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Schizophrenia

ARTICLE

M) Check for updates

Non-pharmacological interventions for schizophrenia—
analysis of treatment guidelines and implementation
in 12 Southeast European countries

Lidija Injac Stevovi¢', Selman Repisti (3™, Tamara Radoji¢i¢?, Norman Sartorius®, Sonila Tomori*, Alma Dzubur Kulenovi¢?,
Ana Popova®, Martina Rojni¢ Kuzman’, llias I. Vlachos (®®, Shukrije Statovci®, Alexei Bandati'®, Antoni Novotni'', Stojan Bajraktarov'’,

Anca-Livia Panfil

'2, Nadja Maric'®, Mirjana Deli¢'* and Nikolina Jovanovi¢'®

This study aimed to analyze treatment guidelines of 12 SEE countries to identify non-pharmacological interventions recommended
for schizophrenia, explore the evidence base supporting recommendations, and assess the implementation of recommended
interventions. Desk and content analysis were employed to analyze the guidelines. Experts were surveyed across the 12 countries to
assess availability of non-pharmacological treatments in leading mental health institutions, staff training, and inclusion in the official
service price list. Most SEE countries have published treatment guidelines for schizophrenia focused on pharmacotherapy. Nine
countries—Albania, Bosnia and Herzegovina, Bulgaria, Croatia, Greece, Moldova, Montenegro, North Macedonia, and Serbia—
included non-pharmacological interventions. The remaining three countries—Kosovo (UN Resolution), Romania, and Slovenia—
have not published such treatment guidelines, however they are on offer in leading institutions. The median number of
recommended interventions was seven (range 5-11). Family therapy and psychoeducation were recommended in most treatment
guidelines. The majority of recommended interventions have a negative or mixed randomized controlled trial evidence base. A
small proportion of leading mental health institutions includes these interventions in their official service price list. The
interventions recommended in the treatment guidelines seem to be rarely implemented within mental health services in the SEE

countries.
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INTRODUCTION

The Southeast European (SEE) countries (Albania, Bosnia and
Herzegovina, Bulgaria, Croatia, Greece, Kosovo (UN Resolution),
Moldova, Montenegro, North Macedonia, Romania, Serbia, and
Slovenia) share similar socioeconomic and political backgrounds.
In the last three decades, these countries have gone through rapid
socio-economic changes that have inevitably profoundly
impacted both the populations’ mental health and development
of mental health services'?.

In these countries, attempts have been made to reform mental
health care, improve patients’ human rights, and transition from
asylum-based care to community-based care®. However, a recent
evaluation of mental health care services in Central Europe and
Eastern Europe suggests that mental health care across the region
remains based around treatment in psychiatric hospitals with
prescription medications®. This approach is particularly proble-
matic for individuals diagnosed with schizophrenia because it
leads to further social exclusion and inequality of this
vulnerable group.

Schizophrenia is a severe and chronic illness with complex
symptomatology, which affects up to 1% of the general
population?. The symptoms can vary but often include hallucina-
tions, delusions, disordered thinking, social withdrawal, alogia,

and abulia®>. Current treatment guidelines for schizophrenia
published by the National Institute for Health and Care Excellence
in the UK and the Schizophrenia Patient Outcomes Research Team
in the USA suggest a combined-therapy approach including
pharmacological (e.g. antipsychotics) and non-pharmacological
interventions (e.g., talking therapy and family support)®”.
Non-pharmacological interventions aim to improve the indivi-
dual potential of people with mental disorders in their day-to-day
life activities, including social and work domains®. They might
have an important role in reducing the risk of relapse in
schizophrenia®. In particular, psychosocial interventions (Pls) can
be divided into three categories: (1) those based on education and
support, (2) those including life and social skills training, and (3)
problem-focused or symptom-focused interventions'®. Another
important group of interventions are psychotherapies (PTs) which
can be defined as interpersonal interventions delivered by a
trained clinician, and individualized to the client's problem or
modified so they can be suitable for delivery to a couple, family, or
another group of clients''. PTs include two broad categories:
system and individual interventions. It is important to note that a
sharp boundary between Pls and PTs cannot be drawn. Most
commonly recommended evidence-based non-pharmacological
interventions for schizophrenia include cognitive-behavioral
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therapy (CBT), cognitive remediation, psychoeducation, social and
coping skills, family interventions, and assertive community
treatment (ACT) or case management'2, Studies including non-
pharmacological interventions as part of the multi-modal
approach report mixed findings regarding their effectiveness'?
as well as inconsistent implementation'®.

Although a combined-therapy approach has been recom-
mended in other regions, the topic of non-pharmacological
treatment for individuals with schizophrenia standalone or as part
of holistic approach to schizophrenia has received little research
interest in SEE. We focused on non-pharmacological treatment in
this study in order to bridge the gap in knowledge about its
availability and implementation in SEE.

Aims of the study

This study aimed to analyze treatment guidelines of 12 Southeast
European countries to identify which non-pharmacological inter-
ventions are recommended for treating schizophrenia and if
recommended interventions are based on robust evidence. The
study also aims to explore the implementation of recommended
interventions in each country.

RESULTS

Treatment guidelines

The majority of participating countries (N=9, 75%) have
published treatment guidelines for schizophrenia. These docu-
ments were available and published under the following terms
that can be used interchangeably: national guidelines, treatment
guidelines, clinical instructions, therapeutic guidelines, practice
guidelines, national clinical protocol, and instructions for treat-
ment of schizophrenia. They included recommendations for both
pharmacological and non-pharmacological treatment for schizo-
phrenia. In Bosnia and Herzegovina, two treatment guidelines
were identified, both covering pharmacological and non-
pharmacological treatments. In Slovenia treatment guidelines for
schizophrenia included only pharmacological treatment'®. Finally,
Kosovo (UN Resolution) and Romania do not have treatment
guidelines for schizophrenia. Hence, 9 documents were analyzed
in total. Table 1 shows recommended non-pharmacological
interventions and indicators of implementation in each country.

Six out of 10 analyzed documents were published by the
Ministry of Health of the respective country. The remaining four
documents were published either by relevant professional
organizations or by clinicians as follows. In Bosnia and Herzego-
vina, the Manual for psychosocial interventions for persons with
schizophrenia (2012) was published by “Dr Mustafa Sehovi¢ Public
Medical Center” and the Association for Mutual Support and
Mental Distress (FENIX)'®. Practice guidelines for the treatment of
patients with schizophrenia was initially published by the American
Psychiatric Association (APA) and was subsequently translated
into Bulgarian and adopted by mental health policymakers in
Bulgaria'’. In Croatia, Guidelines for psychosocial procedures and
psychotherapy (2017) was published by the Croatian Medical
Association, Croatian Psychiatric Association, and Association for
Mental Health Promotion (“Svitanje”)'. Finally, although not an
official guideline, a widely accepted document containing
recommendations and examples of good clinical practice in
treating schizophrenia spectrum disorders in Romania is a
monograph written by three Romanian clinicians with extensive
experience in the treatment of psychotic disorders’®.

The publishing year span was 20 years, starting with Bulgaria’s
national guidelines published in 1998 and ending with the
Albanian national guidelines published in 2018. On average, these
documents were published 8.7 years ago (median value is 7 years).

As shown in Table 1, the number of recommended non-
pharmacological interventions varied across countries and
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analyzed documents from 4 in North Macedonia to 11 in Bulgaria
and Croatia. The average number of recommended interventions
was 7. The 10 most recommended interventions in national
guidelines were the following: CBT and family therapy/interven-
tions (9 recommendations each), psychoeducation and social skills
training (8 recommendations each), professional rehabilitation/
supported employment (7 recommendations), and art therapy (6
recommendations). Supportive therapy and counseling, psycho-
analytic/psychodynamic therapy, cognitive remediation/rehabili-
tation, occupational/ergotherapy were recommended in 3 out of
10 analyzed documents.

Context of delivery and identified benefits of recommended
interventions

Treatment guidelines were analyzed for additional information
regarding the contextual and procedural recommendations of
delivering non-pharmacological interventions for schizophrenia,
along with empirical underpinning of their effectiveness.

Albania—Diagnostic and therapeutic care protocol for schizo-
phrenia (Ministry of Health, 2018) contains very scarce information
regarding non-pharmacological interventions for schizophrenia®®.
These therapeutic modalities are only listed as treatment
programs that can be added to standard care offered to
individuals with schizophrenia. The document does not contain
definitions of interventions or their specific purpose.

Bosnia and Herzegovina—National guide for treating schizophre-
nia (Ministry of Health of the Canton of Sarajevo; Institute for
Scientific Research and Development of University Clinical Center
Sarajevo, 2006) does not discuss definitions and premises of
specific interventions, but rather focuses on their aims and
benefits?'. Manual for psychosocial interventions for persons with
schizophrenia contains a general introductory section about non-
pharmacological interventions, their use, and usefulness in
treating schizophrenia'®. Furthermore, the document offers
detailed descriptions of specific psychosocial interventions in the
scope of psychoeducation.

Croatia—Psychiatric disorders encompassing psychosis and schi-
zophrenia: Guidelines for psychosocial procedures and psychother-
apy (Croatian Medical Association, Croatian Psychiatric
Association, & Association for Mental Health Promotion, 2017)
provides an overall description of various interventions as well as
recommendations on when to use each of them'?,

Greece—Instructions for treating schizophrenia in Greece (Ministry
of Health, 2015) offers a detailed overview of various non-
pharmacological interventions for schizophrenia. It contains
information on when, where, and how it is best to deliver
different interventions®2.

Moldova—Schizophrenia first episode psychotic: National clinical
protocol (Ministry of Health, 2016) contains several tables with
recommendations on specific effects and how to deliver different
non-pharmacological interventions, with no indications whether
the recommendations are evidence-based®>.

Montenegro—National guidelines of good clinical practice in
treating schizophrenia (Ministry of Health, 2013) provides short
descriptions of non-pharmacological interventions and the
strength of evidence for their effectiveness based on the results
of studies conducted in international settings?*.

North Macedonia—Instructions for practicing evidence-based
medicine within the treatment of schizophrenia (Ministry of Health,
2013) includes a list with several non-pharmacological interven-
tions. Information provided is very scarce. This guideline refers to
the degree to which each recommended intervention is
supported by research evidence?”.

Serbia—National guidelines of good clinical practice in treating
schizophrenia (Ministry of Health Working Group 2013) were
gathered to create and implement good clinical practice guide-
lines. The benefits of the recommended interventions were listed

Published in partnership with the Schizophrenia International Research Society
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Table 1. SEE countries with published treatment guidelines for non-pharmacological treatment of schizophrenia—recommended interventions and
implementation indicators (availability of intervention, training staff, and whether the intervention is included in the official service price list).

Country Treatment guidelines Recommended interventions Availability Trained staff Intervention included
of in the official service
intervention price list

1) Albania Ministry of Health (2018): Diagnostic and 1) Art therapy No No No

therapeutlc care protocol for 2) Cognitive-behavioral No No No
schizophrenia therapy (CBT)
3) Family interventions No No No
4) Psychodynamic therapy No No No
5) Psychoeducation No No No
6) Social skills training No No No
7) Supportive therapy No No No
2) Bosnia & 1. Ministry of Health of the Canton of 1) Family interventions Yes Yes Yes

Herzegovina Sarajevo; Institute for Scientific Research
and Development of University Clinical
Center Sarajevo (2006): National guide for
treating schizophrenia. 4) Social skills training No No No
2."Dr Mustafa Sehovi¢ Public Medical
Center” and Association for Mutual
Support and Mental Distress (FENIX)
(2012): Manual for psychosocial
interventions for persons with
schizophrenia

2) Professional rehabilitation No No No
3) Psychoeducation Yes Yes No

5) Supportive psychotherapy Yes Yes Yes

3) Bulgaria American Psychiatric Association / 1) Assertive community Yes Yes No
Bulgarian Psychiatric Association (1998):  treatment (ACT)
Practice guideline for the treatment of

. . - A 2) Case management Yes Yes No
patients with schizophrenia . .
3) Cognitive-behavioral Yes Yes No
therapy (CBT)
4) Cognitive remediation No No No
5) Family interventions No No No
6) Psychoeducation Yes Yes No
7) Self-help groups and Yes Yes No
organizations
8) Social skills training Yes Yes No
9) Supported employment Yes Yes No
4) Croatia Croatian Medical Association, Croatian 1) Adherence therapy No No No
Psychiatric Association, & Association for 2) Art therapy No No No
Mental Health Promotion (Svitanje; 2017): . .
Psychiatric disorders encompassing 3) Assertive community treatment Yes Yes No
psychosis and schizophrenia: Guidelines 4) Case management Yes Yes No
for psychosocial procedures and 5) Cognitive-behavioral No No Yes
psychotherapy therapy (CBT)
6) Cognitive remediation No Yes No
7) Family interventions Yes Yes Yes
8) Professional rehabilitation No No No
9) Psychoeducation Yes Yes Yes
10) Psychosocial interventions for No No No
maintaining optimal body weight
11) Social skills training Yes Yes Yes
5) Greece Greek Psychiatric Society (2015): 1) Art therapy Yes N/A Yes
Instructions for treating schizophrenia 2) Cognitive-behavioral No No No
in Greece psychotherapy (CBT)
3) Cognitive rehabilitation No No No
4) Compliance therapy No No No
5) Family interventions Yes Yes Yes
6) Psychoanalytic psychotherapy  No No No
7) Psychoeducation Yes Yes Yes
8) Social skills training Yes N/A Yes
6) Moldova 1) Cognitive-behavioral Yes Yes Yes

therapy (CBT)

Published in partnership with the Schizophrenia International Research Society Schizophrenia (2022) 10



L.l. Stevovic et al.

Table 1 continued

Country Treatment guidelines

Recommended interventions

Ministry of Health (2016): Schizophrenia
first episode psychotic: National clinical
protocol

7) Montenegro Ministry of Health (2013): National
guidelines of good clinical practice in
treating schizophrenia

8) North Ministry of Health (2013): Instructions for
Macedonia the practicing of the evidence-based
medicine within the treatment of
schizophrenia
9) Serbia Ministry of Health Working Group (2013):

National guidelines of good clinical
practice in treating schizophrenia

2) Occupational therapy

3) Psychosocial rehabilitation
4) Family interventions

5) Peer to peer support groups
6) Psychoeducation

7) Art therapy

8) Psychomotor therapy

1) Cognitive-behavioral
therapy (CBT)
2) Family interventions

3) Professional rehabilitation
(programs for supported
employment)

4) Psychosocial interventions
dealing with addiction problems
as comorbid disorders

5) Psychosocial interventions for
maintaining optimal body weight

6) Social skills training

1) Cognitive-behavioral
therapy (CBT)

2) Family intervention

3) Psychoanalytic psychotherapy
4) Psychoeducation

5) Social skills training

6) Supported employment

1) Art therapy

2) Cognitive-behavioral
therapy (CBT)

3) Counseling and supportive
psychotherapy

4) Family psychotherapy
5) Psychoeducation

6) Self-help groups and
associations

7) Social skills training

Availability ~ Trained staff Intervention included
of in the official service
intervention price list
No No No

No No No

Yes Yes Yes

No No No

Yes Yes Yes

No Yes Yes

No No No

No No No

Yes Yes Yes

No No No

No No No

No No No

No No No

No No Yes

Yes Yes Yes

No No Yes

Yes Yes Yes

Yes Yes No

Yes Yes No

Yes Yes No

No Yes Yes

Yes Yes No

Yes Yes Yes

Yes Yes No

No No No

Yes N/A No

N/A data not available.

and supported by scientific references. Furthermore, the context
of their delivery was explained?®.

Table 2 shows Kosovo (UN Resolution) and Romania, two
countries without published treatment guidelines. Slovenia has
published treatment guidelines for schizophrenia however they
do not recommend non-pharmacological interventions'. How-
ever, a handbook Where and how to get help for mental illness?
provides a list of the recommended interventions coupled with
their positive effects on mental health?”. In Romania, a handbook
of Schizophrenia spectrum disorders (2012) was written by lenciu,
Romosan, and Lazarescu'®. The handbook cites various scientific
sources when highlighting the importance of psychosocial
rehabilitation techniques and methods in schizophrenia. It offers
an overview of several interventions with detailed descriptions of
their principles and usefulness.

Evidence base for recommended non-pharmacological interventions.
Table 3 includes short descriptions of each recommended

Schizophrenia (2022) 10

intervention from the analyzed treatment guidelines, country of
origin, availability of treatment manual, duration of staff training,
RCT evidence base, and evidence derived from SEE countries.

In total, 19 non-pharmacological interventions for individuals
with schizophrenia were assessed. The majority of interventions
were originally developed in the USA (n=11) and manualized
(n=13). Seven interventions have a negative RCT evidence base
meaning that, when compared to standard treatment/active
control, the interventions were not effective. These interventions
were: art therapy, compliance therapy (although adherence
therapy, which was listed in the expert survey within the same
item [adherence/compliance therapy] appeared to be effective),
psychodynamic/ psychoanalytical therapy, psychosocial interven-
tions for maintaining optimal body weight, psychosocial interven-
tions dealing with addiction problems as comorbid disorders,
psychosocial interventions focused on social inclusion, and
supportive therapy. Two interventions—professional (vocational)
rehabilitation and psychomotor (body) therapy—have never been

Published in partnership with the Schizophrenia International Research Society
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Table 2. SEE countries without published treatment guidelines for non-pharmacological treatment of schizophrenia—available interventions and
implementation indicators (trained staff sand whether the intervention is included in the official service price list).
Country Information on treatment Interventions available in the leading institution ~ Trained staff Intervention included in the
guidelines official service price list
1) Kosovo® The document does not exist. 1) Family therapy Yes No
2) Psychoeducation Yes No
3) Social skills training Yes No
4) Supportive therapy Yes No
2) Romania The document does not exist. 1) Art therapy Yes No
2) Case management Yes No
3) Cognitive-behavioral therapy (CBT) Yes No
4) Ergotherapy Yes No
5) Family therapy Yes No
6) Psychoeducation Yes No
7) Supportive therapy Yes No
3) Slovenia Republiski strokovni kolegij za 1) Adherence therapy Yes Yes
psihiatrijo (2000): 2) Art therapy Yes Yes
Priporocila in Smernice za i i
zdravljenje z Shizofrenija® 3) Assertive community treatment Yes Yes
4) Cognitive-behavioral therapy (CBT) Yes Yes
5) Cognitive rehabilitation Yes Yes
6) Ergotherapy Yes Yes
7) Family therapy Yes Yes
8) Occupational therapy Yes Yes
9) Professional rehabilitation Yes Yes
10) Psychodynamic therapy Yes Yes
11) Psychoeducation Yes Yes
12) Psychomotor therapy Yes Yes
13) Psychosocial interventions dealing with Yes Yes
addiction problems as comorbid disorders
14) Psychosocial interventions focused on social  Yes Yes
inclusion
15) Psychosocial interventions for maintaining Yes Yes
optimal body weight
16) Social skills training Yes Yes
17) Supportive therapy Yes Yes
2UN Resolution.
bSlovenian treatment guidelines focus on medications only and non-pharmacological interventions are not mentioned.

studied in RCTs with individuals with schizophrenia.

The remaining 10 interventions have a mixed RCT evidence
base. Family interventions, psychoeducation, social skills training,
and cognitive behavioral therapy have stronger evidence-base
compared to other interventions.

Only two effectiveness and/or implementation studies were
conducted in SEE countries. First, an RCT exploring the effective-
ness of cognitive remediation group therapy in patients with
schizophrenia was conducted in Greece?®. The findings indicated
improvements in working memory and social perception during
therapy and at 3-month follow-up. Second, a case-controlled
study of 50 patients enrolled in a social rehabilitation program for
6 months compared with 50 patients on the waitlist reported
improved social functioning, self-esteem, and quality of life?°.

Implementation of recommended interventions

As shown in Table 1, implementation indicators varied substan-
tially across participating institutions. Most institutions did not
offer all recommended interventions and even fewer interventions
were included in the official service price lists. Some interventions
that were on the price lists were not offered in services, possibly

Published in partnership with the Schizophrenia International Research Society

due to lack of trained staff to deliver these interventions. Most
institutions included in the study faced a lack of clinical staff
trained to deliver recommended interventions (Table 1). In
Albania, none out of seven recommended interventions were
available to patients in this country’s leading psychiatric institu-
tion. In other countries, the percentage of recommended
interventions that were available and staff trained to deliver these
interventions ranged from 14% in Montenegro to 78% in Bulgaria.
In Albania and Bulgaria, recommended non-pharmacological
interventions were not included in the official service price lists.
The percentage of recommended interventions that were
included in the official price list ranged from 14% in Montenegro
to 67% in North Macedonia.

Treatment guidelines for non-pharmacological interventions for
schizophrenia do not exist in Kosovo (UN Resolution), Romania,
and Slovenia. Expert survey data showed that some were
implemented in these countries (Table 2). In Kosovo (UN
Resolution), the four following interventions were available to
patients, although not included in their official service price list:
family therapy, psychoeducation, social skills training, and
supportive  therapy. Seven different interventions were

Schizophrenia (2022) 10
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implemented in Romania: art therapy, case management, CBT,
ergotherapy, family therapy, psychoeducation, supportive therapy.
However, none of them are on the price list of the leading
institution. Finally, in Slovenia, 17 different interventions were
delivered to individuals with schizophrenia. All of them have been
included in the price list of the respective institution.

DISCUSSION

This is the only study to date that explored treatment guidelines
for individuals with schizophrenia in 12 SEE countries. The study
looked specifically into non-pharmacological treatments for
schizophrenia, which remains under researched topic globally.

The study showed that across the 12 SEE countries, 10 have
published treatment guidelines for schizophrenia and 9 countries
have guidelines for non-pharmacological interventions. Despite
not having treatment guidelines in three countries, a range of
non-pharmacological interventions were potentially available to
patients with schizophrenia. Two interventions (family therapy
and psychoeducation) were recommended by most treatment
guidelines. The majority of recommended interventions had a
mixed or negative RCT evidence base which is almost exclusively
comprised of studies conducted outside SEE countries. The
recommended interventions were insufficiently implemented in
services and only a small proportion of leading institutions
included them in their official service price list.

Treatment guidelines are essential for standardizing treatment
and making it more consistent and efficient for people with specific
conditions%3', Guidelines should ideally be available online and
local clinicians should be able to locate them easily. In our study,
the majority of participating SEE countries had published treatment
guidelines for schizophrenia, which seems to be an important step
in improving the quality of provided treatment. Most guidelines
included descriptions of non-pharmacological interventions, aims,
benefits, and instructions for delivery which could be useful for
busy clinicians aiming to integrate an evolving evidence-base into
practice. However, most guidelines were more than five years old
and therefore included recommendations that may be outdated.
For example, at the publication of existing guidelines in 2015, the
evidence for art therapy was considered to be strong, but new
studies have since emerged contradicting this evidence. In
discussion with national experts involved in the study, it seems
that local clinicians often use the NICE guidelines available from the
United Kingdom and follow international recommendations and
consensus papers (e.g., published by European Psychiatric Associa-
tion)®. While this approach may work for many clinicians, those
clinicians who are not familiar with English language or know
where to locate these documents will struggle to keep up to date
with recommendations.

Two interventions, namely family therapy and psychoeducation
(both developed in the USA), are recommended by most
treatment guidelines from SEE countries. In 9 out of 12 countries,
family therapy is available in the leading psychiatric institution,
meaning that staff are trained and the intervention is on the
service price list, indicating good implementation. The same is
true for psychoeducation in 5 out of 12 countries. The evidence-
base for these interventions seems to be stronger than for other
interventions included in the studied guidelines. A meta-analysis
of 25 trials examining family interventions—involving relatives in
treatment and helping them to cope better with the patient’s
illness—found a 20% reduction in relapse32. A systematic review
of 44 trails found that psychoeducation appeared to reduce
relapse and readmission, and encouraged medication compliance,
as well as reduced the length of hospital stay>. Despite having a
strong evidence base derived from studies in other regions, there
is complete lack of research in SEE countries that systematically
study the effectiveness and implementation of these interven-
tions. This might be the main barrier for implementation of these
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interventions in mental health services in SEE countries. Additional
challenges in implementation of treatment guidelines include lack
of resources and/or inadequate use of current resources3.

The main strength of the study is that it provided a
comprehensive overview of non-pharmacological treatment in
the SEE region. The region remains the ‘blind spot on the global
mental health map™ and this study has the potential to fill the
knowledge gap. The research team originates from SEE, which
facilitated in-depth understanding of contextual factors related to
developing and implementing treatment guidelines in participat-
ing countries. The study looked at published treatment guidelines
and aspects of implementations as reported by experts in each
participating country. Although this approach prevents us from
deriving definitive conclusions about the implementation of
recommended interventions in clinical practice, it can be used
as a starting point for future interventional research as well as in-
depth exploration of implementation barriers and facilitators.
Some of the identified interventions could not be regarded as
mutually exclusive and researchers struggled to allocate them into
non-overlapping categories (e.g., Bulgarian national guidelines list
individual therapy and CBT as two different non-pharmacological
treatments for schizophrenia). The study focused on effectiveness
data for identified interventions and evidence from qualitative
studies was not explored. Despite these limitations, the study
findings can contribute to the advancement of treatment of
individuals with schizophrenia.

Treatment guidelines should be written by national experts and
based on research data. The SEE countries need systematic studies
on the effectiveness, cost-effectiveness, and implementation of
non-pharmacological interventions for schizophrenia. As they
provide important instruction in treatment of schizophrenia,
treatment guidelines should be regularly updated in order to
provide relevant data. Consistent re-evaluation of treatment
guidelines is necessary and should be informed by newly acquired
data coming from recent research.

Treatment guidelines should be updated with information
relative to the most appropriate timing and type of psychosocial
intervention based on illness stage (i.e., first episode vs chronic
patients), clinical characteristics (i.e, positive symptoms vs
predominantly negative symptoms), and general level of function-
ing. In addition, guidelines should be presented to clinicians with
instructions on how to properly implement recommended
interventions. We suggest continuous medical education com-
plementary to treatment guidelines in order to provide up-to-date
treatment direction.

Institutions should offer suitable trainings to their staff in order
to facilitate implementation of evidence-base supported non-
pharmacological treatments recommended in the treatment
guidelines. Furthermore, we recommend training staff in addi-
tional evidence-based treatments that are not necessarily included
in the treatment guidelines.

To conclude, most SEE countries have developed treatment
guidelines for treating individuals with schizophrenia. The focus of
these guidelines is mainly on pharmacotherapy, with less
attention dedicated to discussion of the premises and benefits
of non-pharmacological interventions. The majority of recom-
mended non-pharmacological interventions have a mixed or
negative RCT evidence base, which is almost exclusively
comprised of studies conducted outside SEE countries. The
recommended interventions seem to be poorly implemented in
mental health services, which indicates large variation in delivery
of mental health care across services. Existence of treatment
guidelines is not sufficient for non-pharmacological treatment
implementation. A substantial step towards implementation
would be to include these non-pharmacological treatments into
the official service price lists. Considering the limitations of the
treatment guidelines and their implementation, it is clear that
more research is warranted in the field. This study can be used as

Schizophrenia (2022) 10



L.l. Stevovic et al.

10

the first step in further research into developing evidence-based
treatment guidelines in SEE countries, and ensuring their
implementation in clinical practice.

METHODS

Treatment guidelines from each country were identified through online
search or by country experts involved in the study. Desk and content
analysis was used to ascertain fundamental features of identified treatment
guidelines (title, publication year, and publisher) and to map recom-
mended non-pharmacological interventions. Identified treatment guide-
lines were available in English or were translated into English by
researchers (SR and TR).

Next, we assessed the evidence supporting recommended interventions
and determined the source of evidence (e.g., SEE mental health services or
elsewhere). The Cochrane Central Register of Controlled Trials and PubMed
were searched for randomized controlled trials (RCTs) and the Cochrane
Database of Systematic Reviews and PubMed were searched for meta-
analyses and systematic reviews of identified non-pharmacological inter-
ventions published between 1 January 2010 and 31 December 2020. The
latest or the most comprehensive systematic review/meta-analysis/RCT for
each non-pharmacological intervention was selected. Selected publications
were assessed for inclusion of patients from any of the SEE countries. A
narrative overview of current evidence base for identified interventions was
drafted. The randomized-controlled trial evidence base was defined as
‘negative’ (intervention compared to standard treatment/active control was
not effective or single RCT with significant limitations or meta-analysis with
no effect), ‘mixed’ (RCTs indicating the intervention is effective/non-
effective) and ‘positive’ (at least one RCT without significant limitations
showed the intervention was effective).

Several aspects of the implementation of recommended interventions in
each country were explored using a survey of experts. The experts were
psychiatrists working in the leading national psychiatric institution in the
country involved in clinical and/or research activities related to schizo-
phrenia. The leading institution was defined as the largest teaching/
training institution in the participating country’s capital city. The rationale
for choosing these institutions was that they are more likely to provide
non-pharmacological interventions for people with schizophrenia than
other institutions in or outside capitals. The experts were identified
through established research and professional networks. Each expert has a
longstanding career in working with patients with schizophrenia and is
recognized as a such in their respective country. One expert per country
was invited and the response rate was 100%. The survey consisted of 20
questions. For each intervention identified in the analyzed guidelines,
experts were asked to provide information whether the intervention was
available in their institution and if the recommended intervention is
included in the official service price list. Whether an intervention is on the
official service price list enables monitoring of intervention delivery,
facilitates the process of staff training, and ensures that the interventions
are delivered by the properly trained staff. The survey was designed by the
core research group (LIS, NJ, NS, TR, SR) and piloted with experts from five
countries (Bosnia and Herzegovina, Kosovo (UN Resolution), Montenegro,
North Macedonia, and Serbia). Minor modifications concerning the
formulation of questions and the survey’s layout were made before the
survey was emailed to experts from the remaining seven SEE countries.
Collected data were analyzed using descriptive statistics.

Ethical approvals and informed consents

All procedures were approved by the ethics committees of the respective
institutions in the countries participating in the IMPULSE project (within
which the present study has been conducted): Bosnia and Herzegovina
(Klinicki Centar Univerziteta u Sarajevu— 03-02-4216, JU Psihijatrijska
bolnica Kantona Sarajevo i JU Zavod za bolesti ovisnosti Kantona Sarajevo
02.8—408/19), Serbia (Medicinski fakultet u Beogradu—2650/XII-20 and
Specijalna bolnica ‘Dr Slavoljub Bakalovic" VrSac—01-36/1), Kosovo
(Hospital and University Clinical Service of Kosovo—2019-85), Republic of
North Macedonia (Medicinski Fakultet pri UKIM vo Skopje—03-24219), and
Montenegro (JZU Klinicki Centar Crne Gore—03/01-29304/1, ZU Specijalna
Bolnica za Psihijatriju “Dobrota” Kotor and JZU Dom Zdravlja “Dr Nika
Labovic” Berane—01-47).

The participants have not signed any written informed consent form
due to the nature of the present study, which was mostly based on mental
health policy analysis. The participants (i.e. experts) were informants who
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provided us with necessary information on mental healthcare services in
their institutions and countries.

Reporting summary

Further information on research design is available in the Nature Research
Reporting Summary linked to this article.

DATA AVAILABILITY

All the collected data are available upon reasonable request from interested parties.
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