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Abstract
Background Schizophrenia is a highly heterogeneous disease, and a high percentage of patients are at high risk 
of developing somatic comorbidities, which must be taken into account in disease management and treatment 
selection.

Main body Antipsychotics are often associated with side effects that worsen the somatic comorbidities. Among the 
different options, cariprazine is generally safe and usually well tolerated in both acute and long-term treatment and is 
often a good choice when balancing clinical benefits and side effects. Given the lack of consensus on the priority of 
symptoms to treat and the reasons for switching therapy based on the balance between side effects and symptom 
resolution, twelve psychiatrists met for an expert meeting to discuss the most common and worrisome antipsychotic 
side effects leading to switching, the most important somatic comorbidities, and the best way to address specific 
symptoms in both the acute and maintenance phases of treatment in schizophrenia. Special attention was given to 
metabolic comorbidities, sexual dysfunction, and cardiovascular disease. This paper aims to examine the relationship 
between schizophrenia and specific somatic comorbidities, to discuss how the balance between efficacy and 
tolerability influences treatment choice in the acute and maintenance treatment of schizophrenia, and how these two 
variables may have different priorities at different stages of treatment.

Conclusion The choice of treatment is based primarily on efficacy and tolerability. Cariprazine is beneficial in patients 
with positive and negative symptoms, and it has a side-effect profile with low rates of metabolic side effects, sedation, 
and sexual dysfunction.

Keywords Schizophrenia, Cariprazine, Metabolic comorbidities, Sexual dysfunctions, Cardiovascular diseases, 
Somatic comorbidities, Switch therapy, Antipsychotics
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Introduction
Schizophrenia is a highly heterogeneous disease in terms 
of genetic factors, clinical manifestations, and treat-
ment response. It is typically characterized by a chronic 
course and the need for acute and maintenance treat-
ment [1–5]. According to the World Health Organization 
(WHO), schizophrenia affects approximately 24  million 
people (0.32%) worldwide [6], and patients have an aver-
age life expectancy 14.5 years shorter than the general 
population [7]. More specifically, in economically devel-
oped countries, people with schizophrenia die 20–25 
years prematurely [8] for the same causes of death in 
the general population, e.g., cancer or heart disease [9]. 
Premature mortality in schizophrenia may be related to 
several causes, including long-term antipsychotic use and 
a higher risk of developing cardiovascular, neoplastic, 
and respiratory diseases compared with the general pop-
ulation, a risk not exclusively related to drug treatment 
[10–12]. Importantly, it is under debate the association 
between mortality and the use of antipsychotics. Indeed, 
mortality rates varied in different studies. For example, a 
meta-analysis showed a consistent trend of an increased 
long-term mortality risk in schizophrenia patients who 
did not use antipsychotic medication during follow-up 
[13]. It has also been reported that high exposure to ben-
zodiazepine is associated with a 70% higher risk of death 
compared with no use of it [14]. Nevertheless, other stud-
ies reported that the mortality rate of antipsychotic users 
is lower than that of non-users [15].

Core symptoms of schizophrenia are categorized as 
positive, negative, and cognitive [5, 16–19], and patients 
show significant interindividual differences in both clini-
cal features and neurobiological abnormalities [20]. In 
addition to these symptoms, many patients also reported 
affective symptoms, e.g., depression and anxiety symp-
toms (Emsley et al., 1999). The prevalence of depressive 
symptoms or episodes is of 7 to 75% depending on the 
phases of schizophrenia itself [Subodh B. N., Sandeep 
Grover, Depression in schizophrenia: Prevalence and 
its impact on quality of life, disability, and functioning, 
Asian Journal of Psychiatry, Volume 54, 2020, 102425,  h 
t t p  s : /  / d o i  . o  r g /  1 0 .  1 0 1 6  / j  . a j p . 2 0 2 0 . 1 0 2 4 2 5]. In addition,  d r 
a m a t i c changes in symptoms can occur over time within 
the same individual, with significant interplay between 
different symptom clusters [21]. This heterogeneity 
makes treatment decisions particularly challenging [1].

A high percentage of patients with schizophrenia have 
or are at high risk of developing somatic comorbidities 
[22], which must be taken into account in disease man-
agement and treatment selection. Moreover, antipsychot-
ics are often associated with adverse events, and only 20% 
of patients report favorable treatment outcomes, with the 
remainder experiencing numerous psychotic episodes, 
persistent symptoms and side effects [23]. For example, 

antipsychotic treatment has been associated with side 
effects such as weight gain, dyslipidemia, dysregulation 
of glucose metabolism, QTc prolongation, and sudden 
cardiac death. However, some studies suggest that cer-
tain antipsychotics may have an overall beneficial effect 
on mortality despite the side effects [12, 14, 24, 25]. For 
instance, clozapine, the only drug approved for the treat-
ment of resistant schizophrenia, is associated with many 
tolerability problems, including sedation, hypersalivation, 
postural hypotension, dysphagia, gastrointestinal hypo-
motility, weight gain, diabetes mellitus, dyslipidemia, 
and even rare but very serious adverse reactions such 
as agranulocytosis, cardiomyopathy, myocarditis, pneu-
monia, paralytic ileus, and seizures [26]. Nonetheless, 
clozapine is also associated with the most beneficial out-
comes in terms of reduced mortality [12].

Accordingly, the choice of antipsychotic treatment for 
patients with schizophrenia should consider several fac-
tors, such as (1) history of response to antipsychotics– 
efficacy; (2) side effects of each antipsychotic and history 
of tolerability; (3) symptoms to be improved; and (4) 
obstacles to treatment.

Given the large number of antipsychotics approved for 
the treatment of schizophrenia [27, 28], the need for spe-
cific treatment algorithms based on patient characteris-
tics has been discussed to determine medication choice, 
dosing, switching strategies, duration of treatment, 
concomitant medications, and strategies to promote or 
improve tolerability [29].

Among the different options, cariprazine showed broad 
efficacy and benefit for patients with schizophrenia, with 
relatively strong efficacy against negative and cognitive 
symptoms, resulting in good functional improvements 
[30, 31]. Cariprazine is generally safe and usually well 
tolerated in both acute and long-term treatment [30, 32] 
and is often a good choice when balancing clinical ben-
efits and side effects [28, 33–35].

Currently, there is no consensus on the priority of 
symptoms to treat and the reasons for switching therapy 
based on the balance between side effects and symptom 
resolution. To address this gap, 12 psychiatrists expe-
rienced in the treatment of schizophrenia met for an 
expert meeting to discuss the most common and worri-
some antipsychotic side effects leading to switching, the 
most important somatic comorbidities, and the best way 
to address specific symptoms in both the acute and main-
tenance phases of treatment in schizophrenia. Special 
attention was given to metabolic comorbidities, sexual 
dysfunction, and cardiovascular disease.

The aims of this paper are 1) to examine the relation-
ship between schizophrenia and specific somatic comor-
bidities, such as (a) metabolic syndrome, (b) sexual 
dysfunction, and (c) cardiovascular disease, through a 
narrative review of the existing evidence; 2) to discuss 
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how the balance between efficacy and tolerability influ-
ences treatment choice in the acute and maintenance 
treatment of schizophrenia, and how these two variables 
may have different priorities at different stages of treat-
ment; 3) to discuss the role of cariprazine in the treat-
ment of schizophrenia in the presence of specific somatic 
comorbidities; and 4) to present the consensus reached 
on points 2 and 3 above.

Methods
A bibliographic search of PubMed was conducted by 
two of the authors (AF and AC) from February to March 
2024, including all types of papers written in English 
without restrictions on the year of publication. Differ-
ent combinations of relevant keywords were used, e.g., 
schizophrenia; schizophrenia AND cariprazine; schizo-
phrenia AND therapy; schizophrenia AND metabolic 
comorbidities; schizophrenia AND sexual dysfunction; 
schizophrenia AND cardiovascular diseases; cariprazine 
AND schizophrenia AND metabolic comorbidities; car-
iprazine AND schizophrenia AND sexual dysfunction; 
cariprazine AND schizophrenia AND cardiovascular dis-
eases. Article references were screened for relevant infor-
mation on these topics using titles and abstracts. Further 
full-text screening of previously published review articles 
was performed to identify gaps in the selected literature 
and to comprehensively address the importance of this 
topic.

The results of the literature search were then discussed 
and integrated with the existing knowledge and opinions 
of the participants of an expert meeting held in Milan on 
March 18, 2024. During the meeting, the following topics 
were discussed for consensus.

1. Which of the following treatment-related issues 
is most important to address in the acute and 
maintenance phases for patients with schizophrenia?

i. Efficacy on positive symptoms.
ii. Efficacy on negative symptoms.
iii. Efficacy on cognitive symptoms.
iv. Tolerability.
v. Functioning and Quality of Life.
vi. Efficacy on Psychiatric Comorbidity.

How likely are the treatment regimens to be switched 
due to tolerability issues in the acute and maintenance 
phases?

2. What are the most common or troublesome side 
effects (a) during the acute phase of treatment and 
(b) during the maintenance phase of treatment for 
women and men?

What are the most troublesome side effects for women 
and men during acute and maintenance treatment?

3. What percentage of patients with mild/moderate 
side effects in acute and maintenance therapy do not 
switch therapy, and why?

4. What are the clinical characteristics of patients 
who may benefit most from cariprazine in terms of 
efficacy and tolerability in the acute and maintenance 
phases?

5. What is the main reason why you do not 
immediately switch stable patients with side effects 
during the acute and maintenance phase?

6. What are the most common or important 
somatic comorbidities to consider in patients with 
schizophrenia?

7. What is the best way to address somatic comorbidity 
in patients with schizophrenia?

All participants were asked to discuss the above topics 
based on both the available literature and their clinical 
experience.

Results
Relationship between schizophrenia and specific somatic 
comorbidities
Approximately half of the patients with schizophrenia 
have at least one comorbidity, worsening prognosis and 
contributing to the high rate of morbidity and mortality 
[36]. Some of the extrinsic causes are unhealthy lifestyles, 
smoking, drug use disorders, consumption of fast food, 
lack of exercise and the side effects of pharmacotherapy 
[37, 38].

Craney and colleagues [39] used a modified version of 
the Elixhauser Comorbidity Index in a population-based 
study to assess comorbidities in schizophrenic patients 
(both men and women). They found that 33% of patients 
had at least three comorbidities, compared to 12% of 
healthy controls. Additionally, only 29% of individu-
als with schizophrenia had no claims for comorbidities, 
as opposed to 54% of the control group. The identified 
somatic comorbidities included cardiovascular diseases 
(e.g., heart failure and hypertension), neurological disor-
ders (e.g., paralysis and headache), pulmonary conditions 
(e.g., chronic obstructive pulmonary disease), metabolic 
diseases, renal, gastrointestinal, oncological, sexual disor-
ders, and dependencies on tobacco and drugs [39].

Among them, the most commonly reported are 
somatic comorbidities, sexual dysfunctions, metabolic 
syndromes, and cardiovascular conditions [40].

In the next sections, we will focus on the discussion 
of the impact of these comorbidities on schizophrenic 
patients.
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Schizophrenia and metabolic comorbidities
Patients with schizophrenia may develop metabolic dis-
orders or abnormalities, such as insulin resistance and 
impaired glucose tolerance, during pharmacological ther-
apy (Table 1). It is important to consider that these dis-
orders may already be present before antipsychotic drugs 
are prescribed [41, 42], and it seems that schizophrenia 
itself is a risk factor for metabolic disorders [43–47].

Moreover, patients have a high chance of developing 
metabolic syndrome, even without antipsychotic medica-
tion [48]. Nevertheless, there is an additional increased 
risk of 53.8% for metabolic syndrome among users of clo-
zapine versus 20.7% in the control [49].

According to a large-scale clinical study, up to 60% of 
patients with first-episode drug-naïve schizophrenia have 
at least one of the five components of metabolic syn-
drome (body weight, BMI, total cholesterol, high low-
density lipoprotein [LDL], and decreases in high-density 
lipoprotein [HDL]) compared with only 36% in the gen-
eral population [50].

There is an additional increased risk of 53.8% for meta-
bolic syndrome among users of clozapine versus 20.7% in 
the control [49].

A meta-analysis found that improvements in overall 
symptom severity were associated with increases in body 
weight, body mass index, total cholesterol, and LDL, and 
decreases in HDL levels in 18 commonly used antipsy-
chotics [27].

Schizophrenia and sexual dysfunctions
Sexual dysfunctions are associated with schizophrenia 
[51, 52], with a prevalence of 16–96% [53]. This condition 
may be related to the disease itself (e.g., negative symp-
toms, decreased initiative, and motivation), biological 
vulnerability [54], psychosocial factors, somatic health, 

and the use of psychotropic medications [55]. The asso-
ciation between schizophrenia and sexual dysfunctions is 
present in both sexes [56], with various impacting factors, 
such as age [57], smoking status [58], age of onset, dura-
tion of illness [56], psychopathology, and prolactin levels 
[59] being related to sexual dysfunctions in patients with 
schizophrenia. Additionally, antipsychotic medication is 
a significant risk factor for sexual dysfunction. Long-term 
use of hyperprolactinaemic antipsychotics, such as halo-
peridol, risperidone, paliperidone, amisulpride and oth-
ers, has been linked to drug-induced sexual dysfunctions 
[51, 60–63].

Sexual dysfunctions caused by antipsychotics can be 
divided based on the mechanisms of action of the drugs 
(Table 1).

Liu and colleagues reported that 29.6% male male-
medicated chronic inpatients with schizophrenia experi-
ence global sexual dysfunction, with negative symptoms 
being a risk factor [64].

Different types of dysfunctions affect male and female 
patients differently. For example, low desire affects more 
females than males (10% vs. 5%, respectively).

Interestingly, neither economic conditions nor the type 
of treatment (i.e., classical or atypical antipsychotics) are 
determinant factors for differences in types of sexual dys-
functions [52].

Among adolescents with psychosis, sexual risk behav-
ior is prevalent, and 95% of pregnancies are unplanned 
[65]. Importantly, the management of sexual dysfunc-
tions is also related to patients’ acceptance of the prob-
lem. Montejo and colleagues reported that while 46% of 
patients exhibited sexual dysfunction (50% of males and 
37% of females), only 37% spontaneously reported it, 
and 32% reported poor tolerance, with severity and tol-
erance of sexual dysfunction being worse in males [63]. 

Table 1 Receptor profiles and effects on cardiovascular, sexual and metabolic comorbidities
Comorbidity Receptor profiles Effects
Sexual desire Agonists D2 receptor Increased

Antagonists D2 receptor Decreased
Orgasm 5-HT1a agonists Facilitation

5-HT2 agonists Delay
Sexual behaviour antagonists of 5-HT2a and 5-HT2c Stimulation
Erection, lubrication, and ejaculation alfa1 antagonists Decreased
Peripheral effect Stimulating effects
Erection alfa2 antagonists Stimulation
Sedation H1 antagonists Increased
Erection and the lubrication M1 antagonists Decreased
Cardiovascular comorbidities Agonists D2 receptor Increased

Antagonists D2 receptor Increased
Serotonin receptor agonist Increased

Metabolic dysfunction Agonists D2 receptor Increased
Antagonists D2 receptor Increased
Serotonin receptor agonist Increased
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Furthermore, therapy interruptions due to sexual side 
effects have been noted. For example, Rosenberg and col-
leagues reported that 41.7% of men and 15.4% of women 
stopped their medications because of sexual side effects 
[66].

Schizophrenia and cardiovascular disease
Cardiovascular complications are associated with schizo-
phrenia, with sudden cardiac arrest being a cause of 
death in patients with schizophrenia, having a standard-
ized mortality rate of 4.5 compared to the general pop-
ulation [67]. This association appears to be due to risk 
factors such as obesity or smoking [68], as well as the use 
of some typical and atypical antipsychotics correlated 
with a high rate of sudden cardiac death [69], raised cho-
lesterol/HDL ratio and nicotine addiction. Importantly, 
some risk factors are already present at the onset of the 
psychotic disorder. For example, patients with a first epi-
sode of psychosis were more likely to be cigarette smok-
ers and eat fast food, although these risk factors may be 
explained by unemployment [70, 71].

Antipsychotic agents (Table 1) may be correlated with 
repolarization abnormalities, such as iatrogenic prolon-
gation of the QT interval on the ECG [72]. A high per-
centage of patients treated with antipsychotics present 
QTc prolongation [73], which can lead to polymorphic 
ventricular tachycardia, ventricular fibrillation, and even 
heart arrest [74].

Due to the QT prolongation side effect of some anti-
psychotics, the US FDA has increased concerns about 
this serious issue, leading to the withdrawal of five medi-
cations from the market and product warnings for sev-
eral others, including haloperidol [75]. On the other 
hand, Olsen and colleagues [76] investigated a group of 
second-generation antipsychotics (SGAs), such as ris-
peridone, olanzapine (high doses are associated with QTc 
prolongation), quetiapine and ziprasidone, finding that 
none led to QTc prolongation [77].

Fanoe and colleagues [78] classified different anti-
psychotics into classes A, B, and B* according to their 
reported effects at therapeutic levels on QT interval 
induction, arrhythmia, and cardiac conduction distur-
bances. Clinical monitoring of cardiotoxicity, such as 
creatine kinase, cardiac troponins, and B-type natriuretic 
peptide detection, as well as ECG monitoring, can be 
proposed as important pathological biomarkers [72].

Management of comorbidities in schizophrenic patients
Many of the schizophrenic patients contact the practi-
tioner rather frequently. Patients often experience dif-
ficulties in recognizing and coping with their physical 
problems. Therefore, they often face delays in the diag-
nosis and treatment of such somatic co-morbidities 
[79, 80]. The critical point is that general practices have 

neither specific management policies nor guidelines for 
the diagnosis and treatment of somatic co-morbidity in 
schizophrenia patients, and the development and imple-
mentation of a set of guidelines would improve the qual-
ity of care for schizophrenia patients [48]. Beecroft and 
colleagues suggested that the health needs of patients 
might be better met if the GP adopted a more proactive 
follow-up policy, which encouraged the patient to see 
their GP who was responsible for physical health service 
provision [81]. Nevertheless, this statement is not always 
true since patients could trust only their psychiatrists in 
some case.

Interestingly, Leijala and colleagues [82] investigated 
the associations between somatic comorbidity and anti-
psychotic treatment adherence among patients with 
schizophrenia but, contrary to the reported link between 
somatic comorbidity and poor adherence from Sprah and 
colleagues [83], they did not find evidence to support 
the association. The authors suggested that the factors 
related to somatic comorbidity and psychiatric readmis-
sions among patients with schizophrenia are probably 
quite complex. One explanation could be that patients 
are accustomed to seeking help for medical problems by 
using psychiatric services or may have difficulties using 
other healthcare services [82].

There are interesting data are from Osborn and col-
leagues concerning cardiovascular risk assessment in 
general practice. Indeed, while the interest in risk assess-
ment among the psychotic patients was higher than the 
researchers expected, it was lower than the control group 
and the schizophrenic patients [84].

Even if these patients are less inclined to request medi-
cal assistance [85], when they seek it, the care provided 
is highly valued [86]. It has been reported that patients 
who visit the general practices regularly are often satis-
fied with the care provided. Moreover, their health needs 
may be better met if the general practices applied a more 
proactive follow-up policy which encouraged the patients 
to see their general practices [81].

Importantly, general practices know from experience 
that coming too close to a psychotic or paranoid patient 
can result in his withdrawal from medical care. There-
fore, they need to strongly balance the necessary care 
without losing alliance with the patient [48].

The role of cariprazine in the management of 
schizophrenia
Cariprazine is a new-generation antipsychotic, a dopa-
mine D3/D2 receptor partial agonist, approved by the US 
FDA for the treatment of schizophrenia, manic or mixed 
episodes in adults with bipolar depression, adjunctive 
therapy in major depressive disorders (MDD), and by 
the EMA for the management of schizophrenia [87, 88]. 
Cariprazine shows certain pharmacokinetic (e.g., long 



Page 6 of 10Cuomo et al. Annals of General Psychiatry           (2025) 24:13 

half-life) and pharmacodynamic advantages (e.g., par-
tial agonism at D3 and D2 receptors and low affinity to 
histaminergic, alpha-adrenergic, and cholinergic recep-
tors), leading to relatively good efficacy and tolerability, 
making it one of the drugs of choice in the long-term 
management of schizophrenia [29]. Cariprazine also acts 
as an agonist of serotonin 5-HT1A receptors and as an 
antagonist of the 5-HT2B receptors [89, 90]. Cariprazine 
monotherapy is indicated for patients with schizophre-
nia spectrum disorders, but for partial responses and 
patients with comorbidities, combinations may be neces-
sary [29].

In clinical trials, cariprazine has demonstrated effec-
tiveness across different symptom domains, particularly 
negative symptoms of schizophrenia [16]. Clinical evi-
dence has shown that cariprazine could be especially 
effective on negative symptoms [91], both in patients 
with chronic schizophrenia [92] and in the early stages 
[93]. Studies in patients with schizophrenia demon-
strated significant differences versus placebo on negative 
symptoms at doses as low as 1.5  mg/d [94]. In phase II 
[94] and phase III [95] randomized placebo-controlled 
clinical studies in patients with acute exacerbation of 
schizophrenia, cariprazine was effective and generally 
well tolerated at all doses tested [96]. A recent clini-
cal review highlighted that common side effects of 
cariprazine treatment include akathisia, extrapyramidal 
symptoms, insomnia, headache, dizziness, tremor, and 
gastrointestinal disturbances [97, 98]. Despite these side 
effects being well managed, most patients remained on 
treatment [96]. Importantly, Cariprazine having effect on 
negative symptoms, improve the motivation of schizo-
phrenic patients [Correll, C. U., Demyttenaere, K., Fagi-
olini, A., Hajak, G., Pallanti, S., Racagni, G., & Singh, 
S. (2020). Cariprazine in the Management of Negative 
Symptoms of Schizophrenia: State of the art and Future 
Perspectives. Future Neurology, 15(4).  h t t p  s : /  / d o i  . o  r g /  1 0 
.  2 2 1 7  / f  n l - 2 0 2 0 - 0 0 1 2] and this could in turn be of benefit 
to improve the lifestyle of patients, increment the physi-
cal activity. Physical activity is indeed a critical factor 
for a successful management of the disease since helps 
patients to control physical comorbidities [Arnautovska 
U, Kesby JP, Korman N, Rebar AL, Chapman J, Warren N, 
Rossell SL, Dark FL, Siskind D. Biopsychology of Physi-
cal Activity in People with Schizophrenia: An Integrative 
Perspective on Barriers and Intervention Strategies. Neu-
ropsychiatr Dis Treat. 2022 Dec 15;18:2917–2926. doi:  h 
t t p  s : /  / d o i  . o  r g /  1 0 .  2 1 4 7  / N  D T . S 3 9 3 7 7 5. PMID: 36544549; 
PMCID: PMC9763049].

Cariprazine and metabolic comorbidities
Pilinger and colleagues [27] found that among 18 antipsy-
chotics tested, cariprazine, lurasidone, and ziprasidone 
had the most favorable profiles concerning metabolic side 

effects. Cariprazine was identified as the optimal choice 
for minimizing total cholesterol alterations and showed 
the best overall metabolic outcomes, making it one of 
the safest options for patients at risk of developing meta-
bolic complications. The authors highlighted that select-
ing treatments with fewer metabolic side effects is crucial 
for achieving clinical improvement. Therefore, they rec-
ommended updating guidelines to account for variations 
in metabolic risk, considering individual patient factors, 
clinical circumstances, and the preferences of patients, 
caregivers, and clinicians [27].

More recently, a real-world retrospective observational 
study evaluated cariprazine’s effects on weight and meta-
bolic parameters, reporting that it had a neutral impact 
on both. The study found minimal average weight change 
during cariprazine treatment, with most patients expe-
riencing neither significant weight gain nor loss. Other 
metabolic markers, such as HbA1c, triglyceride levels, 
LDL, and HDL, remained stable throughout treatment 
[99].

Cariprazine and sexual dysfunctions
Antipsychotic-induced prolactin elevation may lead to 
distressing side effects such as menstrual disturbances, 
changes in libido, and erectile dysfunction [100]. Despite 
an association between schizophrenia and breast cancer 
related to long-term use of prolactin-increasing antipsy-
chotics, this correlation does not exist with prolactin-
sparing drugs like cariprazine [12]. Cariprazine does not 
produce hyperprolactinemia [101] and has been observed 
to have low rates of sexual dysfunction and a decrease in 
prolactin levels during treatment [96]. However, a case 
report indicated that cariprazine might be associated 
with hypersexuality behavior [102]. More studies are 
needed to further investigate cariprazine’s effects on sex-
ual functions.

Cariprazine and cardiovascular disease
Cariprazine is effective and well-tolerated in patients 
with a high cardiovascular risk profile [103]. It has a low 
incidence of cardiovascular side effects [104], and treat-
ment with cariprazine did not have significant effects 
on QTc interval or cause arrhythmias in both experi-
mental animals and humans [104]. Cariprazine inhibits 
hERG 1  A and hERG 1  A/3.1 currents in a concentra-
tion-dependent manner without affecting the membrane 
trafficking of these channels [105]. This suggests a lower 
cardiotoxicity risk compared to other antipsychotics.

Consensus results
Based on the results of the discussion on the above top-
ics, 100% agreement was achieved on the following 
issues:

https://doi.org/10.2217/fnl-2020-0012
https://doi.org/10.2217/fnl-2020-0012
https://doi.org/10.2147/NDT.S393775
https://doi.org/10.2147/NDT.S393775
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1. Efficacy on positive symptoms is usually considered 
by practicing clinicians to be the most important 
issue during the acute treatment phase. Tolerability 
is, instead, particularly important in the long-term 
maintenance phase.

2. The most common or bothersome side effects during 
the acute phase are sedation and extrapyramidal 
symptoms. The most common adverse events 
during the maintenance phase are metabolic effects, 
especially in women, while prolactin-related effects 
and sexual dysfunction are usually more concerning 
in men.

3. A large number of patients experience mild, 
moderate or severe side effects in both the acute and 
maintenance phases.

4. In the acute phase, patients who may benefit most 
from cariprazine include those with predominant 
negative or cognitive symptoms and those with any 
other symptom of schizophrenia (including positive 
symptoms) who do not have severe agitation. 
Patients with significant agitation may be treated 
with cariprazine only if it is combined with a sedative 
such as a benzodiazepine or a second antipsychotic. 
In the maintenance phase, the main advantages of 
cariprazine are its relatively favorable side-effect 
profile in terms of low rates of tolerability issues, 
such as metabolic side effects, sedation and sexual 
dysfunction, coupled with a continued good ability to 
treat residual and prevent new negative and cognitive 
symptoms, and an acceptable ability to treat residual 
and prevent new positive symptoms.

5. The majority of patients with mild or moderate 
side effects are usually not immediately switched 
to another antipsychotic during the acute phase, as 
concerns about efficacy usually outweigh concerns 
about tolerability. However, during the maintenance 
phase, when control of acute symptoms is no longer 
a problem, even mild or moderate side effects may 
warrant consideration of a change in medication.

6. The most common or important somatic 
comorbidities to consider in patients with 
schizophrenia are obesity, dyslipidemia, 
hypertension, hyperglycemia and other risks for 
cardiovascular disease.

7. Increased clinician and patient awareness of the 
long-term implications of side effects, such as 
metabolic problems, is associated with a growing 
tendency to consider switching antipsychotics during 
the maintenance phase because of these concerns.

Concluding remarks
The choice of treatment and the decision to change 
an ongoing treatment is based primarily on efficacy 
and tolerability, but the relative weight of efficacy and 

tolerability differs in the acute and maintenance phases. 
Most patients develop and continue to experience side 
effects. In the acute phase, the treatment of symptoms is 
often the main priority, with particular attention to posi-
tive symptoms, while tolerability issues and side effects, 
unless severe, are of lower priority. In the maintenance 
phase, even side effects, such as metabolic problems, are 
of greater concern because of their high long-term risk. 
Cariprazine, with its relatively favorable tolerability pro-
file compared to a number of other antipsychotics, is 
usually considered a favorable choice. In the acute phase, 
cariprazine is particularly beneficial in patients with pre-
dominantly negative or cognitive symptoms and for dual 
disorder patients. This drug is usually effective for posi-
tive symptoms as well, but in patients with significant 
agitation, it should usually be combined with a medica-
tion such as a benzodiazepine or a second antipsychotic. 
In the maintenance phase, the advantages of cariprazine 
include a favorable side-effect profile with low rates of 
metabolic side effects, sedation, and sexual dysfunction 
and continued efficacy in the treatment and prevention 
of negative and cognitive symptoms as well as positive 
symptoms.
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