain site, n (%)2
Lower back 8(53)
Back 6 (38)
Neck 4(27)
Arm 3(21)

Leg 7 (47)
Other 8(53)
Duration of disease (years), mean (SD) 11.0(12.6)

Mental status comorbidity, n (%) 6 (40)

43.9 (12.5)
9 (64)
134 (3.8)
5 (35)
1.8(1.0)

3(21)
3(21)
1()
4(27)

7 (50)
2(14)
7.6(5.8)
8(57)

8For chronic pain site, duplicate answers were possible.

Adverse Events

All adverse events were reported irrespective of their relevance
to theintervention of this study, and serious adverse eventswere
immediately reported to the institutional review board of the
Chiba University Hospital and registered with the hospital risk
management system as well. Moreover, an independent data
monitoring committee accurately verified the detailed records
of the clinical study’s progress, critical efficacy variables, and
safety data.

Primary Outcome Measures

The primary outcome was the change in the pain intensity from
baseline to week 16, as indicated by the NRS score. The NRS
is a self-rated questionnaire that measures pain intensity on a
scale of 0-10, where 0=nothing and 10=severe. Patients were
made to keep a daily pain diary. They recorded (1) maximum
pain throughout the day, (2) minimum pain, (3) usual pain, and
calculated the weekly averagefor pain on the day of the session
(each NRS score=sum total of 1-week NRS score/7). Numerical
values obtained by averaging thevaluesin (1), (2), and (3) were
taken as the main evaluation items comprising the composite
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value of NRS. The measurement has been shown to bereliable
and valid [40].

Secondary Outcome Measures

All secondary outcomeswere measured at 8 weeksand 16 weeks
from the baseline.

Pain intensity: The secondary outcome was change in pain
intensity (maximum, minimum, usual score) from baseline to
week 8 on the NRS.

Comprehensive pain score: Comprehensive pain was assessed
with the Japanese trand ation of the Brief Pain Inventory (BPI)
[41]. BPI is composed of 2 factors: pain severity and pain
interference. Pain severity means the pain intensity, but we use
the original term as used in the BPI. The scale has a high
reliability (coefficient apha greater than .80) and established
validity. Pain severity on the BPl comprises 4 items (worst,
least, average, and current). They are assessed as 0 (nothing) to
10 (severe), with higher scores representing worse pain. Pain
severity was calculated as the average of the 4 scores. Pain
interference of BPI isa 7-item measure designed to assess pain
interference by sleep, mood, social relations, and enjoyment of
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life. On an 11-point scale (O=does not interfere, 10=completely
interferes), patientsindicated how much pain had interfered “in
the past 24 hours’ with different functional aspects. This score
was the average of the 7 scores, and the total score was
calculated as a composite score.

Cognition related to pain: Catastrophizing one's perception of
pain was measured using the Pain Catastrophizing Scale (PCS).
This scale has been shown to have high internal consistency
(Cronbach a range .67-.87) [42]. The PCS comprises 13 items
that eval uate the degree of catastrophizing cognition about pain.
The responses are recorded on a 5-point Likert scale, where
O=not at all to 4=all thetime. Thetotal PCS scoresranged from
0to 52, and the clinical cutoff value for the score was over 30
[42,43].

Disability: The degree of life disability due to pain was
measured using PDAS. It iscomposed of 3 factorsand supported
by a high level of interna consistency (Cronbach a range
.87-.95). It consists of 20 itemson a4-point Likert scaleandis
evaluated from 0 to 60 points, with a higher score indicating a
higher degree of daily disability [44]. The clinical cutoff for
PDASIs 10 points.

Depression and anxiety: Depressive symptoms were assessed
with Beck’s Depression Inventory Il and Patient Health
Questionnaire-9 items (PHQ-9). BDI-II has an internal
consistency of approximately .90, and the test-retest reliability
ranges from .73 to .96. It consists of 21 items with 4 response
statements designed to assess the severity of current symptoms
of depressive disorders. The total scores on the measure range
from 0 to 63. Scores below 10 are regarded as reflecting
“minimal or no” depression, whereas score ranges of 10-18,
19-29, and 30-63 reflect “mild to moderate,” “moderate to
severe,” and “severe” depression, respectively [45,46]. PHQ-9
has diagnostic validity (for the diagnosis of any one or more
PHQ disorders, k=0.65; overall accuracy, 85%; sensitivity,
75%; specificity, 90%). It consists of 9 items scored on a4-point
Likert scale (O=not at all, 1=on several days, 2=half or more of
days, and 3=almost daily). The minimum score is O and the
maximum score is 27 (0-4, 5-9, 10-14, 15-19, and 20-27,
indicating no, mild, moderate, moderate to severe, and severe
symptoms, respectively) [47]. The PHQ cutoff score for
clinically significant depressive symptoms is 10. Anxiety was
measured on the Generalized Anxiety Disorder (GAD-7) scale,
which has been shown to have reliability, criterion, construct,
factorial, and procedural validity. Cutoff points that optimized
sensitivity (89%) and specificity (82%) were identified. The
scale has 7 itemsthat assess the severity of GAD in the previous
2 weeks on a4-point Likert scale (O=not at al, 1=one episode,
2=on half or more days, and 3=almost daily). The minimum
score is 0 and the maximum score is 21 (0-4, 5-9, 10-14, and
15-21 indicating no, mild, moderate, and severe symptoms,
respectively). The cutoff score for clinically significant
symptoms of anxiety is 10 [48].

Hedlth-related quality of life: European quality of life
5-dimensions 5-level (EQ-5D-5L) is a widely applied, valid,
and reliable measure of quality of life. Itsreliability was shown

by Cronbach alpha (.70) [49]. EQ-5D-5L consists of 5 items
related to mobility, self-care, common activities,
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pain/discomfort, and anxiety/depression. Patients answer each
item on a scale of 1 to 5 (good to severe), and based on the
score, the utility value, O to 1 (death to in good health), is
calculated from the conversion device, which isused for medical
economic evaluation [50,51].

Medical Economic Evaluation

All enrolled patients were asked to collect and submit receipts
of their medical and drug expenses for chronic pain during this
study (for 4 months). The incremental cost-effectiveness ratio
(ICER) for the comparators vCBT versus TAU was estimated
based on prepost evaluation (from baseline to 16 weeks),
differences in medical costs, and effects of the condition. To
estimate the cost utility of theintervention, quality-adjusted life
years (QALY s) were cal culated using the utility score of EQ-5D.
To calculate the ICER, QALY vaues were calculated by
multiplying onelife year by the quality of life score. Quality of
life scores were measured using the EQ-5D. We could not use
quality of life scores 1 year (52 weeks) after the start of the
intervention since the follow-up study had not been done.
Therefore, we assumed that quality of life scores at week 16
could return to baseline at 1 year (week 52) as the minimum
effect case. Conversely, we assumed that quality of life scores
at week 16 could be the same as baseline at 1 year (week 52)
as the maximum effect case.

Sample Size

In this study, we assumed that the difference in the amount of
changein the NRSwas 1.67 and the standard deviation was 1.8
and set the detection power to 80% and bilateral significance
level to 5% in the two-sided t test. As a result, the required
number of subjects per group was estimated to be almost 20.
In the main analysis, analysis of covariance (ANCOVA) with
the allocation factor asthe covariate was used, and the detection
power was cal culated to be 82%. Asthis study is a pilot study,
the number of cases was determined based on its feasibility.

Data Management

All data were properly managed by the submitting the case
report form to the Clinical Research Data Center. In this center,
researchers entered all the data using an access-log-restricted
data system, which could be verified, and they created data sets.
Independent data monitoring committees were regularly held
and they performed risk-based monitoring. After theintervention
was finished, the responsible doctors confirmed their data sets
and locked the data. Then the locked data were transferred to
the Pharmaceutical Statistics Office of the Department of
Clinical Trials, Chiba University Hospital.

Statistical Analysis

Statistical analysisand reporting of thistrial were conducted in
accordance with the Consolidated Standards of Reporting Trials
guidelines. Basdline variableswere compared using Fisher exact
test for categorical outcomes and an unpaired two-tailed t test
for continuous variables. The significance level was set at .05.
For the primary analysis of comparing treatment effects, the
means of the least squares and their 95% Cls were estimated
by ANCOVA with the change in the NRS composite score at
week 16. This ANCOVA model took into account the variation
caused by treatment effects, and gender and baseline NRS scores
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(=6.3 and <6.3) were entered as covariates. As a sensitivity
analysis, we showed the transition over time of the NRS scores
of each group, confirmed the time course measurement data
using the linear mixed effect model, and confirmed that it was
not significantly different from the covariance analysis result.
All comparisonswere planned, and all P valueswere two-sided.
P values <.05 were considered dtatistically significant. No
special complementary processing by statistical methods was
performed for the missing values. However, if necessary,
complementary analysisusing Mixed Model Repeated Measure
was carried out for exploratory analysis. Thisanalysis plan was
created before the trial was started, and the protocol was

Taguchi et al

approved. All statistical analyses were performed using SAS
V.9.4. (SAS Ingtitute, Cary).

Results

Participants

Figure 1 depicts the participant enrollment for this study. The
recruitment process resulted in atotal of 38 participants. Three
participants were excluded owing to dementia (n=1), autism
spectrum disorder (n=1), suspected intellectua disability (n=1),
and 5 declined to participate. In the eligibility assessment, 30
patients were eventually enrolled and randomized.

Figure 1. Flowchart of participant selection in the trial. ASD: autism spectrum disorder; 1D: intellectual disability.

I Leaflets, web application, and newspaper advertisements ]

v

| Assessedfor eligibility (N=38) |

Excluded (n=8)
= Not meeting inclusion criteria
owing to dementia (n=1)

> owing to ASD (n=1)
owing to ID (n=1)
* Declined to participate (n=5)
A4

| Randomized (n=30) |

v

I Allocation |

v

Allocated to videoconference-based cognitive
behavioral therapy (n=15)

+ Received allocated intervention (n=15)

* Did not receive allocated intervention (n=0)

Allocated to Treatment as Usual (n=15)
- Received allocated intervention (n=14)

+ Did not receive allocated intervention owing to
lost contact (n=1)

[ Analysis |

Analyzed (n=15)
+ Excluded from analysis (n=0)

Analyzed (n=14)
* Excluded from analysis (n=0)

Patients’ Demogr aphic and Clinical Characteristics

A total of 93% of the patients (14/15) completed all 16 sessions
of the vCBT program and participated in the intervention
throughout its duration; 2 patients missed 1 session each dueto
adverse events (see below). No patientsin thevCBT group were
excluded from the analysis. One patient in the TAU group did
not report receiving regular medical treatment at week 8 and
was excluded fromtheanalysis. Finaly, 15 patientsinthevCBT
and 14 patients in the TAU group were analyzed.

Adverse Events

In this study, 4 adverse events were reported by 4 different
patients in the vCBT group. The first patient was hospitalized
owing to worsening Behcet disease and declined to participate
in the study for the fourth session. The second patient had
sudden difficulty in opening his eyes due to medicaly
unexplained eyelid pain and declined to participatein the study

https://www.jmir.org/2021/11/e30690
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for the fifth session. The third patient had common cold. The
fourth patient had temporomandibular joint disorders.

Table 2 showsthe demographic data of the patients. Therewere
no significant differences between vCBT and TAU in age,
gender, length of education, employment status, and number of
families living together (P=.24, P>.99, P=.73, P=.70, P=.73;
respectively). Duration of illness in vCBT (mean 11.03 [SD
12.64] years) was significantly longer than that in TAU (mean
7.56 [SD 5.84] years). In both groups, more than 65% (19/29)
of the patients were women. All patients in the vCBT group
had an education period of 12 years or more (high school
graduation or above), and TAU group had also 12 years or more
except for one patient (9 years). There was no significant
difference between the two groups. At baseline, nearly 70%
(20/29) of patients were not working (vCBT 11/15, 55% vs
TAU 9/14, 45%). Patients were living with at least one family,
and only 1 patient receiving VCBT lived aone. The most
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reported site of chronic pain waslower back pain. Many patients
had orthopedic pain, while others had oral pain such astongue
pain, toothache, and general pain such as rheumatism and
fibromyalgia.

Primary Outcomes

Table 3 shows the adjusted mean reductions of NRS in vCBT
and TAU at 16 weeks (primary outcome) and at 8 weeks

Taguchi et al

(secondary outcome) from the baseline. No significant difference
was found between the 2 groups in terms of changes in
composite NRS scores at week 16 from baseline (P=.36). Table
4 shows the raw data on the means and standard deviations of
NRS scoresin vCBT and TAU at 16 weeks and 8 weeks.

Table 3. Results of the efficacy on pain intensity in videoconference-based cognitive behavioral therapy versus treatment as usual.

Variable At 8 weeks At 16 weeks
Estimated SE Pvalue 95%Cl Estimated SE Pvalue 95%CI
amount of change amount of change
Numerical rating scale (composite) —0.28 0.49 .57 -1.29t00.72 -0.46 0.49 .36 -1.47t0 0.55
Numerical rating scale (max) -0.13 0.54 .82 -1.24t0 0.99 -0.08 0.55 .88 -1.21t01.05
Numerical rating scale (min) -0.29 0.54 .60 -1.41t00.83 -1.04 0.55 .07 —2.17t0 0.09
Numerical rating scale (usual) -0.43 0.60 A7 -1.66t00.79 -0.04 0.60 .94 -1.27t01.18
Table4. Changein numerical rating scale scores at the first, eighth, and sixteenth week.
Variable At 1 week At 8 weeks At 16 weeks
VCBT? TAUP VCBT TAU VCBT TAU
n Mean (SD) n Mean (SD) n Mean (SD) n Mean (SD) n Mean (SD) n Mean (SD)
NRSS (composite) 15 567(1.62) 14 501(1.37) 13 542(1.99) 14 492(1.27) 13 508(233) 14  4.76(179)
NRS (max) 15  7.30(142) 14  740(140) 13  7.08(149) 14  7.18(L77) 13 642(218 13  6.38(2.11)
NRS (min) 15  433(204) 14 301(L71) 13 422(219) 14 320(144) 13  374(243) 13  3.52(1.95)
NRS (usual) 15 540(L77) 14  445(145) 13 500(258) 14  441(107) 13 537(220) 14  4.39(185)

8/CBT: videoconference-based cognitive behavioral therapy.
PTAU: treatment as usual.
°NRS: numerical rating scale.

Secondary Outcomes

Tables 5 and 6 show the results of efficacy on the secondary
outcomes. P values|esser than .05 were considered statistically
significant. No significant difference was found between the 2
groups regarding changes in maximum, minimum, and usual
NRS scores at week 16 from the baseline. In addition, therewas
no significant difference in the changes in all NRS scores at
week 8 from baseline.

Comprehensive pain score: The adjusted mean reduction of the
total BPI score in vCBT was significantly larger than that of
TAU at 16 weeks (—1.43, 95% Cl —2.49t0—-0.37, df=24; P=.01).
Therewas no significant difference between the 2 groupsin the
adjusted mean reduction of BPI pain severity at 16 weeks. The
adjusted mean reduction of BPI pain interferencein vCBT was
significantly larger than that of TAU at 16 weeks (—1.95, 95%
Cl =3.33 to —0.56, df=24; P=.008). There was no significant
difference between the 2 groupsin the adjusted mean reduction
of BPI total score, pain severity, and pain interference at 8
weeks.

https://www.jmir.org/2021/11/e30690

Disability: The adjusted mean reduction of the PDAS score in
VCBT was significantly larger than that of TAU at 16 weeks
(-9.42, 95% CI —14.47 to —4.36, df=25; P=.001). Therewas no
significant difference between the 2 groupsin the adjusted mean
reduction of PDAS at 8 weeks.

Catastrophizing cognition: The adjusted mean reduction of the
PCS score in vCBT was larger than that of TAU at 16 weeks,
although the difference was not statistically significant (—6.25,
95% ClI —12.89t0 0.38, df=25; P=.07). There was no significant
difference between the 2 groupsin the adjusted mean reduction
of PCS at 8 weeks.

Depression and anxiety: There was no significant difference
between the 2 groupsin the adjusted mean reduction of BDI-II,
PHQ-9, and GAD-7 at 16 weeks and 8 weeks, respectively.

Health-related quality of life: The adjusted mean change of the
EQ-5D-5L index score in vCBT was larger than that of TAU
at 16 weeks, athough the difference was not statistically
significant (0.09, 95% Cl —12.89 to 0.38; P=.06). There was
also no significant difference between the 2 groups in the
adjusted mean change of the EQ-5D-5L index score at 8 weeks.

JMed Internet Res 2021 | vol. 23 | iss. 11| e30690 | p. 8
(page number not for citation purposes)


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

JOURNAL OF MEDICAL INTERNET RESEARCH Taguchi et al

Table 5. Results of the efficacy on secondary outcomes in videoconference-based cognitive behavioral therapy versus treatment as usual.

Outcome At 8 weeks At 16 weeks

Estimate SE Pvalue 95%Cl Estimate SE Pvalue 95% CI
BPI-P (total) -052 051 33 -157t00.54 -1.43 051 01 -2.49t0-0.37
BPI-J (pain severity) 0.19 0.46 .68 -0.76t0 1.14 -0.38 0.46 42 -1.33t0 0.57
Pain worst -0.25 0.56 .66 -1.41t00.91 -1.19 0.56 .05 —2.35t0-0.03
Pain least 115 0.55 .05 0.02t0 2.27 0.32 0.55 .56 -0.80t01.45
Pain average 0.21 0.55 .70 -0.92t01.35 -0.41 0.55 A7 -1.55t00.73
Pain current -0.20 0.69 a7 -161to1.21 -0.11 0.69 .87 -1.52t01.30
BPI-J (pain interference) -0.88 0.67 .20 —2.26t00.51 -1.95 0.67 .01 -3.33t0-0.56
PDASP —2.71 245 .28 —7.77t02.34 —9.42 245 <.001 —14.47 to 4.36
pPCSt —4.20 3.22 .20 -10.84t0 2.44 —6.25 3.22 .06 -12.8910 0.38
BDI-Nd 2.33 2.63 38 -3.08107.74 -2.01 2.63 45 ~7.42103.39
PHQ-9° -0.59 1.47 .69 -3.62t02.44 -2.15 147 .16 -5.18t00.89
GAD-7' 0.87 14 54 -2.02t03.75 -1.28 14 37 —4.16 10 1.61
EQ-5D-5L.9 -0.03 0.04 57 -0.11t00.06 0.09 0.04 05 0.00t00.18

3BPI-J: Brief Pain Inventory-Japanese translation.

bPDAS: Pain Disability Assessment Scale.

°PCS: Pain Catastrophizing Scale.

9BDI-II: Beck's Depression Inventory 11.

®PHQ-9: Patient Health Questionnaire-9 items.

'GAD-7: Generalized Anxiety Disorder Scale-7 items.
9EQ-5D-5L : European quality of life 5-dimensions 5-level.
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Table 6. Change in the secondary outcomes in the first, eighth, and sixteenth week.

Variable Preintervention (1st week) Midintervention (8th week) Postintervention (16th week)
VCBT? TAUP vCBT TAU vCBT TAU
n Mean (SD) n Mean (SD) n Mean (SD) n Mean (SD) n Mean(SD) n Mean (SD)
BPI-F (total) 14 542(1.74) 14 532(L27) 13 489(171) 14 524(133) 13 398(1.83) 14 530(1.63)
BPI-J(painseverity) 15 5.75(1.35) 14 543(170) 13 571(L71) 14 527(1.02) 13 4.92(184) 14 5.05(1.36)
Pain worst 15 807(1.22 14 814(1L56) 13 7.54(1.05 14 7.79(142 13 6.38(1.80) 14 7.57(1.83)
Pain least 15 360(1.64) 14 271(261) 13 415(234) 14 243(134) 13 3.62(202) 14 2.71(1.49
Pain average 15 567(1.45) 14 557(1.83) 13 538(194) 14 507(L21) 13 469(1.97) 14 5.00(162)
Pain current 15 567(202) 14 529(216) 13 577(231) 14 579(L67) 13 500(227) 14 4.93(2.02)
BPI-J(paininterfer- 14 5.18(2.35) 14 527(147) 13 442(219) 14 522(1.83) 13 3.44(205 14 5.44(1.97)
ence)
PDASY 15 3047 14 27.14(929) 13 24.00(855) 14 2393(865) 13 19.15 14 2579
(10.35) (10.04) (12.24)
pPCSsE 15 28.87 14 3450(6.26) 13 24.15 14 3271(8.00) 13 21.38 14 32.00
(10.39) (10.27) (10.59) (10.78)
PHQ-9' 15 11.13(564) 14 11.29(6.22) 13 977(495 14 1036(517) 13 800(5.15) 14 10.14 (5.80)
GAD-79 15 613(496) 14 871(478) 13 6.69(435 14 721(425) 13 4.69(364) 14 7.36(5.17)
BDI-II" 15 1867(7.66) 14 1964(8.87) 13 17.38 14 16.64 13 1354(832) 14 17.14
(10.74) (10.63) (10.31)
EQ-5D-5L 15 054(0.17) 14 055(0.11) 13 057(0.24) 14 061(0.09) 13 060(022) 14 052(0.17)

8/CBT: videoconference-based cognitive behavioral therapy.
PTAU: treatment as usual.

°BPI-J: Brief Pain Inventory-Japanese translation.

9PDAS: Pain Disability Assessment Scale.

®PCS: Pain Catastrophizing Scale.

fPHQ-9: Patient Health Questionnaire-9 items.

9GAD-7: Generalized Anxiety Disorder Scale-7 items.
PBDI-II: Beck's Depression Inventory I1.

'EQ-5D-5L.: European quality of life 5-dimensions 5-level.

M edical Economic Evaluation

Complete datafor the direct medical economic evaluation were
availablefor 12 (80%) patientsinthe vCBT group and 12 (80%)
patients in the TAU group with their informed consent. The
data consisted of medical expenses covered by public health
care insurance, prescription drug prices, and uncovered health
care expenses for chronic pain during the intervention period
(16 weeks or 4 months). The mean total cost per person for 4
months was 145,846 yen (1 USD=114.05 yen) in vCBT and
169,312 yen in the TAU group, thereby showing no significant
difference between the 2 groups (P=.73) (Table 7). To calculate
the ICER, we extracted incremental effects from EQ-5D and
incremental costs from collected receipts of medical and drug
expenses. The incremental effect of vCBT on TAU was
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determined to be 0.033 to 0.064 QALY for 1 year. We adopted
0.033 QALY as the incremental effect as the best case.
Regarding the incremental cost, the total cost of 16 sessions of
the vCBT program was 96,000 yen per person with 6000 yen
per session. Therefore, we adopted 96,000 yen as the
incremental cost for vCBT compared with TAU. A cost-benefit
analysis based on the data showed that the ICER was almost
2.9 million (yen/QALY =96,000 yen divided by 0.033 QALY).
Previous research that used willingnessto pay (WTP) to obtain
the criterion of the ICER showed that 5.0 million yen (US
$48,158) per QALY gained is considered an acceptable
threshold in Japan [52]. Therefore, it was suggested that vCBT
ismore cost-effective than TAU, even though it wasaminimum
effect case, astheimprovement in quality of life returned to the
baselinein 1 year (shown in Figure 2).
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Table 7. Comparison of costs (in yen) for treatment of chronic pain.2

Costs 1st month 2nd month 3rd month 4th month Total amount P value
Insurance medical treatment for chronic pain (100% burden), mean (SD) .69
TAUP (n=12) 16,057 (16,232) 15,898(16,711) 10,681(14,060) 18,014 (23,755) 60,650 (64,292)
VCBT® (n=12) 9309 (8754) 19,182(24,923) 28,728(42,755) 17,153(33,133) 74,372 (98,889)
Outpatient prescription amount for chronic pain, mean (SD) .99
TAU (n=12) 13503(14,082) 16,373(17,924) 12,163(11,756) 19,517 (23,939) 61,556 (58,758)
VvCBT (n=12) 23,129(28,480) 8149(10,933)  15,578(15,318) 15,078(14,047) 61,933 (59,961)
Private insurance amount for chronic pain, mean (SD) .35
TAU (n=12) 9637 (23,676)  12,049(29,535) 11,710(32,480) 13,710(41,539) 47,106 (132,486)
VCBT (n=12) 1817 (4051)  2233(6249)  3811(8236)  1680(3723) 9541 (21,859)
Total cost for chronic pain, mean (SD) .73
TAU (n=12) 30,197 (39,425) 44,319(46,594) 34,554 (50,316) 51,241 (63,891) 169,312 (195,072)
VvCBT (n=12) 34,255(29,983) 29,564 (23,755) 48,116(45,076) 33,910(35,109) 145,846 (123,008)

81 USD=114.05 yen.
BTAU: treatment as usual.
SVCBT: videoconference-based cognitive behavioral therapy.

Figure2. Differencein quality-adjusted life year between both groupsat 1 week, 8 weeks, and 16 weeks, and prediction of differencein quality-adjusted
life year after 1 year. QALY: quality-adjusted life year; TAU: treatment as usual; vCBT: videoconference-based cognitive behavioral therapy.
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: : performed a cost-effectiveness analysis of the CBT program by
Discussion using | CER. Although composite pain intensity by the NRSdid
To our knowledge, this study is the first RCT to evaluate the NOt change, VCBT significantly improved the total BPI score,
effectiveness of VCBT for chronic pain. In addition, we €SPecialy pain interference and disability in daly life.
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Furthermore, in the medical economic evaluation, although our
results showed no statistically significant difference, it hasbeen
suggested that VCBT may be more cost-effective than TAU for
various reasons that we discuss in the following sections.

Thelatest systematic review of 75 RCTsabout the effectiveness
of face-to-face CBT has shown that CBT versus TAU at the
treatment end for pain, disability, and distress showed a small
effect size, and versus active treatment showed few effects
(n=9401) [9]. In generdl, internet-based CBT is delivered
through a computer application for administering
self-management programs without a therapist. According to a
systematic review of internet-based CBT for depression, anxiety
disorder, and other functional disorders, including chronic pain,
the CBT for chronic pain showed small to medium effect size
from 10 RCT studies with low levels of evidence. Conversely,
internet-based CBT for depression, social anxiety disorder, and
panic disorder was classified as established, that is, they met
the highest level of evidence criteria[11]. A systematic review
of internet-based CBT for lower back pain reported high
effectiveness for pain intensity and disability in 9 RCT studies
(n=1796) [53]. Although there are severa studies on
internet-based CBT, there are only afew RCTs on vCBT, and
almost all of them focus on self-care by patients. Only a pilot
study of hematopoietic stem cell transplantation has reported
on the feasibility and improved self-efficacy of vCBT [26].

As reported by multiple internet-based CBT studies, use of
self-care programs or apps, treatments in which specialists check
progress every other week, or telephone sessions have been
demonstrated to be effective. Such internet-based CBT does
not require multiple therapists, and interventions can be
conducted for many patients concurrently. However, there is
insufficient evidence for the effectiveness of the treatment.
Chronic pain is unique to each individual and therefore, there
is aneed to consider stepped care for chronic pain, which isa
system of delivering an evidence-based staged approach and
provides treatment that matches individual needs and status.
Ideally, itisdesirablefor patientsto receive internet-based CBT
in the early stage as first aid, such as through a self-care
smartphone app. Moreover, patients who do not respond well
to first aid should receive vCBT as the second aid.

VCBT isintended for the treatment of higher levels of chronic
pain. We need to examine treatments for several levels of pain
for treating complex and intractable chronic pain. Thiswasthe
firss RCT on vCBT showing significant improvement in
interference (distress) and disability. Our primary outcome, pain
intensity as measured using NRS, was not significantly different;
however, we adopted the BPI total score as a comprehensive
pain score, which showed significant results. Thereason for the
NRS result could be that TAU also improved pain intensity.
According to the BPI total score, pain interference appeared to
greatly improve, while pain severity only showed a dlight
change, which comprehensively improved the total score. We
hypothesized that patients who received CBT increased their
previously avoided daily movement by doing the CBT-related
homework and confronting their pain, thus maintaining their
pain intensity. Conversely, it was possible for patients with
TAU to avoid several behaviors owing to pain; as aresult, their
pain interference score worsened gradually. Considering this
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devel opment, acomposite score such asaBPI total score should
be adopted for ng the effectiveness of treatment for
chronic pain. A recent consensus recommended the use of
comprehensive indicators such as a BPI [54]. In particular, the
composite score of BPI istheright choice because it comprises
2 domains, pain severity and interference due to pain, which
are measured asoutcomesin all chronic pain clinical trials. Few
studies have set the BPI total score as primary [23] and there
might be aneed to set acomprehensive scale, instead of asingle
rating scale, as the primary outcome in future research.

We expected improvement of cognition-related pain-related
catastrophic thoughts, anxiety, and depressive symptoms,
because a previous review had shown small-to-moderate effect
size of catastrophic thinking and mood [9]. Moreover, one of
the new additional onsof our protocol focused on emotions
related to pain (session 10). Contrary to expectations, there was
no significant difference between PCS and mood. However, if
the sample sizeisalittle large, it may show a positive result as
the PCS score of vCBT improves compared to TAU (shown in
Table 6). Considering the previous review, it is not easy to
improve mood by CBT for chronic pain [55]. Our new protocol
also did not treat their anxiety and depression.

We thus added a new session to address emotions such as
anxiety and depression. However, in this session, many patients
could not recognize the emotions related to pain. They thought
of their pain and emotions as separate and did not acknowledge
emotions that accompanied the pain memory or emotions that
accompanied the moment pain was felt. An RCT found that
emotion-focused exposure intervention (10-15 sessions)
compared to normal CBT for chronic pain is effective for
catastrophic cognition and depression, in addition to other
outcomes[56]. Theresearch concluded that the emotion-focused
approach is an effective option. We had a single
emotion-focused session, which wastoo little time for patients
to learn how to treat their emotions.

In medical economic evaluation, acost-benefit analysis showed
that ICER was amost 2.9 million (yen/QALY), which was
lesser than Japan's WTP of 5 million yen. Furthermore, it was
also shown to be lesser than the British WTP of £23,000
(approximately 3 million yen) and the United States WTP of
$62,000 (approximately 6.7 million yen) [51]. At
postintervention (16 weeks), the total cost of each group was
not significantly different; however, the cost of vCBT did not
change even though TAU increased gradually. In particular, the
decrease in outpatient prescriptions of vCBT increased TAU
costs, which may have affected the overall costs. We understand
that the results of economic assessments are somewhat uncertain
for avariety of reasons. Sincethiswasa pilot study, the number
of verifications was small. In addition, since no follow-up data
were taken, the cost-effectiveness results were derived from
assumptions of the sustainability of therapeutic efficacy. This
uncertainty should be kept in mind if clinicians and
policymakers set treatment guidelines or offer this program in
aclinical setting.

This study has several limitations. First, the sample size was
relatively small. In addition, this study was performed as a
single-center study at our hospital. In the near future, large-scale
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multicenter trials are necessary. Second, further studiestargeting
patients with specific types of chronic pain will be required to
examinethe effectiveness of thisvCBT program. Third, because
we did not use a psychological placebo group as a control
condition, we were unable to control nonspecific factors and
unravel the concrete effects of the vCBT program. Finally, the
lack of follow-up data limited the generalizability of the
conclusions. Long-term follow-up studies should be conducted
in the future.

Degpite the problems in this study, vCBT has the possibility of
usability and effectivenessfor patientswith chronic pain. During
COVID-19, in particular, vCBT may provide safety and alleviate

Taguchi et al

we may study other pandemics and help patients to decrease
their anxiety and symptoms by using internet-based CBT.

In summary, videoconference-based integrated CBT for chronic
pain could improve pain interference and disability in daily life,
and as a result, could even relieve comprehensive pain.
Therefore, this program can be a valuable addition to regular
medical care. Further research is needed to examine
augmentation strategies, including an examination of the
components of CBT that are best suited for different types of
pain. Furthermore, while this study indicated the
cost-effectiveness of this treatment within a small sample, this
needs to be verified with alarger sample size.

the patient’s stress through face-to-face counseling. In thefuture,
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ANCOVA: analysis of covariance

BPI: Brief Pain Inventory

CBT: cognitive behavioral therapy

DSM-5: Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition
EQ-5D-5L: European quality of life 5-dimensions 5-level
GAD-7: Generalized Anxiety Disorder scale-7 items
ICER: incremental cost-effectivenessratio

NRS: numerical rating scale

PCS: Pain Catastrophizing Scale

PDAS: Pain Disability Assessment Scale

PHQ-9: Patient Health Questionnaire-9 items

QALY: quality-adjusted life year

RCT: randomized controlled trial

TAU: treatment as usual

VCBT: videoconference-based cognitive behavioral therapy
WTP: willingness to pay
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