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RESUMO

Introducdo: O numero de diretrizes de préatica clinica (CPG) tem aumentado substancialmente,
principalmente na area da saude mental pediatrica. No entanto, pouco se sabe sobre a qualidade
das diretrizes de pratica clinica e das recomendacfes para o tratamento de transtornos como a
esquizofrenia em criancas e adolescentes. Objetivo: Avaliar a qualidade do reporte das
diretrizes e das recomendacdes para o tratamento e manejo da esquizofrenia em criangas e
adolescentes. Métodos: As diretrizes de pratica clinica foram identificadas por meio de um
protocolo prospectivo de busca sistematica no EMBASE (Excerpta Medical Database, via
Ovid); MEDLINE (via Ovid); PsycINFO (via Ovid); PubMed, Epistemonikos; Biblioteca
Virtual em Saude; Global Index Medicus e bancos de dados especificos para diretrizes clinicas.
Foram considerados para inclusdo documentos de 2004 a dezembro de 2020. A qualidade das
diretrizes foi avaliada de forma independente por trés ou quatro revisores usando 0S
instrumentos AGREE I1. As diretrizes foram consideradas de alta qualidade se pontuaram
>60% nos dominios 3 e 6 do instrumento AGREE II. Os diferentes sistemas de classificagéo de
evidéncias foram descritos, a qualidade das recomendacdes foi avaliada em pares utilizando o
instrumento AGREE-REX e as recomendag0es foram descritas e comparadas. Resultados: A
busca nas bases de dados recuperou 3.182 resultados. Destes, 2.030 foram selecionados e 29
seguiram para a etapa de leitura de texto completo. Apds esta fase, 4 diretrizes foram
selecionadas para extracdo. Apenas uma das diretrizes foi considerada de alta qualidade na
avaliacdo usando o AGREE Il. As recomendac@es farmacoldgicas foram as Unicas descritas
para todas as fases do tratamento. As pontuacfes do AGREE-REX foram menores para as
recomendac0es psicossociais. Conclusdo: Ainda sdo poucos os estudos clinicos e as diretrizes
sobre esquizofrenia em criancas e adolescentes. A qualidade dos documentos era geralmente
baixa e a qualidade do reporte das recomendagdes tem muito a melhorar. Também falta
transparéncia acerca da qualidade das evidéncias e forca das recomendacGes.

Registro do Protocolo: PROSPERO - CRD42020164899

Palavras-chave: Diretrizes de Préatica Clinica; Criancas; Esquizofrenia.



ABSTRACT

Introduction: The number of clinical practice guidelines (CPG) has increased substantially,
mainly in the pediatric area of mental health. However, little is known about the quality of the
CPG and of the recommendations for treating diseases such as schizophrenia in children and
adolescents. Objective: To assess the quality of the report of guidelines and the
recommendations for the treatment and management of schizophrenia in children and
adolescents. Methods: Clinical practice guidelines were identified using a prospective protocol
for systematic search on EMBASE (Excerpta Medical Database, via Ovid); MEDLINE (via
Ovid); PsycINFO (via Ovid); PubMed, Epistemonikos; Biblioteca Virtual em Salde; Global
Index Medicus, and specific databases for clinical guidelines. Were considered for inclusion
documents from 2004 to December 2020. The quality of the guidelines was independently
assessed by three or four reviewers using the AGREE Il instruments. Guidelines were
considered of high quality if they score >60% in domains 3 and 6 of the AGREE Il instrument.
The different evidence classification systems were described, the quality of recommendations
was assessed in pairs using the AGREE-REX instrument, and the recommendations were
described and compared. Results: The search in the databases retrieved 3,182 results. Of these,
2030 were screened and 29 were selected for full-text reading. After this phase, 4 guidelines
were selected for extraction. Only one of the CPG was considered of high quality in the AGREE
Il assessment. The pharmacological recommendations were the only ones described for all
treatment phases. Scores of AGREE-REX were lower for psychosocial recommendations.
Conclusion: There are still few clinical studies and CPG regarding schizophrenia in children
and adolescents. The quality of the documents was overall low, and the quality of the
recommendations report has much to improve. There is also a lack of transparency about the
quality of the evidence and the strength of the recommendations.

Protocol Registration: PROSPERO - CRD42020164899

Keywords: Clinical Practice Guidelines. Children. Schizophrenia.
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1 INTRODUCTION

The schizophrenia spectrum includes many disorders with at least one of the following
symptoms: delusions, hallucinations, disorganized thinking/speech, disorganized or abnormal
motor behavior, and negative symptoms [1]. It is believed that genetic factors can explain
around 80% of the risk of development of the disorder, but the interaction of these with
environmental factors can also influence the onset of the disorder [2]. Its onset predominantly
occurs in adolescence and early adulthood, being most prevalent in individuals around 40 years
of age [3].

Onsets in childhood are extremely rare, occurring in less than 1% of the cases despite
the high prevalence of psychotic symptoms in healthy children [4, 5]. The earlier the onset, the
more severe is the course of the disorder, with a higher incidence of deficits, negative
symptoms, and autistic traits [6]. Due to this significant impact on the development of the child,
the treatment must start as soon as possible, always combining psychopharmacological,
psychological, and psychosocial therapies [4]. Also, because treatment impacts so much on the
patient’s prognosis, the quality of the guidance provided for health professionals is important.

Identifying the highest quality guidelines is key to tracking and implementing
recommendations that are trustworthy and will provide more benefits than harms to
schizophrenia patients [7, 8]. Many instruments have been created to assess the quality of
guidelines, one of them being the Appraisal of Guidelines for Research & Evaluation (AGREE)
11, developed in 2003 and updated to the current version in 2009 [8-10]. Another important
instrument that assesses the quality of the recommendations within the guidelines is the
AGREE-REX, created in 2019 as a complement to the AGREE 11 assessment [11].

During our preliminary searches, no guideline quality assessment targeting guidelines
for schizophrenia in children and adolescents was found. Although the criteria for diagnosis of
schizophrenia is the same for adults and children since the third edition of the Diagnostic and
Statistical Manual of Mental Disorders (DSM), some treatments used by adults cannot or still
have gaps in evidence to be used in children, making guidelines specific for this population
necessary [4, 12, 13]. For the same reasons, the quality of the already existing guidelines and
their recommendations should be clear, both to help guide the choice for the best guidance by
health professionals and to inform future panelists about what has been made in the past years

and can be achieved or better up by them.
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2 THEORETICAL FRAMEWORK

2.1 Schizophrenia in children and adolescents

The incidence of schizophrenia in children is rare, becoming more prevalent as
adolescence advances [12, 14]. It is estimated that early onsets occur in between 0.03% and
0.04% of the population, one-fifth of those being very-early onsets, even though the rarity of
the incidence makes epidemiological estimates very difficult and imprecise [4, 15, 16].

In the premorbid phase, children usually present developmental problems that affect
language, social skills, motricity, behavior, learning, memory, and attention [15, 17]. Teenagers
can present other disorders such as anxiety, depression, and disturbing behavior [18, 19]. In this
phase, psychosocial functioning is usually poor within this population, which can be understood
as a risk factor for the development of the disorder, such as family history, psychiatric and
health problems, and childhood trauma [18, 20].

The first signs and symptoms start to appear in the prodromal phase [12]. They can
appear in the form of a retraction, bizarre behavior, magic and bizarre thoughts, impairments in
speech and learning, and dullness in affect and initiative [17]. The most common clinical
manifestations in this phase are verbal and auditory hallucinations and perceptive delusions [14,
20].

In the acute phase, there is a difference between very-early-onsets and early-onsets. In
the more precocious group, there is a higher incidence of negative symptoms before the positive
symptoms arise, which usually compromises, even more, the development of the individual,
leading to worse prognostics [21]. In teenagers, however, positive symptoms are the first to
show off, usually in an aggressive form [17]. They can also show some deficits in fine motor
skills, probably due to the impairments in neurological development present in patients with
schizophrenia [22].

In schizophrenia, independently of the patient’s age, the diagnostic process is
predominantly clinical [23]. Clinicians must discard any organic cause, make a detailed
physical and neurological examination in the patient, use rating scales whenever they find
necessary, and make sure that rare conditions and frequently misdiagnoses have been
considered [4]. The possible clinical conditions that could result in a psychotic state, or a
diagnosis of affective psychosis or neurodevelopmental disorder, such as autism, should be
extensively searched and discarded to confirm the diagnosis of schizophrenia [12, 17].

Differential diagnosis is especially complex in such cases [5]. There should be an attentive
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observation in the marks of development of the child, to the report of signs and symptoms
typical of the disorder, such as delusions and hallucinations and the age of first symptoms [12,
24, 25].

Common comorbidities are obsessive-compulsive disorder, attention deficit, and
hyperactivity disorder, neurocognitive disorders, and mood disorders [4]. These can affect
diagnosis as well since there is a difficulty in distinguishing premorbid schizophrenia signs and
symptoms of possible comorbidities symptoms [24].

Stigma is a well-known difficulty faced by people with schizophrenia and children and
teenagers are also affected by it [26, 27]. It is defined as a deeply discrediting attribute
associated with a given condition that leads to a perception of social inferiority and consists of
three main components: stereotypes, prejudice, and discrimination [26]. It can affect the
diagnostic process, social skills, quality of life, and adherence to the treatment [28, 29].
Interventions to reduce the stigma are important to people living with mental disorders in
general; however, the evidence supporting the existing interventions is still modest [30].

The gold standard treatment for schizophrenia in the young population is the
combination of psychosocial/psychological and psychopharmacological interventions [5].
Cognitive remediation therapy and cognitive behavioral therapy showed good results on the
improvement of cognitive and social aspects, respectively, in children and adolescents with
schizophrenia [31]. For medication, Clozapine is described as the most efficacious among the
other antipsychotics for youngsters [13]. However, we still lack information about the
monitoring of adverse effects related to the on- and off-label use of antipsychotics by children
and adolescents, which should be addressed while recommending this class of medication to
this population [32-34].

Public policies addressing children and adolescents’ mental health are not a reality in
most countries according to the World Health Organization Mental Health Atlas 2017 [35].
However, the creation of specific policies for this population is recommended to better guide
the mental health services offered for them [36]. Part of the construction of these health policies
involves the implementation of well-developed, well-reported, evidence-based clinical practice
guidelines (CPG) into the services [37].

2.2 Clinical Practice Guidelines

Following the definition given by the US Institute of Medicine (IOM) in 2011, CPGs

“are statements that include recommendations intended to optimize patient care that is informed
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by a systematic review of evidence and an assessment of the benefits and harms of alternative
care options” [38]. The production of this kind of documents increased since the late 1970s in
all health areas, to attend to a demand of the health care systems for improvements in patient
care [37]. They differ from other documents compiling clinical recommendations, such as
practice standards and consensus statements, for their systematic approach and method for
development [39].

There have been some attempts to standardize the development of guidelines in the past
years [39, 40]. One of the most famous standards developed until now that explain the
fundamental steps for guideline development are the ones by the IOM [38], described in Table
1.

Table 1 — US Institute of Medicine standards for trustworthy clinical practice guidelines

Guideline Standards Definition

1. Establishing The processes by which a CPG is developed and funded should be detailed explicitly and publicly
Transparency accessible.

2. Management of 1. Prior to selection of the guideline development group (GDG), individuals being considered for
Conflict of membership should declare all interests and activities potentially resulting in COIl with
Interest (COl) development group activity, by written disclosure to those convening the GDG:

. Disclosure should reflect all current and planned commercial (including services from
which a clinician derives a substantial proportion of income), noncommercial, intellectual,
institutional, and patient—public activities pertinent to the potential scope of the CPG.

2. Disclosure of COls within GDG:

e All COI of each GDG member should be reported and discussed by the prospective
development group prior to the onset of his or her work.

e Each panel member should explain how his or her COI could influence the CPG
development process or specific recommendations.

3. Divestment:

o Members of the GDG should divest themselves of financial investments they or their
family members have in, and not participate in marketing activities or advisory boards
of, entities whose interests could be affected by CPG recommendations.

4. Exclusions
e Whenever possible GDG members should not have COIl.

. In some circumstances, a GDG may not be able to perform its work without members
who have COls, such as relevant clinical specialists who receive a substantial portion
of their incomes from services pertinent to the CPG.

e Members with COls should represent not more than a minority of the GDG.
e The chair or co-chairs should not be a person(s) with COl.

e Funders should have no role in CPG development.
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. Guideline

Development
Group
Composition

The GDG should be multidisciplinary and balanced, comprising a variety of methodological
experts and clinicians, and populations expected to be affected by the CPG.

Patient and public involvement should be facilitated by including (at least at the time of clinical
question formulation and draft CPG review) a current or former patient, and a patient advocate or
patient/consumer organization representative in the GDG.

Strategies to increase effective participation of patient and consumer representatives, including
training in appraisal of evidence, should be adopted by GDGs.

. Clinical Practice

Guideline—
Systematic Review
Intersection

Clinical practice guideline developers should use systematic reviews that meet standards set by
the Institute of Medicine’s Committee on Standards for Systematic Reviews of Comparative
Effectiveness Research.

When systematic reviews are conducted specifically to inform particular guidelines, the GDG and
systematic review team should interact regarding the scope, approach, and output of both
processes.

Establishing
Evidence
Foundations for
and Rating
Strength of
Recommendations

For each recommendation, the following should be provided:
e  An explanation of the reasoning underlying the recommendation, including
o A clear description of potential benefits and harms

o A summary of relevant available evidence (and evidentiary gaps), description of
the quality (including applicability), quantity (including completeness), and
consistency of the aggregate available evidence

o An explanation of the part played by values, opinion, theory, and clinical
experience in deriving the recommendation

e Arating of the level of confidence in (certainty regarding) the evidence underpinning the
recommendation

e  Arating of the strength of the recommendation in light of the preceding bullets
A description and explanation of any differences of opinion regarding the recommendation

5. Articulation of

Recommendations

Recommendations should be articulated in a standardized form detailing precisely what the
recommended action is, and under what circumstances it should be performed.

Strong recommendations should be worded so that compliance with the recommendation(s) can
be evaluated.

6. External Review

External reviewers should comprise a full spectrum of relevant stakeholders, including scientific
and clinical experts, organizations (e.g., health care, specialty societies), agencies (e.g., federal
government), patients, and representatives of the public.

The authorship of external reviews submitted by individuals and/or organizations should be kept
confidential unless that protection has been waived by the reviewer(s).

The GDG should consider all external reviewer comments and keep a written record of the
rationale for modifying or not modifying a CPG in response to reviewers’ comments.

A draft of the CPG at the external review stage or immediately following it (i.e., prior to the final
draft) should be made available to the general public for comment. Reasonable notice of
impending publication should be provided to interested public stakeholders.

7. Updating

The CPG publication date, date of pertinent systematic evidence review, and proposed date for
future CPG review should be documented in the CPG.

Literature should be monitored regularly following CPG publication to identify the emergence
of new, potentially relevant evidence and to evaluate the continued validity of the CPG.

CPG should be updated when new evidence suggests the need for modification of clinically
important recommendations. For example, a CPG should be updated if new evidence shows that
a recommended intervention causes previously unknown substantial harm; that a new intervention
is significantly superior to a previously recommended intervention from an efficacy or harms
perspective; or that a recommendation can be applied to new populations.

Adapted from: Institute of Medicine. Clinical Practice Guidelines We Can Trust. Washington D.C.: National Academies
Press; 2011.
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After these standards, new challenges in the development of those documents have
arisen. One of them is the overwhelming quantity of guidelines that are, in many cases,
addressing the same recommendations or are conflicting [41-43]. The reasons for that may vary
but some are already known, such as the bad reporting of the management of conflicts of
interest, biased selection of panelists, and no reporting of gaps and instructions for future
panelists [42, 44, 45].

These problems in the development and reporting process can also affect the
implementation of the CPG, one of the most challenging aspects of creating such documents
[37]. While selecting the evidence and transforming them into recommendations requires a
rigorous methodological process to avoid biases [46], the implementation may require the
incentive of behavioral changes from clinicians and a careful look to dissemination practices
[37, 43, 45].

Both these processes, behavioral change, and dissemination, can be achieved using
strategies such as recognizing the profile of the clinicians, their levels of readiness to change,
the knowledge gap between them and the evidence and other psychosocial aspects that can help
in the knowledge translation process [43, 45]. Also, there should be an investment in
implementation strategies throughout all health sectors aligned with prioritization, stakeholders'
involvement, cultural adaptations, and monitoring [37].

Systematic assessments of CPG also can help address the knowledge gaps in these
documents [47]. In this study design, the use of guideline appraisal instruments is common and,
although many instruments have been created in the past years, one of the most used is the
AGREE Il tool [8, 46, 47], which will be addressed in the following section.

2.3 AGREE Tools

The first version of the AGREE instrument was created in 2003 by an international
collaboration of researchers as a tool to assess the quality of CPG [48, 49]. Later in 2009, the
instrument was updated to the AGREE Il version and, since then, the 23-items instrument,
divided into six domains and rated in Likert scale (Table 2) has become the first choice of
guideline appraisers worldwide [8, 48].

The development of such an instrument was born out of the great variability in the
quality of the CPG, in a sense of facilitating the development and report of these documents [7,
10]. It is a broad instrument that can be applied to preventive, diagnostic, or therapeutic CPG
of any health condition [46, 48].



18

Table 2 - Components of the AGREE Il instrument

Domains Items
1. Scope and Purpose 1. The overall objective(s) of the guideline is (are) specifically described.
2. The health question(s) covered by the guideline is (are) specifically
described.
3. The population (patients, public, etc.) to whom the guideline is meant to
apply is specifically described.
2. Stakeholder Involvement 4. The guideline development group includes individuals from all relevant
professional groups.
5. The views and preferences of the target population (patients, public, etc.)
have been sought.
6. The target users of the guideline are clearly defined.
3. Rigour of Development 7.  Systematic methods were used to search for evidence.
8. The criteria for selecting the evidence are clearly described.
9. The strengths and limitations of the body of evidence are clearly
described.
10. The methods for formulating the recommendations are clearly described.
11. The health benefits, side effects, and risks have been considered in
formulating the recommendations.
12. There is an explicit link between the recommendations and the supporting
evidence.
13. The guideline has been externally reviewed by experts prior to its
publication.
14. A procedure for updating the guideline is provided.
4. Clarity of Presentation 15. The recommendations are specific and unambiguous.
16. The different options for management of the condition or health issue are
clearly presented.
17. Key recommendations are easily identifiable.
5. Applicability 18. The guideline describes facilitators and barriers to its application.
19. The guideline provides advice and/or tools on how the recommendations
can be put into practice.
20. The potential resource implications of applying the recommendations
have been considered.
21. The guideline presents monitoring and/or auditing criteria.
6. Editorial Independence 22. The views of the funding body have not influenced the content of the
guideline.
23. Competing interests of guideline development group members have been

recorded and addressed.

Adapted from: AGREE Next Steps Consortium. The AGREE II Instrument 2017. Available from:
https://www.agreetrust.org/wp-content/uploads/2017/12/ AGREE-I1-Users-Manual-and-23-item-Instrument-2009-Update-

2017 pdf.

Following the creation of the AGREE Il instrument, the AGREE Consortium has

already launched additional tools to help researchers in the guideline appraising process [50].
One of the most recent ones is AGREE Recommendation Excellence (AGREE-REX), created
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in 2019 to help the implementability, applicability, and quality of recommendations in response
to studies that demonstrated that high-quality CPG development processes could not guarantee
individual recommendations credibility and implementability [50-52].

The instrument has nine items, divided into three domains (Table 3) and, as seen in the
AGREE Il instrument, is rated using a 7-point Likert scale [11]. In a recent study [51, 52], in
which 161 CPG were appraised using AGREE-REX, the tool showed great potential in
becoming a guiding tool to the development and reporting of high-quality recommendations
[52].

Table 3 - Components of the AGREE-REX instrument

Domains Items

Clinical Applicability 1. Evidence

2. Applicability to Target Users

3. Applicability to Patients/Populations

Values and Preferences 4. Values and Preferences of Target Users

5. Values and Preferences of Patients/Populations

6. Values and Preferences of Policy/Decision-Makers

7. Values and Preferences of Guideline Developers

Implementability 8. Purpose

9. Local Application and Adoption

Adapted from: AGREE-REX Research Team. The Appraisal of Guidelines Research & Evaluation—Recommendation
EXcellence (AGREE-REX) 2019. Available from: https://www.agreetrust.org/wp-content/uploads/2019/04/AGREE-REX-

2019.pdf.

AGREE-REX is a complement to AGREE Il and their use in combination is
recommended to support evaluation goals [11]. The developers believed that the use of both
tools can help diminish the difficulties in the recommendations’ implementation and context
adaptation of the CPG [52]. The user’s manual does not specify the order of appliance, leaving
some suggestions of it only for when the assessment involves prioritization/hierarchization of
the selected CPG [11].


https://www.agreetrust.org/wp-content/uploads/2019/04/AGREE-REX-2019.pdf
https://www.agreetrust.org/wp-content/uploads/2019/04/AGREE-REX-2019.pdf
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3 OBJECTIVES

To assess the quality of the guidelines and the recommendations for the treatment and

management of schizophrenia in children and adolescents.

3.1 Secondary objectives

a) To evaluate the quality of the guidelines selected using the AGREE 11 tool.
b) To evaluate the quality of the recommendations contained in them using AGREE-
REX.

c) To compare the recommendations and interventions described in the guidelines.
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4 RESULTS

The results of the present study were presented in a scientific paper entitled “Critical
appraisal and comparison of recommendations of clinical practice guidelines for the treatment
of schizophrenia in children and adolescents: a methodological survey” following the
recommendations of the University of Sorocaba’s Graduate Course in Pharmaceutical Sciences
(Appendix 1). The paper, which was submitted to an Open Access journal and is now being

processed, was presented as follows.

Critical appraisal and comparison of recommendations of clinical practice guidelines for

the treatment of schizophrenia in children and adolescents: A methodological survey
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Abstract

Introduction: The production of clinical practice guidelines (CPG) has grown in the past years.
Notwithstanding, the quality of these documents and their recommendations for the treatment
of schizophrenia in children and adolescents is still unknown. Objective: To assess the quality
of the guidelines and recommendations for the treatment of schizophrenia in children and
adolescents. Methods: CPG were identified through a systematic search on EMBASE;
MEDLINE; PsycINFO; PubMed, Epistemonikos; Biblioteca Virtual em Saude; Global Index
Medicus, and specific CPG databases. We considered for inclusion documents from 2004 to
December 2020. The CPG quality was independently assessed by three reviewers using
AGREE Il. CPG were considered of high quality if they scored >60% in domains 3 and 6 of
AGREE IlI. The evidence classification systems were described, the quality of
recommendations was assessed in pairs using AGREE-REX, and the recommendations were
described and compared. Results: The databases search retrieved 3,182 results; 2030 were
screened and 29 were selected for full-text reading. Four guidelines were selected for extraction.
Two CPG were considered of high quality in the AGREE Il assessment. The pharmacological
recommendations were the only ones described in all treatment phases. Scores of AGREE-REX
were lower for psychosocial recommendations. Conclusion: There are still few clinical studies
and CPG regarding schizophrenia in children and adolescents. The quality of the documents
was overall low, and the quality of the recommendations report has much to improve. There is
also a lack of transparency about the quality of the evidence and the strength of the

recommendations.
Protocol Registration: PROSPERO - CRD42020164899

Keywords: Clinical Practice Guidelines. Children. Schizophrenia.
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1 Introduction

Schizophrenia is a chronic mental disorder with a low prevalence, and its precocious
form is rare and debilitating (Charlson et al., 2018; Da Fonseca and Fourneret, 2018).
Epidemiological studies about early and very early-onset schizophrenia (EOS and VEOS) are
also rare, due to the late identification of the disorder and to historic events (Da Fonseca, 2009).
In the 1970s, neurodevelopmental disorders were grouped with EOS and VEOS in the
childhood psychosis category which endured throughout the decade, making epidemiological
states imprecise (Da Fonseca, 2009; Rutter, 1972).

Because of the rarity and severity of the disorder, VEOS and EOS require the
combination of antipsychotic medication, a close follow-up of the patient, and psychological
and psychosocial interventions (Dumas and Bonnot, 2013; McClellan, 2018; Remschmidt and
Theisen, 2012). The diagnostic criteria are the same throughout all the person’s life stages, but
there are some known differences in the evidence about the use of antipsychotics by young
patients, and psychosocial follow-up after the first episode is especially important for them in
their future outcomes (Anagnostopoulou et al., 2019; Lee et al., 2020).

Documents that compile recommendations to the treatment of disorders like VEOS and
EQS, such as clinical practice guidelines (CPG), can help decision-making and lead the
practitioners to more evidence-based decisions into their practice (Keiffer, 2015; Pantoja and
Soto, 2014). However, there is still a deficiency in the use of such documents by health
professionals, due to the overwhelming number of documents, conflicting recommendations,
the lack of knowledge on how they can be implemented, resistance to changing their practices,
and a perception of the guidelines’ use as a “too rigid and simplified” way of doing medicine
(Graham, 2014; Keiffer, 2015; Shekelle, 2018).

To overcome these challenges and implement better practices in health services,
especially in the mental health area, practitioners should have access to high-quality CPG and
trustworthy recommendations. Systematic assessments of these documents can help summarize
the knowledge gaps and inconsistencies and indicate the best documents that can be used and/or
adapted to clinical practice by using quality appraisal instruments, such as the Appraisal of
Guidelines Research and Evaluation (AGREE) tools (Johnston et al., 2018).

The AGREE Il tool was launched in 2009 and is the current version of the tool
developed in 2003 by a group of international guideline developers and researchers to address
the high variability in the quality of the CPGs (Brouwers et al., 2010a; Brouwers et al., 2010b,
c). Later, in 2019, after many researchers realize that high-quality CPGs could not guarantee
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the quality and trustworthiness of their recommendations, the AGREE Consortium launched
the AGREE Recommendation Excellence (AGREE-REX) to help them assess the quality of the
recommendations (Brouwers et al., 2010a; Brouwers et al., 2020; Florez et al., 2020). This tool
complements the AGREE Il assessment and can be used in the whole document, in groups of
recommendations, and/or in specific recommendations (AGREE-REX Research Team, 2019).

This kind of assessment of CPGs was lacking for schizophrenia in children and
adolescents and had the potential of improving the treatment of these young patients. With this
study, we wanted to summarize the existent CPGs for schizophrenia in children and
adolescents, to determine their quality using the AGREE Il tool, to assess the quality of the
recommendations present on them using the AGREE-REX tool, and to compare the

recommendations to see if the high-quality CPGs provided the best recommendations.

2 Material and methods

The protocol for this study was previously published in an open-access journal (Alves
et al., 2020) (Appendix 2) before the beginning of the study. The methodological survey was
registered in the International Prospective Register of Systematic Reviews (PROSPERO)
database under protocol no. CRD42020164899.

2.1 Study design

The present study has been reported according to the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses (PRISMA) statement (Appendix 3).

2.3 Eligibility criteria

2.3.1 Inclusion criteria

Following the recommendations of Johnston et al. (2019) in their methodological paper
for systematic reviews of guidelines, we decided to display our eligibility criteria in the PICAR
(Population & clinical indication(s), Intervention(s), Comparator(s), Attributes of CPG,
Recommendation characteristics) format instead of the wusual PICO (Population,

Intervention(s), Comparator(s), Outcome(s)) format (Table 1).
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Table 1 - Eligibility criteria on the population & clinical areas, interventions, comparators, attributes of CPG,

and recommendation characteristics (PICAR) statement.

PICAR Elements Criteria
Population & Clinical area e Children and adolescents (age <18 years) with schizophrenia
(s) e Treatment for:
o First episode of psychosis;
o Acute episodes of psychosis;
o Relapse episodes of psychosis;
o  Chronic treatment of psychosis.
Interventions Psychosocial; Psychological; and Pharmacological:
Comparators e No comparator

e Any antipsychotic medication

e Any psychosocial intervention towards the treatment of
schizophrenia in children and adolescents;

¢ Any psychological intervention towards the treatment of
schizophrenia in children and adolescents.

Attributes of CPG e Language: Any language

e  Publishing region: Any region

e  Publication year: from 2004 (5 years before the latest version of the
AGREE Il instrument) to December 2020

e Version: Only the latest version of CPG is of interest

o Development process: Either ADAPTE CPG or newly developed
CPG

e  System of rating evidence: CPG use a system to rate the level of
evidence behind recommendations

e Scope: CPG primarily focused on the treatment and management of
schizophrenia in children and adolescents

e Recommendations: CPG will only be included if they report one or
more eligible recommendations of interest.

Recommendation e Interventions: Recommendations must explicitly discuss at least one
characteristics intervention of interest:

o Psychosocial: Psychosocial interventions for mental health
disorders are interpersonal or informational activities,
techniques, or strategies that target biological, behavioral,
cognitive, emational, interpersonal, social, or
environmental factors, to improve functioning and well-
being of health.

o Psychological: Any action intended to interfere with and
interrupt or modify a process, as in treatment undertaken to
interrupt, manage, or alter the course of the pathological
process of a disease or disorder. Action conducted by a
psychotherapist to deal with a client's problems. Intervention
selection is guided by the nature of the problem, the
therapist's orientation, the environment, and the client's
willingness and ability to proceed with the treatment. Also
called psychological intervention.

o Pharmacological: Any action involving choice,
prescription, use, and/or monitoring of medication for the
treatment of schizophrenia in children and adolescents.

e Comparator(s): Recommendations were not required to compare an
intervention of interest to another. If such a comparison was made,
the comparator must also have met specific eligibility criteria (see
Comparators).
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2.3.2 Exclusion criteria

Guidelines for schizophrenia caused by misuse of substances and guidelines for
schizophrenia associated with other mental disorders were excluded. If there was another more
up-to-date version of the guideline; the available version was incomplete or contained only a
summary of the information; the document was the translation of a guideline published in
another language; and if there was a consensus document, evidence summary, or algorithm, it

was excluded, since they were not equivalent to guidelines.

2.4 Selection of studies

2.4.1 Data sources

The following electronic databases from 2004 to December 2020 were searched:
EMBASE (Excerpta Medical Database, via Ovid); MEDLINE (via Ovid); PsycINFO (via
Ovid); PubMed, Epistemonikos; Biblioteca Virtual em Saude; Global Index Medicus. Specific
databases for clinical guidelines were also searched: ECRI Institute (www.guidelines.ecri.org),
National Institute for Health and Care Excellence (www.nice.org.uk), Canadian Agency for
Drugs and Technologies in Health (www.cadth.ca), Canadian Medical Association
(www.cma.ca), Canadian CPG Infobase: CPG Database (www.cma.ca/En/ Pages/clinical-
practice-guidelines.aspx), Scottish Intercollegiate Guidelines Network (www.sign.ac.uk),
Australian CPG (http://www.clinicalguidelines.gov.au/) and the Guidelines International
Network (http://www.g-i-n.net/) database. The databases list was defined with the help of two

experienced librarians.

2.4.2 Other data sources features

We checked the reference list of eligible studies, review studies, and secondary studies
to identify other possible guidelines. Authors were contacted in case of guidelines published

only in summary or where important information was missing.
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2.4.3 Search strategies

The keywords were used according to the terms of the Medical Subject Headings to
identify relevant studies. The search terms that were used for the databases were provided as in

Appendix 4. The search strategy was adapted for each database consulted.

2.4.4 Determination of eligibility

References were managed in EndNote (version X8.2 New York City: Thomson Reuters,
2018), and duplicates were removed. Titles and abstracts were assessed by groups of three
reviewers, independently, using a consensus approach, to check if they met the eligibility
criteria. A full read of the CPG was conducted by the same reviewers, also independently, to
confirm the eligibility of the guidelines. Discrepancies were resolved by consensus and a fourth
reviewer assisted in the final decision if necessary. The most up-to-date guideline was used if
there was a case of duplicate publications. All documents related to the guidelines (cited as
supplemental documents, summaries of recommendations, and others) were searched manually

by one or two reviewers.

2.5 Data extraction

The information was organized in a Microsoft Excel worksheet; the same groups of
three reviewers, independently, extract the data. Discrepancies were resolved through
discussion and consensus. If this process was not effective, a fourth reviewer was responsible
for the tiebreaker. Previously, reviewers were calibrated by extracting at least three guidelines
of different quality levels and reaching consensus. Results were discussed with a previously
trained fourth reviewer. This procedure was repeated until the reviewers could extract the data.

The following data were extracted: the number of authors, year of publication, update
time, organizations (government, medical society, university or other), type of guideline
(formulated, adapted, updated or revised), country of development, type (diagnosis, prevention,
pharmacological and non-pharmacological treatment, and/or other), treatments described,
target population, design of studies included (systematic review, consensus, overview of
systematic reviews and/or other), methods of recommendation formulation (consensus, not

mentioned, others) and methods of classifying the quality of evidence (Grades of
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Recommendation, Assessment, Development, and Evaluation (GRADE), Oxford, not

mentioned or other).

2.6 Quality assessment of clinical practice guidelines

The AGREE Il was used to evaluate the quality of the guidelines. The tool has been
translated and validated for the Portuguese language (Brazil), and this version was used in this
study. It includes six domains: (1) scope and purpose; (2) stakeholder involvement; (3) rigor of
development; (4) clarity of presentation; (5) applicability; and (6) editorial independence,
containing 23 items in total. Scores are on a Likert scale of 1 (totally disagree) to 7 (totally
agree) for each item (Brouwers et al., 2010a; Khan and Stein, 2014).

A group of three reviewers conducted the quality assessment of the guidelines and
differences between two or more scores for each item were considered as discrepant. The
reviewers were previously trained by assessing a guideline provided by the “My AGREE
PLUS” platform and one of the selected papers. This first assessment was discussed and after
that, we conducted the rest of the assessments.

The final score was decided by consensus. In case of no consensus, a fourth reviewer
helped in the final decision. The quality of the CPG was calculated for each domain as instructed
by the AGREE 11 user manual (AGREE Next Steps Consortium, 2017). Since the six domains
are independent, the scores were calculated as the sum of the individual items in each domain.
The total obtained were presented as a relation percentage to the maximum possible score for
each domain. The evaluation was conducted using the “My AGREE PLUS” platform
(Brouwers et al., 2010a).

We considered high-quality CPG those that got >60% on domains associated with the
reliability (domains 3 and 6) since those apply to the methodology and editorial independence,

fundamental items for our evaluation.

2.7 Description, comparison, and quality assessment of the recommendations

The synthesis and comparison of recommendations were also made without addressing
the level of evidence since there was variability in the evidence appraisal systems, which made
the classification harder.

The assessment described and compared the psychological, psychosocial, and

pharmacological recommendations of intervention. We anticipated the important influence of
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culture/country on the recommendation of psychosocial and psychological interventions. If
appropriate we analyzed such differences.

In this study, we compared the recommendations found in the CPG. Recommendations
on treatment and classification of the level of evidence of the included CPG were extracted
independently by two researchers. Disagreements between researchers were resolved by
consensus; in the absence of consensus, a third investigator helped in the decision.

The recommendations were grouped into the categories: pharmacological, psychosocial,
and psychological, according to their similarities through an interactive process between
researchers. CPG that shared similar recommendations was noted. We evaluated if
recommendations from different CPG addressed the same topics and compared them to identify
differences. When two or more CPG showed conflicting recommendations, this was defined as
a disagreement. We opted to describe the interventions present in all the CPG selected, to verify
if the high-quality CPG presented similarities in their recommendations with the ones of lower
quality.

We assessed the quality of the recommendations using the AGREE-REX instrument
(AGREE-REX Research Team, 2019). This tool is divided into 3 domains: (1) clinical
applicability; (2) values and preferences; and (3) implementability. It has 9 items in total and
scoring is made on a 7-point Likert scale. It can be applied either in each recommendation if
the user believes that there is variability in the quality of recommendations or wants to
investigate selected recommendations, or in the whole guideline, if the user perceives that there
IS a consistency in the recommendations, is interested in all recommendations or wants to save
time for any reason. It also has an optional item for suitability for use, scored on a 7-point Likert
scale as well. We opted to assess groups of recommendations (psychological, psychosocial, and
pharmacological) in pairs, using a consensus-based approach, allowed by the instrument.

The assessment of recommendations was conducted in pairs, independently, using a
consensus whenever there was a discrepancy. If the discrepancy could not be solved, we
reached a third reviewer to help in the final decision in a process similar to the one conducted
to the guidelines assessment. The assessors were previously trained; they assessed one of the
selected documents and discussed the results and possible doubts before conducting the rest of
the assessments. The scoring was conducted in a similar way to the AGREE Il scoring,
following the AGREE-REX manual (AGREE-REX Research Team, 2019).
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Descriptive tables were made to show the results. Statistical analyses were performed
using Microsoft Excel and STATA software (V.14.2). For all AGREE 1l domains, descriptive

statistics were calculated as mean (SD) only.

2.9 Changes after protocol publication

Since we have adopted a consensus approach for the discrepant scores of AGREE Il,

which was also used with the AGREE-REX scoring, the ICC analysis of agreement between

reviewers, previewed in the protocol (Alves et al., 2020), was not conducted. Also, because of

the low number of selected CPG for the final evaluation and extraction, the assessment of

changes and improvements in the quality of guidelines over time, after the latest version of the

AGREE instrument, using the Wilcoxon Rank-Sum test (Mann-Whitney test), was not

conducted.

3 Results

From 3,182 titles retrieved in the database search, 2,030 records were screened and 29

were selected for full-text reading. After this phase, 4 were included (Figure 1).

Records removed before screening:
Duplicate records removed using EndNote (n
=1152)

Records excluded
(n=2001)

Full-text articles excluded (n = 25):

e Not for schizophrenia (n = 8)

e Not for children/adolescents (n = 3)
e Incomplete/ Not a guideline (n = 14)

)
Records identified through database searching (n = 3182)
e Pubmed (n = 646)
= e Epistemonikos (n = 278)
= e Biblioteca Virtual de Saide (n = 168)
= e Embase (via Ovid) (n = 824)
= e Medline (via Ovid) (n = 558)
S e Psychinfo (via Ovid) (n = 432)
e Global Index Medicus (n = 259)
e Governmental CPG databases (n = 17)
— v
Records screened
= (n =2030)
c
3 v
[&]
o Full-text articles assessed for eligibility
(n=29)
(3 v
S Guidelines included in synthesis
= (n=4)
-

Figure 1 — Flowchart of guideline identification.
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Of the selected CPG, two were newly elaborated, one was elaborated using the
ADAPTE methodology, and one did not mention the methodology for elaboration. The
evidence appraisal system was different in all of them; only the National Institute for Health
and Care Excellence (NICE) CPG (2016) presented a similar appraisal system with the
Canadian CPG (Abidi et al., 2017; Addington et al., 2017; Crockford and Addington, 2017
Lecomte et al., 2017; Norman et al., 2017; Pringsheim and Addington, 2017) because it was

used in the ADAPTE process of this last one (Table 2).

Table 2 — Characteristics of the selected documents

Title, Year

National Society
and/or authors
(Country)

Scope and key questions

Methodological
approach

Evidence
appraisal system

Australian Clinical

Guidelines for Early

Psychosis, 2016

Orygen/The
National Centre of
Excellence in
Youth Mental
Health

(Australia)

This guideline was developed to
address clinical ‘best practice’
in early psychosis prevention
and intervention and to serve as
a reference for individuals
outside specialist mental health
services, particularly in the
primary health care sector, and
provide an optimized service
provision, while also providing
a real-world focus.

Evidence- and
consensus-based

NHMRC grades of
recommendation

Psychosis and
schizophrenia in
children and young
people, 2016

NICE/ National
Collaborating
Centre for Mental
Health (United
Kingdom)

This guideline covers
recognizing and managing
psychosis and schizophrenia in
children and young people. It
aims to improve early
recognition of psychosis and
schizophrenia so that children
and young people can be offered
the treatment and care they need
to live with the condition.

Evidence- and
consensus-based

NICE Strength of
recommendations
(GRADE
adaptation)

Canadian
Schizophrenia
Guidelines, 2017

Pringsheim et al.
(Canada)

To provide evidence-based
recommendations for the
treatment of schizophrenia and
schizophrenia spectrum
disorders that are adapted to the
Canadian Health Care System.
The guideline addresses the
treatment of schizophrenia from
its onset in youth and includes a
section on the emerging field of
intervention in those at clinical
high risk of developing
schizophrenia.

ADAPTE

NICE Strength of
recommendations
(GRADE
adaptation)/
GRADE

Clinical Practice
Guidelines for the
Management of
Schizophrenia in
Children and
Adolescents, 2019

Grover et al.
(India)

To provide a broad framework
for the assessment and
management of patients with
EOS, and these may have to be
tailored to the needs of the
individual patient.

N/A*

N/A*

*N/A = Not Available.
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In the AGREE |1 appraisal, the Canadian and the NICE CPG had higher scores, but only
the NICE CPG scored more than 60% in domains 3 and 6. The Orygen CPG (Early Psychosis
Guidelines Writing Group and EPPIC National Support Program, 2016) had higher scores only
in domains 1 and 4 and the Grover & Avasthi (2019) CPG had all scores under 60% (Table 3).

Table 3 - AGREE |1 scores of the selected clinical practice guidelines for schizophrenia in children and
adolescents

Author (Year) Domain 1 Domain 2 Domain 3 Domain 4 Domain 5 Domain 6 Overall
(%) (%) (%) (%) (%) (%) assessment
(%)
Orygen (2016) 81.5 51.9 48.6 75.9 47.2 30.6 55.6
NICE (2016) 100.0 100.0 95.1 100.0 68.1 97.2 100.0

Pringsheim et

al, 93.1 847 81.8 875 198 85.4 708
(2017)
Grover & 444 7.4 76 64.8 14 58.3 167

Avasthi (2019)

Mean + SD 79.7+248 61.0+410 583+39.0 820+151 341+294 67.9%29.7 60.8+347

SD = Standard Deviation

In Tables 4-6, the recommendations contained in each guideline were described,
divided into pharmacological, psychosocial, and psychological categories, and in the first
episode of psychosis, acute phase, relapses, and chronic treatment recommendations.
Pharmacological recommendations were described for all treatment phases in all CPG, but the
psychological and psychosocial ones were mostly focused on the chronic treatment with only
the NICE and the Orygen CPG addressing all the phases.



Table 4 — Pharmacological recommendations described in the selected guidelines

Clinical Practice Guidelines

Treatment addressed Orygen, NICE, Grover & Pringsheim et al.,
2016 2016 Avasthi, 2017
2019
First episode of psychosis ) ° ° °
Specified ° ° ° °
Physical measurements and . ° ° °
examination before medication
start
First-generation antipsychotic .
medication
Non-specified . ° ° °
Oral antipsychotic medication ° ° ° °
Long-acting injectable .
antipsychotic medications
Communication on possible side . ° °
effects
Communication on therapeutic ° ° °
benefits
Monitoring and recording of the . °
treatment
Regular review of medication . ° °
Not available
Acute Phase o . . .
Specified ° °
Avripiprazole for people between 15 °
to 17 intolerant/non-responsive to
risperidone
Benzodiazepines for sedation .
Amisulpride for first episode non- °
affective psychosis
Quetiapine for first episode non- °
affective psychosis
Risperidone for first episode non- °
affective psychosis
Ziprasidone for first episode non- °
affective psychosis
Olanzapine (caution use) for non- .

responsive patients for first episode
non-affective psychosis

Clozapine for non-responsive .
patients for first episode non-
affective psychosis

Lithium carbonate for mood- .
stabilization in first episode
affective psychosis

Risperidone + Benzodiazepine for °
first episode affective psychosis
Quetiapine + Benzodiazepine for °
first episode affective psychosis
Ziprasidone + Benzodiazepine for .
first episode affective psychosis
Aripiprazole + Benzodiazepine °
Olanzapine (caution use) for non- °

responsive patients to other SGA
for first episode affective psychosis

Sodium valproate to non- .
responsive patients to lithium
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carbonate for first episode affective
psychosis

Antidepressant plus low-dose SGA
for psychotic depression

Acute Phase

Specified

Mood stabilizer (preferably
lithium carbonate or lamotrigine)
or quetiapine for psychotic
depression

Non-specified

Oral antipsychotic medication

High-potency antipsychotic
medication (with caution)

Review of antipsychotic
medication

Monitoring of antipsychotic
medication

Relapses

Specified

Non-specified

Increase or recommence of
antipsychotic medication in early
signs of relapse

Oral antipsychotic medication

Communication on possible relapse
episodes after an acute episode

Communication on possible relapse
episodes after medication
withdrawn

Monitoring after medication
withdrawn

Review of antipsychotic
medication

Chronic treatment

Specified

Second-generation antipsychotic
medication

Clozapine to non-respondent
children and adolescents

Clozapine for suicidality

Non-specified

Oral antipsychotic medication

Monitoring of physical health

Communication antipsychotic
medication side-effects

Monitoring and management of
antipsychotic medication side-
effects

Regular review of medication

Addition of a second antipsychotic
medication to clozapine non-
respondent children and
adolescents

Multidisciplinary review to
clozapine non-respondent children
and adolescents

*Except Clozapine.



Table 5 — Psychosocial recommendations described in the selected guidelines

35

Clinical Practice Guidelines

children’s developmental phase

Treatment addressed Orygen, NICE,  Grover & Avasthi,  Pringsheim et al.,
2016 2016 2019 2017
First episode of psychosis ° ° ° °
Adequation of treatment to the children’s ° ° ° °
developmental phase
Adequation of treatment to the children’s ° ° . °
context
Group programs °
Early-intervention programs
Acute phase ° °
Aurts therapies °
Environmental interventions .
Support for carers °
Adequation of treatment to the children’s ° °
developmental phase
Impact evaluation before intervention °
Communication on the intervention process
Shared decision-making adequate to the
children’s developmental phase
Appropriate educational programs during °
hospital admissions
Promotion of good physical health °
Befriending
Group programs
LifeSPAN programs for suicidal individuals
Crisis resolution teams
Relapses °
Offering of experience sharing after relapse or
acute episode
Communication on how to deal with future °
crises
Arts therapies °
Group programs
Chronic treatment °
Case management °
Adequate provision of education °
Routinely record of daytime activities °
Supported employment programs °
Supported education programs ° °
Social skills training
Structured behavioral lifestyle interventions °
Routinely review of the treatment process °
Group programs °
Peer support °
Family peer support °
Adequation of treatment to the children’s . . . °
developmental phase
Adequation of treatment to the children’s ° ° ° °
context
Shared decision-making adequate to the °

Group therapy

Community mental health teams




Table 6 — Psychological recommendations described in the selected guidelines

Clinical Practice Guidelines

Orygen, NICE, Grover & Pringsheim et al.,
Treatment addressed 2016 2016 Avasthi, 2017
2019
First episode of psychosis ° ° °
Adequation of treatment to the ° ) °
children’s developmental phase
Cognitive-behavioral therapy ° ) °
Monitoring of outcomes in relevant °
areas
Family intervention ° °
Psychoeducation ° ° °
Milieu therapy °
Supportive psychodynamic therapy °
Cognitive remediation therapy °
Acute phase ° °
Family intervention °
Cognitive-behavioral therapy ° °
Supportive therapy °
Relapses ° °
Family intervention ° °
Cognitive-behavioral therapy °
Regular risk review °
Chronic treatment ° ° ° °
Family intervention ° ° °
Cognitive-behavioral therapy ° ° °
Regular review of the interventions °
Cognitive remediation therapy ° ° °
Trauma assessment °
Psychoeducation ° °

Supportive therapy °
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Figure 2 shows the distribution of the selected guidelines by country. Three out of four
guidelines were from high-income countries. It also shows the distribution of recommendations
by category (pharmacological, psychological, and psychological) and by treatment phase 9first
episode, acute episode, relapses, and chronic treatment). All four CPG had recommendations

for at least one of the treatment phases in each category.
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Figure 2 — Distribution of recommendations by country, category, and phase of the treatment. The icons
represent each of the recommendations’ categories (pharmacological, psychosocial, and psychological). Each
icon represents the existence of recommendations for each of the four treatment phases assessed (first episode,

acute episode, relapses, and chronic treatment). Whenever the icon is faded, it means the recommendations were
incomplete for the treatment phase.

Table 7 describes the quality assessment scores obtained in the application of AGREE-
REX. Psychosocial recommendations had lower scores compared to pharmacological and

psychological ones, which had more similar scores. Domain 1 of clinical applicability had

overall higher scores.
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Table 7 — AGREE-REX quality assessment scores by treatment category

Author (Year) Domain 1 (%) Domain 2 (%) Domain 3 (%)

Orygen (2016)

Pharmachological 44.4 18.8 458

Psychological 44.4 29.2 458

Psychosocial 417 27.1 41.7
NICE (2016)

Pharmachological 83.3 62.5 70.8

Psychological 86.1 60.4 70.8

Psychosocial 88.9 60.4 70.8
Pringsheim et al. (2017)

Pharmachological 58.3 47.9 45.8

Psychological 61.1 43.8 41.7

Psychosocial 47.2 41.7 41.7
Grover & Avasthi (2019)

Pharmachological 194 6.3 0.0

Psychological 111 4.2 4.2

Psychosocial 8.3 6.3 0.0
Mean + SD 495+ 277 34.0+219 39.9+26.0

SD = Standard Deviation

4 Discussion

4.1 Main Findings

Of the four CPGs assessed, two of them (NICE and Pringsheim et al.) had scores higher
than 60% in domains 3 and 6. Two were newly developed (NICE and Orygen), one used the
ADAPTE methodology (Pringsheim et al.), and one did not present any information about the
methodology used in the development (Grover & Awvasthi). About the evidence appraisal
system, one of the CPGs did not inform if used any type of evidence appraisal and two presented
the same system, due to one of them having used the other in the ADAPTE process.

All the CPGs presented the three types of recommendations (pharmacological,
psychosocial, and psychological). Only one of them presented specific recommendations on
medication, the other three had just indications about the choice of antipsychotics. About the
psychosocial and psychological recommendations, two of the guidelines focused more on the

first episode and chronic treatment, presenting few or no recommendations for the other
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treatment phases. The highest scores in the AGREE-REX assessment were in domain 1 of
clinical applicability. The psychosocial interventions had lower scores when compared to the

psychological and pharmacological scores.

4.2 Comparison with previous studies

In our results, the first noticeable aspect was that most of the selected CPGs were from
high-income countries. This lack of guidance from middle-low- and low-income countries was
present in other critical appraisals for schizophrenia (Bradford et al., 2014; Keating et al., 2017).
The ADAPTE process, used in one of the high-income countries’ CPGs, could help fasten the
publication of guidelines in less resourceful contexts, due to its flexible nature and possibility
of being used by groups with different amounts of resources (The ADAPTE Collaboration,
2009).

There was also a variability of evidence appraisal systems used. The same problem has
been found in other critical appraisals of CPGs for mental health disorders (Bradford et al.,
2014; Castellani et al., 2015; Macqueen et al., 2017; Verdolini et al., 2021; Verdolini et al.,
2018). This might indicate that, even though the GRADE approach is recommended in the
development of this type of document (Zhang et al., 2018), it seems that it is still not well
established in the CPG development processes. The use of GRADE in future developments
could help mitigate this inconsistency and the standardization of evidence appraisal could
benefit decision-makers, helping them compare and use the best available evidence (Castellani
et al., 2015; Macqueen et al., 2017; Zhang et al., 2018).

At the AGREE Il assessment, the NICE and the Canadian CPGs (Abidi et al., 2017;
Addington etal., 2017; Crockford and Addington, 2017; Lecomte et al., 2017; National Institute
for Health and Care Excellence, 2016; Norman et al., 2017; Pringsheim and Addington, 2017)
completed the criteria to be considered of high quality. The NICE CPG for children had many
recommendations adapted from the adult version (National Institute for Health and Care
Excellence, 2016), which, in the assessments of CPGs for the treatment of schizophrenia in
adults conducted by Bradford et al. (Bradford et al., 2014) and Keating et al. (Keating et al.,
2017), was also the highest score. The Canadian CPG adapted most recommendations from the
NICE CPG, which can be one of the reasons for it also having high scores.

Overall, the domain with the worst scores in the AGREE Il assessment was domain 5

of applicability. This domain usually presents lower scores in critical appraisals (Bradford et
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al., 2014; Florez et al., 2020; Gillespie et al., 2021; Keating et al., 2017; Macqueen et al., 2017;
Verdolini et al., 2021; Verdolini et al., 2018). This is a controversial domain because
information about implementation can be found in other documents outside the guideline scope
and this can interfere in the scoring of the domain (Gagliardi and Brouwers, 2015). High scores
in domain 5 also cannot guarantee that the CPG is implementable in a specific context
(Hoffmann-Esser et al., 2017).

There was variability between the scores of the three domains of AGREE-REX in the
separate assessments. Psychosocial scores were often lower than pharmacological and
psychological scores in all domains. This difference between categories was also evident in the
extraction of recommendations, where we noticed that psychological and psychosocial
recommendations were often left aside when addressing acute episodes and relapses and had
lower evidence basing them. Psychological and psychosocial interventions, although having
scored very close to the ones obtained for pharmacological interventions, sometimes even
surpassing them, in the domain of clinical applicability of AGREE-REX, still showed low
evidence supporting these recommendations. Most of what has been produced in the past years
regarding this type of intervention address the cognitive functioning of young patients with
schizophrenia and lacks in showing follow-up results, as have been found in the systematic
review conducted by Anagnostopoulou et al. (Anagnostopoulou et al., 2019).

The lack of evidence also impacts pharmacological recommendations. Many regulatory
agencies around the world recommend that patients with schizophrenia younger than 13 years
of age do not take any antipsychotic medication (Putignano et al., 2019). While there has been
some indication of age in some recommendations through the selected CPG, most of them did
not address this impossibility or even indicated that was a recommendation to off-label use.
Also, we still find a barrier in the antipsychotic prescription for this age group, where most of
the existing medication presented adverse drug effects, mostly weight gain, which can lead to
several health problems in children and teenagers (Harvey et al., 2016; Krause et al., 2018).

4.3 Strengths and limitations

Four documents addressed our eligibility criteria and most of them were from high-
income countries. The fact that the disorder studied is rare and the lack of resources and/or
interest in the development of CPG in middle-low- and low-income countries is a barrier to the

publication of more CPG about the topic can indicate a possible publication bias in our results.
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The studies selected also lacked recent updates. The two CPG with high quality did not
present an update in almost five years. Lack of updating limits the assessment since although
we have a high-quality CPG, evidence is always changing, and we cannot guarantee that the
CPG remains trustworthy.

In the present study, we used a structured search strategy that has been revised by two
experienced librarians, and the critical appraisal was conducted in pairs or in groups of three or
four assessors to avoid selection bias and minimize publication bias. We used validated and
well-known instruments which assure the internal and external validity of the study.

We also used consensus scoring in our AGREE assessments, where all discrepant results
were discussed between the assessors. This approach helps raise agreement between assessors

and reduces potential biases.

4.4 Implications for clinical practice in health systems

The low number of CPG for the treatment of schizophrenia in childhood and
adolescence combined with the uncertainty of the evidence and the low quality of such
documents can contribute to no advances in the field and the heterogeneity in the treatment of
this type of patient. Clinicians aiming for an evidence-based practice should have access to
better documents, preferably addressing their contexts. Implementation practices should also
be better described in these documents to help decision-makers in their health systems, giving
clearer instructions, information about costs, equity, and context adaptation, something lacking,

in different proportions, in those documents.

4.5 Implications for researchers

There is still low evidence subsiding the CPG for schizophrenia in this age range. More
clinical research is needed, mainly for psychological and psychosocial treatments in acute and
relapse phases, but also for treatments that are still off-label for patients with schizophrenia
under 13 years of age (The Centers for Medicare & Medicaid Services (CMS) Medicaid
Integrity Group (MIG), 2015). The conduction and use of network-metanalysis in the
recommendations creation process also could help improve the quality and trustworthiness of

the recommendations.
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Countries also should subside panels of creation or adaptation of guidelines for their
contexts, mostly the low and middle-low-income countries, where these types of documents are
still not a reality. The use of the ADAPTE process can be a great alternative for this purpose,
due to its flexible nature and possibility of being used by groups with different amounts of
resources (The ADAPTE Collaboration, 2009).

5 Conclusion

CPGs for schizophrenia regarding the treatment of children and adolescents are still
incipient. There are few publications about the subject, lacking both clinical studies and new
CPGs, mostly for countries of middle-low or low income. The quality of the documents is
overall low, and the report of recommendations has still much to improve, mostly in
psychological and psychosocial areas. There is also a lack of uniformity in care conducts present
in the recommendations that contribute, in some sense, to the variability of the treatment.

The quality of the evidence and the strength of the recommendations also lack
transparency. These aspects could benefit from a standardization of the evidence appraisal

systems in future publications, such as the use of the GRADE approach.
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APPENDIX 1 - ORIENTATIONS TO THE PRESENTATION OF
DISSERTATIONS/THESIS OF THE UNIVERSITY OF SOROCABA’S
GRADUATE PROGRAM IN PHARMACEUTICAL SCIENCES

ORIENTACOES PARA APRESENTACAO DE DISSERTACOES/TESES DO
PROGRAMA DE POS-GRADUACAO EM CIENCIAS FARMACEUTICAS DA
UNIVERSIDADE DE SOROCABA
As dissertacBes/teses do Programa de Pos-Graduagdo em Ciéncias Farmacéuticas da
Universidade de Sorocaba (PPGCF-Uniso) poderdo ser apresentadas em dois formatos: o tradicional ou

em formato de artigo(s) cientifico(s).

Os trabalhos de investigacdo que possam resultar em patentes poderdo ser apresentadosna
forma convencional, a critério do grupo de pesquisadores envolvidos, reservadas as particularidades
exigidas em relacéo ao sigilo.

O formato tradicional segue 0 padrido descrito nas normas do “Manual para normalizagdo de
trabalhos académicos” da Universidade de Sorocaba.

As dissertacdes entregues no formato de artigo cientifico tém como exigéncia a publicagéo ou,
no minimo, a submissdo prévia de pelo menos um artigo em revista cientifica com classificacdo
minima Qualis/Capes B2 (de acordo com a categorizacdo da WebQualis mais recente, na data do
envio/publicacéo) e podem ser inseridos no idioma e na formatacéo estabelecida pelo(s)respectivo(s)
periodico(s). Os demais artigos podem ndo ter sido submetidos ainda.

As teses entregues no formato de artigo cientifico tém como exigéncia a publica¢do ou, no
minimo, a submissdo prévia de pelo menos dois artigos em revista cientifica com classificacéo
minima Qualis/Capes B2 (de acordo com a categorizacdo da WebQualis mais recente, na data do
envio/publicacdo) e podem ser inseridos no idioma e na formatacdo estabelecida pelo(s) respectivo(s)
periédico(s). Os demais artigos podem nao ter sido submetidos ainda.

Para aclarar membros da banca que desconhecem esta versdo alternativa da dissertagdo/tese
recomenda-se anexar este documento no final das versdes encaminhadas aos membros da banca.

A dissertacdo/tese no formato de artigo(s) cientifico(s) devera possuir 0s elementos apresentados
no Quadro 1.

Quadro 1 - Elementos para a construcdo da dissertacdo no formato de artigo(s) cientifico(s).

Elementos pré- | 1. Folha de rosto

textuais 2. Errata (Opcional)

3. Folha de aprovacéo

4. Dedicatoria (Opcional)

5. Agradecimentos (Opcional)

6. Epigrafe (Opcional)

7. Resumo na lingua vernacula
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8. Resumo em inglés (Abstract)

9. Lista de abreviaturas e siglas; lista de tabelas e lista de simbolos (opcionais).
Estas listas ndo devem conter as informacgBes apresentadas nos artigos

cientificos.

10. Sumario

Elementos

textuais

11. Introducdo ou apresentacdo: trata-se da parte inicial do texto com
formulacdo clara e simples do tema investigado, constando a delimitacdo do

assunto tratado, sua relevancia e justificativa.

12. Revisdo de literatura: quando a reviséo de literatura for concebida como

artigo de revisao, este item devera ser incluido no item resultado(s).

13. Objetivos: geral e especifico

14. Material e Métodos (opcional). Quando parte dos resultados ndo for
apresentada no formato de artigo, este item devera ser incluido ap6s os objetivos
especificos. Quando o autor quiser apresentar o(s) método(s) de formamais
detalhada do que no artigo, este item pode também ser apresentado em

separado.

15. Resultados (pode ser apresentado no formato de artigos): deve(m) ser
inserida(s) a(s) cépia(s) de artigo(s) derivado(s) da dissertacdo, previamente
publicados, submetidos ou ndo para publicagdo em revistas cientificas. Sugere- se
que cada artigo seja antecedido de uma breve apresentacdo seguida dos elementos
de identificacdo do artigo (autores, titulo, revista de publicagdo,volume, péginas).
Os artigos anexados poderdo ser apresentados nos formatos exigidos pelas
revistas, as quais os artigos foram publicados e/ou submetidos. Parte dos
resultados pode ser apresentada em separado dos artigos, quando

conveniente.

16. Discusséo (opcional): O autor pode ampliar a discussao dos resultados,

guando conveniente.

17. Concluséo ou Consideragdes finais: esta parte devera conter a conclusdo do
trabalho ou as consideragdes do autor sobre os resultados alcangados frente aos

objetivos propostos.
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Elementos

poOs-textuais

18. Referéncias: Devem seguir as normas do “Manual para normalizacdo de
trabalhos académicos” da Universidade de Sorocaba.

N&o devem ser inseridas as referéncias apresentadas nos artigos.

19. Apéndices (Opcional)

20. Anexos (Opcional)
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ABSTRACT

Introduction The numberofclinical practice guidelines
(CPGs) have increased substantially mainly in the
paediatricareaof mentalhealth. However, little isknown
about the quality or how recommendations for the
treatment of disorders suchas schizophreniain children
andadolescentshave changed overtime. The aim ofthis
study will be to assess the quality of the development of
CPGs for the treatment and management of schizophrenia
in children and adolescents over time using the Appraisal
of Guidelines for Research and Evaluation Il (AGREE 1) tool
and to compare the recommendations and interventions
described in these documents.

Methods and analysis CPGs will be identified using

a prospective protocol through a systematic search of
multiple databases (Medline, Embase, Health Systems
Evidence, Epistemonikos, Lilacs, etc) and guideline
websites from 2004 to December 2020. The quality
oftheguidelineswillbe assessedbythreereviewers,
independently using the AGREE II. CPGs will be considered
of high-quality if they scored 260% in four or more
domains of the AGREE Il instrument. Non-parametric tests
willbe usedtotest forthe change of quality over time. We
will summarise the different evidence grading systems and
compare the recommendations.

Ethics and dissemination Ethical approval is not
required since it is a literature-based study. Future
results of the research can be submitted for publication
in scientific journals of highimpact, peer reviewed and
also published in national and international conferences.
The results derived from this study will contribute tothe
improvement of health institutions and policies, informing
about existing recommendation guidelines and about
deficienciesandqualitiesfoundinthose. Thisstudy may
also identify key areas for future research. This study
may guide the searchand choice for high quality CPGs
by health policy makers and health professionals and
subsidise future adaptations.

Protocol registration number CRD42020164899.

1

Strengths and limitations of this stud

» This study will add to current knowledge by high-
lighting clinical practice guidelines (CPGs) of great
quality that we might be able to use in current clin-
ical practice.

» We expect to identify the main characteristics and
flaws of CPGs for schizophrenia in children and ad-
olescents, which can help guide the development of
recommendations guidelines of high methodological
rigour for thisdisorder.

» The critical appraisal of the CPGsforthe treatment
of schizophrenia in children and adolescents was
never performed.

» This study will be limited to subjective analysis of the
Appraisal of Guidelines for Research and Evaluation
Ilinstrument, which can be alimiting factor.

» The wide inclusion criteria, which can providean
ample overview of the CPGs developed for the disor-
der, might also make synthesis of the evidence more
challenging.

INTRODUCTION

Schizophrenia spectrum disorders are a group
of disorders in which individuals experience
perceptive distortions of reality and impair-
ments on thinking, behaviour and affect.!
Throughout the protocol, we have decided to
focus on schizophrenia (International Classi-
fication of Diseases-10: F20), sincethe criteria
used in the diagnosis in children and adoles-
cents is agreed to be the same descripted in
the Diagnostic and Statistical Manual of Mental
Disorders (fifth edition) for this particular
disorder.-3 Usually, schizophrenia diagnosis
occurs in very early adulthood, being rarer in
children and adolescents.# In this population,
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onset frequently develops between 13 and 17 years of age,
being prevalent in 1—2 individuals in every 1000; onsets
before 13 years of age have a prevalence of 1 in every 10
000.5

In children diagnosed with schizophrenia, the pres-
ence of pre-morbid motor, language and social disorders
is common, as well as previous learning difficulties and
diagnosis of mood or anxiety disorders.2 Among diag-
nosed adolescents and preadolescents, many have comor-
bidities such as post-traumatic stress disorder, attention
deficit/hyperactivity disorder, and history of disturbing
behaviours and conduct disorders.6

Schizophrenia in such cases is described as a psychotic
disorder in which life expectancy is reduced and impair-
ments on the social, psychological, educational and occu-
pational spheres are frequently severe and debilitating.78
The diagnosis process of schizophrenia in children and
adolescents must involve a very detailed physical and
psychological examination in order to exclude any possi-
bility of organic causes for the psychosis or any kind of
misdiagnosis.2

Because of its social impairments and stereotypical
behaviours, amisdiagnosis of autism spectrum disorder is
possible in children, being the presence of hallucinations
and delusions what distinguish those two disorders.3 In
teenagers, the overlapping of affective symptoms (mania
and depression) and psychotic symptoms (delusions,
hallucinations, incoherent or non-sense speech, inappro-
priate behaviour) can cause difficulties in the diagnosis
of schizophrenia, generally misleading to an affective
disorder diagnosis.?

Another obstacle in the diagnosis of schizophrenia in
children and adolescentsisthat,although psychoticsymp-
toms are found in children with no psychopathology in a
relatively high prevalence,© schizophrenia in this popula-
tion is rare and have a lack of epidemiological data about
diagnoses based on standardised clinical assessments.2

Psychological interventions are recommended as a first
line of treatment of schizophrenia in children and adoles-
cents, with better outcomes when applied to individuals
on their first psychotic symptoms, before the onset of the
disorder.8 Although antipsychotic medication is the main
form of treatment of schizophrenia, evidence of their
efficacy in the treatment of this specific population is still
limited.” 811 Clozapine is indicated as being the most
effective in comparison to other antipsychotics, even
though second-generation antipsychotics have shown
higher incidence of side-effects.2 81

To help in the interventions on schizophrenia young
patients, guidelines have been created in the past years
based on developments in the management of schizo-
phrenia in children and adolescents.2 13 Clinical practice
guidelines (CPGs) have a significant importance in the
transposition of research evidence into clinical practice,
formulating health questions that are fundamental to
ensure recommendations are applicable.4 For this to be
possible, the CPG must be developed according to the
best available evidence.s
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CPGs for schizophrenia in children and adolescents
normally are adaptations of already existing guidelines for
adult-onset schizophrenia, due to the lacking of specific
evidence about this age range.121617 Implementing a CPG
may take time depending on how much change is needed
on the health service, becoming easier to put them into
practice when they are aligned with the local priorities.1”
To assess the methodological rigour and transparency in

a CPG, the Appraisal of Guidelines for Research and
Evaluation IT (AGREE II) instrument was developed by
an international group in 2003, and have been updated
to the second version in 2009. This instrument has been
widely used and offers a comprehensive, rapid and consis-
tent assessment of CPGs.18

During a preliminary search, no systematic assessment
that had carried out a critical appraisal on the develop-
ment of CPGs for the treatment of schizophrenia in chil-
dren and adolescents was found. In this study, the aim is
to assess whether CPGs for the treatment and manage-
ment of schizophrenia in children and adolescents have
been developed with sufficient transparency and method-
ological quality for its implementation over time. It also
aims to compare the recommendations and interventions
for schizophrenia in children and adolescents described
in those documents, in order to subsidise adaptations
from future panellists.

METHODS AND ANALYSIS

Study design

The present systematic assessment of CPGs for schizo-
phrenia in children and adolescents will be conducted to
compare the recommendations of the interventions and
the methodological quality in their development, avail-
able in these documents.

Protocol and registration

This study will be reported according to the Preferred
Reporting Items for Systematic Reviewand Meta-Analysis
Protocols.19

Patient and public involvement

Patients did not participate on the study design. However,
by the end of the study, we aim to contact health policy
makers to inform about the results and to ask tocollabo-
rate with us in the dissemination plan.

Eligibility criteria

Inclusion criteria

Overall or specific guidelines for clinical practice
including psychosocial, psychological and pharmacolog-
icalinterventions forthe treatment of children and adoles-
cents (age <18 years) with schizophrenia will be included.
Documents published from 2004 (5years before the latest
version of the AGREE II instrument) to December 2020
will be considered, with no language restrictions.

Exclusion criteria
Guidelines for schizophrenia caused by misuse of
substances and guidelines for schizophrenia associated
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with other mental disorders will be excluded. If there is
another more up-to-date version of the guideline; the
available version is incomplete or contains only a
summary of the information; the document is the trans-
lation of a guideline published in another language; and
if there is a consensus document, evidence summary or
algorithm, it will be excluded, since they are not equiva-
lent to guidelines.

Measured outcomes

The methodological quality of the CPGs for interven-
tions for schizophrenia in children and adolescents will
be evaluated; the scores of each domain of the AGREEII
instrument,8 associated with the methodological quality
of the guidelines will be identified; and the recommen-
dations provided by the guidelines will be described and
compared.

Selection of studies

Data sources

The following electronic databases from 2004 to
December 2020 will be searched: EMBASE (Excerpta
Medical Database, via Ovid); MEDLINE (via Ovid);
PsycINFO (via Ovid); Trip Database; Epistemonikos;
Lilacs; WHO; Health Systems Evidence. Specific databases
for clinical guidelines will be also searched, for example:
ECRI Institute (www.guidelines.ecri.org), National Insti-
tute for Health and Care Excellence (www.nice.org.uk),
Canadian Agency for Drugs and Technologies in Health (
www.cadth.ca), Canadian Medical Association (www.cma.
ca), Canadian CPG Infobase: CPGs Database (www.cma.
ca/En/ Pages/clinical-practice-guidelines.aspx),Scottish
Intercollegiate Guidelines Network (www.sign.ac.uk),
Australian CPGs (http://www.clinicalguidelines.gov.au/)
and Guidelines International Network (http://www.g-i-n.
net/).

Other data sources features

Reviewers will check the reference list of eligible studies,
review studies and secondary studies in order toidentify
other possible guidelines. Authors will be contacted in
case of guidelines published only in summary or where
important information is missing.

Search strategies

The key words will be used according to the terms of the
Medical Subject Headings to identify relevant studies.
The search terms that will be used for Embase (via Ovid),
Medline (via Ovid and PubMed) and PsycInfo (via Ovid)
are provided as online supplemental material (see online
supplemental files 1 and 2). The search strategy will be
adapted for each database consulted.

Determination of eligibility

References will be managed in EndNote (version X8.2
New York City: Thomson Reuters, 2018), and duplicates
will be removed. Titles and abstracts will be assessed by
groups of three reviewers, independently, to check if they
meet the eligibility criteria. A full read of the CPG will be

conducted by the same reviewers, also independently, in
order to confirm the eligibility of the guidelines. Discrep-
ancies will be solved by consensus and a fourth reviewer
will be able to assist in the final decision if necessary. The
most up-to-date guideline will be used if there is a case
of duplicate publications. All documents related to the
guidelines (cited as supplemental documents, summaries
of recommendations and others) will be searched manu-
ally by one or two reviewers.

Data extraction
The information will be organised in a Microsoft Excel
worksheet; the same groups of three reviewers, inde-
pendently, will extract the data. Discrepancies will be
resolved through discussion and consensus. Ifthis process
is not effective, a fourth reviewer will be responsible for
the tiebreaker. Previously, reviewers will be calibrated by
extracting at least three documents of different quality
levels and reaching consensus. Results will be discussed
with a previously trained fourth reviewer. This procedure
will be repeated until the reviewers can extract the data.
For this study, the following data will be considered:
number of authors, year of publication, update time,
organisations (government, medical society, university or
other), type of guideline (formulated, adapted, updated
or revised), country of development, type (diagnosis,
prevention, pharmacological and non-pharmacological
treatment, and/or other), treatments described, target
population, design of studies included (systematic review,
consensus, overview of systematic reviews and/or other),
methods of recommendation formulation (consensus,
not mentioned, others) and methods of classifying the
quality of evidence (Grades of Recommendation, Assess-
ment, Development, and Evaluation (GRADE), Oxford,
not mentioned or other).

Quality assessment of CPGs
The AGREE II will be used to evaluate the quality of the
guidelines. The tool has been translated and validated for
the Portuguese language (Brazil), and this version will be
used in this study. It includes six domains: (1) scope and
purpose; (2) stakeholder involvement; (3) rigour of
development; (4) clarity of presentation; (5) applicability;
and (6) editorial independence, containing 23 items in
total. Scores are in Likert scale of 1 (totally disagree) to 7
(totally agree) for each item.18 20

A group of three reviewers will conduct the quality
assessment of the guidelines and differences between two
or more scores for each item will be considered as
discrepant. The final score will be decided by consensus.
In case of no consensus, a fourth reviewer will help inthe
final decision. The quality of the CPG will be calcu- lated
for each domain as instructed by the AGREE II user
manual. Since the six domains are independent, the
scores should therefore be calculated as the sum of the
individual items in each domain. The total obtained will
be presented as a relation percentage to the maximum
possible score for each domain. A descriptive statistical
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analysis will be conducted. Agreement between reviewers
will be assessed using random single-unit bidirectional
intra-class correlation coefficients (ICC).2t 22 Cohen’s
weighted kappa will be calculated to compare with the
ICC using squared weights, since we have an ordinal
scale.i-7 22 As performed by Hayawi, Graham, Tugwell
and Abdelrazeq,23 based on Cicchetti,?t the degree of
agreement between reviewers will be categorised as: ICC
<0.40poor; 0.40-0.59 moderate; 0.60—0.74 good; 0.75—
1.00 excellent. CPGs will be considered of high quality if
they score >60% in four or more domains including the
domain for rigour of development. The evaluation will be
conducted using the ‘My AGREE PLUS’ platform.8
Previously, a training will be done to use the AGREE II
instrument.

Toevaluate ifthere was any change and improvement in
the quality of guidelines over time, after the latest version
of the AGREE instrument, the Wilcoxon rank-sum test
(Mann-Whitney test), will be used to test for statistical
significant differences in domain scores between CPGs
published before and in/after 2009 (year of the AGREE
II update).

Description and comparison of the recommendations of the
interventions

The assessment will describe and compare the psycho-
logical, psychosocial and pharmacological recommenda-
tions of intervention. We anticipate important influence
of culture/country on the recommendation of psycho-
social and psychological interventions. If appropriate we
will analyse such difference.

In this study, we will compare the recommendations
found in high quality CPGs, this is, CPGs that get >60%
on domains associated with the reliability (3 and 6) and
applicability (5) available in the AGREE II tool. Recom-
mendations on treatment and classification of the level of
evidence of the included CPG, will be extracted inde-
pendently by two researchers. Disagreements between
researchers will be resolved by consensus; in the absence
of consensus, a third investigator will help in the decision.
Whenever available, the GRADE approach will be used
for the extraction and synthesis of recommendations of
the selected CPG. If GRADE is unavailable, the CPG will
be classified based on the highest score in domain 3.

The recommendations will be grouped into the
following topics: pharmacological, psychosocial and
psychological, according to their similarities through an
interactive process between researchers. CPGs that share
similar recommendations will be noted. Wewill evaluate if
recommendations from different CPGs address thesame
topics and will compare them to identify differences.
When two or more CPGs show conflicting recommenda-
tions, this will be defined as a disagreement. Those and
thelevel of evidence supporting them will be highlighted.

Data synthesis
Descriptive tables will be made to show the results. For all
AGREEIIdomains,descriptivestatisticswillbe calculated

57

as mean (SD) and median (IQR). When needed, graphs
will be plotted. The level of significance will be 5%. Statis-
tical analyses will be performed using Microsoft Excel
and STATA software (V.14.2), except inter-rater reliability
(ICC and weighted kappa), that will be performed using
R statistical software.

Ethics and dissemination

Since it is a literature-based study, ethical approval is not
required. The results will be shared through publication
in scientific journals of high impact, peer reviewed and
also published in national and international conferences.

DISCUSSION

Successful implementation of recommendations should
be related to the use of appropriate methodologies and
rigorous strategies in the guideline development process.
Thus, we will work towards the identification of high-
quality CPGs that describe interventions for schizo-
phrenia in children and adolescents or possibledeficien-
ciesobserved in these documents. With this study, beyond
the quality assessment of the CPGs, we hope to create a
subsidy to the process of adaptation for future panellists,
providing organised information to the development of
high-quality CPGs.

The description of available recommendations on
interventions and its supporting evidences can contribute
to the choice of treatment for schizophrenia in children
and adolescents. Aiming to contribute to the improve-
ment of health institutions and policies, we expect to
inform about existing recommendation guidelines, about
deficiencies found in those, and make recommendations
for future research.

Explicit eligibility criteria, broad and comprehensive
database research, and structured evaluation for study
selection comprise the method of this methodological
survey. This study, however, will be limited to subjective
analysis of the AGREE II instrument, which can be a
limiting factor.
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APPENDIX 3 - PREFERRED REPORTING ITEMS FOR SYSTEMATIC
REVIEWS AND META-ANALYSES (PRISMA) STATEMENT

Section and Topic

Item #

Checklist item

Location
where item is

59

TITLE

reported

Title

1

l Identify the report as a systematic review.

Cover

ABSTRACT

Abstract

I See the PRISMA 2020 for Abstracts checklist.

7-8

INTRODUCTION

Rationale

Describe the rationale for the review in the context of
existing knowledge.

13-19

Objectives

Provide an explicit statement of the objective(s) or
question(s) the review addresses.

20

METHODS

Eligibility criteria

Specify the inclusion and exclusion criteria for the review
and how studies were grouped for the syntheses.

24-25

Information sources

Specify all databases, registers, websites, organisations,
reference lists and other sources searched or consulted to
identify studies. Specify the date when each source was
last searched or consulted.

26

Search strategy

Present the full search strategies for all databases,
registers and websites, including any filters and limits
used.

Appendix 4

Selection process

Specify the methods used to decide whether a study met
the inclusion criteria of the review, including how many
reviewers screened each record and each report retrieved,
whether they worked independently, and if applicable,
details of automation tools used in the process.

27

Data collection
process

Specify the methods used to collect data from reports,
including how many reviewers collected data from each
report, whether they worked independently, any processes
for obtaining or confirming data from study investigators,
and if applicable, details of automation tools used in the
process.

28-29

Data items

10a

List and define all outcomes for which data were sought.
Specify whether all results that were compatible with each
outcome domain in each study were sought (e.qg. for all
measures, time points, analyses), and if not, the methods
used to decide which results to collect.

29

10b

List and define all other variables for which data were
sought (e.g. participant and intervention characteristics,
funding sources). Describe any assumptions made about
any missing or unclear information.

29

Study risk of bias
assessment

11

Specify the methods used to assess risk of bias in the
included studies, including details of the tool(s) used, how
many reviewers assessed each study and whether they
worked independently, and if applicable, details of
automation tools used in the process.

N/A

Effect measures

12

Specify for each outcome the effect measure(s) (e.g. risk
ratio, mean difference) used in the synthesis or
presentation of results.

N/A

Synthesis methods

13a

Describe the processes used to decide which studies were
eligible for each synthesis (e.g. tabulating the study
intervention characteristics and comparing against the
planned groups for each synthesis (item #5)).

29-30
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Section and Topic  Item # Checklist item where item is
reported

13b Describe any methods required to prepare the data for N/A

presentation or synthesis, such as handling of missing

summary statistics, or data conversions.

Location

13c Describe any methods used to tabulate or visually display 29
results of individual studies and syntheses.

13d Describe any methods used to synthesize results and N/A
provide a rationale for the choice(s). If meta-analysis was
performed, describe the model(s), method(s) to identify the
presence and extent of statistical heterogeneity, and
software package(s) used.

13e Describe any methods used to explore possible causes of | N/A
heterogeneity among study results (e.g. subgroup
analysis, meta-regression).

13f Describe any sensitivity analyses conducted to assess N/A

robustness of the synthesized results.
Reporting bias 14 Describe any methods used to assess risk of bias due to N/A
assessment missing results in a synthesis (arising from reporting

biases).
Certainty 15 Describe any methods used to assess certainty (or N/A
assessment confidence) in the body of evidence for an outcome.
RESULTS
Study selection 16a Describe the results of the search and selection process, 30

from the number of records identified in the search to the
number of studies included in the review, ideally using a
flow diagram.

16b Cite studies that might appear to meet the inclusion 30
criteria, but which were excluded, and explain why they
were excluded.

Study 17 Cite each included study and present its characteristics. 31
characteristics

Risk of bias in 18 Present assessments of risk of bias for each included N/A
studies study.

Results of individual 19 For all outcomes, present, for each study: (a) summary 32-38
studies statistics for each group (where appropriate) and (b) an

effect estimate and its precision (e.g. confidence/credible
interval), ideally using structured tables or plots.

Results of 20a For each synthesis, briefly summarise the characteristics N/A
syntheses and risk of bias among contributing studies.
20b Present results of all statistical syntheses conducted. If N/A

meta-analysis was done, present for each the summary
estimate and its precision (e.g. confidence/credible
interval) and measures of statistical heterogeneity. If
comparing groups, describe the direction of the effect.

20c Present results of all investigations of possible causes of N/A
heterogeneity among study results.
20d Present results of all sensitivity analyses conducted to N/A
assess the robustness of the synthesized results.
Reporting biases 21 Present assessments of risk of bias due to missing results | N/A
(arising from reporting biases) for each synthesis
assessed.
Certainty of 22 Present assessments of certainty (or confidence) in the N/A
evidence body of evidence for each outcome assessed.
DISCUSSION
Discussion 23a Provide a general interpretation of the results in the 38-39

context of other evidence.




Section and Topic

Item #

Checklist item

Location
where item is
reported
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23b Discuss any limitations of the evidence included in the 40-41
review.
23c Discuss any limitations of the review processes used. 40-41
23d Discuss implications of the results for practice, policy, and | 41-42
future research.
OTHER INFORMATION
Registration and 24a Provide registration information for the review, including 24
protocol register name and registration number, or state that the
review was not registered.
24b Indicate where the review protocol can be accessed, or 24, Appendix
state that a protocol was not prepared. 2
24c Describe and explain any amendments to information 29-30
provided at registration or in the protocol.
Support 25 Describe sources of financial or non-financial support for N/A
the review, and the role of the funders or sponsors in the
review.
Competing interests 26 Declare any competing interests of review authors. 21
Availability of data, 27 Report which of the following are publicly available and N/A

code and other
materials

where they can be found: template data collection forms;
data extracted from included studies; data used for all
analyses; analytic code; any other materials used in the
review.




APPENDIX 4 - SEARCH STRATEGY

Database

Search strategy (Search conducted on 28/07/2020)

Results

Epistemonikos

(therap* OR treatment* OR tratamento* OR terap*)
(schizophr* OR esquizof*) (child* OR infant* OR crianca*
OR nino OR ninos OR pediatr*)

280

BVS

(therap* OR treatment* OR tratamento* OR terap*)
(schizophr* OR esquizof*) (child* OR infant* OR crianca*
OR nino OR ninos OR pediatr*) + filtro guias de pratica
clinica

168

Global Index
Medicus

(tw:((therap™ OR treatment™* OR tratamento™* OR terap*)
(schizophr* OR esquizof*) (child* OR infant* OR crianca*
OR nino OR ninos OR pediatr*)))

259

(tw:((therap* OR treatment* OR tratamento* OR terap*)
(schizophr* OR esquizof*) (child* OR infant* OR crianca*
OR nino OR ninos OR pediatr*))) + Filtro Practice guideline

Pubmed

((("Child"[Mesh] OR ("Children"[all]) OR (“childhood"[all])
OR ("child"[all])) OR ("Adolescent"[Mesh] OR
("Adolescents"[all]) OR ("Adolescent"[all]) OR
("Adolescence"[all]) OR ("Teens"[all]) OR ("Teen"[all]) OR
("Teenagers"[all]) OR ("Teenager"[all]) OR ("Teenage"[all])
OR ("Teenaged"[all]) OR ("Youth"[all]) OR (*Youths"[all])))
AND ("Schizophrenia"[Mesh] OR ("Schizophrenia"[tw]) OR
("Schizophrenias"[tw]) OR ("'Schizophrenic"[tw]) OR
("Schizophrenics"[tw]) OR ("Dementia Praecox"[tw])) OR
("Schizophrenia, Childhood"[Mesh])) AND (("Guideline"
[Publication Type]) OR "Practice Guideline" [Publication
Type] OR "Health Planning Guidelines"[Mesh] OR
("guideline*"[all]) OR "Practice Guidelines as Topic"[Mesh]
OR ("Best"[all] AND "Practices"[all]) OR ("Best"[all]] AND
"Practice"[all]) OR recommendation*[all])

646

62
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EMBASE, PsycINFO, MEDLINE (via Ovid) (Search conducted on 17/06/2020)

Search | Query Items found Items found Items found
EMBASE PsycINFO MEDLINE
Child*.mp. or exp child/ (exp child/
used in MEDLINE and Embase but
not used in PsycINFO, list of other
#1 PsycINFO terms about children 1996534 354939 1430837
available if searching PsycINFO on
its own but most are captured by
child*.mp.)
MEDLINE: adolescent/ (used also
in Embase but not used in
PsycINFO, list of other subject
#2 headings for adolescents in 1167570 331480 1510806
PsycINFO picked up by
adolescen*.mp. as a rule)
Adolescen*.mp.
#3 Teens.mp. 7891 6251 4963
#4 Teen.mp. 6130 5518 4018
#5 Teenage*.mp. 13855 7340 8985
#6 Youth.mp. 73984 87757 51070
#7 Youths.mp. 12221 15948 9013
#8 Schizophreni™.mp. or exp 164520 105359 103143
schizophrenia/
#9 Dementia Praecox.mp. 289 290 246
#10 Guideline*.mp. 439093 5887 92836
MEDLINE: exp guideline/ or
"practice guidelines as topic"/
#11 PsycINFO: Treatment Guidelines/ | 519259 700 27369
or Best Practices/
Embase: exp practice guideline/
#12 Recommendation*.mp. 6 0 2
#13 Best adj3 Practice*.mp. 17292 11524 9319
#g | Jendzand3enddandSandoand | o7g9g7 820384 2366394
#15 8and 9 164606 105633 103298
#16 10 and 11 and 12 and 13 548084 21548 156195
#17 14 and 15 and 16 372 102 97




