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Abstract

Background: The management of schizophrenia in
acute care units presents significant challenges, particularly
in addressing negative symptoms and functional impair-
ment. Cariprazine, a dopamine D3/D2 receptor partial ag-
onist, offers a unique pharmacological profile in this set-
ting. This review aims to provide an expert consensus on
the clinical utility of cariprazine in acute settings and estab-
lish practical recommendations for its use.

Methods: A comprehensive literature review
was conducted across specialized databases, including
PubMed/MEDLINE, EMBASE, PsycINFO, and the
Cochrane Library, ensuring a robust evidence base. The
consensus was developed by a panel of six senior experts
during a formal consensus meeting held in Madrid. Fol-
lowing a structured discussion and evidence synthesis,
a modified Delphi-like process was employed to refine
the recommendations. The quality of evidence and the
strength of the recommendations were assessed using the
grading of recommendations assessment, development,
and evaluation (GRADE) approach.

Results: The evidence confirms cariprazine’s effi-
cacy in acute exacerbations, with a distinct advantage in
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treating predominant negative symptoms and hostility com-
pared to other second-generation antipsychotics (SGAs).
Its metabolic-neutral profile and D3-mediated impact on
craving also make it a strategic option for patients with dual
diagnosis.

Conclusions: Cariprazine is a valuable tool for the sta-
bilization and long-term functional recovery of patients in
acute psychiatric units. The consensus provides a practi-
cal framework to optimize its clinical application based on
high-quality evidence.
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Introduction

Schizophrenia is a chronic and severe mental disorder
that alters thinking, perception and behaviour, affecting pa-
tient quality of life. Its symptoms are traditionally grouped
into 5 domains based on factor analysis: positive, neg-
ative, disorganized thinking, hostility/agitation, and anxi-
ety/depression [1]. A key factor in loss of function is cog-
nitive impairment, which compromises attention, memory
and executive functions [2].

The pharmacological treatment of schizophrenia is
based on antipsychotics, divided into two types: first-
generation (first-generation antipsychotics [FGAs] or typ-
ical) and second-generation (SGA or atypical) drugs. Both
target dopamine D2 receptors to reduce dopaminergic hy-
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peractivity and alleviate positive symptoms [3—5]. FGAs
have been reduced in use because of their extrapyramidal
side effects [6].

On the other hand, SGAs are the most commonly used
drugs because of their lesser risk of causing extrapyramidal
symptoms (EPS). They act on multiple receptors, includ-
ing D2 receptors, and show strong antagonism with sero-
tonin receptors (5-HT2A and 5-HT1A). These drugs are ef-
fective against both positive and some negative symptoms
of schizophrenia [6,7]. However, they can cause adverse
metabolic effects, including weight gain, diabetes, and dys-
lipidaemia [6,8].

The SGAs include partial agonists (considered third-
generation drugs), such as aripiprazole, brexpiprazole and
cariprazine, which stabilise dopaminergic activity by par-
tially activating the D2 receptors [5,9] and thus more ade-
quately regulating functioning of the dopaminergic system
in the different brain areas. Cariprazine is notable for hav-
ing 10-fold higher affinity for D3 receptors compared to D2
receptors [10,11].

On the other hand, cariprazine is a serotonin 5-HT1A
receptor partial agonist and a 5-HT2A and 5-HT2B recep-
tor antagonist. Its action on the D3 receptors and 5-HT re-
ceptors is essential for its pro-cognitive and antidepressant
effects, and for its superior efficacy in the treatment of pri-
mary negative symptoms and in dual disorders with sub-
stance use [5,10,12].

Other advances include long-acting injectables
(LAIs), which improve long-term outcomes and adherence
[12,13], and research into new mechanisms of action to
specifically address negative and cognitive symptoms
[2,14,15]. In this context, LAIs of SGA are particularly
useful, and risperidone, paliperidone palmitate and arip-
iprazole are currently available in formulations of this
kind [12]. In addition, clinicians now have access to other
formulations, such as olanzapine LAI, as well as various
first-generation agents (e.g., haloperidol, zuclopentixol,
flupentixol or fluphenazine), providing a more diverse
armamentarium to tailor treatment to the individual needs
of the patient [16—18].

The treatment of schizophrenia should also be com-
plemented by psychosocial interventions (e.g., cognitive-
behavioural therapy, cognitive remediation, etc.), which
are crucial to improve functionality and negative symptoms
[19-21]. Early intervention is key to a better prognosis [22].
Although antipsychotics often allow positive symptoms to
be controlled, their efficacy against negative and cognitive
symptoms is more limited [23,24]. Non-adherence, often
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driven by side effects, increases the risk of relapses and re-
hospitalisations [25-27], making the implementation of in-
terventions more difficult and the prognosis worse. In addi-
tion, insufficient implementation of the clinical guidelines
in real-world practice causes variability in treatments and
affects remission rates and quality of care [21,28].

Current clinical guidelines for the management of
schizophrenia emphasize that stabilization in acute psychi-
atric care units should not only aim for the reduction of pos-
itive symptoms but also lay the groundwork for long-term
functional recovery [29]. A critical “hotspot™ in current
practice is the persistence of negative symptoms and cog-
nitive impairment, which often remain unaddressed during
the acute phase and significantly hinder the patient’s rein-
tegration into society [11,23].

The rationale for this consensus arises from the need to
address these shortcomings using evidence-based pharma-
cological strategies. Cariprazine, a partial agonist with high
affinity for D3 receptors, has shown potential in targeting
these specific dimensions where traditional D2-centric an-
tipsychotics often fall short [30]. Consequently, this article
provides a hierarchical review of its clinical utility, posi-
tioning it as a strategic tool for the comprehensive manage-
ment of the acute patient.

Materials and Methods

This work was conceived as a narrative review sup-
ported by a structured expert consensus. The primary objec-
tive was to synthesize current evidence on the clinical util-
ity of cariprazine in the management of acute schizophre-
nia, and to develop practical recommendations for its use
in realworld acute care settings. The review focused on key
clinical domains relevant to acute episodes, including posi-
tive symptoms, negative symptoms, cognitive impairment,
hostility, adherence, and comorbid substance use.

The consensus was developed by a multidisciplinary
panel of six senior psychiatrists with extensive experience
in the management of severe mental illness in acute care
settings:

* Psychiatrists 1: Specialist in refractory schizophrenia
and pharmacological innovation. Hospital Universitario
Ramén y Cajal [31].

* Psychiatrists 2: Expert in cross-cultural psychia-
try and emergency psychiatric care. Hospital Vall
d’Hebron/Sant Rafael.

* Psychiatrists 3: Expert in Dual diagnosis (substance use
and schizophrenia), providing the evidence-based per-
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spective on comorbid populations [32].

* Psychiatrists 4: Specialist in acute hospitalization proto-
cols and stabilization phases. Hospital Universitario de
Navarra.

* Psychiatrists 5: Expert in therapeutic intervention and
psychiatric services organization. Hospital Universitario
de Badajoz.

* Psychiatrists 6: Senior researcher with expertise in clin-
ical methodology and evidence synthesis, acting as the
primary coordinator for the grading of recommendations
assessment, development, and evaluation (GRADE) as-
sessment [33]

These six senior psychiatrists, were strategically se-
lected for their extensive experience in acute inpatient units
and their dual roles as clinicians and researchers. This
group includes internationally recognized experts in phar-
macological innovation [31], dual diagnosis [32], and, cru-
cially, clinical research methodology. Dr. Luis Gutiérrez-
Rojas and Dr. José Manuel Montes-Rodriguez provided the
evidence-based medicine (EBM) expertise required to lead
the GRADE assessment and ensure the hierarchical synthe-
sis of the clinical data, thus mitigating the potential bias of
a smaller expert group.

Consensus Development Process

A structured inperson meeting was held in Madrid in
February 2025. During this session, the panel defined the
scope of the review, the key clinical questions, and the
methodological framework for evidence synthesis.

Following the meeting, the experts engaged in an it-
erative process of literature review, critical appraisal, and
manuscript refinement. Although no formal Delphi proce-
dure was conducted, all recommendations were discussed
collectively and approved by unanimous agreement. No
predefined voting threshold was required, as consensus
emerged naturally through discussion and revision.

Literature Search Strategy

A comprehensive literature search was conducted
across four major databases: PubMed/MEDLINE, EM-
BASE, PsycINFO, and the Cochrane Library [34]. The
search covered publications from January 2017 to April
2025 and included articles in English or Spanish.

The search strategy combined controlled vocabulary
and freetext terms related to schizophrenia, acute episodes,
antipsychotic treatment, negative symptoms, cognitive im-
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pairment, and cariprazine. The Boolean structure used
across databases was: (schizophrenia OR psychosis) AND
(acute OR exacerbation) AND (treatment OR antipsy-
chotic) AND (cariprazine OR “D3 partial agonist”) AND
(negative symptoms OR cognition OR hostility OR adher-
ence).

Eligible study types included randomized controlled
trials, meta-analyses, systematic reviews, observational
studies, clinical guidelines, and expert consensus docu-
ments. Editorials, letters, conference abstracts, and dupli-
cate publications were excluded.

Eligibility Criteria

Studies were included if they met the following crite-
ria:

» Focused on schizophrenia or acute psychotic episodes.

» Reported clinical outcomes relevant to antipsychotic
treatment, particularly cariprazine.

* Provided data on symptom domains relevant to acute
management (positive, negative, cognitive, hostil-
ity/aggression, adherence, or comorbid substance use).

* Employed recognized scientific methodology (random-
ized placebo-controlled trials (RCTs), systematic re-
views, meta-analyses, observational studies, or guide-
lines).

Studies were excluded if they:

 Lacked original data (e.g., editorials, commentaries).

* Focused exclusively on chronic or stable-phase
schizophrenia without relevance to acute management.

* Were not available in English or Spanish.

Study Selection and Data Extraction

A total of 1450 records were identified across the four
databases. After title and abstract screening, 1376 records
were excluded for not meeting eligibility criteria. The re-
maining 74 fulltext articles were assessed for eligibility
and included in the final evidence synthesis. No additional
records were identified through manual searching.

Data extraction focused on:

 Study design and methodology.

* Patient population.

* Intervention characteristics.

e Clinical outcomes (efficacy, safety, functional mea-
sures).
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* Relevance to acute schizophrenia management.

Quality Assessment

The quality and strength of evidence supporting each
recommendation were evaluated using the GRADE [35,36]
framework. Evidence was classified as high, moderate,
low, or very low, and recommendations were categorized
as strong or conditional. When evidence was insufficient
or inconsistent, statements were explicitly labeled as expert
opinion. The detailed assessment is set out in Table 1 (Ref.
[1-3,6,8,10-13,23,25-28,30-32,37-44])).

The “high” quality rating assigned to the evidence for
treating predominant negative symptoms is primarily based
on the pivotal study by Németh et al. (2017) [40]. While
this assessment is dominated by a single trial, the expert
panel determined that its rigorous design as a large-scale
(n = 461), randomized, double-blind, head-to-head study
versus risperidone specifically designed to evaluate this do-
main provides a direct and robust evidence base. Further-
more, this clinical evidence is reinforced by a strong mech-
anistic rationale—specifically cariprazine’s unique 10-fold
higher affinity for D3 receptors compared to D2 [10,11]—
which the panel concluded justifies a high-quality rating by
bridging the gap between pharmacological theory and clini-
cal outcomes, thereby mitigating concerns regarding single-
study dependence.

Preferred Reporting Items for Systematic Review and
Meta-Analysis Flow Description

The study selection process followed Preferred Re-
porting Items for Systematic Review and Meta-Analysis
(PRISMA) [45] guidelines (please see Fig. 1).

* Records identified: 1450.
* Records excluded after screening: 1376.

 Fulltext articles assessed: 74.

Studies included in qualitative synthesis: 74.

Results
Current Clinical Status

The first contact of patients with schizophrenia with
the healthcare system usually occurs in the hospital emer-
gency room, normally due to the presence of positive symp-
toms (delusions and hallucinations), behavioural changes,
psychomotor agitation, and hostility [13,26,46]. Relapses
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Records identified through
database searching (n = 1450)

Records screened
(title and abstract) (n = 1450)

Records excluded
(n =1376)

Full-text articles assessed
for eligibility (n = 74)

Studies included in
qualitative synthesis (n = 74)

Fig. 1. PRISMA flow diagram of study selection. PRISMA,
Preferred Reporting Items for Systematic Review and Meta-
Analysis.

are usually due to non-adherence and consequent treatment
discontinuation, substance use or the worsening of stres-
sors, as well as in a low social-family support network. In
the first crisis, the search for help is often initiated by rela-
tives or primary care physicians [26].

Psychiatric hospitalisation is a common resource for
the control of severe symptoms and initial stabilisation. De-
ciding patient admission is justified by specific clinical cri-
teria, such as the severity of the psychotic symptoms, ag-
gressive behaviour, or physical risk to the patient or oth-
ers. The containment capacity of the social-family environ-
ment to manage the crisis on an outpatient basis is also con-
sidered. Although day hospitals allow for stabilising and
avoiding admission in many cases, hospital admission may
be necessary to prevent the exacerbation of serious condi-
tions, such as decompensation with acute psychotic symp-
toms in patients with schizophrenia [23].

After discharge (from the emergency room or the short
psychiatric hospitalisation unit), a visit to the outpatient
mental health unit (MHU) is scheduled within about 7 days.
In the maintenance phase, the MHU psychiatrist performs
regular monitoring, the frequency of which is adjusted ac-
cording to the clinical condition and functionality of the pa-
tient [13]. These conclusions are summarised in Fig. 2 [47].

Expert panel characterized the profile of patients with
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Table 1. Summary of GRADE assessment.

Clinical domain Evidence summary Limitations Quality Strength  Key references
(GRADE) (numeric)

Positive symptoms in  SGAs, including cariprazine, reduce acute short trials; some post-hoc moderate strong [1,6,8,23,26,

acute schizophrenia psychotic symptoms; efficacy comparable to  analyses 37-39]
other SGAs

Predominant negative  pivotal RCT shows superiority of cariprazine evidence dominated by one high strong [10-12,40]

symptoms vs. risperidone; strong mechanistic rationale ~RCT
via D3 affinity

Cognitive impairment  preclinical evidence suggests pro-cognitive mostly animal data; indirect low conditional [10,26]
effects; limited clinical data human evidence

Hostility/aggression post-hoc analyses show reductions in hostility  hostility not a primary endpoint  low conditional [2,41]

Dual disorder (sub- partial agonists recommended; D3 modula- mostly observational evidence  low conditional [12,28,32,42]

stance use) tion may reduce craving

Metabolic profile cariprazine shows a metabolically neutral pro-  limited long-term data moderate  strong [8,32,38,43]
file

Adherence/partial ad- long half-life may buffer missed doses PK-based inference; no adher- low conditional  [3,25,27]

herence ence RCTs

FES SGAs recommended as first-line; cariprazine no RCTs in FES low conditional [26,44]
suitable due to tolerability

Use in acute care units  effective for acute stabilization; supported by no trials specifically in acute moderate strong [13,30,31,37,
expert experience units 40]

SGAs, second-generation antipsychotics; FES, firstepisode schizophrenia; GRADE, grading of recommendations assessment, development, and

evaluation; RCT, randomized placebo-controlled trial; PK, Pharmacokinetics.

schizophrenia most commonly seen in their clinics: individ-
uals 18-35 years of age, living in urban areas, and with fam-
ily support. They are usually patients with a low socioeco-
nomic level and a high unemployment rate. Clinically, they
usually have a family history of schizophrenia. The most
common symptom leading to the search for help is disor-
ganised behaviour with serious alterations of the affective-
social dimension [26].

A key finding is cognitive deficit (either inherent to
the disease or caused by the previous treatments received),
since successive episodes of schizophrenia cause cumula-
tive, often irreversible cognitive impairment. In addition,
aggressive and hostile behaviour is often associated with
substance use, such as cannabis, which has a cumulative
negative impact on cognition. Although chronic comor-
bidities are uncommon in this age range, the use of drugs
for other conditions should be considered, particularly for
blood glucose control [12,23,43].

The panel defined the patient with acute schizophre-
nia as requiring immediate therapeutic intervention upon
the onset or intensification of psychotic symptoms. The
therapeutic approach should be comprehensive, addressing
not only positive symptoms but also key prognostic factors
such as low adherence, social-family support, and impaired
patient functionality, cognition, and affectivity.

Actas Esp Psiquiatr 2026;54(4):1331-1349. https://doi.org/10.62641/aep.v54i4.2145 | ISSN:1578-2735

Main Clinical Characteristics, Course, Impact, and
Comorbidities of Schizophrenia are shown in Table 2 (Ref.
[11,23,28,42,43,46,48-52]).

Treatment Strategies

The treatment of schizophrenia is based on the
synergistic combination of antipsychotics and non-
pharmacological therapies [19]. Antipsychotics are the
mainstay of treatment, and SGAs are recommended as
the cornerstone because of their more favourable adverse
effects profile compared with FGAs, particularly as regards
EPS [23,38]. In addition, they address both positive and
some negative symptoms [8,53]. Main pharmacological
recommendations for schizophrenia management are
summarised in Table 3 (Ref. [3,4,6,8,23,27,46,53]).

The treatment plan should be adapted to each individ-
ual patient, taking into account the severity of symptoms,
the side effects profile, current comorbidities and patient
preferences. Patients with a history of metabolic syndrome
may benefit from the use of antipsychotics with a lower risk
of weight gain, such as cariprazine, aripiprazole or lurasi-
done [8,46,54].

Patients should be regularly monitored not only for

1335

© 2026 The Author(s). This is an open access article under the CC BY 4.0 license.


https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/

Luis Gutiérrez-Rojas, et
al. Recommendations

Clinical Utility of Cariprazine in the Management of Acute Schizophrenia: Current Evidence and Practical

Table 2. Main Clinical Characteristics, Course, Impact and Comorbidities of Schizophrenia.

Clinical and functional domain Description

Onset and course

e onset: late adolescence or early adulthood [23,28,46]

e severe, chronic and recurrent disease [28]

e dramatically interferes with developmental milestones (early onset is associated with high disease burden and

disability) [23,28,46]

Nuclear dimensions

e positive: hallucinations, delusions, and thought disturbances [11,28]

e negative: avolition, anhedonia, associability, affective flattening, alogia [11]

e cognitive deficit: central characteristic and predictor of daily functioning [43]

Related events

is substance use [28,48]

e hostility is a symptom domain correlated with aggression. Higher risk if schizophrenia is not treated or there

e affective-social disorders (common reason for behaviour): depression and anxiety [11,28]

Socioeconomic status and impact

e significant impairment of educational functioning [28,46]

e low socioeconomic level, may be a consequence of academic and cognitive/functional impairment [49]

® high economic burden on society (50-80% due to indirect costs such as unemployment and early retirement)

[50]

Comorbidities

e SUDs are a common comorbidity [42,48]

e very common: cannabis and alcohol use [42,48]

@ higher relapse rates [28,48]

e poorer adherence [48]

o stressful or hazardous environments as risks factors [28]

e somatic comorbidities: High risk of metabolic syndrome [23,28,48]

Risk of suicide

Other features e highly heritable [42]

e increased due to lack of adherence and exacerbation of symptoms [51,52]

e interaction of multiple genes with environmental factors [11,42]

e increased mortality and reduced life expectancy [28,46]

SUDs, substance use disorders.

their symptoms of schizophrenia but also for side effects
and treatment adherence. Dosing should be adapted ac-
cording to patient response and tolerability, with the aim
of achieving the minimum effective dose [53].

Intervention as early as possible is advised. Treatment
should be started with SGAs (due to their efficacy and tol-
erability) in monotherapy. The dosage will be gradually ad-
justed to achieve the optimal therapeutic effect while min-
imising adverse effects [4,46,53].

Olanzapine is not recommended for first-line use
in firstepisode schizophrenia (FES) due to its adverse
metabolic effects, including weight gain and the risk of
metabolic syndrome [8,53]. It is reserved for use in cases
of resistance to other treatments [53].

Although the administration of LAI antipsychotics is
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recommended in another setting, their use in FES is more
indicated in patients in whom a high relapse rate is ex-
pected, associated with poor adherence [53].

The treatment of negative symptoms in schizophre-
nia represents a significant challenge and an unmet clinical
need [3,11].

Cognitive impairment is a common feature of
schizophrenia, and is associated with poor functional out-
comes. While there are no specific drugs approved for the
treatment of cognitive impairment in schizophrenia, SGAs
with a favourable cognitive profile are recommended, such
as cariprazine, aripiprazole and lurasidone. In addition,
psychosocial interventions, such as cognitive remediation
and physical exercise should be considered as adjunctive
therapies [10,23,40].
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Table 3. Presents the key recommendations based on the consulted literature.

Recommendation

Rationale

Use second generation antipsychotics as first line
Avoid olanzapine as first line in FES

Clozapine for treatment-resistant schizophrenia
Minimise use of anticholinergics and benzodiazepines
Periodic monitoring and dose optimisation

Early intervention in FES

Consider LAI for non-adherence

Partial adherence

improved cognitive profile and lesser risk of EPS [23]

high burden of metabolic side effects [8]

efficacy in treatment-resistant disease, recommended as third-line therapy [53]

negative impact on cognitive functioning [23]

optimise therapeutic response and minimise side effects [6]

improve long-term outcomes [6,46]

effective in maintaining adherence in difficult cases [4,27]

the long half-life of cariprazine may offer advantages in maintaining therapeutic levels in

partially adherent patients, which could reduce the impact of missed doses [3]

EPS, extrapyramidal symptoms; LAI, long-acting injectable; FES, firstepisode schizophrenia.

1. First Contact

episode or prodromal symptoms).

*Hospital emergencies or referral from primary care (acute

Specifically, cariprazine has been postulated to have a
direct pro-cognitive effect due to its greater affinity for D3
receptors. In animal models, cariprazine has shown pro-

cognitive activity, reversing deficits in working memory,
attention switching and recognition memory [10]. (A quan-

2. Diagnosis and Acute Phase

stabilisation.

*Establishing the diagnosis of schizophrenia. Start of
pharmacological treatment (second-generation
antipsychotics). Frequently, hospitalisation for

titative synthesis of cariprazine efficacy by symptom do-
mains can be found in Table 4, Ref. [1,10,40,41,55-57]).

To minimise cognitive side effects, it is advisable to

minimise drugs with a high cholinergic burden, since they
may worsen cognitive impairment. In addition, the use of

3. Maintenance and Follow-up Phase

occupational therapists.

*Referral to Community Mental Health Units. Outpatient
follow-up with psychiatrists, nurses, psychologists,

benzodiazepines is recommended to be moderate, as they
can also impair cognitive function [23].

In patients with comorbid depression, the literature

recommends the use of antipsychotics with mood stabil-
ising properties, such as quetiapine or the combination of

4. Management of Relapses

adherence is a key risk factor.

olanzapine and fluoxetine, together with adjunctive antide-

*Hospital re-admissions or treatment intensification. Non- pressants if necessary [5 835 9] .

Adults and young people with schizophrenia and reg-

ular substance use or a concomitant substance use disor-

5. Approach to Comorbidities

metabolic) comorbidities.

*High prevalence of psychiatric (depression, anxiety, . . .
substance use disorder) and medical (cardiovascular, cal factors that place them at hlgh risk. These include an

der (SUD; dual diagnosis) are among the most vulnera-
ble groups, with a series of clinical, social and biologi-

increased risk of relapses and hospitalisations, as well as

6. Unmet Needs

symptoms.
*Low adherence to treatment.

interventions.

recovery.

Fig. 2. Flow of patient with acute episode of schizophrenia.

*Suboptimal detection and early management.
*Inadequate approach to negative and cognitive

*Poor integration of psychiatric and somatic care.
*Need for greater integration of psychosocial

*Focus on symptomatic remission versus functional

of symptom exacerbations with an increased risk of mor-
tality and suicide, as well as overall poorer functioning
[12,48,60]. These patients pose a challenge to healthcare
systems, among other aspects, due to their greater medi-
cation adherence problems and poorer outcomes [12]. For
the management of schizophrenia in patients with dual di-
agnosis, partial agonists (cariprazine, aripiprazole) are rec-
ommended as first-line treatment [7,38], in addition to con-
comitant treatment of the addiction.

Women with schizophrenia require an individualised
therapeutic approach due to their differences in metabolism
and tolerance to antipsychotics. Dose adjustment and mon-
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Table 4. Quantitative synthesis of cariprazine efficacy by symptom domains.

Domain hierarchy ~ Clinical domain

Key evidence/study design

Quantitative results (effect size/p-value)

Nuclear dimensions negative symptoms

randomized, double-blind, phase IIIb

LSMD: -1.46; p = 0.002 in the PANSS-PSNS score at

head-to-head study vs. risperidone (n = week 26 [40]

461)

positive symptoms

trials on efficacy and safety

cognitive symptoms

factor in acutely exacerbated patients

Related events hostility

acute schizophrenia

depressive symptoms

post-hoc analysis of the PANSS cognitive

pooled post-hoc analysis of 3 RCTs in

RCT evaluating the MADRS scale

meta-analysis of randomized controlled confirmation of superior efficacy in total symptom reduc-

tion (PANSS total) with a favorable tolerability profile [55]
significantly greater improvement in the cognitive factor
vs. risperidone (LSMD —0.73; p = 0.02) and vs. placebo
[10]

significant reduction in PANSS hostility score vs. placebo
(p < 0.05); superior efficacy demonstrated compared to
aripiprazole [41,56,57]

statistically significant improvements in MADRS total

score vs. placebo from week 2 onwards (p < 0.05) [1]

PANSS, Positive and Negative Syndrome Scale; PANSS-PSNS, positive scale-negative scale; MADRS, Montgomery-Asberg Depression Rating

Scale; LSMD, least squares mean difference; RCT, randomized placebo-controlled trial.

itoring are advised, hormone therapies such as raloxifene
in postmenopausal women should be considered, and an-
tipsychotic drugs should be used with caution during preg-
nancy and lactation, avoiding clozapine because of its po-
tential risk [58]. Psychosocial interventions are an essen-
tial component of integral schizophrenia treatment, improv-
ing the course of the disease and the long-term outcomes
[26]. They help patients manage everyday challenges and
symptoms while pursuing their personal goals, such as ed-
ucation, employment and establishing meaningful relation-
ships. Early implementation is critical in order to prevent
cumulative disability [26].

Cognitive-behavioural therapy (CBT) is recom-
mended as first-line treatment by guidelines such as
National Institute for Health and Clinical Excellence
(NICE) and the Royal Australian and New Zealand Col-
lege of Psychiatrists (RANZCP) [19]. This therapy has
been shown to improve functional outcomes in the real
world, including occupational and social functioning. In
addition, it has been shown to be effective in reducing
positive and negative symptoms, as well as the severity of
general and total psychopathology [19,23].

Cognitive remediation (CR) is the psychosocial inter-
vention with the greatest evidence of efficacy in addressing
cognitive impairment in schizophrenia [23]. Family inter-
ventions and psychoeducation are also crucial, as they im-
prove patient and family functioning and the course of the
disease [26,46].

Other interventions have also been investigated, such
as social skills training, supported employment and as-
sertive community treatment, each of which has shown ben-
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efits in specific areas (sociability and employment) [19,23,
26].

Core Challenges

Despite advances in pharmacology and treatment
guidelines, expert consensus has identified ongoing chal-
lenges and unmet clinical needs that preclude optimising
the prognosis of patients with schizophrenia.

Non-adherence to treatment is highlighted as one of
the main causes of relapses and re-hospitalisations, with
devastating negative consequences for the prognosis, in-
cluding increased psychotic symptoms, cognitive impair-
ment, and greater healthcare costs, as well as a progressive
loss of functionality and capacity for social reintegration
[25].

Factors influencing non-adherence include personal
aspects, particularly lack of awareness of the disease, which
is a critical risk factor for non-adherence. A negative at-
titude towards the medication and concerns about its ne-
cessity contribute to the problem [25,27]. In addition, per-
ceived adverse effects of psychotropic drugs that affect
daily activities or quality of life also have an influence on
adherence. Agitation, EPS, sedation, cognitive and hor-
monal alterations, and metabolic effects are of particular
concern to patients [6].

Forgetfulness caused by the cognitive impairment in-
herent to the disease also negatively influences adherence,
making it a complex and multifactorial problem [25,26].
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Coping skills and the establishment of routines—
factors highly influenced by the functional and psychoso-
cial functioning of the patient—play a key role in adherence
[25,26].

In addition, there are other factors that determine non-
adherence, such as substance use, family and social support,
or accessibility to services that make the problem of adher-
ence in patients with schizophrenia a complex and multi-
factorial problem [25]. Addressing non-adherence requires
identification of the specific reasons and unique needs of
each patient in order to design individualised intervention
strategies [25,26].

Dual diagnosis (DD), refers to the comorbid condition
of the presence of at least one SUD and any other men-
tal illness, including the psychotic and affective categories.
The World Health Organisation (WHO) definition for DD
specifies the “co-existence in the same individual of a SUD
and another psychiatric disorder” [12]. This comorbidity
is markedly high in schizophrenia; almost half of all indi-
viduals diagnosed with schizophrenia also have SUD [12].
The literature shows that 48% of people with schizophrenia
develop a substance addiction at some point in their lives
[12]. Cannabis is often the substance of abuse, a finding
that confirms that this molecule is the most commonly used
worldwide and harms mental health [12].

The presence of dual diagnosis has a considerable clin-
ical and healthcare impact, and is often underdiagnosed and
insufficiently treated, which makes it complex to manage.
As compared to mental disease or SUD alone, DD is asso-
ciated with a delayed diagnosis, worsening of the progno-
sis, and greater complications, such as the exacerbation of
psychiatric symptoms, a greater frequency of hospital ad-
missions, and poorer medication adherence [12].

In addition, dual diagnosis is associated with an in-
crease in aggressive and violent behaviour. The relation-
ship between the two conditions is complex, suggesting
bidirectional models where mental illness may trigger sub-
stance abuse, or vice versa, and both conditions may in-
teract and exacerbate each other. Genetic analyses also
support the existence of an underlying shared biology driv-
ing this overlap of substance dependence and schizophrenia
[12,42].

A crucial challenge identified is that the implementa-
tion of clinical guidelines in the daily practice of acute psy-
chiatric hospitalisation units is not widespread [13]. This
inconsistency in adherence to the guides has direct reper-
cussions on remission rates and quality of care [61]. The
problem does not lie in the lack of knowledge about best
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practices (since there is wide international consensus on the
use of SGAs and clozapine), but in the difficulties for their
effective application in the real world—including lack of
knowledge of the guidelines on the part of clinicians or lim-
ited access to monitoring of specific drugs such as clozapine
[62].

Treatment Optimization and Future Directions

In the opinion of the authors, the recommendations on
the treatment of schizophrenia, both those contained in the
published guidelines and those derived from real-world data
(RWD) studies, suffer from an exclusive focus on patient
clinical criteria. As schizophrenia is a complex disease, the
authors consider that there are a number of other criteria
that should be taken into account when making interven-
tion decisions in people with acute psychotic decompensa-
tions of schizophrenia [6,12,63]. The consensus proposes
an update on the management of these acute decompensa-
tions of schizophrenia, emphasising a comprehensive, indi-
vidualised approach based on symptomatic domains, in or-
der to optimise the patient prognosis and functionality from
the early stages.

Individualised and comprehensive approach: the
treatment plan should be adapted to each individual pa-
tient, considering the severity of symptoms, the side effects
profile, current comorbidities, and patient preferences. A
holistic approach should be adopted that addresses, beyond
positive symptoms, low adherence, social-family support,
functional impairment, cognition, and affectivity [46,54].

Early intervention: intervention should be as early as
possible. This is crucial for recovery and for improving the
long-term outcomes, as early and aggressive intervention
can alter the trajectory of the disease [23,26].

Close monitoring: Close longitudinal follow-up is
mandatory to avoid symptoms exacerbation, prevent re-
lapse, and maintain stable antipsychotic therapy. Follow-up
should be comprehensive, including monitoring of symp-
toms of schizophrenia, side effects, and adherence, in order
to achieve the lowest effective dose. In the FES, recom-
mended follow-up ranges from 2 to 5 years [23,26].

SGAs (amisulpride, quetiapine, risperidone, olanza-
pine, aripiprazole and ziprasidone) are recommended as
first-line pharmacological treatment, especially in the early
stages or in the FES [29]. Partial agonists (cariprazine, arip-
iprazole, brexpiprazole), on the other hand, are effective in
controlling positive symptoms and have shown benefits for
patients with comorbidity due to SUDs [2,6,12]. Specifi-
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cally, cariprazine has demonstrated superior efficacy over
placebo in the control of positive and negative symptoms.
It has also shown comparable efficacy to risperidone or
aripiprazole in reducing positive symptoms [3,10,64]. This
improvement in negative symptoms is associated with its
greater affinity for D3 receptors, and a large controlled
clinical trial demonstrated that this drug may be effective
in controlling predominant negative symptoms in patients
with chronic schizophrenia [10,40].

In the case of refractory schizophrenia, clozapine uni-
versally remains the medication of choice, and should be
started as soon as possible in patients who fail to respond to
two or more previous antipsychotics [65].

In cases where patients show prolonged resistance to
drug treatments, electroconvulsive therapy (ECT) has be-
come a crucial option [23]. Specifically, it has been inves-
tigated as an augmentation to clozapine (ECT in combina-
tion with clozapine) [53]. In addition, ECT has been shown
to help reduce negative symptoms in these patients [7].

In clozapine-resistant patients, ECT has been shown to
improve positive symptoms and overall clinical outcomes.
The literature suggests that ECT may be an effective strat-
egy (particularly in refractory cases, with catatonic-like
symptoms, or with a greater incidence of affective clini-
cal symptoms), particularly when combined with clozap-
ine, because it results in significant clinical improvements
in most patients [23,53].

The treatment of primary negative symptoms remains
a great challenge and an unmet clinical need. Current ther-
apies provide limited improvements and lack standardisa-
tion. These symptoms are associated with poorer functional
outcomes, less remission and poorer quality of life [61].

Compared with FGAs, some SGAs such as cariprazine
and amisulpride have demonstrated greater efficacy in this
domain [66]. This can be attributed to their different phar-
macological profiles, which include lower affinity for the
dopamine D2 receptor and action on other neurotransmitter
systems. Specifically, cariprazine has demonstrated supe-
rior efficacy in the treatment of primary negative symptoms
such as avolition and anhedonia, and is considered a treat-
ment of choice for these symptoms [67].

In this regard, in a randomised, double-blind, phase
IIIb study conducted in 11 countries involving 461 pa-
tients with schizophrenia in which changes in the positive
scale-negative scale (PANSS-PSNS) score were measured,
cariprazine was shown to be more effective than risperidone
in improving predominant negative symptoms in patients
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with schizophrenia [40].

After the literature review, the authors of the work
concluded that cariprazine demonstrated superior efficacy
in the treatment of predominant negative symptoms com-
pared to another second-generation antipsychotic. In this
regard, they suggest that patients who have achieved ade-
quate control of positive symptoms but persist with debili-
tating negative symptoms under another antipsychotic treat-
ment may derive significant clinical benefit when switching
treatment to cariprazine [40].

SGAs such as cariprazine and amisulpride are pre-
ferred over FGAs due to their better functional outcomes
and lesser cognitive impairment. These drugs can help con-
trol negative and affective symptoms by acting upon multi-
ple neurotransmitter systems, including dopamine and sero-
tonin receptors [6,66].

The broader efficacy of cariprazine in the treatment of
affective symptoms may be attributed to its ability to mod-
ulate dopamine and serotonin receptors, which are key tar-
gets in the treatment of mood disorders [38,54].

Although cognitive impairment is a central feature
of schizophrenia, current drugs show little efficacy, and
greater relevance is thus given to non-pharmacological ap-
proaches [26,43,46].

SGAs with a favourable cognitive profile are recom-
mended, such as cariprazine, aripiprazole and lurasidone,
which have a different mechanism of action than traditional
antipsychotics, and have shown a more positive impact on
cognitive function [28].

Evidence from a post-hoc analysis of a Phase III study
suggests that cariprazine significantly improves cognitive
symptoms on the Positive and Negative Syndrome Scale
(PANSS) cognitive factor score. When compared with
risperidone, cariprazine demonstrated greater improvement
in cognitive symptoms, especially in acutely exacerbated
patients [3,10]. Investigators believe that these procogni-
tive effects may be due to partial D3 receptor agonism,
which can enhance dopaminergic neurotransmission in cor-
tical areas of the brain [3,10].

Anxiety and mood disorders are prominent and often
precede psychotic relapses [1]. In this context, FGAs (e.g.,
haloperidol) are used for rapid control of acute agitation,
but carry an increased risk of EPS [29].

Clozapine and intramuscular formulations of some
SGAs (olanzapine and ziprasidone, whose effect only lasts
for a few hours), including LAIs, may be effective in con-
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trolling agitation and aggression in acute situations, gener-
ally with a lower risk of EPS than haloperidol [29].

Cariprazine has shown significant efficacy in reducing
hostility in post-hoc analyses from 3 randomized controlled
trials—an effect related to its partial D3 and D2 agonism
[2,55]. Real-world studies in patients with acute exacerba-
tion of schizophrenia treated with cariprazine have demon-
strated a significant reduction in hostility scores, and also
in positive and negative symptoms [2]

Anxiety and depression are common in schizophre-
nia, aggravate functional impairment and quality of life,
increase suicidal risk, and their therapeutic management is
complicated [29,55].

The clinical management of schizophrenia is compli-
cated by a significant overlap between the negative and de-
pressive domains, which share core features such as anhe-
donia, emotional flatness, anergia and abulia/avolition [1].
The addition of antidepressants (particularly mirtazapine
and fluoxetine) has become an established standard treat-
ment strategy, with various meta-analyses demonstrating
that they are moderately effective in alleviating the bur-
den of negative symptoms compared with antipsychotic
monotherapy [7].

Although the use of antidepressants is considered ef-
fective in the treatment of negative symptoms in general,
their efficacy remains a subject of considerable contro-
versy. In this setting, a meta-analysis conducted in 2025
has suggested that the adjunctive use of mirtazapine and
duloxetine may effectively improve the negative symptoms
of schizophrenia in patients receiving stable antipsychotic
treatment [59].

SGAs are preferred over FGAs because of their better
functional outcomes and lesser cognitive decline. Queti-
apine, lurasidone and aripiprazole have shown efficacy in
reducing depressive symptoms [5,6,23,63].

Another promising atypical antipsychotic is
cariprazine, which in a randomised placebo-controlled trial
showed significant improvements in depressive symptoms
as measured by the Montgomery-Asberg Depression
Rating Scale (MADRS). Patients who received cariprazine
showed greater improvements in the severity of depressive
symptoms compared with patients who received placebo
[1]. Another study confirmed the efficacy of cariprazine
as adjunctive therapy, with significant improvements
in MADRS scores observed as early as week two and
maintained through week six. The 1.5 mg/day dose was
particularly effective, showing a statistically significant dif-
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ference from placebo in reducing depressive symptoms [1].
A summary of recommended pharmacological treatments
for schizophrenia by symptoms domain can be found in Ta-
ble 5 (Ref. [1,3,4,6,7,10,11,23,29,37,40,46,53,59,61,63]).

The treatment of schizophrenia differs significantly
between the FES and subsequent episodes, mainly due to
the different clinical and therapeutic needs at each stage.
The FES represents a critical period for intervention, as
early and aggressive treatment can significantly alter the
disease trajectory. Studies suggest that early intervention
may improve remission and recovery rates compared to
later stages, although the need to investigate and optimise
treatment strategies persists because the remission rates re-
main low [51,68,69].

In contrast, the management of subsequent episodes
focuses on maintenance, prevention of relapse, and the
treatment of resistance. As relapses are common, continued
antipsychotic treatment is recommended to maintain symp-
toms remission [70,71]. In any case, for the management
of subsequent episodes and functional recovery, it is essen-
tial to continue emphasising non-pharmacological interven-
tions, such as CBT and family support, as they help address
the broader psychosocial aspects of the disorder [10,26].

Non-adherence has devastating negative conse-
quences for the patient’s prognosis, including an increased
risk of relapses and hospitalisations, increased psychotic
symptoms and longer periods of remission, higher suicide
rates, greater cognitive impairment, poorer quality of
life, and a direct impact on families and caregivers. In
addition, it is associated with a marked increase in the use
of healthcare services and increases the costs associated
with the treatment of schizophrenia [25].

Coping skills and the establishment of routines—
factors highly influenced by the functional and psychoso-
cial functioning of the patient—play a key role in adherence
[25,26].

LAIs for adherence: LAIs represent a key strategy to
improve adherence and prevent relapse, offering the highest
relapse prevention rates. The risk of re-hospitalisation is
significantly lower with LAI monotherapy than with oral
antipsychotics or no treatment [26,72].

Education and simplification: To improve adherence,
adequate patient and family education about the disease is
required, together with simplification of the treatment reg-
imens [73].

Continuous monitoring: Clinicians should be aware of
the need for early intervention with individualised treatment
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Table 5. Recommended pharmacological treatments for schizophrenia by symptoms domain.

Hierarchy of Symptoms

symptoms domain

Recommended treatments

Comments

Nuclear positive

dimensions  symptoms

First line: SGAs (atypical): risperidone, olanzapine, aripiprazole,
paliperidone, lurasidone, cariprazine [4,46,63].

First-generation antipsychotics (FGAs) such as chlorpromazine,
fluphenazine, etc. They show similar efficacy, but with a higher
incidence of EPS [3,53]. Haloperidol for acute agitation [1,63].
Clozapine: Reserved for treatment-resistant schizophrenia (failure
to >2 antipsychotics with adequate doses and time). It is the most

effective option for resistant positive symptoms [53].

better extrapyramidal side effects profile [3,6,63].

Clozapine requires strict haematological monitor-
ing. The goal is the lowest effective dose to con-

trol symptoms and minimise side effects [53].

negative

symptoms

It is postulated that some SGAs may have a slightly greater effect
on negative symptoms than FGAs, although the evidence is limited
and the effects are modest [11,61,63].

Cariprazine has shown greater efficacy in reducing negative symp-

toms than risperidone and aripiprazole [1,11].

Negative symptoms are difficult to treat pharma-
cologically [3,11,46].

It is crucial to differentiate primary negative
symptoms from secondary negative symptoms
[1,11,61].

cognitive

symptoms

Some SGAs: Lurasidone, cariprazine and other SGAs may have a
slightly better or less detrimental cognitive profile than FGAs, but
the improvements are at best very modest [23,46].

Cariprazine has shown procognitive effects independent of the im-

provement of other symptoms [1,10].

Related aggression/

events hostility

Acute management: Intramuscular antipsychotics (SGAs such as
olanzapine, ziprasidone; FGAs such as haloperidol), often in com-
bination with benzodiazepines (lorazepam IM) [1,63].

Clozapine: Considered the treatment of choice for persistent and
severe aggression, especially in refractory patients [29,63].
Adequate doses of the primary antipsychotic (SGA or FGA) [1,37].
Cariprazine has shown significant reductions in hostility compared

to aripiprazole [40].

anxiety/

depression

Antidepressants (SSRI/SNRI): sertraline, escitalopram, venlafax-
ine etc. They are the treatment of choice for significant comorbid
depressive symptoms, added to the antipsychotic [59].

Some SGAs with antidepressant/anxiolytic effect: Quetiapine: Of-
ten used for its sedative and anxiolytic properties [63]. Lurasi-
done: Has an indication for bipolar depression and has shown ef-
fects on depressive symptoms in schizophrenia [3,6]. Olanzapine:
Approved for bipolar depression [1]. Aripiprazole/brexpiprazole:
Used as adjuvants in major depression [3,63].

Cariprazine shows anxiolytic and antidepressant effects superior to

aripiprazole. Indication in bipolar depression [1,3].

Depression and anxiety are very common in
schizophrenia. It is important to treat these symp-
toms, as they impact functioning and risk of sui-
cide. Some antipsychotics may be intrinsically
helpful, but an additional antidepressant is often
required [1,3,7,63].

SGAs, second-generation antipsychotics; EPS, extrapyramidal symptoms; SSRI, selective serotonine reuptake inhibitor; SNRI, serotonine nora-

drenaline reuptake inhibitor; IM, intramuscular.

plans and continuous monitoring of symptoms and side ef-
fects [23,26,74].

The literature recommends the use of partial ago-
nists (cariprazine, aripiprazole) as first-line treatment for
schizophrenia with SUD. Cariprazine has received partic-
ular attention due to its affinity for D3 receptors, making it
useful for managing cognition and substance use, as sup-
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ported by observational studies in patients with cannabis
use disorder and real-world evidence from clinical practice
[3,10,12,48].

Neuromodulation techniques, particularly repetitive
transcranial magnetic stimulation (rTMS), have shown
promise in reducing craving and use of substances in pa-
tients with schizophrenia, but more research is needed to
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optimise these interventions, and always in combination
with drug treatment [44]. A summary of the practical im-
plementation of strategies for the Spanish National Health
System (SNS) in the management of schizophrenia, can be
found in Table 6 (Ref. [3,27,62,74]).

Discussion

The present review, resulting from a consensus pro-
cess among expert psychiatrists in Spain, provides a com-
prehensive and pragmatic characterisation of the current
management of schizophrenia. This methodological ap-
proach, integrating literature review with clinical experi-
ence, is crucial in an area where the application of guide-
lines is not always widely used. Therefore, the consensus
represents a conscious effort to close the gap between scien-
tific evidence and its practical implementation in the Span-
ish clinical setting.

When interpreting these findings, it is important to dis-
tinguish between primary trial data and post-hoc analyses
(such as those for hostility and cognition), which should
be considered hypothesis-generating. Furthermore, while
real-world evidence provides high external validity for the
Spanish setting, these studies lack the experimental control
of RCTs.

Detailed characterisation of the flow of the patient,
which begins in the emergency room and continues with
a high relapse rate, underscores the need for a paradigm
shift in treatment. Consensus defines adequate interven-
tion as one that transcends the mere remission of positive
symptoms. Treatment success should be measured through
a holistic and functional view, proactively addressing cru-
cial factors such as low adherence, cognitive and functional
impairment, affectivity and social-family support.

This approach is critical because significant chal-
lenges persist in key domains for long-term functionality,
particularly negative symptoms and cognitive impairment.
Non-adherence remains a central challenge, driven by side
effects and lack of awareness of the disease. Table 7 offers a
clear summary of the consensus findings and the proposals
of this review.

The recommendations of the current review are fully
in line with the main international guides for management
of the disease. Organisations such as the American Psychi-
atric Association (APA 2020) [29], the British Association
of Psychopharmacology (BAP 2020) [75], the Canadian
Psychiatric Association (CPA 2017) [76] and RANZCP
(RANZCP 2016) [77] converge on promoting a multi-
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faceted approach [29]. Table 8 (Ref. [3,6,10,12,23,24,29—
32,40,48,64,73]) shows a comparison of the current consen-
sus vs. international clinical guidelines.

Despite advances in the management and develop-
ment of treatments, there are still unmet needs in aspects
such as negative symptom control, cognitive impairment
and dual pathologies, among others [10,12,23,46].

In this context of unmet needs, cariprazine emerges
as a promising treatment option with a broad efficacy pro-
file across multiple symptoms domains [73]: it has demon-
strated superior efficacy to placebo and risperidone in im-
proving predominant negative symptoms in schizophrenia
[48]. Its unique mechanism of action, characterized by
D2/D3 partial agonism and a high affinity for D3 recep-
tors, provides the neurobiological basis for its efficacy in
areas historically resistant to treatment [48]. Specifically,
controlled studies have shown that cariprazine is more ef-
fective than risperidone in improving predominant negative
symptoms, positioning it as a treatment of choice in this do-
main. This finding is crucial, as it represents a significant
advance in an area considered intractable [40].

In addition to its impact on negative symptoms, the ev-
idence suggests that cariprazine improves cognitive symp-
toms, affective symptoms (anxiety and depression) and
is advantageous for the management of dual diagnosis
(schizophrenia and SUD), where partial agonists are the
recommended first line [12,32].

To counteract non-adherence, LAls represent a key
strategy, offering the highest relapse and re-hospitalisation
prevention rates compared to oral formulations [13,28].
The implementation of LATs, along with family psychoedu-
cation and simplification of treatment regimens, is essential
to ensure long-term stability and improve overall function-
ality [72].

The persistence of the gap between evidence and prac-
tice, and the urgent need to manage physical comorbidities,
makes it necessary to focus future research on the science of
implementation and development of integrated care models
for the holistic management of physical and mental health.

Ultimately, this work provides a practical roadmap for
improving the quality of life and long-term prognosis of pa-
tients, highlighting the potential of cariprazine and the need
to prioritise functionality, adherence and psychosocial sup-
port from the early stages.
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Table 6. Practical implementation strategies for the SNS.

Barrier category

Identified challenge

Proposed clinical strategy

Adherence/clinical

lack of disease awareness.

Resource constraints

chotherapy.

System continuity

atric care units and MHUs.

High relapse rates due to non-adherence and

Limited specialized staff for long-term psy-

Fragmented follow-up between acute psychi-

Early LAI transition: Recommend Long-Acting Injectables early in the

course of the disease and simplify oral regimens (e.g., cariprazine’s long

half-life) to mitigate the impact of missed doses [3,27].

Family-centered psychoeducation: Implement structured family interven-

tions, which have shown high efficacy in reducing relapses even in resource-

constrained environments [74].

Shared-care models: Establish “warm handoff” protocols where the first out-

patient visit is scheduled within 7 days of discharge and involve primary care

GPs in metabolic monitoring [62].

LALI long-acting injectable; MHUs, outpatient mental health units; SNS, spanish national health system; GPs, general practitioners.

Table 7. Summary of key findings of the consensus first meeting and proposals of the current review.

Consensus/proposal area

Key findings of consensus/details of proposal

Clinical relevance/implication

Patient flow

Profile of the acute patient

Hospital admission criteria

Disease awareness and ed-

ucation

Treatment approach by

symptoms domains

Adherence strategies

Family support

First contact in the emergency room; relapses due to non-
adherence and substance use; follow-up in MHU for stability
and functionality.

Young people (18-35 years), stable urban/family environ-
ment, frequent unemployment, cumulative cognitive deficits,
history of psychosis, disorganised behaviour.

Severity of symptoms, aggression, physical risk to self/others,
family incapacity for outpatient management; key role of day
hospitals.

Key aspect for adequate management; need for education of

patients and relatives.

Therapeutic intervention targeted to positive, negative, cogni-
tive and affective symptoms, aggression, and factors such as

adherence and social-family support.

Minimising side effects, patient education, simplifying regi-

mens, improving access to care.

Essential for reducing relapses and improving adherence; fam-

ily psycho-education as key strategy.

Guide for therapeutic intervention and optimisation of
resources in the Spanish context, identifying critical
points of intervention.

Identifies vulnerable subgroups and the need for an early
cognitive approach to improve the long-term functional
prognosis.

Provides clear criteria for making admission decisions,
promoting the efficient use of resources and healthcare
alternatives.

Highlights the importance of psycho-education as a cor-
nerstone for adherence and family support, which are key
to the prognosis.

Promotes comprehensive and personalised treatment,
recognising the complexity of the disease beyond pos-
itive symptoms, to improve long-term prognosis and
quality of life.

Addresses one of the main barriers to successful treat-
ment, proposing practical solutions focused on tolerabil-
ity and accessibility.

Highlights the central role of the family as co-therapist
and the need for interventions that strengthen their sup-

port capacity.

MHU, outpatient mental health unit.

Limitations

This review has several limitations that should be con-
sidered when interpreting the findings. First, the consensus
was developed by a panel of six experts, which, while pro-
viding specialized clinical authority, may limit the general-
izability of the practical recommendations to other health-
care settings outside of Spain.

Second, a methodological limitation of the literature
search must be acknowledged. The Boolean search string
utilized was specifically centered on cariprazine-related
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terms and its pharmacological mechanism (e.g., “D3 partial
agonist”). While this focused approach was designed to en-
sure a thorough synthesis of cariprazine’s specific clinical
profile, it may have limited the retrieval of broader com-
parative literature concerning other SGAs. Therefore, the
search should be viewed as a targeted evidence synthesis
rather than a fully comprehensive systematic review of the
entire SGA class.

Furthermore, regarding the evidence for cariprazine’s
clinical utility, several findings related to hostility and cog-
nitive symptoms are derived from post-hoc analyses or
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Table 8. Comparison of the current consensus vs. international clinical guidelines.

Recommendation area

International guidelines (APA,
BAP, CPA, RANZCP)

Current consensus (cariprazine focus)

Alignment innovation (added value)

First-line treatment

Negative symptoms

Cognitive impairment

Dual diagnosis (SUD)

Hostility aggression

Therapeutic adherence

Unanimous recommendation

of SGAs [29].

Identified as an unmet clinical
need; limited evidence for most
SGAs [24].

General recommendation to
use drugs with lower anti-
cholinergic burden [23].
General recommendations for

integrated management [32].

Clozapine for persistent ag-
gression; IM SGAs for acute
agitation [6]

Emphasis on psychoeducation
and use of LAIs [27]

Aligned. Reinforces SGAs as the corner-
stone, prioritizing side-effect profiles from
the onset.
Innovation.  Positions cariprazine as the
treatment of choice based on high-quality
head-to-head evidence vs. risperidone [40].
Specificity. Proposes cariprazine due to its
pro-cognitive effect mediated by D3 recep-
tors, supported by post-hoc analysis [10].
Pragmatism. Recommends partial agonists
(cariprazine, aripiprazole) as specific first-
line treatment for these patients [12,32].
Aligned & expanded. Maintains clozapine
use but highlights hostility reduction with
oral cariprazine in acute patients [30,64]
Strategic. Combines early LAI use with
cariprazine’s long half-life to mitigate the im-

pact of missed doses [3]

Full alignment. Focuses on personalization
based on the acute patient profile [31].
New information. Provides specific effi-
cacy data (LSMD -1.46) not detailed in
older guidelines [40].

Innovation. Links the D3 mechanism with
functional outcomes in the acute phase [10].
New information. Integrates recent real-
world observational evidence on cannabis
use disorder management [48].

Nuanced alignment. Offers an effective oral
alternative for managing hostility outside of
immediate emergencies [30,64]

New information. Proposes treatment regi-
men simplification as a critical implementa-

tion strategy [73]

SGAs, second-generation antipsychotics; LAI, long-acting injectables; SUD, substance use disorder; LSMD, least squares mean difference; APA,

the American Psychiatric Association; BAP, the British Association of Psychopharmacology; CPA, the Canadian Psychiatric Association; RANZCP,

the Royal Australian and New Zealand College of Psychiatrists; IM, intramuscular.

observational/real-world studies rather than primary RCT
endpoints. These exploratory data should be considered
hypothesis-generating and interpreted with caution. Addi-
tionally, many of the cited trials were of relatively short du-
ration, which may not fully reflect long-term maintenance
outcomes. Finally, it is important to disclose that the con-
sensus meetings and communication were facilitated with
practical support from Recordati Spain, although the au-
thors maintain full responsibility for the content and con-
clusions of this review.

Conclusions

The management of schizophrenia in acute psychiatric
care units should abandon the generic approach in favour
of a therapeutic hierarchy based on specific clinical pro-
files. The use of SGAs in monotherapy as first-line treat-
ment is established as an essential measure, prioritising low
doses in the First-episode psychosis (FEP) to preserve long-
term functionality. Among the recommended strategies,
cariprazine is positioned as the treatment of choice for pa-
tients with predominant negative symptoms (GRADE evi-
dence: High), supported by its superiority over risperidone
in randomised clinical trials. To ensure adherence and pre-
vent the “revolving door” effect in the Spanish setting, early
transition to LAIs or the use of long half-life molecules

Actas Esp Psiquiatr 2026;54(4):1331-1349. https://doi.org/10.62641/aep.v54i4.2145 | ISSN:1578-2735

such as cariprazine is recommended, especially in cases of
dual diagnosis (GRADE evidence: moderate). Finally, it
is optional but necessary to integrate psychosocial inter-
ventions (such as family education and cognitive remedi-
ation) and decision algorithms that include preferential re-
ferral to day hospitals to close the gap between the stabil-
isation of positive symptoms and complete functional re-
covery. Cariprazine emerges as a promising option, with
its efficacy in negative symptoms supported by a head-to-
head RCT and its benefits in cognition and hostility further
suggested by post-hoc analysis.
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