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Abstract

Background Refugee populations have an increased risk for mental disorders, such as depression, anxiety, and post-
traumatic stress disorders. Comorbidity is common. At the same time, refugees face multiple barriers to accessing
mental health treatment. Only a minority of them receive adequate help. The planned trial evaluates a low-threshold,
transdiagnostic Internet-based treatment. The trial aims at establishing its efficacy and cost-effectiveness compared
with no treatment.

Methods N=131 treatment-seeking Arabic- or Farsi-speaking patients, meeting diagnostic criteria for a depressive,
anxiety, and/or posttraumatic stress disorder will be randomized to either the intervention or the waitlist control
group. The intervention group receives an Internet-based treatment with weekly written guidance provided by Ara-
bic- or Farsi-speaking professionals. The treatment is based on the Common Elements Treatment Approach (CETA),
is tailored to the individual patient, and takes 6—16 weeks. The control group will wait for 3 months and then receive
the Internet-based treatment.

Discussion The planned trial will result in an estimate of the efficacy of a low-threshold and scalable treatment
option for the most common mental disorders in refugees.

Trial registration German Registry for Clinical Trials DRKS00024154. Registered on February 1,2021.
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Introduction

Background and rationale {6a}

Mental disorders, such as posttraumatic stress disorder
(PTSD), anxiety, depressive, and substance abuse disor-
ders, are common within refugee and migrant popula-
tions [1-3]. (Forced) migration, exposure to traumatic
events, and post-migration factors all increase the vul-
nerability to developing mental disorders [1, 4, 5]. At the
same time, treatment resources for the specific popula-
tion of refugees and migrants are very limited in many
host countries [6, 7]. Since 2015, approximately 2 million
people sought asylum in Germany. Arabic- and Farsi-
speaking individuals constitute the largest group among
Asylum seekers in Germany in 2022 [8]. The number of
psychotherapists in Germany speaking these languages
is negligible. In addition, complicated legal regulations
make it hard for therapists to get funding for the neces-
sary interpreters. Hence, in Germany, only about 5% of
the refugees with mental health problems receive ade-
quate treatment [9]. This is significantly lower than rates
in the general population [10]. Language barriers, limited
knowledge of treatment options, and perceived stigma
further contribute to the large gap between treatment
needs and treatment uptake.

Untreated, mental disorders cause major impairments
in social and occupational functioning and lead to a loss
in quality of life [11]. In refugees and migrants, men-
tal health problems may hinder the process of success-
fully adapting to the conditions in the host country [12].
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Impairment aggravates if more than one mental disorder
is present, which is rather the rule than the exception
for mental disorders (e.g., [13]). Comorbidity patterns
in refugee populations are less well-known than in the
general population, but studies suggest that there is sub-
stantial comorbidity between PTSD and depression [4]
as well as between substance abuse and other mental
disorders [14].

It, therefore, seems adamant to invest in low-threshold,
accessible interventions that can reach the vulnerable
group of refugees and that take into account the comor-
bid nature of mental disorders.

Internet-based guided self-help interventions can over-
come some of the obstacles associated with treatment
uptake. They provide a treatment environment that is easy
to access, that is less associated with the stigma of mental
health treatment, and that is independent of time and loca-
tion. Numerous studies show that Internet-based guided
self-help interventions are effective in the treatment of
PTSD, anxiety, and depression [15-17] and demonstrate
non-inferiority to face-to-face treatments [18]. Mainly,
Internet-based treatments have been investigated in a dis-
order-specific format, but there are several trials support-
ing the efficacy of more transdiagnostic approaches [19].

Internet-based treatments also have the potential to
overcome language barriers. Treatment contents can be
translated into several different languages, and online
therapists and clients do not necessarily have to reside in
the same area. However, Internet-based interventions for
“non-Western” populations are still scarce. In two pilot
studies, Kayrouz and colleagues [20, 21] tested the effi-
cacy of an online treatment for depression and anxiety
for Arabic-speaking migrants in Australia. The authors
reported promising effects for a guided version of the
program. In a feasibility study, Lindegaard also reported
good effects of a guided program for depression and
anxiety for Arabic-speaking patients in Sweden [22]. A
small pilot study of a comparable program for N=15
Dari- or Farsi-speaking youths showed high drop-out
rates [23]. In two large-scale studies, Knaevelsrud and
colleagues [24, 25] could show that a guided online pro-
gram led to large changes in PTSD symptoms in patients
in war and conflict zones. Although very encouraging,
the focus of these trials was on PTSD, excluding other
very prevalent problems such as anxiety, depression,
and substance abuse. A recent study in Germany evalu-
ated an unguided app as part of a stepped-care approach
in Arabic-speaking refugees with depression [26]. The
stepped-care approach proved slightly superior com-
pared to treatment as usual. The efficacy of the app,
however, was not reported separately.
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The majority of refugees access the Internet via
smartphones on a daily basis [27]. Developing Internet-
based interventions that address the most common
mental disorders and that operate on limited therapist
time, while, at the same time, providing the necessary
clinical support, presents a valuable alternative in situ-
ations in which support would otherwise not be avail-
able. The aim of the planned trial is therefore to test
whether a transdiagnostic, Internet-based treatment is
effective in treating emotional disorders in Arabic- and
Farsi-speaking refugees.

For the planned trial, we will apply the Common Ele-
ments Treatment Approach [28]. CETA is a transdiag-
nostic, tailored intervention addressing symptoms of
depressive and anxiety disorders, PTSD, and substance
abuse. CETA was evaluated as a face-to-face treatment
in three large RCTs in samples of Burmese refugees [29],
survivors of torture and militant attacks in Iraq [30], and
couples experiencing alcohol misuse and partner vio-
lence in Zambia [31]. CETA demonstrated large effects
on post-traumatic stress symptoms, depression, anxiety,
substance use, functional impairment, and aggression
[29-32]. We adapted treatment contents to the target
population of refugees residing in Germany. We followed
the conceptual framework and reporting guidelines for
cultural adaptation of interventions for common mental
disorders [33]. The adaptation process, including expert
interviews and focus groups, showed that the CETA
manual seemed culture sensitive to the target population,
and only surface adaptations were made [34].

Objectives {7}

In the planned trial, we will test whether a guided, Inter-
net-based version of CETA (CETA-I) is effective com-
pared to no treatment, using a waitlist control condition
(WL). We hypothesize that the Internet-based treatment
will decrease mental distress, as well as symptoms of
anxiety, depression, and post-traumatic stress. We will
also investigate potential predictors and mediators. As
therapy modules will be differently assigned to patients
depending on their primary symptoms, we will specifi-
cally focus on baseline symptoms as moderators of the
treatment effect. We will additionally explore potential
mediators for the relation of treatment and outcome,
such as working alliance or CBT skills acquisition. We
will also examine cost-effectiveness.

Trial design {8}

The planned trial applies a randomized controlled design,
testing the superiority of an intervention condition
(CETA-I) compared to waitlist control.



Boettcher et al. Trials (2024) 25:13

Methods: participants, interventions,
and outcomes
Study setting {9}
The randomized controlled trial (RCT) will be real-
ized within an alliance of related subprojects. One of
the subprojects focused on adapting CETA to the target
population (see item 6a), one focused on translating and
evaluating measures of psychopathology for the popula-
tion, and one evaluated an unguided version of the trans-
diagnostic online treatment in an inpatient setting.

The trial will take place in Germany.

Eligibility criteria {10}

We will apply a two-step screening procedure. First,
participants will be invited to complete online question-
naires, including the Hopkins Symptom Checklist-25
(HSCL, [35] and the PTSD Checklist for DSM-5 (PCL-5,
[36]). Participants scoring above the cutoff on the anxi-
ety and/or depression subscale of the HSCL (>1.75, [37])
and/or above the cutoff on the PCL-5 (>=[38]) will be
invited to take part in a telephone-administered clini-
cal interview. Trained and supervised Arabic- and Farsi-
speaking interviewers will administer the Mini-DIPS, a
brief, adapted, open-access version of the Anxiety and
Related Disorders Interview Schedule (ADIS) based on
DSM-5 [39] plus the more elaborate PTSD section of the
DIPS [40]. As there are no Arabic or Farsi versions avail-
able, we will use our own translations of the Mini-DIPS,
realized according to the WHO standards [41].

Inclusion criteria are as follows: (a) age > 18 years; (b)
Internet access; (c) primary diagnosis of a depressive dis-
order (major depressive disorder, persistent depressive
disorder), anxiety disorder (generalized anxiety disorder,
panic disorder, agoraphobia, social anxiety disorder), or
PTSD according to DSM-5; (d) no current psychotic or
bipolar disorder; (e) no severe substance use disorder
(AUDIT score<15 for men,<13 for women; DUDIT

Table 1 CETA modules and dosing limits
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score <25); (f) no serious suicidal ideation at baseline
and no suicide attempt within the last 12 months; and
(g) no ongoing psychotherapy or unstable psychotropic
medication 3 months prior to the study.

Who will take informed consent? {26a}

A study website will inform about the intervention and
the goal and design of the study. Potential participants
will be invited to download the study app. Within the
app, participants will receive detailed information (see
item 32) and will be asked to provide informed consent
online.

Additional consent provisions for collection and use

of participant data and biological specimens {26b}

Within the registration process, participants will be
asked whether they agree to be contacted for another
ancillary study concerning dropout in interventions for
refugees. If they agree and drop out of treatment, they
will be contacted and will then receive detailed infor-
mation and be asked to provide informed consent via
postal mail.

Interventions

Explanation for the choice of comparators {6b}

A transdiagnostic, cognitive-behavioral Internet-based
intervention (CETA-I) will be compared to a waitlist con-
trol condition. Comparisons to waitlists are ethical and
necessary to establish the efficacy of a new intervention.

Intervention description {11a}

The treatment is based on a version of CETA [28] that
has been adapted to the context of Arabic- and Farsi-
speaking refugees in Germany [34]. CETA includes
several modules that are tailored to the patient’s needs.
Table 1 gives an overview of the CETA modules applied
in the current trial (for a detailed description, please see

Module

Psychoeducation and engagement
Cognitive restructuring 1
Cognitive restructuring 2

Imaginal and in vivo exposure
Behavioral activation

Trauma exposure

CBT for substance abuse
Problem-solving

Safety planning

Target Sessions
Treatment motivation and barriers 1-1.5
Dysfunctional cognitive patterns 1-1.5
Dysfunctional cognitive patterns 15-35
Avoidance/intense fears of specific situations/external and internal cues  2-4
Low drive, social withdrawal, anhedonia 2-4
Posttraumatic symptoms 3-5
Problematic alcohol/drug use or gambling 2-4
Addressing real-life solvable problems and problems with treatment 1-3
engagement

Suicidal ideation, aggression, & violence 1-3
Relapse prevention 0.5-1

Finishing steps
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[28]). Modules differ regarding the number of sessions
they encompass.

Adaptations to the original CETA manual

For the current trial, we made the following adaptations
to the CETA manual. In the two cognitive restructur-
ing modules, we excluded two skills (providing facts and
logical questioning). We also decided to start every first
cognitive restructuring two sessions with the friend/fam-
ily role-play skill. For the exposure module, we defined
three different types of exposure (imaginative exposure,
in vivo exposure, and interoceptive exposure) and will
tailor these to the patients. Furthermore, we opened the
substance abuse module for patients reporting gambling
problems. In the problem-solving module, we specifically
probe for problems related to postmigration stressors like
discrimination.

Tailoring

All participants receive the psychoeducation and engage-
ment module, the cognitive restructuring modules, and
the finishing steps module. In addition, as follows:

+ Participants scoring above the cutoff on the PCL-5
(>=33) and/or fulfilling diagnostic criteria for PTSD
qualify for the trauma exposure module.

« DParticipants scoring above the cutoff of the depres-
sion subscale of the HSCL-25 (>1.75) and/or fulfill-
ing diagnostic criteria for a depressive disorder qual-
ify for the behavioral activation module.

« DParticipants scoring above the cutoff of the anxiety
subscale of the HSCL-25 (>1.75) and/or fulfilling
diagnostic criteria for an anxiety disorder qualify for
the exposure module.

+ Participants indicating mild to moderate addiction
problems by scoring x<13 or more for women and
x <15 or more for men on the AUDIT and 3<x<25
for women and 6<x<25 for men on the DUDIT,
or indicating addictive behaviors on screening for
behavioral addictions, and/or fulfilling diagnostic
criteria for a mild to moderate substance-related or
addictive disorder qualify for the substance abuse
module.

» DParticipants endorsing a single question asking
whether they are facing a major problem in their
daily life that has not yet been addressed in therapy
and participants who indicate that there is some
problem compromising their adherence to therapy
qualify for the problem-solving module.

« Participants who (a) indicate (mild) suicidal idea-
tion on the HSCL-25 during the diagnostic inter-
view, and/or (b) participants who report being a
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potential threat to others, and/or (c) participants
who report being exposed to domestic violence (both
(b) and (c) assessed by a single question, rated on a
4-point Likert scale), qualify for the safety module.

In a clinical case conference, a sequence of modules
is defined for every patient before treatment, integrat-
ing information from the diagnostic interview, baseline
questionnaire data, and the patient’s description of his/
her main problem. Standard flows for specific (combina-
tions of) diagnoses are referred to (see Appendix 1). A
maximum of two types of disorder-specific modules will
be administered. Depending on the individual symptom
profile, participants receive 5-10 modules.

During treatment, dosage and sequence of modules
can also be adapted to the patient’s progress. However,
we only allow for specific adaptions. Only modules on
safety planning, problem-solving, and substance use can
be added when related issues arise. Furthermore, a maxi-
mum number of sessions per module is pre-defined (see
Appendix 1). Participants will receive a minimum total of
6 sessions and a maximum total of 16 sessions.

Participants can access the online program as an app
on their smartphone/tablet and/or as a browser-based
version on their desktop computer. Participants are asked
to complete one session per week. In each session, par-
ticipants receive psychoeducation and complete exer-
cises. They receive short written feedback from an online
therapist within 48 h after completing a session. Online
therapists are trained and supervised Arabic- or Farsi-
speaking professionals (bachelor’s or master’s degree in
psychology or related subjects). A 2-day training work-
shop will include training in (a) administering the CETA
components; (b) handling the online platform; (c) provid-
ing brief, constructive feedback; and (d) enabling crisis
management. Supervision will be provided on a biweekly
basis.

Supervision

Supervisors and trainers will be licensed CBT therapists
or M.Sc. psychologists in advanced CBT training. Train-
ing and supervision in this trial deviate from the stand-
ard amount of training in previous CETA trials. First, the
amount of training for therapists is lower than in previous
trials (2 days instead of 10 days). Second, the supervisors
and trainers in our trial are not certified CETA trainers/
supervisors. While our trainers and supervisors have
received extensive training in providing CETA training
and supervision by the authors of CETA (Laura Murray &
Kristie Metz), they did not complete all the requirements
to qualify as certified CETA trainers/supervisors due to
time restraints within the study.
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Criteria for discontinuing or modifying allocated
interventions {11b}
A participant may withdraw from the study at any time,
for any reason, specified or unspecified, and without
penalty or loss of benefits. Furthermore, the principal
investigator has the right to discontinue the treatment of
participants in case of the following: (a) adverse events
(e.g., suicide attempt, severe major depression) that
impede treatment or impair the interpretability of the
study results or (b) reasons precluding attendance of
scheduled treatment modules. Date of discontinuation,
all recorded results at that time, and, if known, the rea-
sons for discontinuation will be documented. All par-
ticipants will be followed up at each assessment point
after discontinuation according to the intention-to-treat
principle.

We will not allow for the modification of allocated
interventions.

Strategies to improve adherence to interventions {11c}

Therapists

Online therapists will receive biweekly supervision.
Adherence will further be supported by pre-written feed-
back messages that online therapists adapt to the indi-
vidual patient. Adherence will be assessed by analyzing
a random selection of written feedback messages. Mes-
sages will be analyzed in a qualitative content approach,
based on previous work on therapist behavior in guided
Internet-based interventions (e.g., [42]). The amount of
non-adherent therapist behavior will be assessed.

Participants

Participants who indicate that there is some problem
compromising their adherence to therapy will receive the
problem-solving module and work with their therapist to
overcome these obstacles.

Relevant concomitant care permitted or prohibited

during the trial {11d}

Participants can continue their respective pharmacologi-
cal treatment but are requested to not change the dosage
or take up additional psychological treatment throughout
the treatment/waitlist period.

Provisions for posttrial care {30}

Participants in the waitlist control condition receive
access to the Internet-based treatment after a waiting
period of 3 months.

Outcomes {12}
Patient outcome measures consist of self-report ques-
tionnaires, which are assessed at baseline (week 0), at
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week 1, at mid-treatment (week 5), at post-treatment
(last session/week 12), and, for the active condition, at
3-month (week 24) and 6-month follow-up (week 36).
The primary endpoint is at post-treatment (12 weeks
after randomization for the waitlist group).

All questionnaires will be presented via the platform
that also hosts the CETA-I intervention. See Table 2 and
the section “Data collection and management” for details
of measurements at all time points.

Participant timeline {13}
Figure 1 depicts the participants’ anticipated flow.

Sample size {14}

A pragmatic viewpoint was taken in planning the sam-
ple size. We assumed that the difference between active
treatment and waitlist conditions is between d=0.6—0.8
[30]. Both effects flag clinical meaningful between-group
differences. Using an alpha of 5% (two-sided test), ran-
domizing N=44 individuals to each study arm would
result in a power of 80% (>95%) for comparing the WL
against the CETA-I condition with d=0.6 (d=0.8).
To avoid that the sample becomes too small, we used
n=44 for further planning. Two RCTs on CETA [29, 30]
reported moderate attrition rates in the treatment (1 to
18%) and waitlist group (4 to 23%). In the RCT on online
treatments of Arabic-speaking patients [24], patients
showed an attrition rate of 40%. To compensate for drop-
out, we conservatively assume an attrition rate of 20% in
the waitlist group and 40% in the CETA-I condition. Thus,
we allocate N=131 individuals (CETA-I: 75; waitlist: 56).

Recruitment {15}

Participants will be mainly recruited through the Internet
using Google and Facebook ads and through postings in
relevant social media groups and mental health forums.

Assignment of interventions: allocation

Sequence generation {16a}

A randomization mechanism is hard coded into the
online platform that hosts the intervention.

Concealment mechanism {16b}

After participants complete the baseline assessment and
diagnostic interview, the platform randomizes them to
one of the two groups.

Implementation {16¢}

We will apply a simple randomization procedure, with
no blocks or stratification. The randomization list will
be prepared by an independent investigator unrelated
to the study using the sealed envelope web app. The list
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will be transferred directly to the software development
agency which will integrate the list into the randomi-
zation tool of the platform. Study investigators, thera-
pists, or others have no access to the randomization
list or tool and cannot influence randomization at any
point.

Assignment of interventions: blinding

Who will be blinded? {17a}

Due to the nature of psychotherapeutic treatment trials,
neither participants therapists nor study personnel can
be blind to treatment allocation.

Procedure for unblinding if needed {17b}
The design is open label, so unblinding for study coordi-
nators will not occur.

Table 2 Schedule of enrolment, interventions, and assessments
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Data collection and management

Plans for assessment and collection of outcomes {18a}

Table 2 gives an overview of the assessment plan. The
primary outcome is mental distress, assessed by the total
score of the HSCL-25, self-report version. The 25 items
of the HSCL assess mental health symptoms on a 4-point
Likert scale. The questionnaire has been validated in ref-
ugee populations and showed good psychometric prop-
erties [43, 44].

Secondary outcomes

As secondary outcomes, we will assess depression with
the 15-item HSCL-25 depression subscale and anxiety
with the 10-item HSCL-25 anxiety subscale. The use
of the total score and the subscale scores is supported
by results on the factorial validity of the HSCL-25 in

Enrolment Allocation Post-allocation

Assessment/activity Baseline Week 1 Week5 Post 3-month 6-month
follow-up follow-up
Enrolment Eligibility screen X
Informed consent X
Allocation X
Intervention CETA-I
Waitlist
Questionnaires for patients Sociodemographics X
Healthcare utilization (FIMA & FIMPsy) X X X
Mental distress, anxiety, depression X X X X
(HSCL-25)
Posttraumatic stress symptoms (PCL-5) X X X X X
Alcohol use (AUDIT) X X X X X
Drug use (DUDIT) X X X X X
Behavioral addictions (own instrument) X X X X X
Health-related quality of life (EQ-5D-5L) X X X X
Social support (OSSS-3) X X X X
Self-efficacy (GSE) X X X X
CBT skills (CBT-SQ) X X
Outcome expectations (three items) X
Postmigration living difficulties (PMLD- X
short version)
Working alliance (WAI-) X X
Treatment satisfaction (CSQ-I) X
Negative Effects Questionnaire (NEQ) X

Weekly assessments
Mental distress (PHQ-4)
PTSD (PCL-5-short version)
Drug and alcohol use

Suicidal ideation, domestic violence,
aggressive behaviors (single items)
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[ Recruitment ]

Recruitment of patients

Download app, register, give
informed consent

[ Screening ]

Complete screening
questionnaires

Excluded for

a) not exceeding cut-offs on PCL,
HSCL-A, HSCL-D

b) under age, no stable internet,
psychotherapy or unstable
medication

A

Diagnostic interview

Excluded for

a) Not meeting diagnostic criteria

b) Suicidal, psychotic, bipolar,
severe addiction

c) Unstable medication /
psychotherapy

Y

‘ Randomized (N=131) ‘

!

.

CETA-I
(N=75)
expected drop-
out=40%

v
baseline
mid-treatment

post-treatment
(N=44)

v

3-months
6-months

[ Treatment ]

[ Assessments ]

[ Follow-Up ]

Fig. 1 Anticipated participant flow

Arabic-speaking samples. Two studies show a clear
distinction between depression and anxiety factors as
well as an overall factor capturing mental distress [44,
45]. While one study [44] found two “anxiety” factors
(seven items loading on a general anxiety factor and
three factors loading on a “phobic anxiety” factor),
it seems justified to combine these two factors when
investigating anxiety disorders in a transdiagnostic
approach.

PTSD

At pre-assessment, participants will indicate whether
they have ever experienced a traumatic event. Posttrau-
matic symptoms will then be assessed with the PCL-5

!

Wait-list
(N=56)
expected drop-
out = 20%

v

baseline
mid-treatment
post-treatment
(N=44)

[36]. The PCL-5 assesses PTSD symptoms according to
DSM-5 with 20 items (total score range 0—80). The Ara-
bic and Farsi versions of the PCL-5 showed good psycho-
metric properties [46, 47].

Addictions

Problematic alcohol and drug use will be assessed by
the 10-item AUDIT [48-50] and 11-item DUDIT [51,
52] questionnaires respectively. The Arabic AUDIT and
DUDIT showed good reliability and validity [50, 52] as
did the Farsi versions [53, 54]. For assessing pathological
gambling and other addictive behaviors, we developed six
items, rated on a 5-point Likert scale, depicting DSM-5
criteria of pathological gambling.
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To monitor treatment progress over time, we will
include a brief measure on mental distress (Patient
Health Questionnaire-4 (PHQ-4) [55]); the 4-item short
version of the PCL-5 [56]; three questions screening
for suicidal ideation, domestic violence, and aggressive
behaviors; and four questions depicting the use of and
craving for alcohol or drugs as weekly measures.

To assess health-related quality of life, we will adminis-
ter the EQ-5D-5L. On six items, the EQ-5D-5L assesses
general health and quality of life in five different domains
(e.g., mobility, and daily activities). It is available in Ara-
bic and Farsi and shows excellent psychometric proper-
ties across a broad range of populations, conditions, and
settings [57].

We will assess patient satisfaction with an adapted ver-
sion of the Client Satisfaction Questionnaire for Internet-
based treatments (CSQ-I) [58]. Potential side effects of
treatment will be assessed using the 20-item version of
the Negative Effects Questionnaire [59].

Predictors and moderators of treatment outcome

To assess potential predictors and moderators of treat-
ment outcomes, we will use the baseline scores of the
secondary outcomes measuring PTSD, depression, anxi-
ety, and substance abuse symptoms as described above.
We will also assess sociodemographic and asylum-related
variables (e.g., length of stay, asylum status), post-migra-
tion stressors (using 11 items of the Post-Migration Liv-
ing Difficulties Scale (PMLD)-Short Version [60, 61]),
self-efficacy (using the 12-item General Self-efficacy
Scale (GSE) [62]), and social support (using the 3-item
Oslo Social Support Scale (OSSS-3) [63]).

Mediators of treatment outcome

As potential mediators, we will assess working alliance
(using an adapted version for Internet-based treatments
(WAI-I) [64]), outcome expectations and perceived bar-
riers [65], and CBT skills (using the Cognitive-Behavioral
Therapy Skills Questionnaire (CBT-SQ) [66].

Cost-effectiveness
To assess costs, healthcare utilization will be measured
by selected questions from the questionnaires FIMA
[67] and FIMPsy [68]. To calculate costs, the measured
healthcare utilization will be monetarily valued using
standardized unit costs for Germany [69, 70]. Interven-
tion costs will be calculated using a bottom-up approach
based on interviews with study personnel on resource
use for the development, implementation, and use of the
intervention. Resources will be monetarily valued using
labor costs for productivity and market prices for goods.
Questionnaires that are not available in Arabic or Farsi
will be translated according to the WHO criteria [41].

Page 9 of 14

Plans to promote participant retention and complete
follow-up {18b}

Participants who end or drop out from treatment will still
be invited to participate in the assessments. Participants
will be compensated for completing the assessments with
up to 60€.

Data management {19}

The data safety management plan was approved by
the Ethical Committee of the Medical School Berlin
(MSB-2023/131). All data is gathered online and will be
recorded automatically. Data will be stored on a secure
server.

Confidentiality {27}
Participants will register on the study platform and will
be invited to provide a telephone number (for the diag-
nostic interview as well as for safety calls, see item 22)
and an email address to recover their account. All data is
stored on the secure study platform. Data export (exclud-
ing personal data) is only available to investigators.
Participants will receive extensive information on what
data is assessed, how it is transferred, and where and how
long it is stored. Participants provide informed consent.

Plans for collection, laboratory evaluation, and storage
of biological specimens for genetic or molecular analysis
in this trial/future use {33}

N/a: No biological specimens will be collected.

Statistical methods
Statistical methods for primary and secondary outcomes
{20a}
Differences in means between the treatment and waitlist
conditions on the primary outcome measure (HSCL-
25 total score, at post-assessment) and on secondary
outcome measures will be tested (superiority) using
baseline-adjusted regression models. Unstandardized
and standardized between-group differences (d) in the
primary and secondary outcomes will be reported with
appropriate confidence intervals. Moreover, we report
dropout rates and provide descriptive statistics on treat-
ment adherence. Moderators and mediators of treatment
response will be investigated using regression models.
For the economic evaluation, a cost-utility analysis of
CETA-I compared to WL from a healthcare systems per-
spective will be performed using a modeling approach. A
Markov model will be constructed using data on effec-
tiveness (measured by HSCL-25), costs (measured using
selected variables from FIMA, FIMPsy), and health-
related quality of life (measured by EQ-5D-5L) from the
study RCT, complemented by data from the literature.
The primary outcome of the economic evaluation will
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be the incremental cost-effectiveness ratio of CETA-I
compared to WL. To analyze uncertainty, univariate and
probabilistic sensitivity analyses will be conducted. In
addition, budget-impact analyses for CETA-I will be car-
ried out using the same model to estimate the monetary
budget impacts of different scenarios. Necessary cost
data will be taken from the cost-utility analysis, comple-
mented by data from the literature.

Interim analyses {21b}
No interim analysis is planned in this trial.

Methods for additional analyses (e.g., subgroup analyses)
{20b}

To evaluate differential treatment effects, the interaction
effects of moderators with treatment on the outcome will be
tested. Exploratory mediation analyses will be conducted.

Methods in analysis to handle protocol non-adherence

and any statistical methods to handle missing data {20c}

For the ITT analyses, missing data will be dealt with
using multiple imputations, which is considered a gold
standard [71]. Imputation will be done under the miss-
ing at-random assumption including different predictors
and moderators (as outlined in item 18a) of attrition and
outcome, which are assessed at pre-treatment and during
treatment. Second, a sensitivity analysis will be performed
under more conservative assumptions (e.g., imputed val-
ues of non-completers in the intervention condition will
be successively increased, and the analysis described
above will be repeated) to investigate the robustness of
our conclusions concerning between-group differences.

Plans to give access to the full protocol, participant-level
data, and statistical code {31c}

De-identified participant-level data as well as analysis
code will be made publicly available through a research
repository (OSF).

Oversight and monitoring

Composition of the coordinating center and trial steering
committee {5d}

The research team reviews recruitment rates weekly
and meets on a biweekly basis to ensure the integrity of
the protocol and conduct of the study. Any significant
amendments to the study protocol will be provided to
and approved by the Ethics Committee of Medical School
Berlin before implementation.

Composition of the data monitoring committee, its role,

and reporting structure {21a}

An independent Data Safety and Monitoring Board
(DSMB) has been established which will meet once
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a year. This DSMB is independent of all investigators
and the funding agency, and no member of the DSMB
has direct involvement in the conduct of the study. The
DSMB is composed of three researchers familiar with the
area of the study. The DSMB will monitor recruitment,
the number of dropouts, and all adverse events including
study withdrawals.

Adverse event reporting and harms {22}

During the trial, symptom deterioration and suicidality
will be closely monitored. Participants in the CETA-I
condition who score 1 on the suicide item will be invited
to complete the safety module that includes follow-up
questions. Participants who indicate immediate plans
and means, or previous attempts, will be called and
guided through the rest of the safety module. Partici-
pants who indicate no immediate plans or means and no
previous attempts complete the safety module on their
own. Participants who score 2 or above on the suicide
item will be called directly and guided through the safety
module. (2) Participants will be encouraged to commu-
nicate potential adverse effects to their online therapists
or the PIs. (3) Online therapists will be required to report
adverse events immediately to their supervisor and the
PIs. 4) The PI will decide if an adverse event must lead
to treatment termination. All such cases will be docu-
mented and considered for the analyses of the study
results.

At post-assessment, we will collect the negative effects
caused by the treatment systematically [57]. Participants
will complete the NEQ and are encouraged to further
note all adverse events that occurred during treatment
in an open-ended question. In addition, other markers
indicative of adverse events, like hospitalization, as
assessed by FIMPsy, and deterioration rates, will be
published.

Frequency and plans for auditing trial conduct {23}

The Data Safety and Monitoring Board will audit trial
conduct (including recruitment rates and frequency of
adverse events) in their yearly meeting.

Plans for communicating important protocol amendments

to relevant parties (e.g., trial participants, ethical
committees) {25}

Any amendments to the study protocol would have to
be approved first by the Medical School Berlin Ethics
Committee. If approved, these changes would have to be
reported in the trial registry. Finally, any amendments
would be reported in the trial paper.

Dissemination plans {31a} Trial results will be pub-
lished in a peer-reviewed journal. The results will also
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be presented at scientific conferences. A popular science
summary of the results will be posted online for laymen
and study participants. An anonymized data set as well as
statistical code used to analyze the data will be published
in a data repository on OSF.

Discussion

The planned trial aims to develop and evaluate a scal-
able treatment option for Arabic and Farsi-speaking
participants with common mental disorders. We hypoth-
esize that the Internet-based CETA treatment will be
more effective than no treatment. The trial will result
in important insights about how acceptable this form
of treatment is to the target population; how feasible it
is for online therapists, supervisors, and patients; and
finally how effective it is to decrease the mental health
load for patients. We will tailor treatment to the indi-
vidual patient, an approach that has been successfully
realized in previous transdiagnostic online trials [72, 73].
However, the specific tailoring process, including sev-
eral sources of information (questionnaires, interviews,
patients’ problem descriptions), is innovative and has
not been tested in an Internet-based setting before. The
same applies to the adaptation of the intervention dur-
ing the treatment process. We know only one Internet-
based pilot study that tested just-in-time adaptations for
patients with insomnia [74]. Thus, the planned trial not
only will provide very relevant data for the undertreated
population of refugees but also it will add to the growing
field of personalized Internet-based interventions.

Limitations and conclusion

The planned design is associated with some limitations.
First, even if our primary outcome measure is well vali-
dated within Arabic and Farsi-speaking populations,
we include several questionnaires within our extensive
assessment battery that have not yet been translated
into Arabic or Farsi. Within a related subproject, care-
ful translations will be performed adhering to WHO
standards. However, the results of these questionnaires
should still be interpreted with caution as psychometric
properties will be largely unknown for the target popu-
lation. Second, primary and secondary outcomes rely
on self-report alone and we do not include a clinician or
observer judgment.

Furthermore, acting as a strength and limitation
at the same time, we will not apply any exclusion cri-
teria regarding length of stay or asylum status for our
patients. This might result in a very heterogeneous
group of patients, facing different life situations and
different mental health challenges. We will, of course,
carefully assess asylum-related factors and evaluate
their impact on treatment uptake and outcome. Still,

Page 11 of 14

interpretation of (potentially inconsistent) results will
be more difficult. We chose these wide inclusion criteria
for two reasons. First, it will make it easier to meet our
recruitment goal. And second, it will increase external
validity. The ultimate goal of the planned project is to
help implement efficacious treatments for the under-
treated population of refugees and other migrants. By
including all participants independent of their time and
reason to immigrate to Germany and also by testing the
online treatment in other treatment settings in related
subprojects, we hope to make a significant contribution
to closing the gap between treatment needs and uptake
in the vulnerable group of refugees and migrants in
Germany.

Trial status
Participant recruitment starts in November 2023 and is
expected to be completed by spring 2025.

Abbreviations

ADIS Anxiety and Related Disorders Interview Schedule
AUDIT Alcohol Use Disorder Identification Test

CBT Cognitive behavior therapy

CBT-SQ Cognitive-Behavioral Skills Questionnaire

CETA Common Elements Treatment Approach

CETA-I Common Elements Treatment Approach-Internet-based version
CSQ- Client Satisfaction Questionnaire-Internet-based interventions

DIPS Diagnostisches Interview fiir Psychische Stérungen (Diagnostic
Interview for Mental Disorders)

DSM-5 Diagnostic and Statistical Manual of Mental Disorders-5

DSMB Data Safety and Monitoring Board

DUDIT Drug Use Disorder Identification Test

EQ-5D-5L  European Quality-of-Life 5-Dimensions 5 Level

FIMA Fragebogen zur Inanspruchnahme von medizinischen und nicht-
medizinischen Versorgungsleistungen im Alter (Questionnaire
on the Utilization of Medical and Nonmedical Services for the
Elderly)

FIMPsy Fragebogen zur Inanspruchnahme von medizinischen und nicht-
medizinischen Versorgungsleistungen bei psychischen Stérun-
gen (Questionnaire on the Utilization of Medical and Nonmedical
Services for Mental Disorders)

GCTR German Clinical Trial Registry

GSE General Self-Efficacy Scale

HSCL-25 Hopkins Symptom Checklist-25

ITT Intention to treat

NEQ Negative Effects Questionnaire

OSF Open Science Framework

0SSS Oslo Social Support Scale

PCL-5 PTSD Checklist for DSM-5

PHQ-4 Patient Health Questionnaire-4

PMLD Post-Migration Living Difficulties Scale

PTSD Post-traumatic stress disorder

RCT Randomized controlled trial
WA Working Alliance Inventory-Internet-based interventions
WHO World Health Organization

Supplementary Information

The online version contains supplementary material available at https://doi.
0rg/10.1186/513063-023-07845-5.

[ Additional file 1: Appendix 1. Standard CETA flows. }



https://doi.org/10.1186/s13063-023-07845-5
https://doi.org/10.1186/s13063-023-07845-5

Boettcher et al. Trials (2024) 25:13

Acknowledgements

We thank Laura Murray and Kristie Metz for their optimistic, reliable, and
comprehensive support during the training and supervision of our therapists.
Special thanks also go to Eva Katzinger, Yulah Lengen, Modar Monther, Parisa
Parchami, Jowan Rashed, and Zaid Salloum for their invaluable help in devel-
oping the CETA platform. Thank you all for your tireless support and inspiring
input.

Authors’ contributions {31b}

BR and BW obtained funding for this study. CK, JB, BR, BW, MH, MaH, MB, SB,
HG, HN, CH, AK, LKM, LN, SP, SoP, NS, and TW have contributed to the study
design and study preparation. JB drafted the original manuscript. All authors
read, provided suggestions, and approved the final manuscript. There are no
plans to use professional writers.

Funding {4}

Open Access funding enabled and organized by Projekt DEAL. The trial is

fully funded by the German Federal Ministry of Education and Research
(01EF1806). The funding agency is not involved in the study and does not
influence study design, recruitment, assessments, analyses, interpretation, and
publication of results.

Availability of data and materials {29}
After the publication of trial results, a de-identified data set, as well as analysis
code, will be made publicly available on the research data repository OSF.

Declarations

Ethics approval and consent to participate {24}
The trial was reviewed and approved by Medical School Berlin MSB2023/131.
Informed consent will be obtained from all study participants.

Consent for publication {32}
Not applicable.

Competing interests {28}
The authors declare that they have no competing interests.

Author details

!Clinical Psychology and Psychotherapy, Freie Universitaet Berlin, Berlin, Ger-
many. “Clinical Psychology and Psychotherapy, Psychologische Hochschule
Berlin, Berlin, Germany. *Clinical Psychological Intervention, Freie Universitaet
Berlin, Berlin, Germany. “Medical Psychology and Medical Sociology, University
of Leipzig, Leipzig, Germany. >Section of Healthcare Research, LVR-Institute

for Research and Education, Cologne, Germany. ®Clinical Psychology and Psy-
chotherapie, Freie Universitaet Berlin, Berlin, Germany. "Health Economics
and Health Services Research, University Medical Center Hamburg-Eppendorf,
Hamburg, Germany. 8Clinical Psychology and Psychotherapy, Medical School
Berlin, Berlin, Germany. °Methods and Fvaluation/Quality Assurance, Freie
Universitaet Berlin, Berlin, Germany.

Received: 5 March 2023 Accepted: 30 November 2023
Published online: 02 January 2024

References

1. Charlson F,van Ommeren M, Flaxman A, Cornett J, Whiteford H, Saxena S.
New WHO prevalence estimates of mental disorders in conflict settings:
a systematic review and meta-analysis. Lancet. 2019;394(10194):240-8.
Available from: https://doi.org/10.1016/50140-6736(19)30934-1.

2. Hoell A, Kourmpeli E, Salize HJ, Heinz A, Padberg F, Habel U, et al. Preva-
lence of depressive symptoms and symptoms of post-traumatic stress
disorder among newly arrived refugees and asylum seekers in Germany:
systematic review and meta-analysis. BJPsych Open. 2021;7(3):93. Avail-
able from: https://doi.org/10.1192/bjo.2021.54.

3. Blackmore R, Boyle JA, Fazel M, Ranasinha S, Gray KM, Fitzgerald G, et al.
The prevalence of mental iliness in refugees and asylum seekers: a
systematic review and meta-analysis. PLOS Med. 2020;17(9):e1003337.
Available from: https://doi.org/10.1371/journalpmed.1003337.

20.

Page 12 of 14

Fazel M, Wheeler J, Danesh J. Prevalence of serious mental disorder in
7000 refugees resettled in western countries: a systematic review. Lancet.
2005;365. Available from: https://doi.org/10.1016/50140-6736(05)61027-6
Bogic M, Njoku A, Priebe S. Long-term mental health of war-refugees: a
systematic literature review. BMC Int Heal Hum Rights. 2015;15. Available
from: https://doi.org/10.1186/512914-015-0064-9

Abebe DS, Lien L, Elstad JI. Immigrants’ utilization of specialist mental
healthcare according to age, country of origin, and migration his-

tory: a nation-wide register study in Norway. Soc Psychiatry Psychiatr
Epidemiol. 2017,52(6):679-87. Available from: https://doi.org/10.1007/
s00127-017-1381-1.

Barghadouch A, Kristiansen M, Jervelund SS, Hjern A, Montgomery E,
Norredam M. Refugee children have fewer contacts to psychiatric health-
care services: an analysis of a subset of refugee children compared to
Danish-born peers. Soc Psychiatry Psychiatr Epidemiol. 2016;51(8):1125-36.
Available from: https://doi.org/10.1007/500127-016-1260-1.

Federal Office for Migration and Refugees. Figures of asylum (06/2022).
2022.

BafF e.V.Versorgungsbericht zur psychosozialen Versorgung von
Flichtlingen und Folteropfern in Deutschland. Bundesweite Arbeitsge-
meinschaft der Psychosozialen Zentren fur Fliichtlinge und Folteropfer;
2016.

Mack S, Jacobi F, Gerschler A, Strehle J, Hofler M, Busch MA, et al. Self-
reported utilization of mental health services in the adult German popu-
lation — evidence for unmet needs? Results of the DEGS1-Mental Health
Module (DEGS1-MH). Int J Methods Psychiatr Res. 2014;23(3):289-303.
Available from: https://doi.org/10.1002/mpr.1438.

. Alonso J, Angermeyer MC, Bernert S, Bruffaerts R, Brugha TS, Bryson H,

et al. Disability and quality of life impact of mental disorders in Europe:
results from the European Study of the Epidemiology of Mental Disorders
(ESEMeD) project. Acta Psychiatr Scand. 2004;109(s420):38-46. Available
from: https://doi.org/10.1111/}.1600-0047.2004.00329 x.

Pumariega AJ, Rothe E, Pumariega JB. Mental health of immigrants and
refugees. Community Ment Health J. 2005;41(5):581-97.

Lamers F, van Oppen P, Comijs HC, Smit JH, Spinhoven P, van Balkom
AJLM, et al. Comorbidity patterns of anxiety and depressive disorders in

a large cohort study: the Netherlands Study of Depression and Anxiety
(NESDA). J Clin Psychiatry. 2011;72(3):341-8.

Lo J, Patel P, Shultz JM, Ezard N, Roberts B. A systematic review on harmful
alcohol use among civilian populations affected by armed conflict in low-
and middle-income countries. Subst Use Misuse. 2017;52(11):1494-510.
Kuester A, Niemeyer H, Knaevelsrud C. Internet-based interventions for
posttraumatic stress: a meta-analysis of randomized controlled trials. Clin
Psychol Rev. 2016 Feb 1;43:1-16. Available from: http://www.sciencedir
ect.com/science/article/pii/S0272735815001543. [cited 2017 Oct 6].
Andrews G, Basu A, Cuijpers P, Craske MG, McEvoy P, English CL, et al.
Computer therapy for the anxiety and depression disorders is effective,
acceptable and practical health care: an updated meta-analysis. J Anxiety
Disord. 2018;55:70-8. Available from: http://www.sciencedirect.com/
science/article/pii/S0887618517304474.

Andersson G, Carlbring P, Titov N, Lindefors N. Internet interventions for
adults with anxiety and mood disorders: a narrative umbrella review of
recent meta-analyses. Can J Psychiatry. 2019;64(7):465-70.
Hedman-Lagerlof E, Carlbring P, Svardman F, Riper H, Cuijpers P, Anders-
son G. Therapist-supported Internet-based cognitive behaviour therapy
yields similar effects as face-to-face therapy for psychiatric and somatic
disorders: an updated systematic review and meta-analysis. World Psy-
chiatry. 2023;22(2):305-14. Available from: https://doi.org/10.1002/wps.
21088.

Pasarelu CR, Andersson G, Bergman Nordgren L, Dobrean A. Internet-
delivered transdiagnostic and tailored cognitive behavioral therapy

for anxiety and depression: a systematic review and meta-analysis of
randomized controlled trials. Cogn Behav Ther. 2017;46(1):1-28. Available
from: https://doi.org/10.1080/16506073.2016.1231219.

Kayrouz R, Dear BF, Karin E, Gandy M, Fogliati VJ, Terides MD, et al. A pilot
study of self-guided internet-delivered cognitive behavioural therapy for
anxiety and depression among Arabs. Internet Interv. 2016;3(Supplement
C):18-24. Available from: http://www.sciencedirect.com/science/article/
pii/S221478291500041X.


https://doi.org/10.1016/S0140-6736(19)30934-1
https://doi.org/10.1192/bjo.2021.54
https://doi.org/10.1371/journal.pmed.1003337
https://doi.org/10.1016/S0140-6736(05)61027-6
https://doi.org/10.1186/s12914-015-0064-9
https://doi.org/10.1007/s00127-017-1381-1
https://doi.org/10.1007/s00127-017-1381-1
https://doi.org/10.1007/s00127-016-1260-1
https://doi.org/10.1002/mpr.1438
https://doi.org/10.1111/j.1600-0047.2004.00329.x
http://www.sciencedirect.com/science/article/pii/S0272735815001543
http://www.sciencedirect.com/science/article/pii/S0272735815001543
http://www.sciencedirect.com/science/article/pii/S0887618517304474
http://www.sciencedirect.com/science/article/pii/S0887618517304474
https://doi.org/10.1002/wps.21088
https://doi.org/10.1002/wps.21088
https://doi.org/10.1080/16506073.2016.1231219
http://www.sciencedirect.com/science/article/pii/S221478291500041X
http://www.sciencedirect.com/science/article/pii/S221478291500041X

Boettcher et al. Trials

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32

33

34.

35.

36.

37.

(2024) 25:13

Kayrouz R, Dear BF, Karin E, Fogliati VJ, Titov N. A pilot study of a clinician-
guided Internet-delivered cognitive behavioural therapy for anxiety and
depression among Arabs in Australia, presented in both English and
Arabic languages. Internet Interv. 2016;5(Supplement C):5-11. Available
from: http://www.sciencedirect.com/science/article/pii/S221478291
630015X.

Lindegaard T, Seaton F, Halaj A, Berg M, Kashoush F, Barchini R, et al.
Internet-based cognitive behavioural therapy for depression and anxi-
ety among Arabic-speaking individuals in Sweden: a pilot randomized
controlled trial. Cogn Behav Ther. 2021;50(1):47-66.

Lindegaard T, Wasteson E, Demetry Y, Andersson G, Richards D, Shah-
navaz S. Investigating the potential of a novel Internet-based cognitive
behavioural intervention for Dari and Farsi speaking refugee youth: a
feasibility study. Internet Interv. 2022;28:100533. Available from: https.//
www.sciencedirect.com/science/article/pii/S2214782922000409.
Knaevelsrud C, Brand J, Lange A, Ruwaard J, Wagner B. Web-based
psychotherapy for posttraumatic stress disorder in war-traumatized Arab
patients: randomized controlled trial. J Med Internet Res. 2015;17(3):e71.
Bottche M, Wagner B, Vohringer M, Heinrich M, Stein J, Selmo P, et al. Is
only one cognitive technique also effective? Results from a randomized
controlled trial of two different versions of an internet-based cognitive
behavioural intervention for post-traumatic stress disorder in Arabic-
speaking countries. Eur J Psychotraumatol. 2021;12(1):1943870.

Boge K, Karnouk C, Hoell A, Tschorn M, Kamp-Becker |, Padberg F, et al.
Effectiveness and cost-effectiveness for the treatment of depressive
symptoms in refugees and asylum seekers: a multi-centred randomized
controlled trial. Lancet Glob Heal. 2022;1(19):100413.

Sijorandij M, Acarturk C, Bird M, Bryant RA, Burchert S, Carswell K, et al.
Strengthening mental health care systems for Syrian refugees in Europe
and the Middle East: integrating scalable psychological interventions in
eight countries. Eur J Psychotraumatol. 2017;8(sup2):1388102.

Murray L, Dorsey S, Haroz E, Lee C, Alsiary MM, Haydary A, et al. A com-
mon elements treatment approach for adult mental health prob-

lems in low- and middle-income countries. Cogn Behav Pract. 2014
May;21(2):111-23. Available from: http://www.ncbi.nlm.nih.gov/pmc/
articles/PMC4304666/.

Bolton P, Lee C, Haroz EE, Murray L, Dorsey S, Robinson C, et al. A trans-
diagnostic community-based mental health treatment for comorbid
disorders: development and outcomes of a randomized controlled trial
among Burmese refugees in Thailand. PLOS Med. 2014;11(11):e1001757.
Available from: https://doi.org/10.1371/journal.pmed.1001757.

Weiss WM, Murray L, Zangana GAS, Mahmooth Z, Kaysen D, Dorsey

S, et al. Community-based mental health treatments for survivors of
torture and militant attacks in southern Irag: a randomized control trial.
BMC Psychiatry. 2015;15(1):249. Available from: https://doi.org/10.1186/
512888-015-0622-7.

Murray L, Kane J, Glass N, Van Wyk S, Melendez F, Paul R, et al. Effective-
ness of the Common Elements Treatment Approach (CETA) in reducing
intimate partner violence and hazardous alcohol use in Zambia (VATU): a
randomized controlled trial. PLOS Med. 2020;17(17):¢1003056.

Kane J, Sharma A, Murray LK, Chander G, Kanguya T, Skavenski S, et al. Effi-
cacy of the Common Elements Treatment Approach (CETA) for unhealthy
alcohol use among adults with HIV in Zambia: results from a pilot rand-
omized controlled trial. AIDS Behav. 2022;26(2):523-36. Available from:
https://doi.org/10.1007/510461-021-03408-4.

Heim E, Shehadeh MH, van't Hof E, Carswell K. Cultural adaptation of scal-
able interventions. In: Maercker A, Heim E, Kirmayer LJ, editors. Cultural
Clinical Psychology and PTSD. Gottingen: Hogrefe; 2019.

Bottche M, Kampisiou C, Stammel N, El-Haj-Mohamad R, Heeke C,
Burchert S, et al. From formative research to adaptation of an evidence-
based cognitive-behavioural intervention: decision-making processes for
face-to-face and internet-based cultural adaptation for Arabic-speaking
refugees in Germany. Clin Psychol Eur. 2021;3.

Hesbacher PT, Rickels K, Morris RJ, Newman H, Rosenfeld H. Psychiatric
iliness in family practice. J Clin Psychiatry. 1980;41.

Blevins CA, Weathers FW, Davis MT, Witte TK, Domino JL. The Posttrau-
matic Stress Disorder Checklist for DSM-5 (PCL-5): development and
initial psychometric evaluation. J Trauma Stress. 2015;28(6):489-98.
Winokur A, Winokur DF, Rickels K, Cox DS. Symptoms of emotional
distress in a family planning service: stability over a four-week period. Br J
Psychiatry J Ment Sci. 1984;144.

38.

39.

40.

41.

42.

43.

45.

46.

47.

48.

49.

50.

52.

53.

54.

55.

Page 13 of 14

Wortmann JH, Jordan AH, Weathers FW, Resick PA, Dondanville KA, Hall-Clark B,
et al. Psychometric analysis of the PTSD Checklist-5 (PCL-5) among treatment-
seeking military service members. Psychol Assess. 2016;28(11):1392-403.
Margraf J, Cwik JC. Mini-DIPS Open Access: Diagnostisches Kurzinterview
bei psychischen Stérungen. Bochum. Bochum: Forschungs- und Behand-
lungszentrum flr psychische Gesundheit; 2017.

Margraf J, Cwik JC, Pflug V, Schneider S. Structured clinical interviews for
mental disorders across the lifespan: psychometric quality and further
developments of the DIPS Open Access interviews. [Strukturierte klinis-
che Interviews zur Erfassung psychischer Stérungen tber die Lebens-
spanne: Gutek. Z Klin Psychol Psychother. 2017;46(3):176-86.

World Health Organisation. Process of translation and adaptation of
instruments. 2014.

Hollandare F, Gustafsson SA, Berglind M, Grape F, Carlbring P, Anders-

son G, et al. Therapist behaviours in Internet-based cognitive behaviour
therapy (ICBT) for depressive symptoms. Internet Interv. 2016 Mar;3:1-7.
Available from: http://www.sciencedirect.com/science/article/pii/S2214
782915000391. [cited 2016 Mar 17].

Nils Johan Lavik @ivind Solberg, Petter Laake EH. The use of self-reports
in psychiatric studies of traumatized refugees: validation and analysis of
HSCL-25. Nord J Psychiatry. 1999 Jan 1;53(1):17-20. Available from: https://
doi.org/10.1080/080394899426666.

Selmo P, Koch T, Brand J, Wagner B, Knaevelsrud C. Psychometric proper-
ties of the online Arabic versions of BDI-Il, HSCL-25, and PDS. Eur J Psychol
Assess. 2016 Nov 7;1-9. Available from: https://doi.org/10.1027/1015-
5759/a000367.

Al-Turkait FA, Ohaeri JU, EI-Abbasi A-HM, Naguy A. Relationship between symp-
toms of anxiety and depression in a sample of Arab college students using the
Hopkins Symptom Checklist 25. Psychopathology. 2011,44(4):230-41.

Ibrahim H, ErtlV, Catani C, Ismail AA, Neuner F. The validity of Posttrau-
matic Stress Disorder Checklist for DSM-5 (PCL-5) as screening instrument
with Kurdish and Arab displaced populations living in the Kurdistan
region of Irag. BMC Psychiatry. 2018 Aug 16;18(1):259. Available from:
https://www.ncbi.nlm.nih.gov/pubmed/30115040.

Nesterko Y, Jackle D, Friedrich M, Holzapfel L, Glaesmer H. Factors predict-
ing symptoms of somatization, depression, anxiety, post-traumatic stress
disorder, self-rated mental and physical health among recently arrived
refugees in Germany. Confl Health. 2020 Jul 9;14:44. Available from:
https://pubmed.ncbi.nlm.nih.gov/32670398.

Saunders JB, Aasland OG, Babor TF, De la Fuente JR, Grant M. Develop-
ment of the Alcohol Use Disorders Identification Test (AUDIT): WHO
Collaborative Project on Early Detection of Persons with Harmful Alcohol
Consumption-Il. Addiction. 1993;88(6):791-804.

Bergman H. Alcohol use among Swedes and a psychometric evalua-

tion of the alcohol use disorders identification test. Alcohol Alcohol.
2002;37(3):245-51.

Almarri TSK, Oei TPS, Amir T. Validation of the alcohol use identifica-

tion test in a prison sample living in the Arabian Gulf region. Subst Use
Misuse. 2009;44(14):2001-13.

Berman AH, Bergman H, Palmstierna T, Schlyter F. Evaluation of the drug use
disorders identification test (DUDIT) in criminal justice and detoxification set-
tings and in a Swedish population sample. Eur Addict Res. 2005;11(1):22-31.
Sfendla A, Zouini B, Lemrani D, Berman AH, Senhaji M, Kerekes N.
Psychometric properties of the Arabic version of the drug use disorders
identification test (DUDIT) in clinical, prison inmate, and student samples.
Int J Behav Med. 2017;24(2):280-7.

Habibi Asgarabad M, Alahdadi S, Ghanbari N. Psychometric properties of
drug use disorders identification test (DUDIT) among drug abusers. Iran J
Epidemiol. 2017 Dec 1;13(3):210-21. Available from: http://irjetums.ac.ir/
article-1-5818-en.html.

Noorbakhsh S, Shams J, Faghihimohamadi M, Zahiroddin H, Hallgren

M, Kallmen H. Psychometric properties of the Alcohol Use Disorders
Identification Test (AUDIT) and prevalence of alcohol use among Iranian
psychiatric outpatients. Subst Abuse Treat Prev Policy. 2018;13(1):5. Avail-
able from: https://doi.org/10.1186/513011-018-0141-x.

Lowe B, Wahl I, Rose M, Spitzer C, Glaesmer H, Wingenfeld K, et al. A
4-item measure of depression and anxiety: validation and standardization
of the Patient Health Questionnaire-4 (PHQ-4) in the general population.
J Affect Disord. 2010 Apr;122(1-2):86-95. Available from: http://search.
ebscohost.com/login.aspx?direct=true&db=psyh&AN=2009-14105-001&
site=ehost-live.


http://www.sciencedirect.com/science/article/pii/S221478291630015X
http://www.sciencedirect.com/science/article/pii/S221478291630015X
https://www.sciencedirect.com/science/article/pii/S2214782922000409
https://www.sciencedirect.com/science/article/pii/S2214782922000409
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4304666/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4304666/
https://doi.org/10.1371/journal.pmed.1001757
https://doi.org/10.1186/s12888-015-0622-7
https://doi.org/10.1186/s12888-015-0622-7
https://doi.org/10.1007/s10461-021-03408-4
http://www.sciencedirect.com/science/article/pii/S2214782915000391
http://www.sciencedirect.com/science/article/pii/S2214782915000391
https://doi.org/10.1080/080394899426666
https://doi.org/10.1080/080394899426666
https://doi.org/10.1027/1015-5759/a000367
https://doi.org/10.1027/1015-5759/a000367
https://www.ncbi.nlm.nih.gov/pubmed/30115040
https://pubmed.ncbi.nlm.nih.gov/32670398
http://irje.tums.ac.ir/article-1-5818-en.html
http://irje.tums.ac.ir/article-1-5818-en.html
https://doi.org/10.1186/s13011-018-0141-x
http://search.ebscohost.com/login.aspx?direct=true&db=psyh&AN=2009-14105-001&site=ehost-live
http://search.ebscohost.com/login.aspx?direct=true&db=psyh&AN=2009-14105-001&site=ehost-live
http://search.ebscohost.com/login.aspx?direct=true&db=psyh&AN=2009-14105-001&site=ehost-live

Boettcher et al. Trials

56.

57.

58.

59.

60.

61.

62

63.

64.

65.

66

67.

68.

69.

70.

71.

72.

73.

74.

(2024) 25:13

Price M, Szafranski DD, van Stolk-Cooke K, Gros DF. Investigation of
abbreviated 4 and 8 item versions of the PTSD Checklist 5. Psychiatry Res.
2016;239:124-30.

Feng Y-S, Kohlmann T, Janssen MF, Buchholz I. Psychometric properties of
the EQ-5D-5L: a systematic review of the literature. Qual life Res an Int J
Qual life Asp Treat care Rehabil. 2021;30(3):647-73.

BoR L, Lehr D, Reis D, Vis C, Riper H, Berking M, et al. Reliability and validity
of assessing user satisfaction with web-based health interventions. J Med
Internet Res. 2016;18(8):e234.

Rozental A, Kottorp A, Forsstrom D, Mansson K, Andersson G, Furmark T,
et al. The negative effects questionnaire: psychometric properties of an
instrument for assessing adverse and unwanted events in psychological
treatments. Behav Cogn Psychother. 2019;47(5):559-72.

Silove D, Sinnerbrink I, Field A, ManicavasagarV, Steel Z. Anxiety, depres-
sion and PTSD in asylum-seekers: assocations with pre-migration trauma
and post-migration stressors. Br J Psychiatry. 1997;170:351-7.
Semmlinger V, Ehring T. Adapted version of the post-migration living
difficulties checklist. 2022.

Luszczynska A, Scholz U, Schwarzer R. The General Self-Efficacy Scale:
multicultural validation studies. J Psychol. 2005;139(5):439-57. Available
from: https://doi.org/10.3200/JRLP.139.5.439-457.

Kocalevent R-D, Berg L, Beutel ME, Hinz A, Zenger M, Harter M, et al.
Social support in the general population: standardization of the Oslo
Social Support Scale (OSSS-3). BMC Psychol. 2018;6(1):31.

Goémez Penedo JM, Berger T, grosse Holtforth M, Krieger T, Schroder J,
Hohagen F, et al. The Working Alliance Inventory for guided Internet
interventions (WAI-1). J Clin Psychol 2020 76(6):973-86

Lutz W, Rubel JA, Schwartz B, Schilling V, Deisenhofer A-K. Towards
integrating personalized feedback research into clinical practice:
development of the trier treatment navigator (TTN). Behav Res Ther.
2019;120:103438.

Jacob KL, Christopher MS, Neuhaus EC. Development and validation

of the Cognitive-Behavioral Therapy Skills Questionnaire. Behav Modif.
2011;35(6):595-618. Available from: https://doi.org/10.1177/0145445511
419254,

Seidl H, Hein L, Scholz S, Bowles D, Greiner W, Brettschneider C, et al.
[Validation of the FIMA questionnaire for health-related resource use
against medical claims data: the role played by length of recall period].
Gesundheitswes (Bundesverband der Arzte des Offentl Gesundheitsdien-
stes. 2021 Jan;83(1):66-74.

Grupp H, Kénig H-H, Riedel-Heller S, Konnopka A. FIMPsy — Fragebo-

gen zur Inanspruchnahme medizinischer und nicht medizinischer
Versorgungsleistungen bei psychischen Erkrankungen: Entwicklung und
Verwendung TT - FIMPsy — questionnaire for the assessment of medi-

cal and non medical resource utilisation in. Psychiatr Prax. 26.01.2017.
2018;45(02):87-94.

Bock J-O, Brettschneider C, Seidl H, Bowles D, Holle R, Greiner W, et al.
[Calculation of standardised unit costs from a societal perspective for
health economic evaluation]. Gesundheitswes (Bundesverband der Arzte
des Offentl Gesundheitsdienstes . 2015 Jan;77(1):53-61.

Grupp H, Kénig H-H, Konnopka A. Kostensétze zur monetéren Bewertung
von Versorgungsleistungen bei psychischen Erkrankungen TT - Calcula-
tion of standardised unit costs for the economic evaluation of mental
disorders. Gesundheitswesen. 24.09.2015. 2017;79(01):48-57.

Enders CK. Applied missing data analysis. Guilford Press; 2022.

Berger T, Boettcher J, Caspar F. Internet-based guided self-help for several
anxiety disorders: a randomized controlled trial comparing a tailored with
a standardized disorder-specific approach. Psychotherapy. 2014;51(2).
Carlbring P Maurin L, Torngren C, Linna E, Eriksson T, Sparthan E, et al.
Individually-tailored, Internet-based treatment for anxiety disorders: a
randomized controlled trial. Behav Res Ther. 2011 Jan;49(1):18-24. Available
from: http://www.ncbi.nlm.nih.gov/pubmed/21047620. [cited 2012 Nov 9].
Forsell E, Jernelév S, Blom K, Kraepelien M, Svanborg C, Andersson G, et al.
Proof of concept for an adaptive treatment strategy to prevent failures

in Internet-delivered CBT: a single-blind randomized clinical trial with
insomnia patients. Am J Psychiatry. 2019 Jan 30;176:appi.ajp.2018.1.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

Page 14 of 14

Ready to submit your research? Choose BMC and benefit from:

fast, convenient online submission

thorough peer review by experienced researchers in your field

rapid publication on acceptance

support for research data, including large and complex data types

gold Open Access which fosters wider collaboration and increased citations

maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions



https://doi.org/10.3200/JRLP.139.5.439-457
https://doi.org/10.1177/0145445511419254
https://doi.org/10.1177/0145445511419254
http://www.ncbi.nlm.nih.gov/pubmed/21047620

	Internet-based transdiagnostic treatment for emotional disorders in Arabic- and Farsi-speaking refugees: study protocol of a randomized controlled trial
	Abstract 
	Background 
	Methods 
	Discussion 
	Trial registration 

	Administrative information
	Introduction
	Background and rationale {6a}
	Objectives {7}
	Trial design {8}

	Methods: participants, interventions, and outcomes
	Study setting {9}
	Eligibility criteria {10}
	Who will take informed consent? {26a}
	Additional consent provisions for collection and use of participant data and biological specimens {26b}
	Interventions
	Explanation for the choice of comparators {6b}
	Intervention description {11a}


	Adaptations to the original CETA manual
	Tailoring
	Supervision
	Criteria for discontinuing or modifying allocated interventions {11b}
	Strategies to improve adherence to interventions {11c}


	Therapists
	Participants
	Relevant concomitant care permitted or prohibited during the trial {11d}
	Provisions for posttrial care {30}
	Outcomes {12}
	Participant timeline {13}
	Sample size {14}
	Recruitment {15}

	Assignment of interventions: allocation
	Sequence generation {16a}
	Concealment mechanism {16b}
	Implementation {16c}

	Assignment of interventions: blinding
	Who will be blinded? {17a}
	Procedure for unblinding if needed {17b}

	Data collection and management
	Plans for assessment and collection of outcomes {18a}
	Secondary outcomes


	PTSD
	Addictions
	Predictors and moderators of treatment outcome
	Mediators of treatment outcome
	Cost-effectiveness
	Plans to promote participant retention and complete follow-up {18b}
	Data management {19}
	Confidentiality {27}
	Plans for collection, laboratory evaluation, and storage of biological specimens for genetic or molecular analysis in this trialfuture use {33}

	Statistical methods
	Statistical methods for primary and secondary outcomes {20a}
	Interim analyses {21b}
	Methods for additional analyses (e.g., subgroup analyses) {20b}
	Methods in analysis to handle protocol non-adherence and any statistical methods to handle missing data {20c}
	Plans to give access to the full protocol, participant-level data, and statistical code {31c}

	Oversight and monitoring
	Composition of the coordinating center and trial steering committee {5d}
	Composition of the data monitoring committee, its role, and reporting structure {21a}
	Adverse event reporting and harms {22}
	Frequency and plans for auditing trial conduct {23}
	Plans for communicating important protocol amendments to relevant parties (e.g., trial participants, ethical committees) {25}
	Dissemination plans {31a} 



	Discussion
	Limitations and conclusion
	Trial status

	Anchor 68
	Acknowledgements
	References


