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Background and Hypothesis: The World Health
Organization’s (WHOs) Mental Health Gap Action
Programme (mhGAP) aims to improve healthcare for mental,
neurological, and substance use disorders in nonspecialized
settings, with a focus on low- and middle-income countries
(LMICs). mhGAP includes guidelines for the treatment of
psychoses (including schizophrenia), which were recently up-
dated in 2023. The complexity of the WHO guideline up-
date process and the updated recommendations on psychoses
are presented. Study Design: The WHO guideline devel-
opment process is outlined as well as the evidence appraisal
and the translation of the evidence into recommendations
following the Grading of Recommendations, Assessment,
Development, and Evaluation (GRADE) methodology.
The guideline update process includes a review of the liter-
ature, a compilation of systematic reviews, and extracting
data related to critical and important outcomes. The up-
dated recommendations and the justifying evidence are dis-
cussed. Study Results: The WHO mhGAP guidelines for
psychoses are adapted to LMICs, and consist of 13 recom-
mendations in 2023, whereof 5 were updated, and 1 recom-
mendation was newly developed. Background information
on how these recommendations were obtained, and signif-
icant changes since the previous guideline update in 2015
are provided. Conclusions: Unlike other guidelines, the
WHO must consider various countries, contextual factors,
and the WHO Model Lists of Essential Medicines when
developing its guidelines. A transformation of the WHO
guideline for psychoses into a living guideline would ensure
always up-to-date recommendations and facilitate shared
decision-making.
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Background

Schizophrenia affects approximately 24 million people
worldwide.! Most individuals living with schizophrenia
across the world, particularly in low- and middle-income
countries (LMICs), do not receive adequate healthcare
and lack access to essential treatment options.! The re-
sources allocated for the treatment of mental, neurolog-
ical, and substance (MNS) use disorders are insufficient
and inequitably distributed, leading to a treatment gap
exceeding 75%.%* Compared with high-income countries,
people with MNS disorders receive 3 times less treatment
in LMICs.* The World Health Organization’s (WHOs)
Mental Health Gap Action Programme (mhGAP),
launched in 2008 and uptaken in over 100 countries,
was developed with considerations of treatment options
in LMICs in mind, that have large proportions of the
global burden of MNS disorders.*® The mhGAP pro-
vides health planners, policymakers, and donors with
a comprehensive collection of activities and programs,
while also considering potential constraints to improving
care.? The program aims to enhance the dedication of
stakeholders to increase the allocation of financial and
human resources for the care of MNS disorders, and to
expand coverage of evidence-based key interventions for
the prevention and treatment of priority conditions, even
when resources are scarce and only nonspecialist health-
care available.>” Priority conditions include MNS use
disorders with a high burden in terms of mortality, mor-
bidity, and disability, as well as large economic costs or
association with human rights violations.> These condi-
tions comprise depression, psychoses, self-harm/suicide,
epilepsy, dementia, substance use disorders, and mental
disorders in children and adolescents.? The development
of evidence-based guidelines for MNS use disorders is
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an essential component of the mhGAP? The mhGAP
guideline for the treatment of psychoses (including
schizophrenia) and bipolar disorder was last updated in
2015.° Since then, a significant amount of new evidence
has emerged requiring thorough reassessment. As guide-
lines should provide up-to-date treatment options based
on the best available evidence,'™!! an update was essen-
tial to guarantee adequate patient care.'' The guideline
for psychoses includes 13 recommendations, whereof 5
recommendations required an update and 1 recommen-
dation was newly developed. The aim of this article is to
present the WHOs guideline development process, the
2023 updated recommendations, and how they were for-
mulated as well as significant changes since the previous
guideline update in 2015. Finally, the particularities of
the WHO guideline compared with other national guide-
lines and the possibility of transforming the WHO guide-
line on psychoses into a living guideline are discussed.

Methods

We present an overview of the general guideline devel-
opment process, and the development of the recom-
mendations following the Grading of Recommendations,
Assessment, Development, and Evaluation (GRADE)
guideline development methodology. This is followed by
a discussion of the updated recommendations and the ev-
idence taken into consideration during formulation.

Overview of the Guideline Development Process

The guideline development process followed the methods
outlined in the World Health Organization’s (WHOs)
Handbook for Guideline Development, which is mainly
based on the GRADE methodology.'>"* Five working
groups are involved in the guideline development
process, (1) the steering group, including members from
all WHO departments and regional offices, which over-
sees the guideline development process, (2) the Guideline
Development Group (GDG), represented by external mul-
tidisciplinary experts, who formulate the recommenda-
tions, (3) the Topic Expert Groups, experts for single
modules of the guideline, (4) the external review group,
that participates in different stages of the guideline devel-
opment, and (5) the systematic review team, which pro-
vides a comprehensive synthesis of the evidence to inform
each recommendation.'>* During the guideline update
process, evidence profiles were developed by the system-
atic review team summarizing the respective evidence
with a quality assessment following the GRADE meth-
odology. The evidence profiles were prepared in close co-
operation with the steering group and the external review
group and were presented to the GDG during a meeting
in Geneva, Switzerland, in September and December
2022. For making a decision, the GDG discusses the ev-
idence profiles in detail by taking into account (1) the
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quality of the evidence on benefits and harms, (2) the
values, preferences, and feasibility of the proposed inter-
vention, and (3) the availability of resources in LMICs."!
The GDG aims to reach a unanimous agreement on each
of the mhGAP update recommendations.!""* Figure 1
presents a more detailed overview of the guideline devel-
opment process, and figure 2 outlines the main features
of the mhGAP. The authors of the article C.L., I.B., and
S.L. were part of the systematic review team responsible
for the development of the evidence profiles, while AA
and HF were part of the WHO internal Secretariat Team
(belongs to the steering group) responsible for the update
of the psychoses module of the guidelines.

Update of Key Questions

Key questions, more precisely defined by PICO questions
(an acronym for participants, intervention, comparator,
outcome), form the basis and the starting point in the
development of the guideline recommendations. For the
guideline update process, the WHO takes into account (1)
the emergence of new evidence from 2014 onwards, (2)
suggestions and proposals for future updates from WHO
implementation programs in LMICs, that are based on
WHO guideline recommendations, and (3) feedback from
experts and healthcare providers familiar with using WHO
guideline recommendations.!" The Steering Group (with
support from the Topic Expert Group) monitors when an
update of the key questions is required and drafts the key
questions in PICO format, whereas the GDG finalizes the
key questions.'? Overall, the 2023 mhGAP guidelines in-
clude 48 updated recommendations for the treatment of
MNS use disorders, besides 90 preexisting guideline recom-
mendations, that required no update.'* Until the update in
2023, the WHO guideline for psychoses consisted of 12
key questions/recommendations. These key questions and
recommendations from 2015 were reviewed for the update
process by the Topic Expert Groups: 5 recommendations
required an update, and 1 recommendation was newly de-
veloped, thus the updated WHO guidelines for psychoses
consist of 13 recommendations. The Topic Expert Groups
are asked to decide whether the existing recommendations
should be removed, validated, edited, or updated.'* For
an overview of the updated and preexisting key questions,
please see appendix table 1.
The key questions can be classified into 4 categories'':

* New significant evidence emerged: an update of the re-
commendations is needed (PSY1, PSY2, and PSY4).

e The PICO question changed: an update is needed
(PSY5 and PSY10).

* A new key question and PICO are required: a new rec-
ommendation is drafted (PSY11).

* There is no significant new evidence and the PICO re-
mains unchanged: no need for an update process (the
preexisting 7 WHO psychoses recommendations).

20z AelN 90 uo 1senB Aq ZFE$99//€709RAS/INAUIS/EE0 L 0 L/10P/S0IE-80UBADE/UNS|INGEIUSIYAOZIYOS/WOD"dNO OIS PED.//:SAY W) PAPEOUMOQ


http://academic.oup.com/schizophreniabulletin/article-lookup/doi/10.1093/schbul/sbae043#supplementary-data

Steering Group
8-10 members
Oversees the guideline development process
Drafts key questions in PICO-format (monitors new
information that inform whan an update is required), drafts
recommendations based on the decision of the GDG, drafts
the final guideline
Selects members of GDG, the chair of the GDG, external
review group, and systematic review team

Topic Expert Groups (TEGs)
Experts for single modules of the guideline
Assists in review of the current recommendations
Appraises existing key questions and recommendations
from the previous 2015 guideline update
Identification of new key questions that should be
considered
Provides guidance to the Steering Group

Update of the WHO Guideline for Psychoses

Identification of key questions in PICO-format and
recommendations (Steering Group, TEGs)

PICO table for each key question developed and finalized by the
GDG

|

Identification of systematic reviews providing evidence for each
outcome by a literature search (Systematic review team)

1

Development of Evidence Profiles for each key question
(Systematic review team, External review group)

1

Evidence Profiles include evidence appraisal (GRADE tables for
each outcome of the respective key questio), GRADE EtD
framework (Systemativ review team)

|

review group and a guideline methodologist

1

Summary of the evidence is presented by Systematic review
team and External review group to the GDG under leadership of
the GDG chair

Guideline Development Group (GDG)
10-20 members (in 2023: 33 members)
Multidisciplinary external experts in research, clinical
practice, health policy, guideline development methods,
persons with lived experience)
Individuals from all WHO regions likely to use the
guideline (geographic and gender balance)
GDG meetings are led by a GDG chair
Assists steering group in developing the key questions in
PICO-format, interprets the evidence, formulates the final
recommendations during meetings, reviews and approves
the final guideline document

| )

Decision-making during the GDG meetings: GDG members rate
for each element of the EtD table by show of hands

1

Aim of the GDG meetings: consensus (full agreement among all
GDG participants) on the quality of the supporting evidence and
draft recommendations

[ Evidence Profiles are reviewed by the Steering Group, External

|

The draft recommendations are circulated to the GDG for further )

comments after the meetings. Final comments are made by the
Steering Group, the GDG, and the External review group

J

External review group
5-20 members
Balanced in terms of geography and
gender, provides diverse and real-
world perspectives
Participates in different stages of the
guideline development

Systematic review team
Number of members: 2-6
Gives input into the key-questions
Provides a summary of the evidence
to inform each recommendation
Develops GRADE evidence profiles

Fig. 1. Overview of the Guideline Development Process and the groups involved in the development of the guideline. Note: EtD
framework, Evidence-to-Decision framework; GRADE, Grading of Recommendations, Assessment, Development, and Evaluation
methods. Source: Refs. 14,

Mental Health Gap Action Programme (mhGAP)

» Aims to reduce the treatment gap for mental, neurological and substance use (MNS)
disorders

» Provides a collection of activities and programmes to health planners, policy makers, and
donors

» Wants to increase the allocation of financial and human resources for the care of MNS
disorders

» Aims to expand coverage of evidence-based key interventions for the prevention and
treatment of priority conditions

» Focus on low-and middle-income countries, and non-specialized health-care

» Development of evidence-based guidelines as an essential component

» Includes the following priority conditions: Alcohol use disodrders (ALC), Anxiety (ANX)
Child and adolescent mental disorders (CAMH), Conditions related to stress (STR),
Dementia (DEM), Depression (DEP), Drug use disorders (DRU), Epilepsy and seizures
(EPI), Overarching areas (OVE), Psychosis and bipolar disorder (PSY), Self-harm and
suicide (SUT)

» Priority conditions: mental, neurological and substance use (MNS) disorders with a high
burden in terms of mortality, morbidity and disability, large economic costs, association
with human rights violations

Fig. 2. Overview of the main features of the Mental Health Gap Action Programme (mhGAP).!
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Literature Search

The search was conducted externally by a professional
information specialist, the Nottinghamshire Healthcare
Foundation Trust (see Acknowledgments). A compre-
hensive search of major bibliographic databases was
performed in the following databases: The Cochrane
Database of Systematic Reviews, PubMed, EMBASE,
PsycINFO, and Global Index Medicus. The search
strategy was aligned with the PICO terms, and system-
atic reviews of randomized controlled trials published
from 2014 onwards were targetted: Pharmacological and
psychological/psychosocial interventions were compared
with any other interventions, placebo, or waiting list in
people with psychotic disorders (including first episode
psychosis, schizophrenia, and bipolar disorder). The flow
chart for each updated PICO question can be found in
appendix figures 1-6.

Grading of the Evidence

The quality of the evidence of the studies was evaluated
following the GRADE methodology.!* The quality as-
sessment includes study design, and grading of risk of
bias, inconsistency, indirectness, imprecision, and publi-
cation bias.”* The quality of evidence is graded for each
patient-important outcome, and afterward, the overall
quality of evidence is assessed across outcomes (ie, the
body of evidence)."* The GDG and the Steering Group
select critical and important patient outcomes that will
guide the evidence.'? According to GRADE for guideline
panels, the quality of evidence indicates the level of con-
fidence we have in an estimate of the effect and its ability
to support a specific recommendation.!* The quality of a
body of evidence is classified into 1 of 4 grades'*:

* High: We are very confident that the true effect lies
close to that of the estimate of the effect.

* Moderate: We are moderately confident in the effect
estimate: The true effect is likely to be close to the es-
timate of the effect, but there is a possibility that it is
substantially different.

» Low: Our confidence in the effect estimate is limited:
The true effect may be substantially different from the
estimate of the effect.

* Very low: We have very little confidence in the effect es-
timate: The true effect is likely to be substantially dif-
ferent from the estimate of effect.

From Evidence to Recommendations

During the GDG meetings, under the leadership of the
GDG chair, the evidence profiles including the GRADE
Evidence-to-Decision (EtD) frameworks are presented to
the GDG by the systematic review team and the external
review group. The GDG is composed of individuals from
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all WHO regions, external experts in research, clinical
practice, health policy, guideline development methods,
and persons with lived experience and balanced in gender
and geographically.' The GDG rates for each element
of the EtD framework by hand signs and aims to reach
unanimous consent on the quality of the supporting ev-
idence and draft recommendations."* The GRADE EtD
framework includes various domains, ie, the priority of the
problem, desirable anticipated effects, undesirable antici-
pated effects, certainty of the evidence of effects, balance
between desirable and undesirable effects, values and pref-
erences of intended users, resource requirements, certainty
of the evidence of resource requirements, cost-effectiveness,
impact on health equity, equality and nondiscrimination,
and implementation feasibility.' WHO has adapted the
original GRADE methods for the EtD framework and
added WHO-specific criteria, ie, alignment with human
rights principles and sociocultural acceptability. Due to
the WHO Constitution, WHOs recommendations and
guidelines must integrate equity, human rights, gender, and
the social determinants of health.!> The alignment with
human rights demands each intervention to comply with
international human rights and other considerations out-
lined in international human rights law, beyond the right to
health.'? The second WHO-specific criterion, sociocultural
acceptability, is time- and context-specific, and takes into
account if relevant stakeholders and those implementing
an intervention consider it appropriate.'?

The GRADE EtD framework aims to help guideline
panels move from evidence to recommendations, and
facilitate the decision-making process.”> Considering
all these aspects, the GDG results in a recommenda-
tion, which can be strong or conditional according to
GRADE. The strength of a recommendation expresses
the degree to which the GDG is confident in the balance
between desirable effects and undesirable effects of an in-
tervention.'>! The GDG makes a strong recommenda-
tion when being very certain about this balance and the
desirable consequences clearly outweigh the undesirable
consequences.'”” The GDG issues a conditional recom-
mendation, however, when it is uncertain about this bal-
ance regarding desirable and undesirable consequences.'?
Appendix table 2 provides an overview of interpreting
the strength of a recommendation and the implications
for patients, clinicians, and policymakers. The draft re-
commendations are ultimately finalized by the Steering
Group, the GDG, and the external review group.

Results

The 2023 WHO recommendations on psychoses are sum-
marized in table 1. The nonupdated WHO recommenda-
tions are included in supplementary table S1. These were
reviewed for topicality and remain valid in their current
form.!
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Update of the WHO Guideline for Psychoses

Table 1. The 2023 Updated WHO Recommendations on Psychoses (Including Schizophrenia)

Key question PSY1: In adults with psychotic disorders (including schizophrenia) is antipsychotic medication safe and effective?

Updated Recommendation 2023 (PSY1)

Strength of Certainty of
Recommendation(s) Recommendation  Evidence

1.1 Oral antipsychotic medicines—namely aripiprazole, chlorpromazine, haloperidol, olanzapine, Strong Moderate
paliperidone, quetiapine, risperidone—should be offered for adults with a psychotic disorder (including
schizophrenia), carefully balancing effectiveness, side-effects, and individual preference.
1.2 Clozapine should be considered for adults with treatment-resistant psychotic disorder (including schiz- Conditional Moderate
ophrenia) under mental health specialist supervision, carefully balancing effectiveness, side-effects, and
individual preference.
Justification
* After performing a literature search, evidence was extracted from 3 systematic reviews: Ceraso et al (75 RCTs on antipsychotic medi-
cines in schizophrenia),'> Leucht et al (167 RCTs on antipsychotic medicines in schizophrenia),'® and Schneider-Thoma et al (596 RCTs
on serious adverse events and mortality of second-generation antipsychotic medicines).!’
 Antipsychotics showed moderate effect sizes for overall efficacy, while differences in efficacy between medications were either small or
uncertain.'®
 Antipsychotics were associated with various side-effects, the propensity differed between the agents, and the differences were overall
more distinct than the efficacy differences.'
Remarks
* The medicines included in the recommendation correspond to the WHO EML'® and are listed in alphabetical order.
* Clozapine should be offered for treatment-resistant psychosis and should only be offered where lab tests are available to monitor white
blood cell count, and under a mental health specialist supervision.
* Medicines should be offered in combination with psychotherapy (see PSY10).
Implementation considerations
* People living with psychotic disorders should be involved in medicine choice in a supported decision-making process, without coercion
and in line with human rights instruments.
* Disruption in medicine supply (common in low- and middle-income countries) may interfere with continuation of treatment.
* For the treatment of psychotic disorders, the WHO EML' includes the following oral medicines:
- haloperidol (therapeutic alternative chlorpromazine)
- risperidone (therapeutic alternatives: aripiprazole, olanzapine, paliperidone, quetiapine)
- complementary list: clozapine.
Research gaps
* Data on first-generation antipsychotics with few exceptions such as haloperidol and chlorpromazine were very limited. As these medi-
cines are of lower cost, further trials on some of them with relevant pharmacological properties would be warranted.

Previous Recommendation 2012

Strength of Certainty of

Recommendation(s) Recommendation  Evidence
Haloperidol or chlorpromazine should be routinely offered to individuals with psychotic disorder (in-  Strong Very low
cluding schizophrenia).

Second-generation antipsychotics (with exception of clozapine) may be considered in individuals with ~ Conditional Low

psychotic disorders (including schizophrenia) as an alternative to haloperidol or chlorpromazine if

availability can be assured and cost is not a constraint.

For individuals with psychotic disorders (including schizophrenia) who do not respond to adequate Conditional Low
dose and duration of other antipsychotic medicines, clozapine may be considered by nonspecialist

healthcare providers, preferably under the supervision of mental health professionals, only if routine

laboratory monitoring is available.

In individuals with psychotic disorders (including schizophrenia), minimal effective dose of anti- Strong Very low
psychotics should be used, paying attention to minimizing adverse effects.
In women with psychotic disorders (including schizophrenia) who are planning a pregnancy or preg- Conditional Low

nant or breastfeeding, low-dose oral haloperidol or chlorpromazine may be considered.

Note: Strength of recommendation: strong or conditional according to GRADE; quality of evidence: very low, low, moderate, or high.
Underlying evidence 2023'517; underlying evidence 2012.2! Source updated recommendation and comments,'* source recommenda-
tions from 2012.22 The justification, remarks, implementation considerations, and research gaps were developed in cooperation between
the Guideline Development Group, the External review group, and the systematic review team. The updated recommendations are
highlighted in bold and only these are discussed in the main text. The previous versions of updated recommendations are also shown
(shaded in gray), to see how the recommendations have changed during the update process.
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Table 1. Continued

Key question PSY2: In adults with a first psychotic episode (schizophrenia) with full remission, how long should antipsychotic medica-
tion be continued after remission in order to allow for the best outcomes?

Updated Recommendation 2023 (PSY2)

Strength of Certainty of
Recommendation(s) Recommendation Evidence
Maintenance therapy with antipsychotic medicine for a minimum of 7-12 months should be offered  Strong Moderate

in adults with a first episode of psychosis (including schizophrenia) in remission, carefully balancing

effectiveness, side-effects, and individual preference.

Justification

* After performing a literature search, evidence was extracted from 3 systematic reviews: Ceraso et al (75 RCTs on maintenance treat-
ment with antipsychotic medicines in schizophrenia),' Kishi et al (10 RCTs on discontinuation versus maintenance of antipsychotic
medicines in schizophrenia),”® and Schneider-Thoma et al (596 RCTs on serious adverse events and mortality of second-generation
antipsychotic medicines)."”

» Maintenance therapy was significantly superior to discontinuation with a follow-up of up to 12 months as well as up to 24 months.?

Remarks

* Discontinuation of antipsychotics should always be done by gradually and slowly reducing the medicine dose. When medicines are dis-
continued, people living with schizophrenia and family members need to be educated to detect the reemergence of symptoms early to
allow for close clinical monitoring of relapse.

Implementation considerations

* Treatment with antipsychotic medicines should be combined with psychosocial interventions (see PSY10 and PSY11).

* Interruptions in medicine availability (common in LMICs and in supply chain interruption such as during emergencies) may interfere
with continuation of treatment. Reliability of supply should inform choice of medicine.

* For the treatment of psychotic disorders, the WHO EML'" includes:
- fluphenazine (therapeutic alternatives: haloperidol decanonate, zuclopenthixol decanonate)
- haloperidol (therapeutic alternative: chlorpromazine)
- haloperidol injection
- olanzapine
- paliperidone (therapeutic alternative: risperidone injection)
- risperidone (therapeutic alternatives: aripiprazole, olanzapine, paliperidone, quetiapine)
- complementary list: clozapine.

Research gaps

* There was no evidence for maintenance therapy for more than 2 years and evidence was scarce between 1- and 2-year follow-up. More
studies are required on longer-term maintenance therapy.

Previous Recommendation 2012

Strength of Certainty of
Recommendation(s) Recommendation Evidence
In individuals with a first psychotic episode with full and sustained remission, antipsychotic treatment Strong Very low

should be continued for at least 12 months after the beginning of remission. Any further continuation

of antipsychotic drug treatment should be based on clinical review preferably by a mental health spe-

cialist and taking into account the preferences of the individuals, in consultation with the family.

Note: Strength of recommendation: strong or conditional according to GRADE; quality of evidence: very low, low, moderate, or high.
Underlying evidence 2023'>17-2; underlying evidence 2012.%* Source updated recommendation and comments'*; source recommenda-
tion from 2012.?* The justification, remarks, implementation considerations, and research gaps were developed in cooperation between
the Guideline Development Group, the External review group, and the systematic review team. The updated recommendations are
highlighted in bold and only these are discussed in the main text. The previous versions of updated recommendations are also shown
(shaded in gray), to see how the recommendations have changed during the update process.

Key question PSY4: In adults with psychotic disorders (including schizophrenia) requiring long-term treatment, what is the safety and
role of depot antipsychotic medicine?

Updated Recommendation 2023 (PSY4)

Strength of Certainty of
Recommendation(s) Recommendation Evidence
Long-acting injection (LAI) antipsychotic medicines—namely fluphenazine, haloperidol, Conditional Moderate

paliperidone, risperidone, and zuclopenthixol—should be considered as an alternative to oral anti-
psychotic medicines for adults with psychotic disorders (including schizophrenia) requiring long-term
treatment, carefully balancing effectiveness, side-effects, and personal preference.
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Table 1. Continued

Key question PSY4: In adults with psychotic disorders (including schizophrenia) requiring long-term treatment, what is the safety and
role of depot antipsychotic medicine?

Updated Recommendation 2023 (PSY4)

Strength of Certainty of
Recommendation(s) Recommendation Evidence

Justification

* After performing a literature search, evidence was extracted from 2 systematic reviews Kishimoto et al (32 RCTs, 65 cohort studies,
and 40 pre-post studies on long-acting injectable (LAT) vs oral antipsychotics for the maintenance treatment of schizophrenia)* and
Schneider-Thoma et al (132 RCTs on comparative efficacy and tolerability of 32 oral and LAT antipsychotics for the maintenance
treatment of adults with schizophrenia).?

» Almost all LAIs compared with placebo had large effects for relapse prevention.

Remarks

* The medicines included in the recommendation correspond to the WHO EML.!® The above recommendation is based on the context,
availability, and costs of using long-acting injectables.

Implementation considerations

» With depot antipsychotic medication, compliance of people living with psychotic disorders with treatment plans can be improved.

* People living with long-term psychotic disorders should be involved in medicine choice in a supported decision-making process,
without coercion and in line with human rights instruments.

* Treatment with antipsychotic medicines should be combined with psychosocial interventions (see PSY11).

Research gaps

* Most of the evidence is from high-income countries.

» More trials comparing second-generation long-acting injectables head-to-head, and first-generation antipsychotics to
second-generation antipsychotics are needed.

Previous Recommendation 2012

Strength of Certainty of
Recommendation(s) Recommendation Evidence
In people with psychotic disorder (including schizophrenia) requiring long-term antipsychotic Conditional Very low
treatment, depot antipsychotics can be offered instead of oral medications as part of a treatment
plan.

Note: Strength of recommendation: strong or conditional according to GRADE; quality of evidence: very low, low, moderate, or high.
Underlying evidence 2023%%; underlying evidence 2012."2 Source updated recommendation and comments'*; source recommenda-
tion from 2012.%* The justification, remarks, implementation considerations, and research gaps were developed in cooperation between
the Guideline Development Group, the External review group, and the systematic review team. The updated recommendations are
highlighted in bold and only these are discussed in the main text. The previous versions of updated recommendations are also shown
(shaded in gray), to see how the recommendations have changed during the update process.

Key question PSY5: Is antipsychotic medicine effective and safe for adolescents with psychotic disorders (including schizophrenia)?

Updated Recommendation 2023 (PSY5)

Strength of Certainty of
Recommendation(s) Recommendation Evidence
5.1 Oral antipsychotic medicines—namely aripiprazole, olanzapine, paliperidone, quetiapine, Conditional Low
risperidone—should be considered under specialist supervision for adolescents with psychotic
disorders (including schizophrenia), carefully balancing effectiveness, side-effects, and individual
preference.
5.2 Clozapine should be considered for adolescents with a treatment-resistant psychotic disorder Conditional Low

(including schizophrenia) under specialist supervision, carefully balancing effectiveness, side-effects,

and individual preference.

Justification

* After performing a literature search, data were extracted from a network-meta-analysis on efficacy, acceptability, and tolerability of
antipsychotics in children and adolescents with schizophrenia: Krause et al (28 RCTs).”

Remarks

* The medicines included in the recommendation correspond to the WHO EML and are listed in alphabetical order.

* Clozapine should only be offered where laboratory tests are available to monitor white blood cell count, and under a mental health
specialist supervision.
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Table 1. Continued

Key question PSY5: Is antipsychotic medicine effective and safe for adolescents with psychotic disorders (including schizophrenia)?

Updated Recommendation 2023 (PSY5)

Strength of Certainty of
Recommendation(s) Recommendation Evidence

Implementation considerations

* Only a few antipsychotics are officially licensed for children and adolescents, which should be considered in medicine choice, taking
into account the country and context.

 Antipsychotic medicine should be considered for adolescents with psychotic disorders only under supervision of a mental health spe-
cialist.

» Adolescents are more susceptible to side-effects from antipsychotic medicines than adults. In turn, during the clinical decision-making
process, adolescents living with psychosis should be made aware of benefits and side-effects so that they are able to make informed
choices regarding the treatment plan. Additionally, carer preference should be taken into consideration.

* Furthermore, given the higher susceptibility of adolescents to side-effects, the medicines approved in a given country should be care-
fully considered before formulating a treatment plan.

Research gaps

* Insufficient knowledge of long-term side-effects in adolescents.

Previous Recommendation 2012

Strength of Certainty of
Recommendation(s) Recommendation Evidence
In adolescents with psychotic disorders (including schizophrenia and bipolar dis- Conditional Very low

order) certain second-generation antipsychotic medications (aripiprazole, olanzapine,

quetiapine, risperidone, ziprasidone) can be offered as a treatment option under supervi-

sion of a specialist.

Note: Strength of recommendation: strong or conditional according to GRADE; quality of evidence: very low, low, moderate,
or high. Underlying evidence 2023%; underlying evidence 2012.313* Source updated recommendation and comments'*; source
recommendation from 2012.?? The justification, remarks, implementation considerations, and research gaps were developed

in cooperation between the Guideline Development Group, the External review group, and the systematic review team. The
updated recommendations are highlighted in bold and only these are discussed in the main text. The previous versions of
updated recommendations are also shown (shaded in gray), to see how the recommendations have changed during the update
process.

Key question PSY10: In adults with psychotic disorders (including schizophrenia), are psychological interventions (such as
psychoeducation, family interventions, and cognitive behavioural therapy) effective in the acute phase?

Updated Recommendation 2023 (PSY10)

Strength of Certainty of
Recommendation(s) Recommendation Evidence
Treatment based on cognitive behavioural therapy (CBT) should be considered for adults with Conditional Moderate

psychotic disorders (including schizophrenia) in the acute state of the condition where sufficient spe-

cialist support is available.

Justification

* Data were extracted from a network-meta-analysis: Bighelli et al (53 RCTs on the use of 7 psychological interventions to reduce posi-
tive symptoms in schizophrenia).*

* Cognitive behavioural therapy (CBT) was significantly superior to treatment as usual (TAU) for the outcomes overall symptoms,
quality of life, and functioning.

* The certainty of evidence was moderate for CBT for overall symptoms and very low to low for the other outcomes.

Remarks

* Integrating the provision of psychological interventions into primary care provision and other general and social care facilities has
many advantages, including more holistic healthcare, increased accessibility for people in need of mental healthcare, opportunities for
reducing the stigma of mental health problems and reduced costs.

Implementation considerations

» CBT requires specific training, which may not be available in all low- and middle-income countries.

* Differences in mental health infrastructure and resources should be considered as well as variations in cultural context—there may be
acceptability issues.

» Country adaptation and translation of training materials and tools for the provision of psychological interventions is essential.

* Face-to-face psychological interventions delivered by service providers is human resource-intensive as they require substantial provider
time, training, and supervision.
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Table 1. Continued

Key question PSY10: In adults with psychotic disorders (including schizophrenia), are psychological interventions (such as
psychoeducation, family interventions, and cognitive behavioural therapy) effective in the acute phase?

Updated Recommendation 2023 (PSY'10)

Strength of Certainty of
Recommendation(s) Recommendation Evidence

Research gaps

* Most of the research is from high-income countries and, in general, psychological interventions have been developed there. Further
research is needed in low- and middle-income countries.

* Further research is needed on psychoeducation or family interventions focused on individuals in the acute phase of the disease.

Previous Recommendation 2012

Strength of Certainty of
Recommendation(s) Recommendation Evidence
Psychoeducation should be routinely offered to individuals with psychotic disorder (including Strong Very low
schizophrenia) and bipolar disorders and their family members/caregivers.
For individuals with psychotic disorders (including schizophrenia) and bipolar disorder, cognitive ~Conditional Very low

behavioural therapy, and family interventions can be considered as an option if adequate trained

professionals are available. Professionals delivering these interventions should have an appropriate

level of competence and, wherever possible, be regularly supervised by the relevant specialists.

These interventions should be continued as long as needed by the user and his/her family and

therefore should be planned and developed in a sustainable way. Individuals and families should

be actively involved in the design, implementation, and evaluation of these interventions in coor-

dination with health and social professionals.

Note: Strength of recommendation: strong or conditional according to GRADE; quality of evidence: very low, low, moderate, or high.
Underlying evidence 2023%; underlying evidence 2012: Psychoeducation®”*; Family therapy*“’; Cognitive behavioural therapy.3$4!4
Source updated recommendation and comments'#; source recommendations from 2012.22 The justification, remarks, implementation
considerations, and research gaps were developed in cooperation between the Guideline Development Group, the External review group,
and the systematic review team. The updated recommendations are highlighted in bold and only these are discussed in the main text.
The previous versions of updated recommendations are also shown (shaded in gray), to see how the recommendations have changed
during the update process.

Key question PSY11: In adults with psychotic disorders (including schizophrenia) are psychological interventions (such as
psychoeducation, family interventions, and CBT) effective in the maintenance phase?

New Recommendation 2023 (PSY11)

Strength of Certainty of
Recommendation(s) Recommendation Evidence
Psychosocial interventions—namely family interventions, family psychoeducation, psychoeducation, Strong Moderate

and cognitive behavioural therapy (CBT)—should be offered to adults with psychosis (including

schizophrenia) during the maintenance phase, either alone or in combination.

Justification

» Data were extracted from a network-meta-analysis: Bighelli et al (72 RCTs on the use of psychosocial and psychological interventions
for relapse prevention in schizophrenia).*

* Most of the psychological interventions were significantly superior to treatment as usual for relapse prevention. Cognitive behavioural
therapy, family intervention, and relapse prevention programs showed large effects. Family psychoeducation, integrated intervention,
and psychoeducation showed medium effects.

Remarks

* Although, as described under justifications, many psychosocial interventions had beneficial effects in maintenance therapy, the efficacy
of family interventions, family psychoeducation, and CBT were most robust.** Moreover, a subsequent analysis examining only family
interventions found that simple family psychoeducation is the most recommendable one.

Implementation considerations

* Not all forms of psychological interventions may be available in low- and middle-income countries.

 Attempts should be made to involve family and carers in maintenance treatment.

» Family psychoeducation, a relatively simple intervention that has been proven effective, should be offered in all settings.

* Variations in cultural context should be considered. There may be acceptability issues.

* Integrating the provision of psychological interventions into primary care provides many advantages, including more holistic health-
care, increased accessibility of mental health services for people in need of care, opportunities for reducing the stigma of mental health
problems and reduced costs.
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Table 1. Continued

Key question PSY11: In adults with psychotic disorders (including schizophrenia) are psychological interventions (such as
psychoeducation, family interventions, and CBT) effective in the maintenance phase?

New Recommendation 2023 (PSY11)

Recommendation(s)

Strength of
Recommendation

Certainty of
Evidence

Research gaps

* Most of the research is from high-income countries and, in general, psychological interventions have been developed there. Further

research is needed in low- and middle-income countries.

* Many interventions have so far been investigated in only a few trials and individuals, and thus deserve further study.

Note: Strength of recommendation: strong or conditional according to GRADE; quality of evidence: very low, low, moderate, or high.
Underlying evidence 2023.% Source updated recommendation and comments.'* The justification, remarks, implementation consider-
ations, and research gaps were developed in cooperation between the Guideline Development Group, the External review group, and
the systematic review team. The updated recommendations are highlighted in bold and only these are discussed in the main text. The
previous versions of updated recommendations are also shown (shaded in gray), to see how the recommendations have changed during

the update process.

Source: Ref. #

Each updated recommendation is based on 1 key ques-
tion in the PICO format (for more detailed information
regarding each key question, please see appendix table 1):

e PSYI: In adults with psychotic disorders (including
schizophrenia) are antipsychotic medicine safe and
effective?

* PSY2: In adults with a first psychotic episode (schizo-
phrenia) with full remission, how long should antipsy-
chotic medicine be continued after remission in order
to allow for the best outcomes?

¢ PSY4: In adults with psychotic disorders (including
schizophrenia) requiring long-term treatment, what is
the safety and role of depot antipsychotic medicine?

* PSY5: Is antipsychotic medicine effective and safe
for adolescents with psychotic disorders (including
schizophrenia)?

e PSYI0: In adults with psychotic disorders (including
schizophrenia) are psychological interventions (such as
psychoeducation, family interventions, and cognitive
behavioral therapy) effective in the acute phase?

e PSYII: In adults with psychotic disorders (including
schizophrenia) are psychological interventions (such as
psychoeducation, family interventions, and CBT) ef-
fective in the maintenance phase?

In addition, the conclusions to each updated recommenda-
tion including (1) justification (the evidence behind the re-
commendations), (2) remarks (providing some additional
explanations for utilization of the recommendations), (3)
implementation considerations (various aspects that are
influencing the implementation of the guideline), and (4)
research gaps are presented (a summary is presented in
table 1; detailed information is available from WHO').
WHO uses the expression psychoses (including schiz-
ophrenia), to not only include people living with schiz-
ophrenia, but all those affected by psychoses in general.
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PSYI: Safety and Efficacy of Antipsychotics in Adults
With Psychotic Disorders

The current guideline strongly recommends the fol-
lowing antipsychotics: aripiprazole, chlorpromazine,
haloperidol, olanzapine, paliperidone, quetiapine, and
risperidone.'* In the previous recommendation, there
was a strong recommendation for haloperidol and chlor-
promazine for individuals living with psychotic disorders
(including schizophrenia), and a conditional recommen-
dation for second-generation antipsychotics as an alter-
native, yet no specific second-generation antipsychotics
were mentioned.”? For the guideline update, evidence
was extracted from 3 systematic reviews: Ceraso et al,'
Leucht et al,'® and Schneider-Thoma et al.'” The updated
evidence showed small differences in efficacy between the
antipsychotics with low certainty evidence, whereas dif-
ferences in side effects were more distinct with very low
to low certainty evidence.'*!® The 2023 updated recom-
mendation was aligned with the WHO List of Essential
Medicines (EML), which was updated in parallel. Before
the EML update, the only second-generation antipsy-
chotic included was risperidone (however, risperidone
was not explicitly recommended in the previous 2012
recommendation). In 2023 aripiprazole, olanzapine,
paliperidone, and quetiapine were added as therapeutic
alternatives to risperidone to the EML,* and the updated
guideline recommendation now explicitly recommends
these second-generation antipsychotics in adults with
psychotic disorder.!

The recommendation is a compromise between the
evidence of the 3 selected studies'>!” and the alignment
with the EML (more details regarding the alignment with
the EML are provided in the discussion). The purpose of
the compromise is to ensure the enhancement of access
to medication, that are affordable and cost-effective in-
cluding in low- and middle-income countries, which are
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one of the key target audiences of the mhGAP guidelines
and its derivative products. Please refer to table 1 (key
question PSY1) for more details.

PSY2: Duration of Pharmacotherapy in First Episode
Psychosis

The current guideline recommends maintenance therapy
for a minimum of 7-12 months in adults with a first epi-
sode of psychosis (including schizophrenia) in remission, !4
whereas the previous guideline in 2012 recommended
maintenance therapy for the first episode psychosis for at
least 12 months. The updated evidence showed high cer-
tainty evidence for maintenance therapy between 7 and
24 months, however, follow-up data were scarce between
1- and 2-year follow-up.'*!* In addition to the evidence,
the decision for the recommended timeframe was taken
against the background of various side effects of the
antipsychotics. Moreover, in the first episode psychosis,
it is frequently uncertain whether the diagnosis of schizo-
phrenia is fulfilled or if it is a time-limited psychosis that
will not develop into schizophrenia.*® After considering
these aspects, maintenance therapy for a minimum of
7-12 was recommended, and not up to 2 years.

As a remark to this recommendation, it is stated that
antipsychotics should be discontinued by gradually
and slowly reducing the dosage. Moreover, when medi-
cines are discontinued, people living with schizophrenia
and family members need to be educated to detect the
reemergence of symptoms early to allow for close clinical
monitoring of relapse.'* Please refer to table 1 (key ques-
tion PSY?2) for more details.

PSY4: Safety and Role of Depot Antipsychotic

Medicine

The updated guidelines recommend specific depot anti-
psychotics  fluphenazine, haloperidol, paliperidone,
risperidone, and zuclopenthixol, whereas in 2012, there
was a general recommendation for depot antipsychotics
without mentioning specific antipsychotics. The updated
recommendations correspond to the WHO EML, which
includes depot antipsychotics.'® Depot antipsychotics are
recommended as the adherence of people living with psy-
chotic disorders can be improved. This is relevant as up to
50% of people living with psychosis are nonadherent.*’
Of particular importance is the involvement of people
with long-term psychoses in medicine choice in a shared
decision-making process and in line with human rights
instruments, and there should not be any form of coer-
cion. With adding this implementation consideration, the
WHO emphasizes its commitment to its constitution and
the upholding of human rights, which must be integrated
into recommendations and guidelines (see “From evi-
dence to recommendations” section). The alignment of
Member States mental health, policies, plans, and laws

Update of the WHO Guideline for Psychoses

with international human rights instruments is a compo-
nent of the WHO Comprehensive Mental Health Action
Plan 2013-2030, under its global targets 1.1 and 1.2 for-
mally endorsed by all WHO Member States in its Seventy
Fourth World Health Assembly.* The Member States are
committed to report on this alignment with international
human rights instruments every 2 years to WHO through
WHO Mental Health Atlas.®

Some patients having received depot antipsychotics are
considering it as a compulsory treatment and have a fear
to lose autonomy.*' The GDG expressed concerns that
depot antipsychotics more than oral antipsychotics may
have the risk of being given forcibly against the consent
of the patient. Therefore, patients should receive com-
prehensible information about the use and possible side
effects of depot antipsychotics compared with oral medi-
cation. This shared decision-making may have long-term
positive treatment effects, as the acceptance of depot
antipsychotics by patients frequently increases with ex-
perience.* Please refer to table 1 (key question PSY4) for
more details.

PSY5: Safety and Efficacy of Antipsychotic Medicine
in Adolescents With Psychotic Disorders ( Including
Schizophrenia)

There was a joint recommendation on the efficacy and
safety of pharmacological interventions in adolescents
for both schizophrenia and bipolar disorder in 2012. In
2023, the update process of the mhGAP guidelines re-
sulted in 2 separate recommendations, 1 for schizophrenia
and 1 for bipolar disorder (PSY6, not discussed in this ar-
ticle). In alignment with the updated EML, paliperidone
was added, whereas ziprasidone is not recommended in
the updated recommendation.!* Clozapine, with its po-
tentially serious side effects, has now been included in
the recommendation for adolescents with treatment-
resistant psychotic disorder. Specialist supervision is re-
commended, although this will not always be feasible in
contexts with limited mental health resources. There are
few antipsychotics licensed for adolescents and in turn,
there may be a discrepancy between the guideline rec-
ommendation and the officially available medicines in a
given country, which should be taken into account when
choosing medications. For example, clozapine is approved
for adolescents with early-onset schizophrenia older than
16 years by the European Medicines Agency, whereas it
is nonapproved by the Food & Drugs Administration.*
Please refer to table 1 (key question PSY5) for more
details.

PSYI10: Efficacy of Psychological Interventions in the
Acute Phase

The guideline update process resulted in 3 separate re-
commendations: psychological interventions in the acute
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state of schizophrenia (PSY10), psychological inter-
ventions in the maintenance phase of schizophrenia
(PSY11), and psychological interventions for bipolar
disorder in remission (PSY12, not discussed in this ar-
ticle). In 2012, there was a single joint recommendation
for both schizophrenia and bipolar disorder with a strong
recommendation for psychoeducation, and conditional
recommendation for cognitive behavioral therapy (CBT),
and family interventions.”> The updated guideline in-
cludes a conditional recommendation for CBT, based on
moderate certainty in the evidence.'** However, a note is
included along with the recommendation that this only
applies if sufficient specialist support is available.

It should be noted that in addition to the 2 WHO guide-
line recommendations on psychosocial interventions
(PSY10 and PSY11), most of the recommendations on
antipsychotics have a remark to combine antipsychotics
with psychosocial interventions. Despite this recommen-
dation, there may be feasibility problems, particularly in
LMICs, which is also noted in the implementation con-
siderations of PSY10 and PSY11. CBT for schizophrenia
requires specific training, is human resource-intensive,
needs a strong mental health infrastructure, and may not
be accepted in all countries due to variations in cultural
context." Regarding further research it would be impor-
tant to investigate whether there is a benefit of more tech-
nical forms of therapy (eg, CBT) over interventions that
could be more easily scalable globally with less human
or financial resources (eg, befriending). In high-income
countries, providing psychotherapy to every patient may
also be challenging and is not always feasible. Please refer
to table 1 (key question PSY'10) for more details.

PSYI1: Efficacy of Psychological Interventions in the
Maintenance Phase

Regarding the efficacy of psychological interventions in the
maintenance phase, a new key question and recommendation
was developed, as there was no previous recommendation.
Besides CBT, 3 forms of psychotherapy are recommended:
family interventions, family psychoeducation, and
psychoeducation. Although these interventions are
overlapping in content, the evidence highlighted medium to
large effect sizes for relapse prevention. Other forms of psy-
chological interventions (eg, relapse prevention programs,
integrated interventions) also had beneficial effects on re-
lapse prevention, however, the efficacy of family interven-
tions, family psychoeducation, and CBT remained robust in
various subgroup analyses.* In addition, a subsequent anal-
ysis examining only family interventions found that family
psychoeducation is the most recommendable form of psy-
chological intervention. This is important to note as family
psychoeducation is the simplest form of psychotherapy, but
nevertheless the most effective, and should be the minimum
standard of care with psychotherapy even in LMICs. Please
refer to table 1 (key question PSY11) for more details.
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Discussion

During the WHO guideline for psychoses update in 2023,
6 out of 12 recommendations from 2015 were updated
and 1 recommendation was newly developed, resulting in
an updated guideline that includes 13 recommendations.
There are a number of distinct elements in the develop-
ment of mhGAP that differentiate it from national guide-
lines. Additionally, an outlook on potential improvements
of the guideline is provided.

Evidence-based guidelines are an essential part of the
WHO mhGAP.2 WHOs update on recommendations for
psychoses will help to ensure access to evidence-based
treatment for patients across the globe. The WHO
guideline development process and the formulated re-
commendations themselves differ significantly from
comparable national guidelines, such as the American
Psychiatric Association Professional Practice Guidelines,
the German S3 Guideline for Schizophrenia, or the
British NICE guideline for schizophrenia.’>>* The WHO
offers only 13 key questions and recommendations for
psychoses, whereas eg, the German schizophrenia guide-
line includes 162 recommendations. The reason is that
the recommendations are limited to particularly essen-
tial and transnational topics (eg, safety and efficacy of
antipsychotics, duration of antipsychotic treatment), so
that they are applicable across various countries, which
can then adjust them according to their respective regu-
larities of the health system. Despite the rather general
treatment recommendations, specific medications are
mentioned in the WHO guideline, which is not common
in the mentioned national guidelines for schizophrenia,
whose target group is primarily healthcare specialists in
high-income countries with sufficient medication supply.
Since the WHO guideline is intended for use globally, in-
cluding LMICs and nonspecialized healthcare settings,
the recommended medications are aligned with the EML.

The 2023 WHO guideline update process ran in par-
allel with the WHO EML update process, which provided
an opportunity to harmonize the 2 documents.* The evi-
dence supported the medications being recommended for
the EML, and this aspect was taken into consideration
by the GDG when formulating the recommendations.
However, solely considering the evidence, recommenda-
tions with specific medications may not have been sug-
gested, as the investigated antipsychotics were similarly
effective.'*? Yet, the WHO guideline development process
is not based solely on evidence, but also takes strategic
issues and contextual factors into consideration, with
the primary goal of ensuring implementation in LMICs.
This implicates that although the evidence is the same, the
GRADE process might lead to somewhat different recom-
mendations depending on the emphasis of different con-
textual elements according to the target of guidelines and
the setting of their application. The WHO EML specifies
certain medications as essential medicines and emphasizes
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the importance that availability and affordability should be
ensured by all governments.” As many LMICs assemble
their national medication lists based on the EML, lim-
ited healthcare in many nations may be a concern if the
EML only provides a few options for medications (eg,
solely risperidone as a second-generation antipsychotic
prior to the recent update) due to the varying tolerability
of antipsychotics among individuals.?® The guideline re-
commendations harmonized with the WHO EML, can
improve guideline uptake and implementation in LMICs.

Overall, more evidence on older first-generation anti-
psychotics would be desirable in the context of LMICs.
The fact that more second-generation antipsychotics are
recommended in the WHO guideline is also due to the low
quality of evidence for older medications except haloper-
idol.* Considering the lower cost of these medications and
likely availability problems of newer second-generation
medications, more evidence on relevant older anti-
psychotics could enhance the healthcare for people living
with psychoses in lower- and middle-income countries.

Regarding the recommendation of duration of phar-
macotherapy in first episode psychosis, the WHO guide-
line recommends maintenance therapy for a minimum of
7-12 months. Other national schizophrenia guidelines,
such as the German S3 guideline or the NICE guideline,
do no longer specify a duration for maintenance therapy,
but emphasize the importance of shared decision-making
and the inclusion of different external and individual fac-
tors.’>%* It is important to note, that in LMICs, follow-up
models and specialist healthcare are often not available,
and continuous psychosocial support is frequently not
guaranteed. Therefore, a treatment recommendation over
a defined minimum period of 7-12 months is important
even in first episode psychosis, although some patients
(about 12%-22%?*) with a time-limited single episode of
psychosis could possibly be overtreated.

In summary, a strength of the WHO mhGAP guide-
lines is the systematic and transparent guideline develop-
ment process by using the GRADE methodology, while
other national guidelines for schizophrenia, except for
the NICE guideline, do not apply the GRADE methods.
The evidence appraisal for all selected outcomes and
reasons for downgrading is available in the evidence
profiles, along with the aspects considered by the GDG
when going from the evidence to recommendations (eg,
values and preferences, benefits and harms, equity). In
addition, a key strength of the WHO mhGAP guidelines
is that an evidence-based guideline based on a few key
recommendations can be developed and implemented
in more than 100 countries, and be general enough to fit
into their health systems and policies, while still working
toward minimizing the treatment gap. Moreover, the
WHO mhGAP guidelines (and the EML) point out the
best available evidence which might improve mental
health globally. Subsequently, this could stimulate sci-
entists, manufacturers, global health and social care
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organizations, and policymakers, potentially favoring an
increased availability and accessibility of interventions.

For potential future updates of the mhGAP WHO
guidelines on psychoses (as well as for the whole WHO
mhGAP guidelines), the aspect of improving shared
decision-making and the possibility of converting it into
a living guideline should also be explored. As per the
GRADE methods for guideline development followed
by WHO, the decision-making process is meant to in-
clude consideration of patients’ values and preferences.
However, evidence on patients’ values and preferences is
usually scarce, and individual patients may hold different
values and preferences compared with those of the cli-
nician, guideline panel, or other patients.”” This is espe-
cially true for GRADE conditional recommendations,
given the variability of choices among patients, which
need guidance to make decisions in accordance with their
values and preferences (see appendix table 2).

Decision aids could bridge this gap through presenting
the patient with comprehensible information regarding
the recommended intervention’s evidence, benefits, and
harms, allowing for an informed decision. Yet many de-
cision aids are outdated and not utilized in clinical prac-
tice.®® This can also be observed with guidelines, which
are often out of date by the time they are published.* ¢!
The previous update to the WHO guidelines on psych-
oses was in 2014, and since then, there has been a sig-
nificant amount of new evidence, however, 9 years have
passed before a new guideline update was released. One
possible solution is to convert the mhGAP WHO guide-
line on psychoses into a living guideline. Living guidelines
permit the update of individual recommendations upon
the emergence of new and relevant evidence.” Thereby,
only parts of the guideline will be updated as required
and not the entire guideline, which is a time-intensive
process. This requires that the guideline is digitalized in
an evidence ecosystem, such as MAGICapp, a digital au-
thoring and publication platform that allows authors to
develop and publish (living) guidelines.®?> The evidence ec-
osystem MAGICapp allows the semi-automatic creation
of visual depictions of the evidence, which can serve as
decision aids during a shared decision-making process.*>%
The WHO already has a living guideline for COVID-19
treatment using MAGICapp. Transforming the mhGAP
guideline on psychoses into a digitalized living guideline
with linked decision aids could ensure that patients living
with schizophrenia receive treatment according to the
current state of the art as well as enhance the dissemina-
tion and guideline uptake, resulting in a marked improve-
ment in the treatment of patients with schizophrenia.

Supplementary Material

Supplementary material is available at https://academic.
oup.com/schizophreniabulletin/.

Page 13 of 16

20z AelN 90 uo 1senB Aq ZFE$99//€709RAS/INAUIS/EE0 L 0 L/10P/S0IE-80UBADE/UNS|INGEIUSIYAOZIYOS/WOD"dNO OIS PED.//:SAY W) PAPEOUMOQ


http://academic.oup.com/schizophreniabulletin/article-lookup/doi/10.1093/schbul/sbae043#supplementary-data
https://academic.oup.com/schizophreniabulletin/
https://academic.oup.com/schizophreniabulletin/

C. Lorenz et al

Acknowledgments

The authors would like to express their gratitude to
Samantha Roberts (Nottinghamshire Healthcare
Foundation Trust) for the literature search. The views and
opinions expressed in this article are those of the authors
and do not necessarily represent the official position of
WHO. C.L., I.B., A A., and F.H. have none to declare. S.
Leucht reported personal fees from Alkermes, Angelini
Pharma, Eisai, Gedeon Richter, Janssen Pharmaceuticals,
Johnson & Johnson, Lundbeck, Medichem, Merck Sharp
& Dohme, Otsuka Pharmaceutical, Casen Recordati,
Rovi, Sandoz, Sanofi, Sunovion, Teva Pharmaceuticals,
Boehringer Ingelheim, and LTS Lohmann.

Author Contributions

All authors made substantial contributions to the con-
ception of the work and drafting of the work, gave ap-
proval for publication, and agreed to be accountable for
the work.

Funding

C.L., I.B., and S.L. received funding from WHO for the
development of the evidence profiles for the update of the
mhGAP guidelines on psychoses.

References

1. World Health Organization (WHO). Schizophrenia. https://
www.who.int/news-room/fact-sheets/detail/schizophrenia.
Accessed November 23, 2023.

2. World Health Organization (WHO). Mental Health Gap
Action Programme (mhGAP). Scaling Up Care for Mental,
Neurological, and Substance Use Disorders.

3. Lora A, Kohn R, Levav I, McBain R, Morris J, Saxena S.
Service availability and utilization and treatment gap for
schizophrenic disorders: a survey in 50 low- and middle-
income countries. Bull World Health Organ. 2012;90(1):47—
54, 54A-54B.

4. Evans-Lacko S, Aguilar-Gaxiola S, Al-Hamzawi A, et al.
Socio-economic variations in the mental health treatment gap
for people with anxiety, mood, and substance use disorders:
results from the WHO World Mental Health (WMH) sur-
veys. Psychol Med. 2018;48(9):1560-1571.

5. Brohan E, Chowdhary N, Dua T, et al. The WHO Mental
Health Gap Action Programme for mental, neurological,
and substance use conditions: the new and updated guide-
line recommendations. Lancet Psychiatry. 2023;11:155-
158. https://www.sciencedirect.com/science/article/pii/
S221503662300370X

6. Keynejad RC, Dua T, Barbui C, Thornicroft G. WHO Mental
Health Gap Action Programme (mhGAP) Intervention
Guide: a systematic review of evidence from low and middle-
income countries. Evid Based Ment Health. 2018;21(1):30-34.

7. World Health Organization (WHO). Mental Health Gap
Action  Programme — (mhGAP).  https://www.who.int/
teams/mental-health-and-substance-use/treatment-care/

Page 14 of 16

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

mental-health-gap-action-programme#:~:text=The%20
WHO%20Mental%20Health%20Gap,low-%20and%?20
middle-income. Accessed November 23, 2023.

. World Health Organization (WHO). Mental Health and

Substance Use. https://[www.who.int/teams/mental-health-
and-substance-use/overview. Accessed November 23, 2023.

. Dua T, Barbui C, Patel AA, Tablante EC, Thornicroft G,

Saxena S; WHO’s mhGAP Guideline team. Discussion of
the updated WHO recommendations for mental, neuro-
logical, and substance use disorders. Lancet Psychiatry.
2016;3(11):1008-1012.

Schiinemann HJ. Guidelines 2.0: do no net harm—the future
of practice guideline development in asthma and other dis-
eases. Curr Allergy Asthma Rep. 2011;11(3):261-268.

World Health Organization (WHO). Update of the Mental
Health Gap Action Programme (mhGAP) Guidelines for
Mental, Neurological and Substance Use Disorders, 2015.
Geneva: WHO Guidelines Approved by the Guidelines
Review Committee; 2015.

World Health Organization (WHO). WHO Handbook

for Guideline Development. 2nd ed. https://www.who.int/

publications/i/item/9789241548960. Accessed December 02,
2023.

Schiinemann H, Brozek J, Guyatt G, Oxman A. GRADE
Handbook. https://gdt.gradepro.org/app/handbook/hand-
book.html. Accessed December 18, 2023.

World Health Organization (WHO). Mental Health
Gap Action Programme (mhGAP) Guideline for Mental,
Neurological and Substance Use Disorders. https://iris.who.
int/bitstream/handle/10665/374250/9789240084278-eng.
pdf?sequence=1. Accessed December 18, 2023.

Ceraso A, Lin JJ, Schneider-Thoma J, et al. Maintenance
treatment with antipsychotic drugs for schizophrenia.
Cochrane Database Syst Rev. 2020;8:CD008016.

Leucht S, Leucht C, Huhn M, et al. Sixty years of placebo-
controlled antipsychotic drug trials in acute schizo-
phrenia: systematic review, Bayesian meta-analysis, and
meta-regression of efficacy predictors. Am J Psychiatry.
2017;174(10):927-942.

Schneider-Thoma J, Efthimiou O, Huhn M, et al
Second-generation antipsychotic drugs and short-term
mortality: a systematic review and meta-analysis of placebo-
controlled randomised controlled trials. Lancet Psychiatry.
2018;5(8):653-663.

World Health Organization (WHO). Web Annex A. World
Health Organization Model List of Essential Medicines—
23rd List, 2023: In: The Selection and Use of Essential
Medicines 2023: Executive Summary of the Report of the
24th WHO Expert Committee on the Selection and Use of
Essential Medicines, April 24-28, 2023. https://iris.who.int/
bitstream/handle/10665/371090/WHO-MHP-HPS-EML-
2023.02-eng.pdf?sequence=1. Accessed December 17, 2023.

Joy CB, Adams CE, Lawrie SM. Haloperidol versus pla-
cebo for schizophrenia. Cochrane Database Syst Rev.
2006;(4):CD003082.

Adams CE, Awad G, Rathbone J, Thornley B. Chlorpromazine
versus placebo for schizophrenia. Cochrane Database Syst
Rev. 2007;(2):CD000284.

Leucht S, Arbter D, Engel RR, Kissling W, Davis JM. How
effective are second-generation antipsychotic drugs? A
meta-analysis of placebo-controlled trials. Mol Psychiatry.
2009;14(4):429-447.

World Health Organization (WHO). Evidence-Based
Recommendations for Management of Psychosis and Bipolar

20z AelN 90 uo 1senB Aq ZFE$99//€709RAS/INAUIS/EE0 L 0 L/10P/S0IE-80UBADE/UNS|INGEIUSIYAOZIYOS/WOD"dNO OIS PED.//:SAY W) PAPEOUMOQ


https://www.who.int/news-room/fact-sheets/detail/schizophrenia
https://www.who.int/news-room/fact-sheets/detail/schizophrenia
https://www.sciencedirect.com/science/article/pii/S221503662300370X
https://www.sciencedirect.com/science/article/pii/S221503662300370X
https://www.who.int/teams/mental-health-and-substance-use/treatment-care/mental-health-gap-action-programme#:~:text=The%20WHO%20Mental%20Health%20Gap,low-%20and%20middle-income
https://www.who.int/teams/mental-health-and-substance-use/treatment-care/mental-health-gap-action-programme#:~:text=The%20WHO%20Mental%20Health%20Gap,low-%20and%20middle-income
https://www.who.int/teams/mental-health-and-substance-use/treatment-care/mental-health-gap-action-programme#:~:text=The%20WHO%20Mental%20Health%20Gap,low-%20and%20middle-income
https://www.who.int/teams/mental-health-and-substance-use/treatment-care/mental-health-gap-action-programme#:~:text=The%20WHO%20Mental%20Health%20Gap,low-%20and%20middle-income
https://www.who.int/teams/mental-health-and-substance-use/treatment-care/mental-health-gap-action-programme#:~:text=The%20WHO%20Mental%20Health%20Gap,low-%20and%20middle-income
https://www.who.int/teams/mental-health-and-substance-use/overview
https://www.who.int/teams/mental-health-and-substance-use/overview
https://www.who.int/publications/i/item/9789241548960
https://www.who.int/publications/i/item/9789241548960
https://gdt.gradepro.org/app/handbook/handbook.html
https://gdt.gradepro.org/app/handbook/handbook.html
https://iris.who.int/bitstream/handle/10665/374250/9789240084278-eng.pdf?sequence=1
https://iris.who.int/bitstream/handle/10665/374250/9789240084278-eng.pdf?sequence=1
https://iris.who.int/bitstream/handle/10665/374250/9789240084278-eng.pdf?sequence=1
https://iris.who.int/bitstream/handle/10665/371090/WHO-MHP-HPS-EML-2023.02-eng.pdf?sequence=1
https://iris.who.int/bitstream/handle/10665/371090/WHO-MHP-HPS-EML-2023.02-eng.pdf?sequence=1
https://iris.who.int/bitstream/handle/10665/371090/WHO-MHP-HPS-EML-2023.02-eng.pdf?sequence=1

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

Disorders in Non-specialized Health Settings. https:/[www.
who.int/teams/mental-health-and-substance-use/treatment-
care/mental-health-gap-action-programme/evidence-centre/
psychosis-and-bipolar-disorders. Accessed December 19, 2023.
Kishi T, Tkuta T, Matsui Y, et al. Effect of discontinuation v.
maintenance of antipsychotic medication on relapse rates in
patients with remitted/stable first-episode psychosis: a meta-
analysis. Psychol Med. 2019;49(5):772-779.

Wunderink L, Nienhuis FJ, Sytema S, Slooff CJ, Knegtering
R, Wiersma D. Guided discontinuation versus maintenance
treatment in remitted first-episode psychosis: relapse rates and
functional outcome. J Clin Psychiatry. 2007;68(5):654-661.
Kishimoto T, Hagi K, Kurokawa S, Kane JM, Correll CU.
Long-acting injectable versus oral antipsychotics for the
maintenance treatment of schizophrenia: a systematic review
and comparative meta-analysis of randomised, cohort, and
pre-post studies. Lancet Psychiatry. 2021;8(5):387-404.
Schneider-Thoma J, Chalkou K, Dorries C, et al. Comparative
efficacy and tolerability of 32 oral and long-acting inject-
able antipsychotics for the maintenance treatment of adults
with schizophrenia: a systematic review and network meta-
analysis. Lancet. 2022;399(10327):824-836.

Kishimoto T, Robenzadeh A, Leucht C, et al. Long-acting in-
jectable vs oral antipsychotics for relapse prevention in schizo-
phrenia: a meta-analysis of randomized trials. Schizophr Bull.
2014;40(1):192-213.

Leucht C, Heres S, Kane JM, Kissling W, Davis JM, Leucht
S. Oral versus depot antipsychotic drugs for schizophrenia—a
critical systematic review and meta-analysis of randomised
long-term trials. Schizophr Res. 2011;127(1-3):83-92.

Krause M, Zhu Y, Huhn M, et al. Efficacy, acceptability,
and tolerability of antipsychotics in children and adoles-
cents with schizophrenia: a network meta-analysis. Eur
Neuropsychopharmacol. 2018;28(6):659-674.
Lopez-Morinigo J-D, Leucht S, Arango C. Pharmacological
treatment of early-onset schizophrenia: a critical re-
view, evidence-based clinical guidance and unmet needs.
Pharmacopsychiatry. 2022;55(5):233-245.

Findling RL, McKenna K, Earley WR, Stankowski J,
Pathak S. Efficacy and safety of quetiapine in adolescents
with schizophrenia investigated in a 6-week, double-blind,
placebo-controlled trial. J Child Adolesc Psychopharmacol.
2012;22(5):327-342.

Fraguas D, Correll CU, Merchan-Naranjo J, et al. Efficacy and
safety of second-generation antipsychotics in children and adoles-
cents with psychotic and bipolar spectrum disorders: comprehen-
sive review of prospective head-to-head and placebo-controlled
comparisons. Eur Neuropsychopharmacol. 2011;21(8):621-645.
Kumar A, Datta SS, Wright SD, Furtado VA, Russell
PS. Atypical antipsychotics for psychosis in adolescents.
Cochrane Database Syst Rev. 2013;(10):CD009582.

Seida JC, Schouten JR, Boylan K, et al. Antipsychotics for
children and young adults: a comparative effectiveness re-
view. Pediatrics. 2012;129(3):e771-¢784.

Lorenz C, Gaigl G, Giiler D, et al. Structured implementation
of digital, systematically updated guideline recommendations
for enhanced adherence in schizophrenia (SISYPHOS)—
protocol of a cluster-randomized trial. Trials. 2022;23(1):807.

Bighelli I, Salanti G, Huhn M, et al. Psychological interven-
tions to reduce positive symptoms in schizophrenia: system-
atic review and network meta-analysis. World Psychiatry.
2018;17(3):316-329.

Pekkala E, Merinder L. Psychoeducation for schizophrenia.
Cochrane Database Syst Rev. 2002;(2):CD002831.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

S1.

52.

53.

54.

Update of the WHO Guideline for Psychoses

Gonzalez-Pinto A, Gonzalez C, Enjuto S, et al
Psychoeducation and cognitive-behavioral therapy in bipolar
disorder: an update. Acta Psychiatr Scand. 2004;109(2):83-90.
Pharoah F, Mari J, Rathbone J, Wong W. Family inter-
vention for schizophrenia. Cochrane Database Syst Rev.
2006;(4):CD000088.

Justo LP, Soares BGO, Calil HM. Family interven-
tions for bipolar disorder. Cochrane Database Syst Rev.
2007;2007(4):CD005167.

Jones C, Cormac I, Silveira da Mota Neto JI, Campbell C.
Cognitive behaviour therapy for schizophrenia. Cochrane
Database Syst Rev. 2004;(4):CD000524.

British Psychological Society. Schizophrenia: Core Interventions
in the Treatment and Management of Schizophrenia in Primary
and Secondary Care (Update). Leicester, UK: National
Institute for Health and Clinical Excellence: Guidance; 2009.

Bighelli I, Rodolico A, Garcia-Mieres H, et al. Psychosocial
and psychological interventions for relapse prevention
in schizophrenia: a systematic review and network meta-
analysis. Lancet Psychiatry. 2021;8(11):969-980.

Heres S, Schmitz FS, Leucht S, Pajonk F-G. The attitude
of patients towards antipsychotic depot treatment. Int Clin
Psychopharmacol. 2007;22(5):275-282.

Papola D, Ostuzzi G, Todesco B, et al. Updating the WHO
Model Lists of Essential Medicines to promote global access
to the most cost-effective and safe medicines for mental dis-
orders. Lancet Psychiatry. 2023;10(10):809-816.

Rosen K, Garety P. Predicting recovery from schizophrenia:
a retrospective comparison of characteristics at onset of
people with single and multiple episodes. Schizophr Bull.
2005;31(3):735-750.

Kane JM, Kishimoto T, Correll CU. Non-adherence to medi-
cation in patients with psychotic disorders: epidemiology,
contributing factors and management strategies. World
Psychiatry. 2013;12(3):216-226.

Sendt K-V, Tracy DK, Bhattacharyya S. A systematic re-
view of factors influencing adherence to antipsychotic medi-
cation in schizophrenia-spectrum disorders. Psychiatry Res.
2015;225(1-2):14-30.

World Health Organization (WHO). Comprehensive Mental
Health Action Plan 2013-2030. Geneva: World Health
Organization;  2021.  https://www.who.int/publications/i/
item/9789240036703. Accessed February 15, 2024.

World Health Organization (WHO). Mental Health Atlas
2020. Geneva: World Health Organization; 2021. https://
www.who.int/publications/i/item/9789240036703.  Accessed
February 15, 2024.

Kaplan G, Casoy J, Zummo J. Impact of long-acting inject-
able antipsychotics on medication adherence and clinical,
functional, and economic outcomes of schizophrenia. Patient
Prefer Adherence. 2013;7:1171-1180.

Deutsche Gesellschaft fiir Psychiatrie, Pyychotherapie,
Psychosomatik und Nervenheilkunde (DGPPN). S3-Leitlinie
Schizophrenie. https://www.awmf.org/leitlinien/detail/ll/038-
009.html. Accessed December 13, 2024.

American Psychiatric Association. Keepers G-A, Fochtmann
L-J, Anzia J-M, et al. The American Psychiatric Association
Practice Guideline for the Treatment of Patients with
Schizophrenia. American Psychiatric Association Publishing;
2020. Washington, DC: Practice Guidelines.

NICE. National Institute for Health and Care Excellence.
Psychosis and Schizophrenia in  Adults: Prevention and
Management. Clinical Guideline (CG 178). London: National
Institute for Health and Care Excellence (NICE); 2014.

Page 15 of 16

20z AelN 90 uo 1senB Aq ZFE$99//€709RAS/INAUIS/EE0 L 0 L/10P/S0IE-80UBADE/UNS|INGEIUSIYAOZIYOS/WOD"dNO OIS PED.//:SAY W) PAPEOUMOQ


https://www.who.int/teams/mental-health-and-substance-use/treatment-care/mental-health-gap-action-programme/evidence-centre/psychosis-and-bipolar-disorders
https://www.who.int/teams/mental-health-and-substance-use/treatment-care/mental-health-gap-action-programme/evidence-centre/psychosis-and-bipolar-disorders
https://www.who.int/teams/mental-health-and-substance-use/treatment-care/mental-health-gap-action-programme/evidence-centre/psychosis-and-bipolar-disorders
https://www.who.int/teams/mental-health-and-substance-use/treatment-care/mental-health-gap-action-programme/evidence-centre/psychosis-and-bipolar-disorders
https://www.who.int/publications/i/item/9789240036703
https://www.who.int/publications/i/item/9789240036703
https://www.who.int/publications/i/item/9789240036703
https://www.who.int/publications/i/item/9789240036703
https://www.awmf.org/leitlinien/detail/ll/038-009.html
https://www.awmf.org/leitlinien/detail/ll/038-009.html

C. Lorenz et al

55.

56.

57.

58.

World Health Organization (WHO). The Selection and Use
of Essential Medicines 2023: Executive Summary of the
Report of the 24th WHO Expert Committee on Selection and
Use of Essential Medicines. https://iris.who.int/bitstream/
handle/10665/371291/WHO-MHP-HPS-EML-2023.01-eng.
pdf?sequence=1. Accessed January 8§, 2024.

Huhn M, Nikolakopoulou A, Schneider-Thoma J, et al.
Comparative efficacy and tolerability of 32 oral antipsychotics
for the acute treatment of adults with multi-episode schizo-
phrenia: a systematic review and network meta-analysis.
Lancet. 2019;394(10202):939-951.

McCartney M, Treadwell J, Maskrey N, Lehman R. Making
evidence based medicine work for individual patients. BMJ.
2016;353:12452.

Agoritsas T, Heen AF, Brandt L, et al. Decision aids that

really promote shared decision making: the pace quickens.
BMJ. 2015;350:87624.

Page 16 of 16

59.

60.

6l.

62.

63.

Akl EA, Meerpohl JJ, Elliott J, Kahale LA, Schiinemann
HJ; Living Systematic Review Network. Living systematic re-
views: 4. Living guideline recommendations. J Clin Epidemiol.
2017;91:47-53.

Khorikian-Ghazari N, Lorenz C, Giiler D, et al. Guideline
for schizophrenia: implementation status and attitude to-
ward an upcoming living guideline. Eur Arch Psychiatry Clin
Neurosci. 2023;273(7):1587-1598.

Lorenz C, Giiler D, Halms T, et al. Conventional and living
guideline for schizophrenia: barriers and facilitating fac-
tors in guideline implementation. Eur Arch Psychiatry Clin
Neurosci. 2023.

MAGIC Evidence Ecosystem Foundation. MAGICapp. https://
magicevidence.org/magicapp/. Accessed January 15, 2024.
Vandvik PO, Brandt L, Alonso-Coello P, et al. Creating clin-
ical practice guidelines we can trust, use, and share: a new era
is imminent. Chest. 2013;144(2):381-389.

20z AelN 90 uo 1senB Aq ZFE$99//€709RAS/INAUIS/EE0 L 0 L/10P/S0IE-80UBADE/UNS|INGEIUSIYAOZIYOS/WOD"dNO OIS PED.//:SAY W) PAPEOUMOQ


https://iris.who.int/bitstream/handle/10665/371291/WHO-MHP-HPS-EML-2023.01-eng.pdf?sequence=1
https://iris.who.int/bitstream/handle/10665/371291/WHO-MHP-HPS-EML-2023.01-eng.pdf?sequence=1
https://iris.who.int/bitstream/handle/10665/371291/WHO-MHP-HPS-EML-2023.01-eng.pdf?sequence=1
https://magicevidence.org/magicapp/
https://magicevidence.org/magicapp/

