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A B S T R A C T

Background: Major Depressive Disorder (MDD) is a prevalent and disabling mental health condition. Patients with
MDD often deal with self-stigma, which can lead to more depressive symptoms. Psychoeducation about depres-
sion has proven to be effective in reducing depressive symptomatology and self-stigma. Involving a significant
other in psychoeducation for depression, might increase mutual understanding. Virtual reality (VR) offers the
opportunity to experience the perspective of having or living with someone with a mental condition. For this
study an immersive VR environment is developed. The main objective of this study is to test whether our VR
psychoeducation intervention is more successful in reducing self-stigma than standard psychoeducation for MDD.
Methods: In this randomised controlled trial (RCT), 80 couples of patients and their significant other will be
included and randomly assigned to one of two conditions: the VR psychoeducation intervention and standard
psychoeducation. Patients will be aged 18 to 65, diagnosed with MDD. The main study parameter is self-stigma, as
measured by the Internalized Stigma of Mental Illness scale. Secondary parameters include depressive symptoms,
loneliness and perceived social support for the patient and burden of care and quality of life for the significant
other.
Limitations: No control for nonspecific factors, limited individual adjustment, patients are not able to participate
without a significant other.
Conclusions: VR might open up the opportunity to reduce self-stigma and thereby improve the efficacy of psy-
choeducation in MDD.
1. Background

Major Depressive Disorder (MDD) is the most prevalent psychiatric
disorder with a lifetime prevalence of 19% (De Graaf et al., 2011).
Depression has a major impact on daily life functioning of both the pa-
tient and their significant others and is the leading cause of disability
worldwide (L�epine and Briley, 2011). Patients with depression not only
suffer from the symptoms, distress, and disabilities caused by their
depressive disorder, they are also hindered by self-stigma. Self-stigma
refers to the loss of self-esteem and self-efficacy that occurs when people
internalize the public stigma (Corrigan et al., 2005), which is
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characterized by a subjective perception of devaluation, marginalization,
secrecy, shame, and withdrawal (Boyd et al., 2014). Self-stigma is a
source of chronic stress and a major barrier to recovery for people with
mental illnesses (Corrigan et al., 2005).

Patients with depression who have more severe self-stigma report a
lower quality of life (Holubova et al., 2016). Even after controlling for
sociodemographic and clinical background characteristics, self-stigma
still contributes to depressive symptoms, with this effect being medi-
ated by experienced loneliness (Switaj et al., 2014). Loneliness on its
own, is a unique risk factor for depressive symptoms (Cacioppo et al.,
2006). A concept related to loneliness is experienced social support
Amsterdam The Netherlands.
ands.
(N. Kramer Freher).

ovember 2022
ticle under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-

mailto:n.schipper@ggz-delfland.nl
mailto:n.kramerfreher@amsterdamumc.nl
http://crossmark.crossref.org/dialog/?doi=10.1016/j.psycom.2022.100086&domain=pdf
www.sciencedirect.com/science/journal/27725987
www.sciencedirect.com/journal/Psychiatry-Research-Communications
https://doi.org/10.1016/j.psycom.2022.100086
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1016/j.psycom.2022.100086


N. Kramer Freher et al. Psychiatry Research Communications 2 (2022) 100086
(Bernardon et al., 2011). There is substantial evidence from prospective
studies that people with depression who perceive their social support as
poorer, have worse outcomes in terms of depressive symptoms including
suicidal ideation, recovery and social functioning (Wang et al., 2018; Xie
et al., 2018). Therefore, an intervention that reduces self-stigma, lone-
liness, and increases experienced social support is potentially powerful in
decreasing depressive symptoms.

For significant others, depression can result in heavy psychosocial
burden. Providing care and support to a seriously mentally ill family
member, for example MDD, can result in heavy psychosocial burden and
a disruptive effect on one's health and quality of life (Zauszniewski et al.,
2009). Fadden and colleagues reported that the burden of spouses of
patients with MDD included restrictions in social and leisure activities, a
fall in family income, and a considerable strain on the marital relation-
ship. Negative consequences for significant others of depression were
misery, withdrawal, and worrying which commonly caused problems.
Few significant others know how to deal with the difficult behavior of
patients with depression (Fadden et al., 1987). Similar results were found
in a study in which relatives of depressed persons were interviewed;
many relatives expressed a feeling of not living their own life, after living
with a depressed person for a long time. The depression did not only
affect family dynamics, but also the relatives' social and professional lives
(Stjernsw€ard and €Ostman, 2008). Therefore, it is important to include the
significant other when treating patients with depression and consider the
impact of the depression on them, to help creating a feeling of shared
responsibility and less burden.

One way to successfully reduce self-stigma in patients with depression
and involve their significant others at the same time, is to decrease
negative attitudes towards depression in both patients and their signifi-
cant others (Griffiths et al., 2008a). A common way to do this is by
providing adequate psychoeducation to both groups. During psycho-
education, information on the causes, course and consequences of
depression is discussed. Research shows that psychoeducation programs
can lead to significantly improved attitudes about mental illness (Grif-
fiths et al., 2008b; Holmes et al., 1999; Keane, 1990) and that it can
improve the patients’ experienced social support (Rotondi et al., 2015). It
might also reduce experienced loneliness in people with mental illness
(Mann et al., 2017). In general, psychoeducation for depression has
proven to be effective. A systematic review based on 15 studies, that
included 2139 patients with major depressive disorder, has shown that
psychoeducation improves the clinical course, treatment adherence and
psychosocial functioning of depressive patients (Tursi et al., 2013a).
However, comparison of the studies turned out to be difficult as result of
the great diversity in methodologies (face to face meetings, personalized
mailings, websites), samples (individual, group, with/without relative),
and content of the interventions. Furthermore, research reveals several
positive effects of involving family members in psychoeducation in-
terventions. Family psychoeducation has shown to be a useful interven-
tion to reduce the burden of the significant others of patients with
depressive disorder (Katsuki et al., 2011a), and it has been proven to be
effective in the prevention of relapse in adult patients with major
depression (Shimazu et al., 2011). Moreover, a cost-effectiveness analysis
of family psychoeducation shows that it is also highly likely to be
cost-effective (Shimodera et al., 2012). Overall, psychoeducation for
depression has positive effects on both patients suffering from depression
and their significant others.

Immersive virtual reality (VR), might be a powerful tool to use in
psychoeducation interventions for depression. In VR, a computer-
generated simulation of a real-life environment is created which a per-
son can experience using electronic equipment, such as a head-mounted
display (HMD). It enables users to feel that they are in a different envi-
ronment from where they are physically (Gorini et al., 2011). A recent
meta-analysis of studies on VR interventions for anxiety and depression
has shown that VR-based therapies were just as effective than control
conditions for anxiety and depression (Fodor et al., 2018), however, little
is known about implementing VR in psychoeducation for depression. VR
2

makes it possible to convey another person's experience or feelings to a
viewer. In VR environments, viewers may strongly feel another person's
emotions or situation by being in the same place, close to the character in
VR. Becoming absorbed by VR can stimulate empathy, allowing people to
understand others (Shin, 2018). Several studies have confirmed that VR
increases empathy (Louie et al., 2018; Schutte and Stilinovi�c, 2017), and
that it can elicit a positive attitudinal change in users, because of a higher
involvement in the content in VR (Buji�c et al., 2020). In addition,
depressive patients might take in and remember information better when
provided through VR compared to psychoeducation that is provided solely
in writing or verbally, since concentration problems is one of the core
symptoms in MDD (Boschloo et al., 2016), and patients with MDD show
evidence of impaired verbal learning (Marazziti et al., 2010). Therefore,
through VR both patients and their significant others get the opportunity
to identify themselves or empathize with another person with depression,
which may lead to improved understanding. This makes VR a potentially
powerful tool to reduce self-stigma in the patient, and for their significant
others, to improve the ability to support the patient with depression.

For this study, we created a VR immersive experience with the pur-
pose to experience a day in the life of a patient who is suffering from
depression, as well as a day in the life of the partner of the patient with
depression. It was generated using input from patients who actually
suffered from a depression, combined with the input of clinicians with
experience in diagnosing and treating patients with depression. The aim
of the present randomised controlled trial (RCT) is to include this
element in a novel psychoeducation model, using Immersive VR during
the psychoeducation phase of the treatment as compared to psycho-
education as usual.

1.1. Study objectives and purpose

In the present RCT, the main aim is to test whether our newly
developed VR psychoeducation intervention is more successful in
reducing self-stigma compared to psychoeducation as usual for MDD. We
hypothesize that compared to the standard psychoeducation, the VR
psychoeducation will lead to a larger decrease of self-stigma for the
patient.

The secondary aim is to test the effect of the VR psychoeducation
intervention on depressive symptoms, experienced loneliness and social
support for the patient, and perceived burden of care and quality of life of
the significant other of the patient, as compared to standard psycho-
education. We hypothesize that compared to the standard psycho-
education, the VR psychoeducation intervention will lead to a larger
decrease in depressive symptoms and loneliness and a larger increase in
experienced social support for the patient. In addition, we expect that the
VR psychoeducation will lead to a larger decrease in burden of care for
significant others and a larger increase of their quality of life compared to
standard psychoeducation.

2. Methods

2.1. Study design and setting

In this RCT, a VR psychoeducation intervention will be compared to a
standard psychoeducation intervention for depression. The study takes
place at Center for Mental Health care GGZ Delfland, the Netherlands.
Four locations for outpatient mental health care from GGZ Delfland will
be participating in this trial. The sample will consist of 80 couples of
outpatients with a diagnosis of MDD, with their chosen significant other.
After giving written informed consent, the couples will be equally
randomised overtwo conditions: VR psychoeducation intervention or
psychoeducation intervention as usual. A trained therapist will conduct
the psychoeducation session. After the psychoeducation session, patients
will start psychotherapy as usual. A trained researcher will perform the
assessment of primary and secondary outcomes, this takes place before
the psychoeducation session, directly after the session, after 1 week, and
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at the follow up after 10 weeks. For an overview of the procedure, see
Fig. 1.

2.2. Participants

2.2.1. Recruitment
We will recruit potential participants for this study through adver-

tising in the waiting room and on the website. At the intake interview, a
licensed psychologist or psychiatrist determines a principal diagnosis of
depression (mild, moderate, severe), and informs patient about the VR
psychoeducation study. If the patient agrees to be contacted, the therapist
will inform the researcher about the potential participant. All advertising
has prior approval of the medical ethical board of the Academic Medical
Center.

2.2.2. Assessment of eligibility
After informed consent is obtained, trained researchers will conduct a

pre-assessment interviewwith the Structured Clinical Interview for DSM-
5 disorders (SCID-5-S), module A; section depressive disorder, to assess
and confirm depressive symptoms (First et al., 2017). Possible comorbid
diagnosis that were determined during the intake interview with their
own therapist will be included in our study. We aim to conduct a prag-
matic RCT including MDD patients without and with comorbid psychi-
atric disorders, as long as MDD is the primary diagnosis.

2.2.3. Sample size
Using GPower, a sample size of 36 participants per group would be

required to detect a medium effect at alpha level of .05 and power of .95
in a repeated measure ANOVA with an interaction of between (PE vs. PE-
VR) and within (pre, after session, 1 week, 10 weeks) factors on self-
stigma. Allowing for 10% drop-out, we will include 40 patients with a
depression and their chosen significant other per condition. Meta-
analysis of the effect of therapeutic interventions for internalized
stigma of severe mental illness showed a favourable small to medium
significant effect of psychoeducation (SMD ¼ �0.40; P ¼ .001) (Tsang
et al., 2016).

2.2.4. Inclusion criteria
Criteria for inclusion for participants are: A principal diagnosis of

MDD (mild, moderate, severe) as recently stated during the intake
Fig. 1. Flowchart of the study.
PE ¼ Psychoeducation.

3

interview by either a licensed psychologist or psychiatrist and validated
with the SCID by a trained researcher, age between 18 and 65 years,
willing to involve a significant other (partner, friend, family member),
scheduled to start psychotherapy individually or in a group at an
outpatient clinic, written informed consent by both the patient and the
significant other to participate in the study.

2.2.5. Exclusion criteria
Exclusion criteria are: Severe current comorbid psychiatric disorders

including schizophrenia-like disorders, bipolar disorder or addiction
disorders, intellectual disability in the history, abnormal hearing or un-
corrected vision. Previous therapy is no exclusion criteria, although pa-
tients that already started with psychotherapy during their current
application for therapy are excluded.

2.2.6. Withdrawal
Subjects can leave the study at any time for any reason if they wish to

do so, without any consequences. The investigator can decide to with-
draw a subject from the study for urgent medical reasons. Data that has
been collected until withdrawal will be included in the analysis.

2.3. Randomization

In this study, patients and their chosen significant others will be
equally randomised as a couple, immediately after given informed con-
sent and screening for eligibility. We will use the validated variable block
randomization model of Castor EDC for this purpose (Arts, 2019).
Trained researchers perform this action in Castor and inform the par-
ticipants, local principal investigator and the VR-therapist immediately
after. No one will be blinded to the interventions.

2.4. Data management

The handling of the personal data is according to the Dutch Act on
Implementation of the General Data Protection Regulation (in Dutch:
Uitvoeringswet AVG, UAVG). The data files will be separated from the
name and date of birth data. Participants get a research code: a three-
digit number (YYY) with a or b (patient, relative). The data files will
be collected and stored in the online database Castor. The key with name
and date of birth data is locked and saved on a local drive. Members of
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the local study team of GGZ Delfland and the Sponsor; AMC have access
to the final dataset.

2.5. The interventions

Both psychoeducation interventions; with and without the VR expe-
rience, will be provided in one session of 60 min.

2.5.1. Standard psychoeducation
The patient and the significant other will join the psychoeducation

session together. The standard psychoeducation manual was designed by
GGZ Delfland, based on the Dutch CBT intervention book ‘Protocollaire
behandelingen voor volwassenen met psychische klachten’, section
depressive disorder (Bockting et al., 2017) and the Minddistrict e-health
intervention for depression. It consists of a verbal explanation of the
symptoms, possible causes, diagnosis and treatment of depression.
Instead of watching the VR depression experience video, the therapist
will stimulate a discussion, about the impact of the depressive disorder
on the relationship/family/daily life. Subsequently the therapist will
stimulate a mutual discussion with them about the content of the psy-
choeducation. After the psychoeducation session both the patient and the
significant other will fill in a questionnaire about their experience with
the psychoeducation.

2.5.2. VR psychoeducation
Patients and significant others who receive the VR psychoeducation

get the same verbal explanation as described above, followed by
watching the VR depression experience videos. These consist of two 360�

videos which summarize multiple fragments of a day in the life of a fe-
male depressive patient (1) from her perspective and (2) from the
perspective of her male partner. The VR depression experience videos
were created with input from patients who have suffered from depression
and healthcare professionals with extensive experience treating patients
with depression. Although the VR experience video is filmed from the
perspective of a female depressive patient, we have chosen to include
both female andmale participants. Research has shown that there are few
gender differences in experience of depression, in either duration, type or
severity prior to treatment. Gender differences that were found were
related to levels of arousal, anxiety symptoms, rather than depressive
symptoms per se (Wilhelm et al., 2002).
Fig. 2. VR experience video.
Left side ¼ Photos of VR experience from perspective of the significant other, right
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TheVR-experience includes gettingup in themorning,havingbreakfast,
interaction with the partner, sitting around in the afternoon not being able
to undertake an activity and taking medication. All activities are experi-
enced through the eyesof the patientwhilst hearingher inner thoughts. The
significant otherwatches the video from thepatients’perspective, this takes
6 min. The patient watches along on a screen. The patient watches the VR-
experience from the perspective of the partner, this takes 4 min. This
experience includes mainly the same scenes; getting up in the morning,
having breakfast, the evening after the partner returns from his place of
work. This time, patient watches the scenes whilst hearing the inner
thoughts of the partner, and the significant other of the patient watches
along on a screen. For an impression of the VR experience video, see Fig. 2.

Subsequently the therapist will stimulate a mutual discussion with
them about the content of the psychoeducation. After the psycho-
education session, both the patient and the significant other will fill in a
questionnaire about their experience with the psychoeducation.

2.6. Study outcome measures

The primary outcome in this study is patients' self-stigma as measured
by the Internalized Stigma of Mental Illness scale (ISMI) (Ritsher et al.,
2003). Recent research has suggested that the ‘Stigma Resistance’ sub-
scale is conceptually different to the other subscales (Sibitz et al., 2011).
Therefore, we will use a summed average of the other 4 ISMI subscales as
outcome measure in the analyses.

Secondary study parameters concern the following measures for the
patient: depressive symptoms as measured by the Quick Inventory of
Depressive Symptomatology Clinician-Rated QIDS-C (Rush et al., 2003),
loneliness as measured by the short version of the Loneliness Scale from
De Jong Gierveld (LS-GV) (Gierveld and Van Tilburg, 2006), and
perceived social support as measured by the Multidimensional Scale of
Perceived Social Support (MSPSS) (Zimet et al., 1988). From the signif-
icant other, the following measures will be obtained: burden of care as
measured by the core module of the Involvement Evaluation Question-
naire (IEQ) (Van Wijngaarden et al., 2002), and quality of life as
measured by the short version of the World Health Organization Quality
of Life (WHOQOL-BREF) (De Vries and Van Heck, 1997) A trained
researcher will administer all questionnaires by telephone.

We created a questionnaire about the participants' experience with
the psychoeducation, in particular about the effect on attitudes, coping
side ¼ Photos of VR experience from perspective of patient.
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skills and on empathy for depression. This includes for instance: ‘Things
have changed in the way I think about depression’ and ‘I notice a change in the
way my significant other handles my depressive symptoms’, ‘I liked being able
to empathize with the patient with depression in the VR experience video’.
Participants will rate these questions using a visual analogue scale. Be-
sides, patients will rate their satisfaction with the session, using the
Session Rating Scale (SRS) (Duncan et al., 2003) during the psycho-
education session.

Patients and significant others will be asked to fill in questionnaires at
baseline (T0), directly after the psychoeducation (T1), after 1 week (T2),
and at the follow up after 10 weeks (T3). For an overview of the as-
sessments, see Table 1.

2.7. Analysis

For all analysis, alpha will be set at P< .05. In order to assess whether
the PE and VRþ PE groups are comparable on age, education level, daily
living situation, diagnosis, comorbidity, use of medication, and rela-
tionship with the patient, we will perform chi square tests.

We will analyze our primary and secondary outcomes using a mixed
ANOVA with group (PE vs. VR þ PE) as between and time point (T0, T1,
T2, T3) as within factor. Separate mixed ANOVA's will be run with self-
stigma, depressive symptoms, loneliness, perceived social support,
burden of care and quality of life as outcome variable.

To check whether the PE and VR þ PE groups differ in their satis-
faction with the session and attitudes towards depression, a t-test will be
performed.

Within the PE þ VR group, we expect that both male and female
patients will sufficiently empathize with the characters in the depression
experience movie. To check we included a question about the degree to
which one is able to empathize with the character in the video, and will
compare mean score on this question between male and female patients
using a t-test. If the score differs between groups, we will include sex as
covariate in the main analysis.

Comorbidity is assessed during the intake interview and used to
describe our sample. Information about the type and length of treatment
received after PE will be recorded. This information is used to describe
our sample. State of the art of imputation of missings will be used.

2.8. Patient and public involvement

Patients who suffered from depression and a member of the associ-
ation for depression were involved from the preparation phase of the
Table 1
Overview of assessments.

Screening T0 T1 T2 T3

SCID-5-S x
ISMI x X x x
QIDS-C x x x
LS-GV x x x
MSPSS x x x
IEQ o o o
WHOQOL-BREF o o o
Experience PE-session xo xo
SRS x

*PE ¼ Psychoeducation.
**T0¼ Baseline; before PE-session, T1¼ directly after PE-session, T2¼ one week
after PE-session, T3 ¼ follow-up; 10 weeks after PE-session.
***x ¼ measured with the patient, o ¼ measured with the significant other.
****SCID-5-S ¼ Structured Clinical Interview for DSM-5 disorders, ISMI ¼
Internalized Stigma of Mental Illness scale, QIDS-C ¼ Inventory of depressive
symptomatology, LS-GV ¼ Short version of the Loneliness Scale from De Jong
Gierveld, MSPSS ¼ Multidimensional Scale of Perceived Social Support, IEQ ¼
Core module of the Involvement Evaluation Questionnaire, WHOQOL-BREF ¼
Short version of the World Health Organization Quality of Life, SRS ¼ Session
Rating Scale.
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study protocol up to and including the phase of running the trial. They
contributed to different aspects of the design of the study, including the
outcome measures, timeline of measurements and recruitment of the
study. In addition, the VR experience videos were created with input
from patients who suffered from depression.

2.9. Ethics and dissemination

The present study has been approved by the medical ethical board of
the Academic Medical Center (No. 2020–202). The study was designed
and conducted in accordance with the latest version of the Helsinki
Declaration of 1975, as revised in 2008. Amendments will be submitted
for approval to the medical ethical board. The results of the trial will be
submitted for publication to peer-reviewed international scientific jour-
nals. This study will be monitored by the Amsterdam UMC Clinical
Monitoring Center (CMC) according to the guidelines of the Dutch
Federation of University Medical Centers. The VR experience video is for
sale with the provider Vrendle.

3. Discussion

Depressive disorder is highly prevalent and has a major impact on
daily life functioning of both the patient and their significant others
(L�epine and Briley, 2011). Self-stigma, defined as internalization of ste-
reotypes, diminishes self-esteem and self-efficacy, hampers recovery of
depression and may as such be a target for improving the efficacy of
interventions for depression (Oexle et al., 2018). Psychoeducation for
depression has proven to be effective in reducing depressive symptom-
atology (Tursi et al., 2013b). Moreover, it can reduce the burden of care
of significant others (Katsuki et al., 2011b). An effective psychoeducation
intervention for depression involving both patient and their significant
others, might reduce self-stigma, decrease loneliness and increase
perceived social support with the patient, which might contribute to
better treatment outcome. Also, it might lead to a decrease in burden of
care of others and increase their quality of life.

This study has limitations that need to be acknowledged. First, in the
present design, there is no control for nonspecific factors, such as the
effect of extra attention, since there is no control group that will not get
any psychoeducation about depression. Second, the depression experi-
ence video has only one version; therefore, it is not possible to adjust the
video to the specific situation of the patient and their family member.
Third, an important group of patients with depression are not able to
participate, because they do not have a significant other to involve in the
study.

Taken together, this trial will be the first RCT that examines the effect
of VR in psychoeducation for depression. In this study, we mainly
examine whether our newly developed VR psychoeducation intervention
is more successful in reducing self-stigma, depressive symptoms and
experienced loneliness and increasing social support with the patient, as
compared to psychoeducation as usual for depression. Moreover, the
effect of the VR psychoeducation intervention on perceived burden of
care and quality of life as compared to psychoeducation as usual will be
examined. In addition, potential pathways to reduce self-stigma and
depressive symptomatology will be studied. In conclusion, VR might
open up the opportunity to reduce self-stigma and thereby improve the
efficacy of psychoeducation in MDD.
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effectiveness of virtual reality based interventions for symptoms of anxiety and
depression: a meta-Analysis. Sci. Rep. 8 (1), 1–13. https://doi.org/10.1038/s41598-
018-28113-6.

Gierveld, J.D.J., van Tilburg, T., 2006. A 6-item scale for overall, emotional, and social
loneliness: confirmatory tests on survey data. Res. Aging 28 (5), 582–598. https://
doi.org/10.1177/0164027506289723.

Gorini, A., Capideville, C.S., De Leo, G., Mantovani, F., Riva, G., 2011. The role of
immersion and narrative in mediated presence: the virtual hospital experience.
Cyberpsychol., Behav. Soc. Netw. 14 (3), 99–105. https://doi.org/10.1089/
cyber.2010.0100.

Griffiths, K.M., Christensen, H., Jorm, A.F., 2008. Predictors of depression stigma. BMC
Psychiatr. 8, 1–12. https://doi.org/10.1186/1471-244X-8-25.
6

Holmes, E.P., Corrigan, P.W., Williams, P., Canar, J., Kubiak, M.A., 1999. Changing
attitudes about schizophrenia. Schizophr. Bull. 25 (3), 447–456. https://doi.org/
10.1093/oxfordjournals.schbul.a033392.

Holubova, M., Prasko, J., Ociskova, M., Marackova, M., Grambal, A., Slepecky, M., 2016.
Self-stigma and quality of life in patients with depressive disorder: a cross-sectional
study. Neuropsychiatric Dis. Treat. 12, 2677–2687. https://doi.org/10.2147/
NDT.S118593.

Katsuki, F., Takeuchi, H., Konishi, M., Sasaki, M., Murase, Y., Naito, A., Toyoda, H.,
Suzuki, M., Shiraishi, N., Kobuta, Y., Yoshimatsu, Y., Furukawa, T.A., 2011. Pre-post
changes in psychosocial functioning among relatives of patients with depressive
disorders after Brief Multifamily Psychoeducation: a pilot study. BMC Psychiatr. 11
(1), 1–7. https://doi.org/10.1186/1471-244X-11-56.

Keane, M., 1990. Contemporary beliefs about mental illness among medical students:
implications for education and practice. Acad. Psychiatr. 14 (3), 172–177. https://
doi.org/10.1007/BF033412912.

L�epine, J.-P., Briley, M., 2011. The increasing burden of depression. Neuropsychiatric Dis.
Treat. 7, 3–7. https://doi.org/10.2147/NDT.S19617.

Louie, A.K., Coverdale, J.H., Balon, R., et al., 2018. Enhancing empathy: a role for virtual
reality? Acad. Psychiatr. 42, 747–752. https://doi.org/10.1007/s40596-018-0995-2.

Mann, F., Bone, J.K., Lloyd-Evan, B., Frerichs, J., Pinfold, V., Mar, R., Wang, J.,
Johnson, S., 2017. A life less lonely: the state of the art in interventions to reduce
loneliness in people with mental health problems. Soc. Psychiatr. Psychiatr.
Epidemiol. 52 (6), 627–638. https://doi.org/10.1007/s00127-017-1392-y.

Marazziti, D., Consoli, G., Picchetti, M., Carlini, M., Faravelli, L., 2010. Cognitive
impairment in major depression. Eur. J. Pharamcol. 626 (1), 83–86. https://doi.org/
10.1016/j.ejphar.2009.08.046.

Oexle, N., Müller, M., Kawohl, W., Xu, Z., Viering, S., Wyss, C., Vetter, S., Rüsch, N., 2018.
Self-stigma as a barrier to recovery: a longitudinal study. Eur. Arch. Psychiatr. Clin.
Neurosci. 268 (2), 209–212. https://doi.org/10.1007/s00406-017-0773-2.

Ritsher, J.B., Otilingam, P.G., Grajales, M., 2003. Internalized stigma of mental illness:
psychometric properties of a new measure. Psychiatr. Res. 121 (1), 31–49. https://
doi.org/10.1016/j.psychres.2003.08.008.

Rotondi, A.J., Haas, G.L., Anderson, C.M., Newhill, C.E., Spring, M.B., Ganguli, R.,
Gardner, W.B., Rosenstock, J.B., 2015. A clinical trial to test the feasibility of a
telehealth psychoeducational intervention for persons with schizophrenia and their
families: intervention and 3-month findings. Rehabil. Psychol. 50 (4), 325. https://
doi.org/10.1037/0090-5550.50.4.325.

Rush, A.J., Trivedi, M.H., Ibrahim, H.M., Carmody, T.J., Arnow, B., Klein, D.N.,
Markowitz, J.C., Ninan, P.T., Kornstein, S., Manber, R., Thase, M.E., Kocsis, J.H.,
Keller, M.B., 2003. The 16-Item Quick Inventory of Depressive Symptomatology
(QIDS), clinician rating (QIDS-C), and self-report (QIDS-SR): a psychometric
evaluation in patients with chronic major depression. Biol. Psychiatr. 54 (5),
573–583. https://doi.org/10.1016/S0006-3223(02)01866-8.

Schutte, N.S., Stilinovi�c, E.J., 2017. Facilitating empathy through virtual reality. Motiv.
Emot. 41 (6), 708–712. https://doi.org/10.1007/s11031-017-9641-7.

Shimazu, K., Shimodera, S., Mino, Y., Nishida, A., Kamimura, N., Sawada, K., Fujita, H.,
Furukawa, T.A., Inoue, S., 2011. Family psychoeducation for major depression:
randomised controlled trial. Br. J. Psychiatry 198 (5), 385–390. https://doi.org/
10.1192/bjp.bp.110.078626.

Shimodera, S., Furukawa, T.A., Mino, Y., Shimazu, K., Nishida, A., Inoue, S., 2012. Cost-
effectiveness of family psychoeducation to prevent relapse in major depression:
results from a randomized controlled trial. BMC Psychiatr. 12 (1), 1–6. https://
doi.org/10.1186/1471-244X-12-40.

Shin, D., 2018. Empathy and embodied experience in virtual environment: to what extent
can virtual reality stimulate empathy and embodied experience? Comput. Hum.
Behav. 78, 64–73. https://doi.org/10.1016/j.chb.2017.09.012.

Sibitz, I., Unger, A., Woppmann, A., Zidek, T., Amering, M., 2011. Stigma resistance in
patients with schizophrenia. Schizophr. Bull. 37 (2), 316–323. https://doi.org/
10.1093/schbul/sbp048.

Stjernsw€ard, S., €Ostman, M., 2008. Whose life am I living? Relatives living in the shadow
of depression. Int. J. Soc. Psychiatr. 54 (4), 358–369. https://doi.org/10.1177/
0020764008090794.

Switaj, P., Grygiel, P., Anczewska, M., Wci�orka, J., 2014. Loneliness mediates the
relationship between internalised stigma and depression among patients with
psychotic disorders. Int. J. Soc. Psychiatr. 60 (8), 733–740. https://doi.org/10.1177/
0020764013513442.

Tsang, H.W., Ching, S.C., Tang, K.H., Lam, H.T., Law, P.Y., Wan, C.N., 2016. Therapeutic
intervention for internalized stigma of severe mental illness: a systematic review and
meta-analysis. Schizophr. Res. 173 (1–2), 45–53. https://doi.org/10.1016/
j.schres.2016.02.013.

Tursi, M.F.D.S., Baes, C.V.W., Camacho, F.R.D.B., Tofoli, S.M.D.C., Juruena, M.F., 2013.
Effectiveness of psychoeducation for depression: a systematic review. Aust. N. Z. J.
Psychiatr. 47 (11), 1019–1031. https://doi.org/10.1177/0004867413491154.

Van Wijngaarden, B., Schene, A.H., Koeter, M.W.J., 2002. Caregiver consequences in The
Netherlands and other European countries: the development and use of the
Involvement Evaluation Questionnaire (IEQ). In: Family Interventions in Mental
Illness: International Perspectives. Preager Publishers, Westport, ISBN 0-275-96954-
1, pp. 17–40.

Wang, J., Mann, F., Lloyd-Evans, B., Ma, R., Johnson, S., 2018. Associations between
loneliness and perceived social support and outcomes of mental health problems: a
systematic review. BMC Psychiatr. 18 (1), 1–16. https://doi.org/10.1186/s12888-
018-1736-5.

https://castoredc.com
https://doi.org/10.1037/a0021199
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref3
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref3
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref3
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref3
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref3
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref3
https://doi.org/10.1159/000442001
https://doi.org/10.1016/j.comppsych.2013.06.005
https://doi.org/10.1108/intr-07-2019-0306
https://doi.org/10.1108/intr-07-2019-0306
https://doi.org/10.1037/0882-7974.21.1.140
https://doi.org/10.1037/0882-7974.21.1.140
https://doi.org/10.1016/j.appsy.2005.07.001
https://doi.org/10.1016/j.appsy.2005.07.001
https://doi.org/10.1007/s00127-010-0334-8
https://doi.org/10.1027/1015-5759.13.3.164
https://www.researchgate.net/publication/280015889_The_Session_Rating_Scale_Preliminary_Psychometric_Properties_of_a_Working_Alliance_Measure
https://www.researchgate.net/publication/280015889_The_Session_Rating_Scale_Preliminary_Psychometric_Properties_of_a_Working_Alliance_Measure
https://www.researchgate.net/publication/280015889_The_Session_Rating_Scale_Preliminary_Psychometric_Properties_of_a_Working_Alliance_Measure
https://doi.org/10.1192/bjp.151.5.660
https://doi.org/10.1192/bjp.151.5.660
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref13
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref13
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref13
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref13
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref13
https://doi.org/10.1038/s41598-018-28113-6
https://doi.org/10.1038/s41598-018-28113-6
https://doi.org/10.1177/0164027506289723
https://doi.org/10.1177/0164027506289723
https://doi.org/10.1089/cyber.2010.0100
https://doi.org/10.1089/cyber.2010.0100
https://doi.org/10.1186/1471-244X-8-25
https://doi.org/10.1093/oxfordjournals.schbul.a033392
https://doi.org/10.1093/oxfordjournals.schbul.a033392
https://doi.org/10.2147/NDT.S118593
https://doi.org/10.2147/NDT.S118593
https://doi.org/10.1186/1471-244X-11-56
https://doi.org/10.1007/BF033412912
https://doi.org/10.1007/BF033412912
https://doi.org/10.2147/NDT.S19617
https://doi.org/10.1007/s40596-018-0995-2
https://doi.org/10.1007/s00127-017-1392-y
https://doi.org/10.1016/j.ejphar.2009.08.046
https://doi.org/10.1016/j.ejphar.2009.08.046
https://doi.org/10.1007/s00406-017-0773-2
https://doi.org/10.1016/j.psychres.2003.08.008
https://doi.org/10.1016/j.psychres.2003.08.008
https://doi.org/10.1037/0090-5550.50.4.325
https://doi.org/10.1037/0090-5550.50.4.325
https://doi.org/10.1016/S0006-3223(02)01866-8
https://doi.org/10.1007/s11031-017-9641-7
https://doi.org/10.1192/bjp.bp.110.078626
https://doi.org/10.1192/bjp.bp.110.078626
https://doi.org/10.1186/1471-244X-12-40
https://doi.org/10.1186/1471-244X-12-40
https://doi.org/10.1016/j.chb.2017.09.012
https://doi.org/10.1093/schbul/sbp048
https://doi.org/10.1093/schbul/sbp048
https://doi.org/10.1177/0020764008090794
https://doi.org/10.1177/0020764008090794
https://doi.org/10.1177/0020764013513442
https://doi.org/10.1177/0020764013513442
https://doi.org/10.1016/j.schres.2016.02.013
https://doi.org/10.1016/j.schres.2016.02.013
https://doi.org/10.1177/0004867413491154
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref39
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref39
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref39
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref39
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref39
http://refhub.elsevier.com/S2772-5987(22)00067-8/sref39
https://doi.org/10.1186/s12888-018-1736-5
https://doi.org/10.1186/s12888-018-1736-5


N. Kramer Freher et al. Psychiatry Research Communications 2 (2022) 100086
Wilhelm, K., Roy, K., Mitchell, P., Brownhill, S., Parker, G., 2002. Gender differences in
depression risk and coping factors in a clinical sample. Acta Psychiatr. Scand. 106 (1),
45–53. https://doi.org/10.1034/j.1600-0447.2002.02094.x.

Xie, P., Wu, K., Zheng, Y., Guo, Y., Yang, Y., He, J., Ding, Y., Peng, H., 2018. Prevalence of
childhood trauma and correlations between childhood trauma, suicidal ideation, and
social support in patients with depression, bipolar disorder, and schizophrenia in
southern China. J. Affect. Disord. 228, 41–48. https://doi.org/10.1016/
j.jad.2017.11.011.
7

Zauszniewski, J.A., Bekhet, A.K., Suresky, M.J., 2009. Relationships among perceived
burden, depressive cognitions, resourcefulness, and quality of life in female relatives
of seriously mentally ill adults. Issues Ment. Health Nurs. 30 (3), 142–150. https://
doi.org/10.1080/01612840802557204.

Zimet, G.D., Dahlem, N.W., Zimet, S.G., Farley, G.K., 1988. The multidimensional scale of
perceived social support. J. Pers. Assess. 52 (1), 30–41. https://doi.org/10.1207/
s15327752jpa5201_2.

https://doi.org/10.1034/j.1600-0447.2002.02094.x
https://doi.org/10.1016/j.jad.2017.11.011
https://doi.org/10.1016/j.jad.2017.11.011
https://doi.org/10.1080/01612840802557204
https://doi.org/10.1080/01612840802557204
https://doi.org/10.1207/s15327752jpa5201_2
https://doi.org/10.1207/s15327752jpa5201_2

	Virtual reality for psycho-education on self-stigma in depression: Design of a randomised controlled trial
	1. Background
	1.1. Study objectives and purpose

	2. Methods
	2.1. Study design and setting
	2.2. Participants
	2.2.1. Recruitment
	2.2.2. Assessment of eligibility
	2.2.3. Sample size
	2.2.4. Inclusion criteria
	2.2.5. Exclusion criteria
	2.2.6. Withdrawal

	2.3. Randomization
	2.4. Data management
	2.5. The interventions
	2.5.1. Standard psychoeducation
	2.5.2. VR psychoeducation

	2.6. Study outcome measures
	2.7. Analysis
	2.8. Patient and public involvement
	2.9. Ethics and dissemination

	3. Discussion
	Authors contributions
	Funding statement
	Declaration of competing interest
	Acknowledgements
	References


