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Introduction: Migrant populations are exposed to multiple psychosocial stress-
ors throughout the migration process, increasing their risk for common mental 
health conditions. There is increasing evidence for psychological interventions 
amongst migrants, although intervention effects tend to attenuate over time and 
efficacy against placebo is unknown. At the same time, implementation science 
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questions are becoming critical, such as the benefits of in-person and online 
psychological interventions.
Methods and analysis: We present a study protocol for a randomized hybrid 
type-I effectiveness-implementation study that will enroll adult migrants resettled 
in Italy who experience elevated psychological distress. Participants (n = 237) 
will be randomized to receive either in-person Self-Help Plus (SH+) or online 
Doing What Matters in Times of Stress (DWM). We will assess the performance of 
both SH + and DWM with an additional booster session, and will compare them 
against a psychological placebo without active intervention ingredients. An inten-
tion-to-treat analysis using linear mixed models will be conducted to explore 
interventions’ effects on depressive and anxiety symptoms at 3 months following 
randomization as measured by the Patient Health Questionnaire-Anxiety and 
Depression Scale, and to explore a set of implementation outcomes. We will also 
measure depressive symptoms, anxiety symptoms, mental health status, func-
tioning, wellbeing, cost associated with care, quality of life, and self-stigma as 
secondary outcomes.
Ethics and dissemination: The study protocol, informed consent procedures, 
and data protection measures were approved by the Comitato Etico Territoriale 
(CET) Area Sud Ovest Veneto (Approval ID n. 68505). The results of the present 
trial will be disseminated through the ADVANCE policy and scaling up strategy, 
in peer-reviewed journals, and at international and national scientific meetings.
Trial registration number: ClinicalTrials.gov, identifier: NCT07209306.

KEYWORDS

cost-effectiveness, Doing What Matters in Times of Stress, implementation science, 

migrants, psychological interventions, randomized controlled trial, refugees, Self-Help 

Plus

1 Introduction

Migrant populations represent a substantial and growing propor-
tion of the global population. The term “migrant” refers to a wide 
range of population groups, such as labor migrants, undocumented 
migrants, asylum seekers, refugees, internally displaced persons, and 
other people on the move (1). According to the latest International 
Organization for Migration (IOM) migration data, the number of 
international migrants worldwide has continued to grow. By mid-
2024, an estimated 304 million people were living outside their coun-
try of birth or citizenship, reflecting continued global mobility and 
demographic shifts. This represents an estimated 3.8% of the world’s 
population (2).

Migration to Europe remains a significant element of global 
migration. Although specific IOM figures for Italy arrivals through 
2024–2025 vary by route and source, recent reports suggest that tens 
of thousands of migrants continue to arrive in Europe via 
Mediterranean routes, with Italy being one of the principal entry 
points. For example, according to estimates published in news and 
migration analyses, over 60,000 people reached Italy in 2024 via irreg-
ular routes from North Africa (3).

Migrant populations are exposed to various risk factors for mental 
health conditions, such as discrepancies between pre-migration 
expectations and actual post-migration conditions, inadequate sup-
port systems, discrimination, challenges in adaptation and accultura-
tion processes, as well as financial, administrative, and legal hurdles. 
Such stressors often impede their daily functioning and lives during 
and after the migration process. Among forcibly displaced populations 
such as refugees and asylum seekers, the additional adversities of loss, 
violence, and persecution further elevate vulnerability to mental 

disorders. As a consequence of this cumulative exposure to psychoso-
cial stressors, mental health conditions are more frequent among 
migrants compared with the general population (4–8).

The World Health Organization (WHO) has developed a 
number of potentially scalable psychological interventions for pop-
ulations affected by adversity (9). These include Self Help Plus 
(SH+) and its book and online version Doing What Matters in 
Times of Stress (DWM) (9). In this trial DWM will be evaluated as 
a standalone guided online intervention. A core feature of WHO 
psychological interventions is that they can be delivered by non-
specialist helpers, such as trained peers or psychosocial workers, 
following appropriate training and supervision, an approach com-
monly referred to as task sharing. These interventions have been 
designed to be broadly applicable to individuals with or without a 
diagnosed mental health condition and to address a range of mental 
health problems in a transdiagnostic manner, including depression, 
anxiety, and post-traumatic stress disorder (PTSD) symptoms, 
while remaining easily adaptable to different populations, cultures, 
and languages. Additionally, the interventions and their implemen-
tation materials are available open access on the WHO website (10).

SH+ and DWM are grounded in principles of acceptance and com-
mitment therapy (ACT) and aim to strengthen stress management and 
coping skills that can be flexibly applied across a wide range of emotional 
and psychosocial difficulties. Despite their shared theoretical foundation 
and objectives, SH + and DWM differ in their delivery modes and the 
level of interpersonal support they provide. SH + is a group-based, face-
to-face intervention, typically delivered to large groups of up to 30 par-
ticipants. Sessions are guided by one facilitator and a co-facilitator who 
play a supportive and organizational role, ensuring fidelity to the inter-
vention. The content is largely delivered through standardized audio 
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recordings and accompanying materials, allowing for consistent imple-
mentation across diverse settings and populations. DWM, on the other 
hand, represents a book version of the same core principles, which has 
been subsequently further adapted for online delivery. The intervention 
is typically accessed individually via digital platforms and is guided by a 
helper, who provides brief telephone or message-based support support 
following a protocol developed by WHO, to encourage engagement and 
completion, rather than intensive therapeutic input (11). This format 
allows DWM to be implemented in contexts where face-to-face delivery 
is not feasible, such as during public health emergencies or in settings 
with limited access to trained facilitators.

Both interventions (SH+ and DWM) are supported by evidence 
of beneficial effects. SH + has been evaluated among diverse popula-
tions of asylum seekers and refugees in Europe, Turkey, and northern 
Uganda (12–16). DWM has been examined in multiple randomized 
controlled trials (RCTs), including three studies conducted in Europe 
among vulnerable populations, such as migrants and individuals expe-
riencing social adversity. In addition, DWM was tested in an RCT 
involving health workers in Spain as part of the RESPOND project 
(17, 18) and in a separate RCT with health workers in Italy during the 
COVID-19 pandemic (19, 20).

In addition to evaluating effectiveness on symptom outcomes, there 
is a growing recognition of the importance of examining implementation 
outcomes when assessing scalable psychological interventions. 
Understanding factors such as feasibility, acceptability, appropriateness, 
fidelity, and reach is essential to determine whether these interventions 
can be successfully delivered in real-world settings and sustained over 
time. This is particularly relevant for low-intensity, task-sharing 
approaches such as SH+ and DWM, which are specifically designed for 
large-scale dissemination across diverse and resource-constrained con-
texts. Hybrid effectiveness-implementation trial designs offer a valuable 
methodological framework to simultaneously assess clinical outcomes 
and implementation processes, thereby enhancing the relevance and 
applicability of findings for policy and practice.

In addition to these implementation research goals, the current 
study aims to fill two remaining gaps in knowledge on the efficacy 
of SH+ and DWM. First, although data from RCTs indicate that 
SH+ and DWM are effective, their effects appear to attenuate over 
the medium to long term (12–15). One potential strategy to address 
this decline in efficacy may be the incorporation of booster sessions, 
which may reinforce key therapeutic principles and skills after 
completion of the core intervention (19, 20). Booster sessions may 
help consolidate learning, promote continued practice of adaptive 
coping strategies, and support the maintenance of treatment gains 
over time, particularly in populations exposed to ongoing stressors 
(21–25). In the context of scalable, low-intensity interventions such 
as SH+ and DWM, booster sessions could represent a feasible and 
pragmatic approach to enhancing long-term effectiveness, particu-
larly when integrated into stepped-care or task-shifting models of 
mental health service delivery.

A second concern with the existing evidence is that both SH+ and 
DWM have been evaluated primarily against usual care. To date, the 
only study employing a control condition comprising an equally super-
vised and structured alternative activity was conducted by Riello and 
colleagues, in an RCT among workers in residential nursing and care 
homes (18). In this study, DWM was delivered online under supervised 
conditions with brief support of a trained facilitator. At post-interven-
tion, the preregistered analyses revealed no significant differences in 
self-reported anxiety or post-traumatic symptomatology between 

participants receiving SH+ and those engaged in an alternative activity. 
These findings raise the question of whether the effectiveness of SH+ 
may be largely attributable to nonspecific factors associated with par-
ticipation in a psychological intervention, rather than to intervention-
specific mechanisms (18). Apart from this study, no other trials have 
compared SH+ or DWM with a control condition providing a compa-
rable number of sessions and level of support but without active inter-
vention ingredients; instead, most studies have relied on usual care 
comparators. This limits the ability to distinguish between interven-
tion-specific effects and nonspecific therapeutic factors.

2 Objectives

This hybrid type-I effectiveness-implementation RCT aims to 
examine the effectiveness and implementation outcomes of online 
(DWM) and in-person-delivered psychological interventions 
(SH+) compared with a psychological placebo arm, in reducing 
symptoms of anxiety and depression among migrants experienc-
ing elevated psychological distress. Key implementation outcomes 
include the feasibility of delivery and the potential for scaling up 
interventions. Both interventions will have a digital booster ses-
sion to examine strengthening the sustainability of intervention 
benefits.

The following three intervention strategies will be compared:

	1	 A contextually adapted version of SH+, delivered in groups of 
up to 30 people, in person, and complemented with a booster 
session;

	2	 A contextually adapted version of DWM, delivered as a guided 
online individual intervention, and complemented with a 
booster session;

	3	 A psychological placebo condition, administered individually 
with the same frequency and dosage of the WHO psychologi-
cal interventions, and consisting of phone calls (or online 
meetings) with a helper, and complemented with an additional 
session.

We aim to conduct a comprehensive economic evaluation along-
side this RCT to assess the economic costs of implementing the two 
interventions and the psychological placebo, estimate their cost-effec-
tiveness and extended cost-effectiveness relative to the psychological 
placebo condition, and estimate the budget impact of the most prob-
able upscaling scenarios.

3 Methods and analysis

3.1 Design

The study is part of an EU-funded project named “Addressing 
mental health vulnerabilities from adolescence to older age: innovat-
ing prevention science for times of change” (ADVANCE, no. 
101080323)1. The present study is a hybrid type-I 

1  https://advancementalhealth.ku.dk/
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effectiveness-implementation RCT comparing different delivery 
modalities of WHO psychological interventions with a psychological 
placebo. The study will randomize adult migrants resettled in Italy 
who experience elevated psychological distress to one of three inter-
vention arms: SH+ with a booster session, DWM with a booster ses-
sion, or a psychological placebo with an additional session. 
Considering that all participants have a migration background, prior 
to randomization, those eligible for inclusion will receive a WHO 
intervention called Psychological First Aid (PFA), consisting of a brief, 
one-session intervention designed to reduce initial distress and pro-
mote adaptive functioning. All participants will also receive enhanced 
care as usual (ECAU), including informational materials (e.g., flyers) 
on locally available referral options and social and legal services for 
migrant populations resettled in Italy. The primary endpoint will be 
the change in symptoms of depression and anxiety from baseline to 
3 months after randomization.

An Ethics and Data Advisory Board (EDAB) will monitor and 
provide expert advice on ethical, legal and societal issues that arise 
within the project. The study results will be reported in accordance 
with the Consolidated Standards of Reporting Trials statement (26).

To inform the development of this protocol and as a prelimi-
nary step, we conducted a separate mixed-methods co-creation 
study to foster a partnership among local research teams, represen-
tatives of the target population, and various stakeholders (i.e., clini-
cal psychologists, social workers, representatives of NGOs, 
end-users) (27). This resulted in the establishment of a Society 
Advisory Group (SAG) at the onset of the project who will partner 
with the research team throughout its lifecycle to co-develop, cul-
turally and contextually adapt, evaluate, and disseminate strategies 
for implementing and scaling up psychosocial interventions. The 
main changes that we integrated in this protocol after the SAG con-
sultations are related to: the definition of the vulnerable groups 
composing the target population, recruitment strategies and imple-
mentation scenarios, the choice of outcome measures (i.e., stigma 
and implementation). The protocol of the separate mixed-methods 
study was approved by Comitato di Approvazione della Ricerca 
sulla Persona – CARP – of the University of Verona (n. 35/R1/2023, 
06.02.2024).

3.2 Study participants

Investigators will proactively approach local organizations provid-
ing social, health, and/or legal support to migrant populations reset-
tled in Verona and Rome, including refugees and asylum seekers, to 
identify potentially eligible participants. Specifically, participants will 
be recruited through (a) governmental and non-governmental orga-
nizations (NGOs); (b) targeted social media recruitment and word of 
mouth; and (c) other community-based organizations offering legal, 
social, administrative, psychological, or religious support to this vul-
nerable group.

Participants will be eligible to participate in the study if they meet 
the following criteria:

	•	 18 years or older;
	•	 Migrant resettled in Italy temporarily or permanently (including 

migrant workers, undocumented migrants, asylum seekers, refu-
gees, or other persons on the move);

	•	 Elevated levels of psychological distress (Kessler Psychological 
Distress Scale (K10) > 15.9) (28);

	•	 Sufficient mastery (written and spoken) of one of the languages 
the SH+/DWM intervention is being delivered in (i.e., English, 
Italian);

	•	 Oral and written informed consent before entering the study.

Potential participants who meet the inclusion criteria will be 
excluded from participation in this study if they meet any of the 
following criteria:

	•	 Planning to permanently move back to their home country before 
the last follow-up assessment;

	•	 Having acute medical conditions (requiring hospitalization);
	•	 Imminent suicide risk, or expressed acute needs or protection 

risks that require immediate follow-up based on ad hoc questions 
and clinical judgement of a clinical psychologist;

	•	 Having a severe mental disorder (e.g., psychotic disorders, sub-
stance-dependence) based on ad hoc questions and clinical judge-
ment of a clinical psychologist;

	•	 Having severe cognitive impairment based on ad hoc questions 
and clinical judgement of a clinical psychologist (e.g., severe intel-
lectual disability or dementia);

	•	 Currently receiving specialized psychological treatment (e.g., 
Cognitive Behavioral treatment (CBT), Eye Movement 
Desensitizing and Reprocessing (EMDR));

	•	 In case of current psychotropic medication use: not being on a 
stable dose for at least 2 months.

Study participants will undergo four assessments: T0 (screening 
for eligibility, including assessment of psychological distress); T1 
(baseline assessment); T2 (1 week after the booster session, 3 months 
after randomization); and T3 (3 months after the booster session, 
6 months after randomization).

3.3 Informed consent procedure and 
screening

Before being enrolled in the study, interested individuals will be 
informed in plain language about the nature and scope of the study, 
potential risks and benefits, voluntary nature of participation, con-
fidentiality, and the right to withdraw at any time without providing 
explanations and without any consequences. Participation will be 
completely voluntary to prevent biased responding. Participants 
who agree to participate will be asked to complete a written con-
sent form.

After signing the informed consent form, participants will be 
invited to the screening interview. Screening will consist of a set 
of (self-administered) measurement instruments to check whether 
participants meet the inclusion criteria (Table 1). Additionally, 
specific questions will be asked to determine whether participants 
should be excluded. We will inform participants of the reasons 
why they may or may not be included in the study. Participants 
meeting the eligibility criteria will be included in the study and 
randomized.

3.4 Random allocation

Randomization will occur at the individual level and will be cen-
trally coordinated by the WHO Collaborating Centre at the University 

https://doi.org/10.3389/fpubh.2026.1905759
https://www.frontiersin.org/journals/public-health
https://www.frontiersin.org


P
u

rg
ato

 et al.�
10

.3
3

8
9

/fp
u

b
h

.2
0

2
6

.19
0

5759

Fro
n

tie
rs in

 P
u

b
lic H

e
alth

0
5

fro
n

tie
rsin

.o
rg

TABLE 1  Overview of the concepts, their measures, the type of study parameter in the study, and the moment of measuring during the study phase.

Concept Measure Type of 
parameter

Screening 
(T0)

Baseline 
(T1)

Random 
allocation

Post-intervention 
(T2)

Follow-up
(T3)

Psychological distress K10 Screener X

X

X X

Suicide risk Ad-hoc question during clinical interview Screener X X X

Mental, neurological or substance use 

disorders

Ad-hoc question during clinical interview Screener X

Severe cognitive impairment Ad-hoc question during clinical interview Screener X

Informed consent procedure Ad-hoc form during clinical interview Other X

Socio-demographics Ad-hoc form during clinical interview Other X X

Depressive and anxiety symptoms PHQ-ADS Primary X X X

Depressive symptoms PHQ-9 Secondary X X X

Anxiety symptoms GAD-7 Secondary X X X

Current mental health GHQ-12 Secondary X X X

Functioning WHODAS Secondary X X X

Well-being WHO-5 Secondary X X X

Self-stigma ISMI Secondary X X X

Costs associated with health (and other) 

related care

CSRI Economic X X X

Quality of Life EQ-5D-5L Economic X X X

Losses to follow-up Participants failing to complete the outcome 

assessments or who withdraw consent

Secondary, 

Implementation

X X

Intervention fidelity WHO forms, metadata Implementation X

Intervention acceptability Adverse events, No. of sessions accessed, AIM Implementation X X

Intervention appropriateness IAM Implementation X X

Intervention feasibility FIM Implementation X X
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of Verona. After the screening and the baseline assessment, partici-
pants will be randomized to either SH+, DWM or psychological pla-
cebo, with an equal probability of assignment to each group (allocation 
ratio 1:1:1). The randomization will be stratified by recruitment area 
(Verona or Rome). The randomization schedule will be generated 
using the web-based software REDCap (29), using a variable block 
randomization method, in order to allocate groups randomly per-
muted in blocks of unequal size. The site investigators will not know 
the block size and will not be able to access the randomization list. The 
randomization list will be accessible only to the data manager, who 
will not be involved in participant enrolment. Additionally, and to 
conceal the allocation sequence, REDCap will allow for random allo-
cation only after the main information on the enrolled participant has 
been entered, following verification of the inclusion criteria. After 
random allocation, the software will produce a unique identification 
number for each participant.

3.5 Interventions

The delivery of SH+, DWM, and PFA will be facilitated by peer help-
ers with at least primary-level education (e.g., master students in psychol-
ogy, cultural mediators, PhD students), as well as experience and skills in 
providing psychosocial support (Supplementary material). Helpers speak 
the same language as the participants (as well as being able to communi-
cate in English). It is not necessary for helpers to have a psychosocial or 
mental health background in order to be able to offer these interventions. 
Necessary skills include foundational helping skills, such as effective 
community-building and rapport-building, as well as experience support-
ing individuals in distress. Helpers will receive training in delivering SH+, 
DWM, and PFA from trainers (who are registered clinical psychologists 
trained by the WHO), and continuous supervision throughout the study 
period (Supplementary material).

3.5.1 Psychological first aid (PFA) (all participants)

Before randomization, all eligible participants will be offered 
individual PFA through a telephone conversation or teleconferenc-
ing meeting. PFA is a WHO-developed support strategy that pro-
vides humane, supportive, and practical assistance to individuals 
affected by severe humanitarian crises. PFA focuses on five basic 
elements that are crucial to promote in the aftermath of crises, i.e., a 
sense of safety, calm, self-efficacy, community efficacy, connected-
ness, and hope (30). PFA consists of a (telephone) conversation 
(30–45 min) that a helper has with a participant. The helper provides 
non-intruding practical care and support, assesses needs and con-
cerns, helps people to address basic needs, listens to people without 
pressuring them to talk, comforts people and helps them to feel 
calm (29).

3.5.2 Enhanced care-as-usual (all participants)

In addition to PFA, all participants will receive ECAU. ECAU 
will include an information flyer outlining locally available ser-
vices for migrants, including educational, health, social, and legal 
support. The flyer may also include information on community-
based care, social and legal assistance, and psychoeducation. The 
flyer will also provide an overview of how the Italian healthcare 

system operates, and information on locally available referral 
options. For all participants, we will record whether they have a 
general practitioner, subject to their consent. If consent is pro-
vided, the general practitioner’s name and contact details will also 
be recorded.

3.5.3 Self help plus

The SH+ intervention, developed by WHO, is a five-session 
stress management course (31) designed to be relevant for large 
segments of adversity-affected populations: it is intended to be 
transdiagnostic, easily adaptable to different cultures and lan-
guages and both meaningful and safe for people with and without 
mental disorders.

Based on ACT, SH+ emphasizes the concept that ongoing 
attempts to suppress unwanted thoughts and feelings can paradoxi-
cally make these problems worse. Instead, it highlights learning new 
ways to accommodate difficult thoughts and feelings, while guiding 
people to take proactive steps towards living in a way that is consis-
tent with their values. ACT has been shown to be useful for a range 
of mental health issues and has been used successfully in a guided 
self-help format (30, 31). Therefore, SH + includes ACT techniques 
that aim to help people cope with stress, respond compassionately 
to themselves and others and to live in accordance with their values.

SH+ has two components: a pre-recorded course and an illustrated 
self-help book (DWM) (see Appendix). Pre-recorded audio material is 
delivered across five 90-min sessions (or modules) to groups of up to 30 
people. During the sessions, that are delivered in person, participants have 
the opportunity to learn and practice SH+ techniques and to engage in 
brief discussions on specific topics according to the intervention manual. 
These discussions are structured and guided by the standardized SH+ 
manual. Facilitators support the delivery of the sessions and participants’ 
engagement but cannot introduce, modify, or elaborate on content 
beyond that specified in the manual.

We have adopted the English SH+ manual adapted for individuals 
with a migration background within the REDEFINE project (Grant 
No. 779255) (13). In ADVANCE, the SH + manual was translated into 
Italian for migrant populations in accordance with the WHO proto-
col (31).

The booster session of SH+ will be provided individually to par-
ticipants in an online format (Supplementary material). The session 
will last approximately 20 min and include a summary of the five ses-
sions. The booster session has been developed in collaboration 
with WHO.

We will assess SH+ protocol adherence using WHO ad-hoc forms 
completed by the facilitators. Additionally, the intervention supervisor 
(a clinical psychologist or psychiatrist) will observe at least 10% of the 
sessions and complete an adherence form.

3.5.4 Doing what matters in times of stress

DWM (also known as the SH + book) contains the same content 
as SH+, training users in the five basic stress management skills 
through standalone audio. Additionally, participants are guided by a 
briefly trained helper.

In this study, DWM will be delivered individually as an online 
guided intervention. The DWM intervention has been adapted for use 
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on a smartphone or other device. The DWM format is innovative in 
that it aims to ensure key intervention components are delivered as 
intended using pre-recorded audio. A new DWM module (i.e., sec-
tion) is released every week. Therefore, participants will be asked to 
complete the entire DWM intervention within 5 weeks, with guidance 
from a helper through brief weekly phone or text-based contacts of 
approximately 15 min following a protocol devised by WHO and 
tested in a number of RCTs with different self-help interventions (32), 
including previous studies of DWM in the RESPOND project 
(14, 17).

We will adopt the DWM manuals in Italian and English, adapted 
for migrant populations within the RESPOND project (14). We will 
adopt the online DWM platform developed by the Vrije Universiteit 
Amsterdam.

The DWM booster session will be provided individually in an 
online format. It has been developed in collaboration with the WHO 
and contains a summary of the online sessions. The booster session 
will be facilitated by a trained helper.

We will assess DWM protocol adherence at the post-intervention 
stage using metadata collected during the intervention, including 
tracking participants’ use of the DWM app (e.g., which pages they 
access, how often, and how long they spend on the app). We will use 
this metadata only during the intervention to remind each participant 
(e.g., via email) after they complete each module that they should 
proceed to the next module. Moreover, participants will receive a 
weekly phone call from a helper to check on their progress and assess 
their well-being. Finally, the intervention supervisor (a clinical psy-
chologist or a psychiatrist) will observe at least 10% of the phone 
contacts.

3.5.5 Psychological placebo

The psychological placebo will consist of five phone calls (or 
online meetings) based on a script delivered by a helper, of the same 
duration as the DWM sessions (Supplementary material). In the first 
part of the call, participants will be reminded of locally available 
social, health, legal, and educational services. In the second part, par-
ticipants will select a discussion topic from a list prepared by the 
research team (33).

The psychological placebo will be supplemented with an addi-
tional online individual session to mirror the booster sessions of SH+ 
and DWM, with same duration but with neutral content.

3.6 Primary and secondary outcomes

The primary outcome will be the change in symptoms of depres-
sion and anxiety from baseline to 3 months after randomization (T2), 
measured with the Patient Health Questionnaire–Anxiety and 
Depression Scale (PHQ-ADS) scale (34) administered by a masked 
trained assessor (Table 1).

The primary outcome will be evaluated using a standardized pro-
cedure, whereby assessors will read each item verbatim and record 
participants’ responses without clinical interpretation or modification, 
preserving the participant-reported nature of the instrument. This 
procedure will be applied consistently across both study sites. 
Interviewer administration was selected only for the primary outcome 
because it represents the main endpoint of the trial, and it allows a 
standardized administration procedure, promotes data completeness, 

and minimizes bias risk and variability due to misunderstanding of 
questionnaire items (35, 36).

Secondary outcomes include the following measures: a composite 
measure of depression and anxiety (PHQ-ADS) at T3 (34); depressive 
symptoms (PHQ-9) at T2 and T3 (37); anxiety symptoms (GAD-7) 
at T2 and T3 (38); current mental health (General Health 
Questionnaire-12) at T2 and T3 (39); functioning (WHODAS) at T2 
and T3 (40); wellbeing (WHO-5) at T2 and T3 (41); self-stigma 
(Internalized Stigma of Mental Illness – ISMI) at T2 and T3 (42); use 
of care services and associated costs [the adapted European version 
of the Client Service Receipt Inventory (CSRI) questionnaire] at T2 
and T3 (43); health related quality of life (EQ-5D-5L tool) at T2 and 
T3 (44); losses to follow-up at T2 and T3; intervention fidelity (WHO 
forms and metadata) at T2; intervention acceptability (adverse events, 
n. of sessions accessed and Acceptability of Intervention Measure – 
AIM at T2 and T3) (45); intervention appropriateness (Intervention 
Appropriateness Measure – IAM) (45) at T2 and T3, intervention 
feasibility (Feasibility of Intervention Measure – FIM) (45) at T2 and 
T3. Adoption and penetration will be assessed during the process 
evaluation phase.

3.7 Description of the outcome 
measurement tools

3.7.1 Screener and socio-demographic 
information

3.7.1.1 Psychological distress

Psychological distress will be measured using the K10 (28), a 
10-item self-report questionnaire to screen for psychological distress 
in the past 30 days. Items are rated on a five-point Likert scale, with a 
total score from 10 to 50. The K10 has strong psychometric properties 
and exhibits strong discriminatory power in distinguishing DSM-IV 
cases from non-cases (28, 46). Moreover, the K10 has been found to 
have no substantial bias by education level or gender, making it a 
useful tool for research (47). The K10 is available in various languages, 
including English and Italian.

3.7.1.2 Socio-demographic information

Socio-demographic information will be collected with pre-
defined items based on the REDEFINE, RESPOND and 
STRENGTHS studies (13, 14, 48) (i.e., age, gender, nationality, 
years of education, relationship status, and employment status) 
and additional questions regarding country of birth, housing, 
household composition, household income on average, occupa-
tional area, mental health condition and overall current 
health status.

3.7.2 Symptom outcomes

3.7.2.1 Depressive and anxiety symptoms (psychological 
distress)

The PHQ-ADS is a 16-item primarily self-reported instrument that 
combines the nine-item Patient Health Questionnaire depression scale 
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(PHQ-9) and the seven-item Generalized Anxiety Disorder scale 
(GAD-7) into a composite measure of depression and anxiety (36). The 
tool can be either self-administered or administered by an assessor, 
such as a clinical psychologist. In this RCT, the primary outcome will 
be assessed by a masked clinical psychologist. The score ranges from 0 
to 48, with higher scores indicating higher levels of depression and 
anxiety symptoms (36). The evidence indicates high internal reliability 
(Cronbach’s alpha ranging from 0.8 to 0.9), strong convergent and con-
struct validity, adequate unidimensionality and evidence of sensitivity 
to change. We will also analyze depressive and anxiety symptoms from 
the PHQ-9 and GAD-7 independently, as explained below.

3.7.2.2 Depressive symptoms

Depressive symptoms during the past 2 weeks will be measured 
using the PHQ-9. It asks how often someone was bothered by each of 
the nine DSM-5 criteria and scores answers on a four-point Likert 
scale ranging from 0 (not at all) to 3 (nearly every day) (37). In addi-
tion to the nine items, the PHQ-9 asks: “If you checked off any prob-
lems, how difficult have these problems made it for you to do your 
work, take care of things at home, or get along with other people?,” 
which is to be answered with “Not difficult at all,” “Somewhat diffi-
cult,” “Very difficult,” or “Extremely difficult” (37).

3.7.2.3 Anxiety symptoms

Anxiety symptoms will be assessed with the GAD-7, consisting of 
seven items that investigate the level of anxiety and worry (38). Each 
item is scored on a 0–3 scale, with a total score ranging from 0 to 21. 
Higher scores indicate more anxiety symptoms during the past 
2 weeks. The GAD-7 scale has shown good psychometric properties 
(38). Validated and official versions of the GAD-7 are available in both 
English and Italian and can be downloaded from the PHQ website2.

3.7.2.4 Mental health status

The 12-item General Health Questionnaire (GHQ-12) is a mea-
sure of current mental health (39). The questionnaire asks whether the 
respondent has experienced a particular symptom or behavior 
recently. Each item is rated on a four-point Likert scale, resulting in a 
total score of 36 or 12, depending on the GHQ version and the selected 
scoring method. The most common scoring methods are bi-modal 
(0-0-1-1) and Likert scoring styles (0-1-2-3).

3.7.2.5 Functioning

Functional impairment will be assessed with the WHO Disability 
Assessment Schedule 2.0 (WHODAS) (40, 49). The WHODAS 
assesses health and disability. It is used across all diseases, including 
mental, neurological and substance use disorders. WHODAS covers 
six domains (cognition, mobility, self-care, getting along, life activities, 
and participation). It assesses the difficulties people have experienced 
across these domains over the last 30 days. We will use the 12-item 
version. Socio-demographic data (sex, age, education, marital status 
and work status) will be collected through questions A1-A5 of the 
WHODAS, which will be administered first (40, 49).

2  www.phqscreeners.com

3.7.2.6 Subjective wellbeing

Subjective wellbeing will be assessed using the WHO-5 Well-
being Index (WHO-5), a 5-item questionnaire that measures current 
psychological well-being and quality of life, rather than psychopathol-
ogy (41, 50). Scores range from 0 to 25. The scale has demonstrated 
sensitivity to change in well-being.

3.7.2.7 Self-stigma

We will assess internalized stigma with the 29-item Internalized 
Stigma of Mental Illness (ISMI-29) (42). Each item is rated on a 
4-point Likert scale ranging from 1 = strongly agree to 4 = strongly 
disagree. Total scores (calculated as the item means) range from 1 to 
4, with higher scores indicating higher levels of internalized stigma. 
For descriptive purposes, a two-category cut-point method will also 
be applied, with mean scores up to 2.50 indicating lower internalized 
stigma versus scores above 2.50 indicating higher internalized stigma.

3.7.2.8 Health-related quality of life

The intervention effects on health-related quality of life, measured 
as Quality-Adjusted Life Years (QALYs), will rely on the use of the 
EQ-5D-5L version, which consists of two sections: the EQ-5D descrip-
tive system and the EQ visual analogue scale (EQ VAS) (44, 51). The 
descriptive system encompasses five dimensions: mobility, self-care, 
usual activities, pain/discomfort and anxiety/depression. Each dimen-
sion presents five levels of severity: no problems, slight problems, 
moderate problems, severe problems and extreme problems. 
Participants are prompted to indicate their health state by selecting the 
most fitting statement for each dimension. This selection yields a one-
digit number representing the chosen level for that dimension. These 
digits for the five dimensions can be combined into a 5-digit number 
that characterizes the patient’s health state. The 5-digit number 
response will be combined with the estimated value sets for Italy to 
calculate the QALY scores for study participants at each assess-
ment round.

The EQ VAS records the patient’s self-rated overall health on 
a vertical visual analogue scale, where a person marks their cur-
rent health on a scale from 0 (worst imaginable health) to 100 
(best imaginable health). The VAS complements the EQ-5D 
descriptive system by providing a subjective measure of over-
all health.

3.7.3 Implementation outcomes

Implementation outcomes have been selected and will be inter-
preted according to Proctor et al.’s Implementation Outcomes 
Framework. Specifically, in addition to clinical effectiveness outcomes, 
the study will assess fidelity, acceptability, appropriateness, feasibility, 
and fidelity using the measures and procedures described below (52). 
This approach will inform future scaling-up of intervention strategies.

3.7.3.1 Losses to follow-up

Losses to follow-up refer to participants who do not complete out-
come assessments by the end of the study and participants who 

https://doi.org/10.3389/fpubh.2026.1905759
https://www.frontiersin.org/journals/public-health
https://www.frontiersin.org
http://www.phqscreeners.com


Purgato et al.� 10.3389/fpubh.2026.1905759

Frontiers in Public Health 09 frontiersin.org

withdraw their consent during the study. The number of losses to 
follow-up and the reasons for attrition at T2 and T3 will be docu-
mented using ad hoc forms.

3.7.3.2 Intervention fidelity

To determine whether the implemented intervention differs from 
the designed intervention, the research team will complete WHO 
fidelity forms. For DWM, we plan to use DWM metadata to track 
participants’ access to the intervention sessions.

3.7.3.3 Intervention acceptability

The acceptability of SH+, DWM, and psychological placebo will 
be evaluated by collecting: (1) adverse events as reported by partici-
pants at T2 and T3; (2) the number of sessions accessed for each con-
dition at T2 and T3; (3) scores on the Acceptability of Intervention 
Measure (AIM) subscale at T2 and T3.

Adverse events are defined as any undesirable experience occur-
ring to a subject during the study, whether considered related to the 
trial procedure or the SH+ / DWM intervention. All adverse events 
reported spontaneously by the subject or observed by the investigator 
or staff will be recorded for ethical reasons and as a proxy measure of 
the intervention’s acceptability.

Number of sessions accessed for each condition: SH+ (number of 
group sessions attended), DWM (number of modules unlocked and 
number of helper calls) and psychological placebo (number of 
helper calls).

The Acceptability of Intervention Measure (AIM) is a subscale of 
(4 items, 5-point Likert scale: 1 = completely disagree to 5 = com-
pletely agree) (45). The unit of measure is a descriptive scale rating the 
level of acceptability of the intervention.

3.7.3.4 Intervention appropriateness

The intervention appropriateness will be assessed at T2 and T3 
with the “Intervention Appropriateness Measure” (IAM) subscale (4 
item, 5-point Likert scale: 1 = completely disagree to 5 = completely 
agree) (45). The unit of measure is a descriptive scale that rates the 
appropriateness of the intervention.

3.7.3.5 Intervention feasibility

The intervention feasibility will be assessed at T2 and T3 with the 
“Feasibility of Intervention Measure” (FIM) subscale (4 items, 5-point 
Likert scale: 1 = completely disagree to 5 = completely agree) (45). The 
unit of measure is a descriptive scale rating the level of feasibility of 
the intervention.

3.7.4 Economic outcomes

3.7.4.1 Use of health care and other care services and 
associated costs

The Client Service Receipt Inventory (CSRI) was developed for 
the collection of data on care service utilization (e.g., use of health care 
services, social care, time out of employment and other usual 

activities, need for informal care) and related socio-demographic 
characteristics of study participants, as the basis for calculating the 
costs of health care and other services. It has been used cross-cultur-
ally and is available for Italy (43). Since care service delivery systems 
differ across countries, it is essential to adapt the CSRI locally to 
ensure its appropriateness for use in the study population and settings. 
The existing previously adapted CSRI version for the migrant popula-
tion in Italy will provide the core service items for a new adaptation to 
capture additional information useful for the extended cost-effective-
ness analysis. Furthermore, detailed information regarding the direct 
payments/out-of-pocket expenses on service utilization and produc-
tivity loss due to mental ill health will be monitored by the adapted 
CSRI questionnaire to enable the generation of both cost-effectiveness 
and extended cost-effectiveness analyses.

3.8 Masking

Masking participants, helpers and research staff is not feasible due 
to the nature of the interventions. However, the trained assessor who 
will evaluate the primary outcome will be masked to intervention allo-
cation. To assess the integrity of masking, assessors will be asked to 
guess the participant’s allocation following each assessment. At the 
beginning of each primary outcome assessment, the masked assessor 
will remind participants not to disclose their treatment allocation or 
discuss the intervention they received, in order to minimize the risk 
of accidental unmasking. In addition, the statistician performing the 
analyses will be masked to the treatment identity until completion of 
the primary analyses. Secondary outcomes will be collected through 
self-administered questionnaires using REDCap (28).

3.9 Sample size calculation

Based on findings from previous SH+ studies, such as those con-
ducted with asylum seekers, refugees, and migrant population groups 
within the REDEFINE and RESPOND projects (13, 17), and the RCTs 
conducted by Tol with refugee women in Uganda (13, 17), a Cohen’s 
f effect size of 0.34 is hypothesized for the time-by-treatment interac-
tion at 3 months post-randomization, comparing each active interven-
tion arm (SH+ and DWM) with the psychological placebo arm on the 
primary outcome (PHQ-ADS) (36). Moreover, meta-analytic evidence 
on psychosocial and psychological interventions for refugees and 
asylum seekers indicates overall post-intervention effect sizes ranging 
from Hedges’ g = 0.82 to 1.05 across depression and anxiety outcomes, 
which correspond to Cohen’s f values between 0.41 and 0.53. To adopt 
a conservative estimate for our trial comparing active arms (SH + with 
booster sessions, DWM with booster sessions) against ECAU, we 
hypothesized an effect size of f = 0.34 for the time-by-treatment inter-
action (53, 54). To account for multiplicity, we will apply the 
Benjamini–Hochberg procedure. For the purpose of power calcula-
tions, a conservative significance threshold of p = 0.025 was assumed 
for each pairwise comparison in the within–between ANOVA interac-
tion. This ensures adequate power to detect a significant effect in each 
intervention arm, even when the other intervention fails to reach 
significance. Under this assumption, 55 participants per study arm are 
required to achieve 90% power. Allowing for an anticipated attrition 
rate of 30%, 79 participants will be recruited per arm, resulting in a 
three-arm randomized controlled trial with a total sample size of 237 
participants. Given the hybrid effectiveness-implementation design of 
the trial, a power calculation was also performed for implementation 
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outcomes, based on the pre-attrition sample size of 55 participants per 
arm already determined by the primary outcome. Given that these 
outcomes are not assessed at baseline, no baseline adjustment will be 
possible, which reduces the statistical power compared to the primary 
outcome analysis. Should ceiling effects lead to dichotomization of 
these outcomes, and based on the conservative significance threshold 
of p = 0.025 discussed above, a two-sided Z-test for two proportions 
(pooled variance) would achieve at least 80% power to detect a differ-
ence between each intervention arm (SH+, DWM) and the psycho-
logical placebo, assuming a proportion of participants reaching a 
clinically meaningful target score of 90% in the active arm and 65% in 
the control arm (achieved power: 82.7%).

3.10 Statistical analysis

3.10.1 Analysis of clinical and implementation 
outcomes

All primary and secondary analyses will be performed on an 
intention-to-treat (ITT) basis. The ITT population will consist of all 
participants randomly assigned to the competitive intervention strate-
gies, for whom baseline assessment data are available. In order to 
check the robustness of results, the primary outcome will be addition-
ally analyzed using a per-protocol (PP) approach, which will include 
only SH+ participants who completed at least three sessions, DWM 
participants clicking through all of the content of at least three mod-
ules (regardless of whether or not they engage in phone calls/messages 
with the helper) and psychological placebo participants engaging in 
at least three phone calls with the helper. The analysis of the PP popu-
lation will be used solely for confirmatory purposes. If less than 5% of 
participants do not receive the allocated intervention according to the 
study protocol, the PP analysis will not be performed.

The primary outcome will be summarized using the number of 
subjects (n), means, and standard deviations (SDs). To compare the 
two intervention groups at baseline, standardized mean differences 
will be calculated. The primary analysis will simultaneously assess the 
treatment effect on the average PHQ-ADS score at each time point in 
the ITT population. The main conclusion of the trial will be based on 
the ITT analysis of the primary outcome (i.e., the effect on PHQ-ADS 
score at 3 months after random allocation). To estimate the interven-
tion effect at the time-points T2 and T3, a linear mixed model will be 
employed for the PHQ-ADS analysis, with time as a fixed effect, base-
line PHQ-ADS as a covariate, and subject as a random effect. The 
model will be re-parametrized by constraining the treatment fixed-
effect for both intervention arms to be 0, and by including a 
time*treatment interaction at T2 as well. In this way, at each time-
point, the treatment effects for both interventions will be measured as 
the interaction between time (as a categorical variable) and treatment. 
These interaction coefficients directly represent the mean difference 
between each intervention arm and the control arm at that specific 
time-point. To account for multiple testing (two intervention arms), 
the Benjamini–Hochberg procedure will be applied to the p-values of 
the primary outcome, that is the interaction at T2. We will use the 
model’s predicted values to estimate the average values if all partici-
pants were assigned to each arm. In addition, a covariate-adjusted 
mixed model of the primary endpoint will be performed by adding 
covariates showing imbalance at baseline (as measured by a standard-
ized mean difference above 0.1 in absolute value). Robust standard 
errors will be used in all models.

A secondary analysis of the intervention’s effect on PHQ-ADS 
scores will be conducted using the PP population, following the same 
approach as reported above. In addition, a covariate-adjusted mixed 
model for the primary endpoint will be performed using the PP popu-
lation, incorporating pre-specified baseline covariates (e.g., gender, 
age, education, marital status, and working condition, psychological 
symptoms at baseline).

Missing data at the scale level (that is, at least 50% of items miss-
ing) will be treated as missing at random (MAR). No imputations for 
missing values will be made, as multilevel models can handle missing 
data (55). In the case less than 50% of items are missing for a specific 
scale, we will perform the Corrected Item mean Substitution method 
(i.e., the item mean across participants weighted by the subject’s mean 
of completed items) (56), using information from subjects belonging 
to the same intervention arm for the same time-point (estimated 
values above the maximum or below the minimum admissible value 
will be set to maximum/minimum). As a sensitivity analysis, the anal-
yses for outcomes with partially imputed scales were repeated by 
excluding such imputed values.

A linear mixed model with robust standard errors, as mentioned 
for the primary analysis, will be carried out to analyze the following 
secondary outcomes: psychological distress (GHQ-12), depressive 
symptoms (PHQ-9), anxiety symptoms (GAD-7), functioning 
(WHODAS), well-being (WHO-5), quality of life (EQ-5D-5L), and 
self-stigma (ISMI).

Intervention fidelity, acceptability, appropriateness, and feasibility 
will be analyzed as continuous or, in the case of ceiling effects, dichot-
omous outcomes, with a clinically meaningful (e.g., maximum score 
vs. other) cut-off chosen to ensure sufficient variability for the analysis.

The proportion of participants lost to follow-up will be compared 
between the three groups using a chi-square test or a Fisher’s exact 
test, as appropriate, depending on expected cell counts.

The secondary outcomes will be analyzed on the ITT popula-
tion only.

To assess the plausible magnitude of within-group correlation, we 
examined data from a previous SH + trial (RE-DEFINE) for which 
facilitator/group membership information was available. Intraclass 
correlation coefficients (ICCs) for the group-level effect, estimated 
from repeated-measures mixed-effects models across five continuous 
outcome measures (general psychological distress, depression, PTSD 
symptoms, wellbeing, and disability), ranged from 0.06 to 0.14, indi-
cating a modest but non-negligible degree of within-group correla-
tion. Given the relatively small number of SH+ groups anticipated in 
ADVANCE, estimation of the between-group variance based on 
ADVANCE data alone would likely be imprecise. We will therefore 
conduct a sensitivity analysis for the primary continuous outcomes 
using a Bayesian hierarchical model that includes a random effect for 
SH+ group. The prior distribution for the between-group variance will 
be informed by the historical evidence from RE-DEFINE using a 
meta-analytic-predictive (MAP) approach (57, 58) adapted to the par-
tially nested design of the trial (59, 60).

3.11 Analysis of economic outcomes

The economic evaluation will be conducted from a societal per-
spective and will comprise four components: (1) an activity-based 
micro-costing study, (2) a cost-effectiveness analysis (CEA), (3) a cost-
utility analysis (CUA), and (4) an extended cost-effectiveness analy-
sis (ECEA).
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First, an activity-based bottom-up micro-costing study will be con-
ducted to identify, measure, and value all costs associated with imple-
menting the three interventions. Time-use data for researchers and 
implementing partners will be collected using pre-defined templates. 
Helper time will be valued using standardized unit costs reflecting the 
opportunity cost of the role performed, irrespective of whether helpers 
are fully remunerated, partially compensated, or contribute on a voluntary 
basis. Costing data will subsequently inform a budget impact analysis to 
estimate the costs of scaling up the interventions under alternative sce-
narios, in consultation with relevant stakeholders. We will also assess 
whether the interventions reduce healthcare and other care service costs, 
including participants’ out-of-pocket expenditures, following the inten-
tion-to-treat principle. Cost outcomes at T2 and T3 will be analyzed using 
generalized linear models with an identity link and gamma distribution, 
adjusting for baseline costs. Intervention effects will be tested using z-tests, 
with Benjamini–Hochberg correction for multiple testing.

Second, a CEA will be conducted using costs from the micro-
costing study and the primary effectiveness outcome (PHQ-ADS score 
at 3 months post-randomization), following the same analytical pro-
cedures used for the primary trial outcome.

Third, a CUA will be performed using Quality-Adjusted Life Years 
(QALYs) derived from the EQ-5D-5L. Incremental cost-effectiveness 
ratios (ICERs) per QALY will be calculated for CUA and compared 
with country-specific cost-effectiveness thresholds. As Italy does not 
have an officially adopted cost-effectiveness threshold, results will be 
interpreted using cost-effectiveness acceptability curves across a range 
of willingness-to-pay thresholds, with particular reference to thresh-
olds commonly adopted in the international literature. One-way and 
probabilistic sensitivity analyses will be used to assess parameter 
uncertainty. As Italy does not have an officially adopted cost-effective-
ness threshold, results will be interpreted using cost-effectiveness 
acceptability curves over a willingness-to-pay range of €20,000–
€40,000 per QALY, with results also reported at selected reference 
values of €25,000 and €40,000 per QALY. These values will be consid-
ered illustrative reference points used in the Italian health-economic 
literature rather than formally adopted national thresholds (61).

Finally, an extended cost-effectiveness analysis will estimate net 
intervention costs by accounting for financial risk protection through 
reduced out-of-pocket expenditures across socioeconomic groups. 
Together, the CEA, CUA, and ECEA will provide policymakers with 
comprehensive economic evidence complementing clinical findings 
to inform decisions on adoption and scale-up.

4 Ethics and dissemination

All data will be handled confidentially and coded using a unique 
code known only to the research team. Processing of personal data will 
comply with the General Data Protection Regulation (“GDPR”), as 
defined in Regulation (EU) 2016/679 of the European Parliament and of 
the Council of 27 April 2016, on the protection of individuals regarding 
the processing of personal data and the free movement of such data. Data 
will be stored in a locked record at the WHO Collaborating Centre of the 
University of Verona to ensure the confidentiality of the study partici-
pants. Only authorized research personnel will have access to this data. 
According to the ADVANCE Data Management Plan, the fully anony-
mized trial dataset will be made available through Zenodo, a European 
Commission-endorsed repository (62). Raw data containing personal or 

sensitive information will not be publicly shared and will be retained 
locally in accordance with national and institutional regulations. Each 
partner in ADVANCE is considered an independent controller, as 
defined in the GDPR, for its processing of personal data and will act in 
accordance with applicable data protection laws (including, but not lim-
ited to, the GDPR).

5 Discussion

The present study is expected to generate evidence with significant 
relevance for addressing psychological distress among migrant popu-
lations resettled in high-income countries. By adopting a hybrid effec-
tiveness–implementation RCT design, the study will simultaneously 
evaluate effectiveness on symptom outcomes, implementation out-
comes, and cost-effectiveness of WHO-psychological interventions in 
real-world settings.

Specifically, this trial will contribute to close gaps in the literature 
concerning the effectiveness of task shared psychological interven-
tions for populations exposed to adversity. For the first time in this 
population, we will examine the effectiveness of SH+ and DWM com-
pared with a psychological placebo delivered with the same frequency 
and dosage as the WHO interventions. Including a psychological pla-
cebo condition will allow disentangling the effects of intervention-
specific mechanisms from nonspecific therapeutic factors. Such a 
design has not been employed previously in migrant populations (63). 
By contrast, a similar controlled condition among workers in residen-
tial nursing and care homes, where an alternative activity was pro-
vided, did not demonstrate any added benefit of the intervention (19). 
Clarifying whether observed effects are attributable to specific inter-
vention components rather than nonspecific relational or contextual 
factors is therefore crucial.

Secondly, the inclusion of a digital booster session is expected 
to enhance the durability of treatment effects (21). By reinforcing 
core therapeutic principles and skills following the completion of 
the main intervention, the booster session can help consolidate 
learning, promote the continued use of adaptive coping strategies, 
and mitigate the attenuation of effects over time (64). This is par-
ticularly relevant for migrant populations, who are often exposed 
to persistent and cumulative stressors that may undermine longer-
term intervention gains (65). If shown to be effective, the booster 
component would provide a pragmatic and scalable strategy to 
enhance the sustainability of WHO psychological interventions, 
with significant implications for their integration into stepped-care 
and task-shifting models, as well as for improving long-term mental 
health outcomes in resource-constrained and high-need settings.

From a public health perspective, this study addresses a critical gap in 
the evidence base for mental health interventions tailored to migrant 
populations, who are disproportionately exposed to psychosocial stressors 
and face substantial barriers to accessing specialized mental health care (8, 
66). Demonstrating the effectiveness and implementation outcomes of 
low-intensity, non-specialist-delivered interventions may support their 
inclusion in early response strategies for newly arrived migrants, poten-
tially mitigating the adverse mental health impact of post-migration stress-
ors and preventing the escalation of distress over time (65, 67). The 
planned cost-effectiveness analysis will generate essential evidence on the 
value for money of these interventions, informing whether investment in 
their implementation and scale-up represents an efficient use of resources 
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for health systems in Italy and other high-income resettlement contexts 
(68). Moreover, the budget impact analysis will generate evidence on the 
affordability of different scale-up scenarios. Importantly, the hybrid effec-
tiveness–implementation design will produce actionable insights into the 
feasibility, acceptability, and integration of these WHO interventions 
within existing health, social, and legal service systems for migrants. 
Explicit attention to implementation outcomes is critical and innovative, 
as failures in uptake, fidelity, and sustainability – rather than solely inter-
vention efficacy – are among the most common reasons evidence-based 
interventions do not achieve population-level impact (69, 70). Evidence 
on delivery modalities, participant engagement, and outcomes in routine 
care settings will support policymakers and service planners in selecting 
and adapting interventions that are not only clinically effective but also 
scalable and sustainable in real-world contexts. This study also has some 
limitations. First, even though the primary outcome will be evaluated by 
masked assessors, most clinical and implementation outcomes rely on self-
reported measures, which may be subject to reporting and social desir-
ability biases. Second, because of the nature of the interventions, 
participants and helpers cannot be masked to treatment allocation. This 
might therefore generate differential expectancy effects that cannot be fully 
controlled despite assessor masking and the inclusion of a psychological 
placebo condition. A further limitation is that for feasibility reasons eligi-
bility will be restricted to participants with sufficient proficiency in English 
or Italian. Consequently, the findings may not be generalizable to recently 
arrived refugees who have not yet acquired basic language skills. However, 
this pragmatic choice was necessary to ensure feasible intervention deliv-
ery and follow-up while still targeting a population exposed to substantial 
post-migration stressors. Moreover, recruitment is restricted to Verona 
and Rome, which may limit the geographical and service-context gener-
alizability of the findings. Finally, the six-month follow-up may be insuf-
ficient to establish whether the effects of the interventions and booster 
sessions are sustained over the medium and longer term.

Overall, the study is expected to contribute to the global evidence 
base guiding the implementation of WHO psychosocial interventions, 
support mental health policy and service planning for migrant popu-
lations, and advance the methodological application of hybrid trial 
designs in global and public mental health research.

Patient and public involvement

Stakeholders have been involved since the early stages of the 
ADVANCE project through the establishment of a Society Advisory 
Group (SAG), comprising adults with a migrant background (end-
users), mental health professionals, policymakers, and practitioners 
working in reception centers and community services (23). The SAG 
contributed to a mixed-methods co-creation study, and the insights 
generated informed the development of the present study protocol. 
Public representatives were not involved in the conduct of the trial or 
in outcome assessment. Patients were not involved in the design, or 
conduct, or reporting, or dissemination plans of this research.

Ethics statement

The study protocol, informed consent procedures, and data pro-
tection measures were approved by the Comitato Etico Territoriale 

(CET) Area Sud Ovest Veneto (Approval ID n. 68505). The study will 
be conducted in accordance with the local legislation and institutional 
requirements. Written informed consent for participation in this study 
was provided by the participants’ legal guardians/next of kin.

Author contributions

MP: Conceptualization, Methodology, Visualization, Writing  – 
original draft, Writing – review & editing, Investigation, Supervision. 
FT: Methodology, Validation, Visualization, Writing – review & editing, 
Writing – original draft, Investigation, Supervision. EP: Project admin-
istration, Visualization, Writing – original draft, Writing – review & 
editing, Investigation, Methodology, Validation. GT: Project administra-
tion, Validation, Visualization, Writing – original draft, Writing – review 
& editing, Resources, Supervision. BC: Project administration, 
Validation, Visualization, Writing – original draft, Writing – review & 
editing. AC: Project administration, Validation, Visualization, Writing – 
original draft, Writing  – review & editing. MM-C: Methodology, 
Validation, Visualization, Writing – original draft, Writing – review & 
editing, Conceptualization, Investigation, Project administration, 
Resources, Supervision. MD: Methodology, Supervision, Validation, 
Visualization, Writing – original draft, Writing – review & editing, 
Conceptualization, Investigation. HN: Data curation, Methodology, 
Validation, Visualization, Writing – original draft, Writing – review & 
editing. SF: Validation, Visualization, Writing – original draft, Writing – 
review & editing. SK: Visualization, Writing – original draft, Writing – 
review & editing. UR: Data curation, Methodology, Validation, 
Visualization, Writing – original draft, Writing – review & editing, 
Conceptualization, Investigation, Supervision. LF: Validation, 
Visualization, Writing – original draft, Writing – review & editing. LS: 
Validation, Visualization, Writing – original draft, Writing – review & 
editing, Conceptualization, Investigation, Methodology, Supervision. 
MV: Methodology, Supervision, Validation, Visualization, Writing – 
original draft, Writing  – review & editing, Conceptualization, 
Investigation. MSa: Validation, Visualization, Writing – original draft, 
Writing  – review & editing, Conceptualization, Investigation, 
Methodology, Supervision. EK: Methodology, Supervision, Validation, 
Visualization, Writing – original draft, Writing – review & editing, 
Conceptualization, Investigation. AD: Validation, Visualization, 
Writing  – original draft, Writing  – review & editing. MK: 
Conceptualization, Methodology, Supervision, Validation, Visualization, 
Writing – original draft, Writing – review & editing, Investigation. CS: 
Validation, Visualization, Writing – original draft, Writing – review & 
editing. MM: Validation, Visualization, Writing  – original draft, 
Writing  – review & editing. CF: Conceptualization, Methodology, 
Supervision, Validation, Visualization, Writing  – original draft, 
Writing – review & editing, Investigation. JQ: Data curation, Project 
administration, Validation, Visualization, Writing  – original draft, 
Writing – review & editing. RS: Validation, Visualization, Writing – 
original draft, Writing – review & editing. MSi: Conceptualization, 
Methodology, Supervision, Validation, Visualization, Writing – original 
draft, Writing – review & editing, Investigation. PS: Project administra-
tion, Validation, Visualization, Writing – original draft, Writing – review 
& editing. LT: Methodology, Resources, Supervision, Validation, 
Visualization, Writing – original draft, Writing – review & editing. WT: 
Conceptualization, Investigation, Methodology, Project administration, 
Resources, Supervision, Validation, Visualization, Writing – original 

https://doi.org/10.3389/fpubh.2026.1905759
https://www.frontiersin.org/journals/public-health
https://www.frontiersin.org


Purgato et al.� 10.3389/fpubh.2026.1905759

Frontiers in Public Health 13 frontiersin.org

draft, Writing  – review & editing. MN: Resources, Supervision, 
Validation, Visualization, Writing – original draft, Writing – review & 
editing, Conceptualization, Investigation. CB: Conceptualization, 
Investigation, Methodology, Project administration, Resources, 
Supervision, Validation, Visualization, Writing  – original draft, 
Writing – review & editing.

Funding

The author(s) declared that financial support was received for this 
work and/or its publication. The ADVANCE project is funded by the 
European Union’s Horizon Europe research and innovation program 
under grant agreement no. 101080323.

Conflict of interest

The author(s) declared that this work was conducted in the 
absence of any commercial or financial relationships that could be 
construed as a potential conflict of interest.

Generative AI statement

The author(s) declared that Generative AI was not used in the 
creation of this manuscript.

Any alternative text (alt text) provided alongside figures in this 
article has been generated by Frontiers with the support of artificial 
intelligence and reasonable efforts have been made to ensure accuracy, 
including review by the authors wherever possible. If you identify any 
issues, please contact us.

Publisher’s note

All claims expressed in this article are solely those of the authors 
and do not necessarily represent those of their affiliated organizations, 
or those of the publisher, the editors and the reviewers. Any product 
that may be evaluated in this article, or claim that may be made by its 
manufacturer, is not guaranteed or endorsed by the publisher.

Author disclaimer

This publication reflects only the authors’ views, and the European 
Commission is not responsible for any use that may be made of the 
information it contains.

Supplementary material

The Supplementary material for this article can be found online 
at: https://www.frontiersin.org/articles/10.3389/fpubh.2026.1905759/
full#supplementary-material

References
	1.	International Organization for Migration, IOM Glossary on Migration (2025). 
Available online at: https://publications.iom.int/system/files/pdf/iml_34_glossary.pdf 
(Accessed September 4, 2026).

	2.	International Organization for Migration, IOM. Migration and human Mobility: key 
Global Figures. (2025). Available online at: https://www.migrationdataportal.org/sites/g/
files/tmzbdl251/files/key%20facts%20and%20figures/EN_Key-Figures_Migration-Data-
Portal.pdf? (Accessed September 4, 2026).

	3.	United Nations High Commissioner for Refugees, UNHCR. Italy Sea Arrivals 
Dashboard December (2024). Available online at: https://data.unhcr.org/en/documents/
details/115663?utm_source=chatgpt.com (Accessed September 4, 2026).

	4.	Blackmore R, Boyle JA, Fazel M, Ranasinha S, Gray KM, Fitzgerald G, et al. The preva-
lence of mental illness in refugees and asylum seekers: A systematic review and meta-
analysis. PLoS Med. (2020) 17:e1003337. doi: 10.1371/journal.pmed.1003337

	5.	Hasan SI, Yee A, Rinaldi A, Azham AA, Mohd Hairi F, Amer Nordin AS. Prevalence 
of common mental health issues among migrant workers: A systematic review and meta-
analysis. PLoS One. (2021) 16:e0260221. doi: 10.1371/journal.pone.0260221

	6.	Verhülsdonk I, Shahab M, Molendijk M. Prevalence of psychiatric disorders among 
refugees and migrants in immigration detention: systematic review with meta-analysis. 
BJPsych Open. (2021) 7:e204. doi: 10.1192/bjo.2021.1026

	7.	World Health Organization (WHO) Refugee and Migrant mental Health World Health 
Organization (2025). Available online at: https://www.who.int/news-room/fact-sheets/
detail/refugee-and-migrant-mental-health?

	8.	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) 394:240–8. doi: 10.1016/S0140-6736(19)30934-1

	9.	Epping-Jordan JE, Harris R, Brown FL, Carswell K, Foley C, García-Moreno C, et al. 
Self-help plus (SH +): a new WHO stress management package. World Psychiatry. (2016) 
15:295–6. doi: 10.1002/wps.20355

	10.	 World Health Organization. Task Shifting. Global Recommendations and Guidelines. 
Geneva: World Health Organization. (2008). Available online at: https://iris.who.int/home 
(Accessed September 4, 2026).

	11.	 World Health Organization. Psychological Self-help Interventions: Delivering Self-help 
for Individuals, Featuring Step-by-Step and Doing What Matters in Times of Stress. Geneva: 
World Health Organization. (2026).

	12.	 Tol WA, Leku MR, Lakin DP, Carswell K, Augustinavicius J, Adaku A, et al. Guided 
self-help to reduce psychological distress in south Sudanese female refugees in Uganda: 
a cluster randomised trial. Lancet Glob Health. (2020) 8:e254–63. doi: 10.1016/
S2214-109X(19)30504-2

	13.	 Purgato M, Carswell K, Tedeschi F, Acarturk C, Anttila M, Au T, et al. Effectiveness 
of self-help plus in preventing mental disorders in refugees and asylum seekers in Western 
Europe: A multinational randomized controlled trial. Psychother Psychosom. (2021) 
90:403–14. doi: 10.1159/000517504

	14.	 Purgato M, Tedeschi F, Turrini G, Cadorin C, Compri B, Muriago G, et al. 
Effectiveness of a stepped-care programme of WHO psychological interventions in a 
population of migrants: results from the RESPOND randomized controlled trial. World 
Psychiatry. (2025) 24:120–30. doi: 10.1002/wps.21281

	15.	 Acarturk C, Uygun E, Ilkkursun Z, Carswell K, Tedeschi F, Batu M, et al. Effectiveness 
of a WHO self-help psychological intervention for preventing mental disorders among 
Syrian refugees in Turkey: a randomized controlled trial. World Psychiatry. (2022) 
21:88–95. doi: 10.1002/wps.20939

	16.	 Augustinavicius J, Purgato M, Tedeschi F, Musci R, Leku MR, Carswell K, et al. 
Prevention and promotion effects of self help plus: secondary analysis of cluster ran-
domised controlled trial data among south Sudanese refugee women in Uganda. BMJ 
Open. (2023) 13:e048043. doi: 10.1136/bmjopen-2020-048043

	17.	 Mediavilla R, McGreevy KR, Felez-Nobrega M, Monistrol-Mula A, Bravo-Ortiz M-F, 
Bayón C, et al. Effectiveness of a stepped-care programme of internet-based psychological 
interventions for healthcare workers with psychological distress: study protocol for the 
RESPOND healthcare workers randomised controlled trial. Digit Health. (2022) 
8:205520762211290. doi: 10.1177/20552076221129084

	18.	 Mediavilla R, Felez-Nobrega M, McGreevy KR, Monistrol-Mula A, Bravo-Ortiz M-F, 
Bayón C, et al. Effectiveness of a mental health stepped-care programme for healthcare 
workers with psychological distress in crisis settings: a multicentre randomised controlled 
trial. BMJ Ment Health. (2023) 26:e300697. doi: 10.1136/bmjment-2023-300697

	19.	 Riello M, Purgato M, Bove C, Tedeschi F, MacTaggart D, Barbui C, et al. Effectiveness 
of self-help plus (SH+) in reducing anxiety and post-traumatic symptomatology among 
care home workers during the COVID-19 pandemic: a randomized controlled trial. R Soc 
Open Sci. (2021) 8:210219. doi: 10.1098/rsos.210219

	20.	 Purgato M, Tedeschi F, Riello M, Zaccoletti D, Mediavilla R, Ayuso-Mateos JL, et al. 
Effectiveness of self-help plus in its digital version in reducing anxiety and post-traumatic 
symptomatology among nursing home workers during the COVID-19 pandemic: 

https://doi.org/10.3389/fpubh.2026.1905759
https://www.frontiersin.org/journals/public-health
https://www.frontiersin.org
https://www.frontiersin.org/articles/10.3389/fpubh.2026.1905759/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fpubh.2026.1905759/full#supplementary-material
https://publications.iom.int/system/files/pdf/iml_34_glossary.pdf
https://www.migrationdataportal.org/sites/g/files/tmzbdl251/files/key%20facts%20and%20figures/EN_Key-Figures_Migration-Data-Portal.pdf?
https://www.migrationdataportal.org/sites/g/files/tmzbdl251/files/key%20facts%20and%20figures/EN_Key-Figures_Migration-Data-Portal.pdf?
https://www.migrationdataportal.org/sites/g/files/tmzbdl251/files/key%20facts%20and%20figures/EN_Key-Figures_Migration-Data-Portal.pdf?
https://data.unhcr.org/en/documents/details/115663?utm_source=chatgpt.com
https://data.unhcr.org/en/documents/details/115663?utm_source=chatgpt.com
https://doi.org/10.1371/journal.pmed.1003337
https://doi.org/10.1371/journal.pone.0260221
https://doi.org/10.1192/bjo.2021.1026
https://www.who.int/news-room/fact-sheets/detail/refugee-and-migrant-mental-health?
https://www.who.int/news-room/fact-sheets/detail/refugee-and-migrant-mental-health?
https://doi.org/10.1016/S0140-6736(19)30934-1
https://doi.org/10.1002/wps.20355
https://iris.who.int/home
https://doi.org/10.1016/S2214-109X(19)30504-2
https://doi.org/10.1016/S2214-109X(19)30504-2
https://doi.org/10.1159/000517504
https://doi.org/10.1002/wps.21281
https://doi.org/10.1002/wps.20939
https://doi.org/10.1136/bmjopen-2020-048043
https://doi.org/10.1177/20552076221129084
https://doi.org/10.1136/bmjment-2023-300697
https://doi.org/10.1098/rsos.210219


Purgato et al.� 10.3389/fpubh.2026.1905759

Frontiers in Public Health 14 frontiersin.org

secondary analysis of randomised controlled trial data. BMJ Ment Health. (2025) 
28:e301379. doi: 10.1136/bmjment-2024-301379

	21.	 Hlynsson JI, Kristjánsson T, Andersson G, Carlbring Pthe ACTUA research group. 
Evaluating the necessity of booster sessions in relapse prevention for depression: a longi-
tudinal study. Front Psychol. (2025) 16:1568141. doi: 10.3389/fpsyg.2025.1568141

	22.	 Jimenez-Vazquez D, Garcia-Lopez L-J, Zafra-Palomino L. How does booster work? 
A mediation analysis of the effects of booster sessions in a Transdiagnostic, selective, 
personalised, preventive intervention for at-risk youth. Res Child Adolesc Psychopathol. 
(2025) 53:2053–68. doi: 10.1007/s10802-025-01381-3

	23.	 Carroll KM. Relapse prevention as a psychosocial treatment: a review of controlled 
clinical trials. Exp Clin Psychopharmacol. (1996) 4:46–54. doi: 10.1037/1064-1297.4.1.46

	24.	 Cuijpers P, Hollon SD, van Straten A, Bockting C, Berking M, Andersson G. Does 
cognitive behaviour therapy have an enduring effect that is superior to keeping patients 
on continuation pharmacotherapy? A meta-analysis. BMJ Open. (n.d) 3:e002542.

	25.	 Sun M, Rith-Najarian L, Williamson TJ, Chorpita BF. Treatment features associated 
with youth cognitive behavioral therapy follow-up effects for internalizing disorders: A 
meta- analysis. J Clin Child Adolesc Psychol. (2019) 48:S269–83. doi: 
10.1080/15374416.2018.1443459

	26.	 Hopewell S, Chan A-W, Collins GS, Hróbjartsson A, Moher D, Schulz KF, et al. 
CONSORT 2025 statement: updated guideline for reporting randomised trials. Lancet. 
(2025) 405:1633–40. doi: 10.1016/S0140-6736(25)00672-5

	27.	 Teixeira R, De Freitas C, Sanna L, Prina E, Turrini G, Brizar AS, et al. Co-creating 
mental health promotion and prevention interventions with groups in vulnerable situa-
tions in Europe: a mixed-methods study protocol for co-creation implementation and 
participatory evaluation. Health Res Policy Syst. (2025) 23:87. doi: 10.1186/
s12961-025-01349-1

	28.	 Furukawa TA, Kessler RC, Slade T, Andrews G. The performance of the K6 and 
K10 screening scales for psychological distress in the Australian National Survey of 
mental health and well-being. Psychol Med. (2003) 33:357–62. doi: 10.1017/
S0033291702006700

	29.	 Hobfoll SE, Watson P, Bell CC, Bryant RA, Brymer MJ, Friedman MJ, et al. Five 
essential elements of immediate and mid–term mass trauma intervention: empirical evi-
dence. Psychiatry. (2007) 70:283–315. doi: 10.1521/psyc.2007.70.4.283

	30.	 Fledderus M, Bohlmeijer ET, Pieterse ME, Schreurs KMG. Acceptance and commit-
ment therapy as guided self-help for psychological distress and positive mental health: a 
randomized controlled trial. Psychol Med. (2012) 42:485–95. doi: 10.1017/
S0033291711001206

	31.	 World Health Organization (WHO) Self Help Plus (2021). Available online at: https://
www.who.int/publications/i/item/9789240035119 (Accessed September 4, 2026).

	32.	 Cuijpers P, Heim E, Ramia JA, Burchert S, Carswell K, Cornelisz I, et al. Correction: 
effects of a WHO-guided digital health intervention for depression in Syrian refugees in 
Lebanon: a randomised controlled trial. PLoS Med. (2023) 20:e1004231. doi: 10.1371/
journal.pmed.1004231

	33.	 Enck P, Zipfel S. Placebo effects in psychotherapy: A framework. Front Psych. (2019) 
10:456. doi: 10.3389/fpsyt.2019.00456

	34.	 Kroenke K, Wu J, Yu Z, Bair MJ, Kean J, Stump T, et al. Patient health questionnaire 
anxiety and depression scale: initial validation in three clinical trials. Psychosom Med. 
(2016) 78:716–27. doi: 10.1097/PSY.0000000000000322

	35.	 Cella D, Hahn EA, Jensen SE, Butt Z, Nowinski CJ, Rothrock N, et al. "Chapter 3, 
method and mode of administration, data collection, and analysis". In:  Patient-Reported 
Outcomes in Performance Measurement. Research Triangle Park, NC: RTI Press (2015)

	36.	 Sterne JAC, Savović J, Page MJ, Elbers RG, Blencowe NS, Boutron I, et al. RoB 2: a 
revised tool for assessing risk of bias in randomised trials. BMJ. (2019) 366:l4898. doi: 
10.1136/bmj.l4898

	37.	 Kroenke K, Spitzer RL, Williams JBW. The PHQ-9: validity of a brief depression severity 
measure. J Gen Intern Med. (2001) 16:606–13. doi: 10.1046/j.1525-1497.2001.016009606.x

	38.	 Spitzer RL, Kroenke K, Williams JBW, Löwe B. A brief measure for assessing general-
ized anxiety disorder: the GAD-7. Arch Intern Med. (2006) 166:1092–7. doi: 10.1001/
archinte.166.10.1092

	39.	 Goldberg DP, Gater R, Sartorius N, Ustun TB, Piccinelli M, Gureje O, et al. The valid-
ity of two versions of the GHQ in the WHO study of mental illness in general health care. 
Psychol Med. (1997) 27:191–7. doi: 10.1017/S0033291796004242

	40.	 Üstün TB, Chatterji S, Kostanjsek N, Rehm J, Kennedy C, Epping-Jordan J, et al. 
Developing the World Health Organization disability assessment schedule 2.0. Bull World 
Health Organ. (2010) 88:815–23. doi: 10.2471/BLT.09.067231

	41.	 Topp CW, Østergaard SD, Søndergaard S, Bech P. The WHO-5 well-being index: A 
systematic review of the literature. Psychother Psychosom. (2015) 84:167–76. doi: 
10.1159/000376585

	42.	 Ritsher JB, Otilingam PG, Grajales M. Internalized stigma of mental illness: psycho-
metric properties of a new measure. Psychiatry Res. (2003) 121:31–49. doi: 10.1016/j.
psychres.2003.08.008

	43.	 Chisholm D, Knapp MRJ, Knudsen HC, Amaddeo F, Gaite L, Van Wijngaarden B, 
et al. Client socio-demographic and service receipt inventory – European version: devel-
opment of an instrument for international research: EPSILON study 5. Br J Psychiatry. 
(2000) 177:s28–33. doi: 10.1192/bjp.177.39.s28, 10945075

	44.	 Herdman M, Gudex C, Lloyd A, Janssen M, Kind P, Parkin D, et al. Development and 
preliminary testing of the new five-level version of EQ-5D (EQ-5D-5L). Qual Life Res. 
(2011) 20:1727–36. doi: 10.1007/s11136-011-9903-x

	45.	 Weiner BJ, Lewis CC, Stanick C, Powell BJ, Dorsey CN, Clary AS, et al. Psychometric 
assessment of three newly developed implementation outcome measures. Implementation 
Sci. (2017) 12:108. doi: 10.1186/s13012-017-0635-3

	46.	Kessler RC, Andrews G, Colpe LJ, Hiripi E, Mroczek DK, Normand S-LT, et al. 
Short screening scales to monitor population prevalences and trends in non-specific 
psychological distress. Psychol Med. (2002) 32:959–76. doi: 10.1017/
S0033291702006074

	47.	Baillie AJ. Predictive gender and education bias in Kessler’s psychological dis-
tress scale (k10). Soc Psychiat Epidemiol. (2005) 40:743–8. doi: 10.1007/
s00127-005-0935-9

	48.	 de Graaff AM, Cuijpers P, Twisk JWR, Kieft B, Hunaidy S, Elsawy M, et al. Peer-
provided psychological intervention for Syrian refugees: results of a randomised con-
trolled trial on the effectiveness of problem management plus. BMJ Ment Health. (2023) 
26:e300637. doi: 10.1136/bmjment-2022-300637

	49.	 World Health Organization (WHO). Measuring Health and Disability. Manual for 
WHO Disability Assessment Schedule WHODAS 2.0. Geneva: World Health 
Organization (2010).

	50.	 Heun R, Burkart M, Maier W, Bech P. Internal and external validity of the WHO 
well-being scale in the elderly general population. Acta Psychiatr Scand. (1999) 99:171–8. 
doi: 10.1111/j.1600-0447.1999.tb00973.x

	51.	 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. (2021) 30:647–73. doi: 
10.1007/s11136-020-02688-y

	52.	 Proctor E, Silmere H, Raghavan R, Hovmand P, Aarons G, Bunger A, et al. Outcomes 
for implementation research: conceptual distinctions, measurement challenges, and 
research agenda. Admin Pol Ment Health. (2011) 38:65–76. doi: 10.1007/
s10488-010-0319-7

	53.	 Kip A, Priebe S, Holling H, Morina N. Psychological interventions for posttraumatic 
stress disorder and depression in refugees: a meta-analysis of randomized controlled trials 
disorder and depression in refugees: a meta-analysis of randomized controlled trials. Clin 
Psychol Psychother. (2020) 27:489–503. doi: 10.1002/cpp.2446

	54.	 Turrini G, Purgato M, Acarturk C, Anttila M, Au T, Ballette F, et al. Efficacy and 
acceptability of psychosocial interventions in asylum seekers and refugees: systematic 
review and meta-analysis. Epidemiol Psychiatr Sci. (2019) 28:376–88. doi: 10.1017/
S2045796019000027

	55.	 Singer JD, Willett JB. Applied Longitudinal Data Analysis: Modeling Change and Event 
Occurrence. New York, NY: Oxford University Press (2003).

	56.	 Huisman M. Item Nonresponse: Occurrence, Causes, and Imputation of Missing 
Answers to Test Item. London: Dswo Press (2020).

	57.	 Tong G, Seal KH, Becker WC, Li F, Dziura JD, Peduzzi PN, et al. Impact of complex, 
partially nested clustering in a three-arm individually randomized group treatment trial: 
a case study with the wHOPE trial. Clin Trials. (2022) 19:3–13. doi: 
10.1177/17407745211051288

	58.	 Schmidli H, Gsteiger S, Roychoudhury S, O'Hagan A, Spiegelhalter D, 
Neuenschwander B. Robust meta-analytic-predictive priors in clinical trials with histori-
cal control information. Biometrics. (2014) 70:1023–32. doi: 10.1111/biom.12242

	59.	 Schmidli H, Neuenschwander B, Friede T. Meta-analytic-predictive use of historical 
variance data for the design and analysis of clinical trials. Comput Stat Data Anal. (2017) 
113:100–10. doi: 10.1016/j.csda.2016.08.007

	60.	 Sterba SK. Partially nested designs in psychotherapy trials: a review of modeling 
developments. Psychother Res. (2017) 27:425–36. doi: 10.1080/10503307.2015.1114688

	61.	 Burn O, Petrou M Modelling requirements for HTA in Europe’s big 5 economies. 
Source Health Economics. (2023) Available online at: https://source-he.com/htamodel-
ling/ (Accessed July 30, 2026)

	62.	 TeEuropean Organization for Nuclear Research, OpenAIRE. Zenodo. CERN (2013). 
Available online at: https://www.zenodo.org/

	63.	 Michopoulos I, Furukawa TA, Noma H, Kishimoto S, Onishi A, Ostinelli EG, et al. 
Different control conditions can produce different effect estimates in psychotherapy trials 
for depression. J Clin Epidemiol. (2021) 132:59–70.

	64.	 Gearing RE, Schwalbe CSJ, Lee R, Hoagwood KE. The effectiveness of booster ses-
sions in CBT treatment for child and adolescent mood and anxiety disorders: effective-
ness of booster sessions in mood and anxiety disorders. Depress Anxiety. (2013) 30:800–8: 
Research Article

	65.	Miller KE, Rasmussen A. War exposure, daily stressors, and mental health in con-
flict and post-conflict settings: bridging the divide between trauma-focused and psy-
chosocial frameworks. Soc Sci Med. (2010) 70:7–16. doi: 10.1016/j.
socscimed.2009.09.029

	66.	 Mesa-Vieira C, Haas AD, Buitrago-Garcia D, Roa-Diaz ZM, Minder B, Gamba M, 
et al. Mental health of migrants with pre-migration exposure to armed conflict: a system-
atic review and meta-analysis. Lancet Public Health. (2022) 7:e469–81. doi: 10.1016/
S2468-2667(22)00061-5

https://doi.org/10.3389/fpubh.2026.1905759
https://www.frontiersin.org/journals/public-health
https://www.frontiersin.org
https://doi.org/10.1136/bmjment-2024-301379
https://doi.org/10.3389/fpsyg.2025.1568141
https://doi.org/10.1007/s10802-025-01381-3
https://doi.org/10.1037/1064-1297.4.1.46
https://doi.org/10.1080/15374416.2018.1443459
https://doi.org/10.1016/S0140-6736(25)00672-5
https://doi.org/10.1186/s12961-025-01349-1
https://doi.org/10.1186/s12961-025-01349-1
https://doi.org/10.1017/S0033291702006700
https://doi.org/10.1017/S0033291702006700
https://doi.org/10.1521/psyc.2007.70.4.283
https://doi.org/10.1017/S0033291711001206
https://doi.org/10.1017/S0033291711001206
https://www.who.int/publications/i/item/9789240035119
https://www.who.int/publications/i/item/9789240035119
https://doi.org/10.1371/journal.pmed.1004231
https://doi.org/10.1371/journal.pmed.1004231
https://doi.org/10.3389/fpsyt.2019.00456
https://doi.org/10.1097/PSY.0000000000000322
https://doi.org/10.1136/bmj.l4898
https://doi.org/10.1046/j.1525-1497.2001.016009606.x
https://doi.org/10.1001/archinte.166.10.1092
https://doi.org/10.1001/archinte.166.10.1092
https://doi.org/10.1017/S0033291796004242
https://doi.org/10.2471/BLT.09.067231
https://doi.org/10.1159/000376585
https://doi.org/10.1016/j.psychres.2003.08.008
https://doi.org/10.1016/j.psychres.2003.08.008
https://doi.org/10.1192/bjp.177.39.s28
https://doi.org/10.1007/s11136-011-9903-x
https://doi.org/10.1186/s13012-017-0635-3
https://doi.org/10.1017/S0033291702006074
https://doi.org/10.1017/S0033291702006074
https://doi.org/10.1007/s00127-005-0935-9
https://doi.org/10.1007/s00127-005-0935-9
https://doi.org/10.1136/bmjment-2022-300637
https://doi.org/10.1111/j.1600-0447.1999.tb00973.x
https://doi.org/10.1007/s11136-020-02688-y
https://doi.org/10.1007/s10488-010-0319-7
https://doi.org/10.1007/s10488-010-0319-7
https://doi.org/10.1002/cpp.2446
https://doi.org/10.1017/S2045796019000027
https://doi.org/10.1017/S2045796019000027
https://doi.org/10.1177/17407745211051288
https://doi.org/10.1111/biom.12242
https://doi.org/10.1016/j.csda.2016.08.007
https://doi.org/10.1080/10503307.2015.1114688
https://source-he.com/htamodelling/
https://source-he.com/htamodelling/
https://www.zenodo.org/
https://doi.org/10.1016/j.socscimed.2009.09.029
https://doi.org/10.1016/j.socscimed.2009.09.029
https://doi.org/10.1016/S2468-2667(22)00061-5
https://doi.org/10.1016/S2468-2667(22)00061-5


Purgato et al.� 10.3389/fpubh.2026.1905759

Frontiers in Public Health 15 frontiersin.org

	67.	 Porter M, Haslam N. Predisplacement and Postdisplacement factors associated with 
mental health of refugees and internally displaced persons: A Meta-analysis. JAMA. 
(2005) 294:602–12. doi: 10.1001/jama.294.5.602

	68.	 Wouterse B, Van Baal P, Versteegh M, Brouwer W. The value of health in a cost-
effectiveness analysis: theory versus practice. Pharmaco Econom. (2023) 41:607–17. doi: 
10.1007/s40273-023-01265-8

	69.	 Nilsen P. Making sense of implementation theories, models and frameworks. 
Implement Sci. (2015) 10:53. doi: 10.1186/s13012-015-0242-0

	70.	Eccles M, Grimshaw J, Walker A, Johnston M, Pitts N. Changing the 
behavior of healthcare professionals: the use of theory in promoting the uptake of 
research findings. J Clin Epidemiol. (2005) 58:107–12. doi: 10.1016/j.
jclinepi.2004.09.002

https://doi.org/10.3389/fpubh.2026.1905759
https://www.frontiersin.org/journals/public-health
https://www.frontiersin.org
https://doi.org/10.1001/jama.294.5.602
https://doi.org/10.1007/s40273-023-01265-8
https://doi.org/10.1186/s13012-015-0242-0
https://doi.org/10.1016/j.jclinepi.2004.09.002
https://doi.org/10.1016/j.jclinepi.2004.09.002

	Effectiveness, cost-effectiveness and implementation of WHO psychological interventions for migrant populations resettled in Italy: study protocol for the ADVANCE hybrid type-I randomized controlled trial
	1 Introduction
	2 Objectives
	3 Methods and analysis
	3.1 Design
	3.2 Study participants
	3.3 Informed consent procedure and screening
	3.4 Random allocation
	3.5 Interventions
	3.5.1 Psychological first aid (PFA) (all participants)
	3.5.2 Enhanced care-as-usual (all participants)
	3.5.3 Self help plus
	3.5.4 Doing what matters in times of stress
	3.5.5 Psychological placebo
	3.6 Primary and secondary outcomes
	3.7 Description of the outcome measurement tools
	3.7.1 Screener and socio-demographic information
	3.7.1.1 Psychological distress
	3.7.1.2 Socio-demographic information
	3.7.2 Symptom outcomes
	3.7.2.1 Depressive and anxiety symptoms (psychological distress)
	3.7.2.2 Depressive symptoms
	3.7.2.3 Anxiety symptoms
	3.7.2.4 Mental health status
	3.7.2.5 Functioning
	3.7.2.6 Subjective wellbeing
	3.7.2.7 Self-stigma
	3.7.2.8 Health-related quality of life
	3.7.3 Implementation outcomes
	3.7.3.1 Losses to follow-up
	3.7.3.2 Intervention fidelity
	3.7.3.3 Intervention acceptability
	3.7.3.4 Intervention appropriateness
	3.7.3.5 Intervention feasibility
	3.7.4 Economic outcomes
	3.7.4.1 Use of health care and other care services and associated costs
	3.8 Masking
	3.9 Sample size calculation
	3.10 Statistical analysis
	3.10.1 Analysis of clinical and implementation outcomes
	3.11 Analysis of economic outcomes

	4 Ethics and dissemination
	5 Discussion
	Patient and public involvement

	References

