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ABSTRACT

Introduction The production of clinical practice guidelines
(CPGs) 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
this population.

Methods CPGs from 2004 to December 2020 were
identified through a systematic search on EMBASE,
MEDLINE, PsycINFO, PubMed, Epistemonikos, VHL, Global
Index Medicus and specific CPG databases. The CPGs’
quality was independently assessed by three reviewers
using AGREE Il and they were considered of high quality

if they scored >60% in domains 3 and 6. The evidence
classification systems were described, the quality of
recommendations was assessed in pairs using AGREE-REX
and the recommendations were compared.

Results The database search retrieved 3182 results;
2030 were screened and 29 were selected for full-text
reading. Four guidelines were selected for extraction.

Two CPGs were considered of high quality in the AGREE

Il assessment. We described the commonly agreed
recommendations for each treatment phase. The
pharmacological recommendations were described in all
treatment phases. Scores of AGREE-REX were lower for
psychosocial recommendations.

Conclusion There are still few clinical studies and CPGs
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 number CRD42020164899.

INTRODUCTION

Schizophrenia is a chronic mental disorder
with a low prevalence, and its precocious
form is rare and debilitating." * Onsets in
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STRENGTHS AND LIMITATIONS OF THIS STUDY

= To our best knowledge, the critical appraisal of
the clinical practice guidelines for the treatment
of schizophrenia in children and adolescents was
never performed using the Appraisal of Guidelines
Research and Evaluation tools.

= Even though differences between raters were not
assessed, the critical appraisal conducted in pairs or
in groups of three or four assessors in our study im-
proved reliability in the overall rating of guidelines.

= We chose to focus on specific guidelines for schizo-
phrenia in children and adolescents, which may
have resulted in failure to identify pertinent recom-
mendations that might have been included in broad-
er guidelines.

= In our study, we have used a structured search
strategy that has been revised by two experienced
librarians to minimise publication bias.

= We used validated and well-known instruments
which assure the internal and external validity of the
study.

childhood are extremely rare, occurring in
less than 1% of the cases, despite the high
prevalence of psychotic symptoms in healthy
children.” * Epidemiological studies about
early and very early-onset schizophrenia (EOS
and VEOS) are also rare due to the late iden-
tification of the disorder and historic events.”
In the 1970s, neurodevelopmental disorders
were grouped with EOS and VEOS in the
childhood psychosis category which endured
throughout the decade, making epidemio-
logical states imprecise.”®

Because of the rarity and severity of the
disorder, VEOS and EOS require a combi-
nation of antipsychotic medication, a close
follow-up of the patient, and psychological
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and psychosocial interventions.*”® The diagnostic criteria
are the same throughout all life stages of a person, but
there are some known differences in the evidence about
the use of antipsychotics by young patients, and psychoso-
cial follow-up after the first episode is especially important
for them in their future outcomes.” '

Documents that compile recommendations for the
treatment of disorders like VEOS and EOS, such as clinical
practice guidelines (CPGs), can help decision-making and
lead the practitioners to more evidence-based decisions
in their practice.'' '* 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 prac-
tices and also a perception of the guidelines’ use as a ‘too
rigid and simplified’ way of doing medicine."' '* *

To overcome these challenges and implement best
practices in health services, especially in the mental
health area, practitioners should have access to high-
quality CPGs and trustworthy recommendations. System-
atic assessments of these documents can help summarise
the knowledge gaps and inconsistencies, and also indi-
cate 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 Evalua-
tion (AGREE) tools."®

The AGREE II 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.'*"®
Later on, in 2019, after many researchers realise that
high-quality CPGs could not guarantee 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.'® " This tool complements the
AGREE II assessment and can be used in the whole docu-
ment, in groups of recommendations and/or in specific
recommendations.”'

This kind of assessment of CPGs was lacking for schizo-
phrenia in children and adolescents and had the poten-
tial of improving the treatment of these young patients.
With this study, we wanted to summarise the existing CPGs
for schizophrenia in children and adolescents, determine
their quality using the AGREE II tool, assess the quality
of their recommendations using the AGREE-REX tool
and compare the CPGs to check if the recommendations
provided by high-quality ones were more complete than
those provided by others.

MATERIALS AND METHODS

The protocol for this study was previously published in an
open-access journal®® before the beginning of the study
(online supplemental material 1). The methodological
survey was registered in the International Prospective

Register of Systematic Reviews (PROSPERO) database
(online supplemental material 1).

Study design

The present study has been reported according to the
Preferred Reporting Items for Systematic Reviews and
Meta-Analyses (PRISMA) statement (online supple-
mental material 2).

Eligibility criteria

Inclusion criteria

Following the recommendations of Johnston et al’ in
their methodological paper for systematic reviews of
guidelines, we decided to display our eligibility criteria
in the PICAR (Population and clinical indication(s),
Intervention(s), Comparator(s), Attributes of the CPGs,
Recommendation characteristics) format instead of the
usual PICO (Population, Intervention(s), Comparator(s),
Outcome(s)) format (online supplemental material 3).

Exclusion criteria

Guidelines for schizophrenia caused by misuse of
substances and guidelines for schizophrenia associated
with other mental disorders were excluded. If there was
a 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 algo-
rithm, it was excluded since they were not equivalent to
guidelines.

Selection of studies

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; Virtual
Health Library (VHL); Global Index Medicus. Specific
databases for clinical guidelines were also searched:
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: 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.

Other data source features

We checked the reference list of eligible studies, review
studies and secondary studies to identify other possible
guidelines. Authors were contacted in case the guideline
had been published only in summary or where important
information was missing.
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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 are
provided in online supplemental material 4. The search
strategy was adapted for each database consulted.

Determination of eligibility

References were managed in EndNote (V.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 CPGs was conducted by the same reviewers,
also independently, to confirm the eligibility of the guide-
lines. 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 (such as supplemental documents and summa-
ries of recommendations) were searched manually by one
or two reviewers.

Data extraction

The information was organised in a Microsoft Excel work-
sheet; the same groups of three reviewers, independently,
extracted the data. Discrepancies were resolved through
discussion and consensus. If this process was not effec-
tive, a fourth reviewer was responsible for the tiebreaker.
Previously, reviewers were calibrated by extracting at least
three guidelines of different quality levels and reaching
a consensus. The 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, 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, Assessment,
Development, and Evaluation (GRADE),24 Oxford,25 not
mentioned or other).

Quality assessment of clinical practice guidelines

The AGREE II 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) rigour 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.'®*®

A group of three reviewers conducted the quality assess-
ment of the guidelines. Differences between two or more
scores for each item were considered a discrepancy. 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 CPGs was calculated for each domain
as instructed by the AGREE II user manual.?’ Since the six
domains are independent, the scores were calculated as
the sum of the individual items in each domain. The total
obtained was presented as a relation percentage of the
maximum possible score for each domain. The evaluation
was conducted using the ‘My AGREE PLUS’ platform.'®

We considered a high-quality CPG those that got 260%
on domains associated with the reliability (domains 3 and
6) since those apply to the methodology and editorial
independence, fundamental items for our evaluation.

Description, comparison and quality assessment of the
recommendations

The level of evidence of the studies that originated
the recommendations was not used as a criterion for
comparing, for each of the selected guidelines used a
different method and, consequently, different criteria
and quality classification. This variability would make the
comparison less trustworthy since a study classified in one
system as high quality could receive a different classifica-
tion when evaluated by another.

The assessment described and compared the psycho-
logical, psychosocial and pharmacological recommen-
dations of intervention. We anticipated the important
influence of culture/country on the recommendation of
psychosocial and psychological interventions. If appro-
priate, we analysed such differences.

In this study, we compared the recommendations
found in the CPGs with each other. The treatment
recommendations and the classification system used to
assess the level of evidence for the studies that compose
the recommendations were independently extracted by
two researchers. Disagreements among researchers were
resolved by consensus; in the absence of consensus, a
third investigator helped in the decision.

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

We assessed the quality of the recommendations using
the AGREE-REX instrument.”' This tool is divided into
three domains: (1) clinical applicability; (2) values and
preferences; (3) implementability. It has nine 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 recom-
mendations or wants to investigate selected recommenda-
tions, or in the whole guideline, if the user perceives that
there is a consistency in the recommendations, is inter-
ested 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 similar process as the one conducted on 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 II scoring, following the indications of
the AGREE-REX manual: we performed a tertile split of
the domain scores of the candidate CPG and classified
the document as being high quality, moderate quality or
low quality based on each tertile.”'

Data synthesis

Descriptive tables were made to show the results. Statis-
tical analyses were performed using Microsoft Excel and
STATA software (V.14.2). For all AGREE II domains,
descriptive statistics were calculated as mean (SD) only.

Changes after protocol publication

Since we have adopted a consensus approach for the
discrepant scores of AGREE II, which was also used with
the AGREE-REX scoring, the intraclass correlation coef-
ficient (ICC) analysis of agreement between reviewers,
previewed in the protocol,22 was not conducted. Also,
because of the low number of selected CPGs 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.

Records removed before screening:
Duplicate records removed using

EndNote (n=1152)

Records excluded

(1= 2001)

Full-text articles excluded (n=235):

Yy
Records identified through database
searching (n = 3182)
o ¢ Pubmed (n=646)
.g ¢ Epistemonikos (n=278)
s ¢ Biblioteca Virtual de Saude (n= 168)
.Lé * Embase (via Ovid) (n = 824)
S ¢ Medline (via Ovid) (n = 538)
~ ¢ PsychiInfo (via Ovid) (n=432)
¢ Global Index Medicus (n=259)
¢  Governmental CPG databases (n=17)
—
Ty
Records screened
(n=2030)
ol
-5
5
o v
(=]
“ Full-text articles assessed for eligibility
(n=129)
—
3
= Guidelines included in synthesis
2 n=4)

Figure 1 Flowchart of guideline identification.

Y

® Not for schizophrenia (n=8)
* Not for children/adolescents (n = 3)
e Incomplete/ Not a guideline (n = 14)
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Table 1 Characteristics of the selected documents
National society and/or Methodological Evidence appraisal
Title, year authors (country) Scope and key questions approach 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

Evidence and NHMRC grades of
consensus based recommendation

services, particularly in the primary healthcare
sector, and provide an optimised service provision,
while also providing a real-world focus

Psychosis and NICE/National
schizophrenia in Collaborating Centre for
children and young Mental Health (UK)
people, 20162

This guideline covers recognising and managing
psychosis and schizophrenia in children and
young people. It aims to improve early recognition
of psychosis and schizophrenia so that children

Evidence and NICE Strength of
consensus based recommendations
(GRADE adaptation)

and young people can be offered the treatment
and care they need to live with the condition

Canadian Pringsheim et al (Canada) To provide evidence-based recommendations for ~ADAPTE NICE Strength of
Schizophrenia the treatment of schizophrenia and schizophrenia recommendations
Guidelines, 2017%° spectrum disorders that are adapted to the (GRADE adaptation)/
8334 Canadian Health Care System. The guideline GRADE

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
Clinical Practice Grover et al To provide a broad framework for the assessment N/A N/A

Guidelines for the
Management of
Schizophrenia

in Children and
Adolescents,
2019%

(India)

individual patient

N/A, not available.

Patient and public involvement

Patients did not participate on the study design. After
publication, we aim to contact health policy-makers to
inform about the results and to invite them to collaborate
with us in a dissemination plan.

and management of patients with EOS, and
these may have to be tailored to the needs of the

RESULTS
From 3182 titles retrieved in the database search, 2030
records were screened and 29 were selected for full-text
reading. After this phase, four were included (figure 1).
Of the selected CPGs, 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* presented a similar appraisal system to the

Table 2 AGREE II* scores for the quality of the selected clinical practice guidelines for schizophrenia in children and

adolescents

Domain 1: Domain 2: Domain 3: Rigour Domain 4: Clarity Domain 5: Domain 6:

Scope and Stakeholder of development of presentation  Applicability Editorial Overall
Author (year) purpose (%) involvement (%) (%) (%) (%) independence (%) 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 and 93.1 84.7 81.8 87.5 19.8 85.4 70.8
Addington
(201 7)29 3334
Grover and Avasthi  44.4 7.4 7.6 64.8 1.4 58.3 16.7
(2019)%
Mean+SD 79.7+24.8 61.0+41.0 58.3+39.0 82.0+15.1 34.1£29.4 67.9+29.7 60.8+34.7

CPG that got 260% on domains associated with the reliability (domains 3 and 6) were considered high quality.
*The AGREE Il is a tool developed to access the methodological quality of practice guidelines.

CPG, clinical practice guideline.
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Table 3 Commonly agreed recommendations divided by treatment phase

Clinical practice guidelines

Pringsheim and

Orygen, NICE, Grover and Avasthi, Addington, 2017%°

Treatment addressed 2016%° 20162 2019°% 3334

First episode of psychosis o ([} o ([ J
Physical measurements and examination before medication start ® ® [ (]
Oral antipsychotic medication () ] [ (]
Communication on possible side effects () ] [ ]
Communication of therapeutic benefits o ([ J [ J
Regular review of medication o ([ J (]
Treatment adjustment to the children’s developmental phase [} o [ ) o
Treatment adjustment in the children’s context o o o ([}
Cognitive-behavioural therapy o ([} ([ J
Psychoeducation () (] [ ]

Acute phase [ J ([ J [ J [ J
Oral antipsychotic medication Y [

Relapses ([ (] [ ) [ ]
Communication on possible relapse episodes after medication withdrawn @ (] o
Monitoring after medication withdrawn ([ J [ J (]
Review of antipsychotic medication [ J [ J [ ]

Chronic treatment [ ] (] ([ ] ]
Clozapine to non-respondent children and adolescents () [ (]
Monitoring of physical health [ J [ J [ ]
Case management () (] [ J ®
Supported employment programmes [} ([} o ([ J
Supported education programmes o (] [ ) [ ]
Treatment adjustment to the children’s developmental phase (] o [ ] (]
Treatment adjustment in the children’s context o () o ([}
Family intervention (] [ ) [ ]
Cognitive-behavioural therapy ([} o ([ J
Cognitive remediation therapy [ J [ J ([ J

A commonly agreed recommendation was defined here as a recommendation described in all four or at least in three of the selected documents.

Canadian CPG*™ because it was used in the ADAPTE
process of this last one (table 1).

For the AGREE II appraisal, the Canadian and the NICE
CPGs had higher scores, but only the NICE CPG scored
more than 60% in domains 3 and 6. The Orygen CPG™ had
higher scores only in the domains 1 and 4 and the Grover
and Avasthi®® CPG had all scores under 60% (table 2).

In table 3, we described the commonly agreed recommen-
dations for each treatment phase. The full tables containing
all the recommendations extracted are divided into pharma-
cological, psychosocial and psychological categories, and in
first episode of psychosis, acute phase, relapses and chronic
treatment recommendations, and can be found in online
supplemental material 5. Pharmacological recommenda-
tions were described in all treatment phases in all CPGs, but
the psychological and psychosocial ones were mostly focused

on the chronic treatment with only NICE and Orygen CPGs
addressing all the phases.

Figure 2 shows the distribution of the selected guide-
lines by country. Three out of four guidelines were from
high-income countries. It also shows the distribution of
recommendations by category (pharmacological, psycho-
logical and psychological) and by treatment phase (first
episode, acute episode, relapses and chronic treatment).
All four CPGs had recommendations for at least one of
the treatment phases in each category.

Table 4 describes the quality assessment scores obtained
in the application of AGREE-REX. Psychosocial recom-
mendations had lower scores compared with pharmaco-
logical and psychological ones, which had more similar
scores. Domain 1 of clinical applicability had overall
higher scores.
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Pringsheim ef al.
2017)

EEER
AR

NICE (2016)
ARAR
SANOL

Orygen
(2016)

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.

DISCUSSION

Main findings

Of the four CPGs assessed, two of them?®22%%% had scores
higher than 60% in domains 3 and 6. Two were newly
developed,®* one used the ADAPTE methodology® ** **
and one did not present completely the methodology
used in the development.”® 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® * 3% due to one of them having used the other
in the ADAPTE process. We used the fourth reviewer for
consensus just once.

All the CPGs presented the three types of recommenda-
tions (pharmacological, psychosocial and psychological).
Only one of them presented specific recommendations
on medication; the other three had just indications about

Table 4 AGREE-REX* scores for the quality of the recommendations presented in the selected clinical practice guidelines for
schizophrenia in children and adolescents, divided by treatment category

Domain 1: Domain 2: Domain 3:

Author (year) Clinical applicability (%) Values and preferences (%) Implementability (%)
Orygen (2016)*®

Pharmacological 44 .4 18.8 45.8

Psychological 44 .4 29.2 45.8

Psychosocial 41.7 271 41.7
NICE (2016)®

Pharmacological 83.3 62.5 70.8

Psychological 86.1 60.4 70.8

Psychosocial 88.9 60.4 70.8
Pringsheim and Addington (2017)%334

Pharmacological 58.3 47.9 45.8

Psychological 61.1 43.8 41.7

Psychosocial 47.2 41.7 41.7
Grover and Avasthi (2019)%

Pharmacological 19.4 6.3 0.0

Psychological 11.1 4.2 4.2

Psychosocial 8.3 6.3 0.0
Mean+SD 49.5+27.7 34.0+21.9 39.9+26.0

*The AGREE-REX is a tool designed to evaluate the clinical credibility and implementability of practice guidelines.

NICE, National Institute for Health and Care Excellence.
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the choice of antipsychotics. Regarding the psychosocial
and psychological recommendations, two of the guide-
lines focused more on the first episode and chronic
treatment, presenting little or no recommendations for
the other 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 with the psychological and phar-
macological scores.

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-income and low-
income countries was present in other critical appraisals
for schizophrenia.” *® 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.™

There was also the variability of evidence appraisal
systems used. The same problem has been found in
other critical appraisals of CPGs for mental health disor-
ders.”™ *** This might indicate that, even though the
GRADE approach is recommended in the development
of this type of document,* it seems that it is still not well
established in the CPGs’ development processes. The use
of GRADE in future developments could help mitigate
this inconsistency and the standardisation of evidence
appraisal could benefit decision-makers, helping them
compare and use the best available evidence.*’*' **

At the AGREE II assessment, the NICE and the Cana-
dian CPGs™™ completed the criteria to be considered
of high quality. The NICE CPG for children had many
recommendations adapted from the adult version,™
which, in the assessments of CPGs for the treatment of
schizophrenia in adults conducted by Bradford et af® and
Keating et al,’” 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 II assessment was domain 5 of applicability.
This domain usually presents lower scores in critical
appraisals.'? *7 % # % This is a controversial domain
because information about implementation can be found
in other documents outside the guideline scope and this
can interfere with the scoring of the domain.*® High
scores in domain 5 also cannot guarantee that the CPG is
implementable in a specific context.”

There was variability between the scores of the three
domains of AGREE-REX in the separate assessments.
Psychosocial scores were often lower than pharmacolog-
ical and psychological scores in all domains. This differ-
ence between categories was also evident in the extraction
of recommendations, where we noticed that psycho-
logical 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 interven-
tions, 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, addresses the cognitive functioning
of young patients with schizophrenia and lacks in showing
follow-up results, as has been found in the systematic
review conducted by Anagnostopoulou et al."’

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 antipsy-
chotic medication.”® While there has been some indi-
cation of age in some recommendations through the
selected CPGs, most of them did not address this impos-
sibility or even indicated that it was a recommendation
for off-label use. Also, we still find a barrier in the anti-
psychotic prescription for this age group, where most of
the existing medication presented adverse drug effects,
mostly weight gain, which can lead to several health prob-
lems in children and teenagers.*’ >

Research in this age group is generally complex and
present many barriers. As seen in the CPGs, part of the
difficulty in creating a reliable document is the fact that
there are few clinical trials being carried out with chil-
dren and adolescents. This is due to ethical implications
and the challenging balance between risk and benefits
that must be reached before any clinical research.”’ Some
of the efforts that would be important for future research
are looking at children and young people as an active part
of the investigation, as well as thinking about strategies to
listen to parents and give them transparency in the devel-
opment of the intervention and study design.’

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 CPGs in middle-
low-income and low-income countries is a barrier to the
publication of more CPGs about the topic can indicate a
possible publication bias in our results.

The studies selected also lacked recent updates. The
two CPGs with high quality did not present an update in
almost 5years. The 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 have used a structured search
strategy that has been revised by two experienced librar-
ians, and the critical appraisal was conducted in pairs or
in groups of three or four assessors to avoid selection bias
and minimise publication bias. We used validated and
well-known instruments which assure the internal and
external validity of the study.
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We also used consensus scoring in our AGREE assess-
ments, where all discrepant results were discussed
between the assessors. This approach helps raise agree-
ment between assessors, reliability and precision of the
results.

Implications for clinical practice in health systems

The low number of CPGs for the treatment of schizo-
phreniain 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.

Implications for researchers

There is still low evidence subsiding the CPGs for schizo-
phreniain thisage range. More clinical research isneeded,
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 conduction and use of network meta-
analysis in the recommendations creation process also
could help improve the quality and trustworthiness of the
recommendations.

Countries also should subside panels of creation or
adaptation of guidelines for their contexts, mostly the
low-income 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.™

CONCLUSION

CPGs for schizophrenia regarding the treatment of chil-
dren and adolescents are still incipient. There are few
publications on the subject, lacking both clinical studies
and new CPGs, mostly in 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 conduct 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 standardisation of the evidence
appraisal systems in future publications, such as the use
of the GRADE approach.
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