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KEYWORDS Abstract

Asenapine; Introduction: The choice of an antipsychotic should be based on bipolar disorder (BD) symptoms
Bipolar disorder; and the particular needs of each patient, as well as the adverse events potentially associated
Antipsychotic; with treatment. Asenapine is an atypical antipsychotic indicated for the management of type-I
Mania; BD, with distinct pharmacokinetic and receptor affinity profiles.

Mixed episodes Material and methods: Recommendations document developed by a panel of experts with

extensive experience in the use of asenapine in psychiatric care, including emergency depart-
ment, hospital, and outpatient care. Recommendations were discussed in a single meeting and
were based on both the clinical experience of the panel of experts and the empirical evidence
provided in the scientific literature.

Results: The present document describes the patient profile that best suits the pharma-
codynamic characteristics of asenapine, as well as the advantages and limitations of the
pharmacokinetics associated with the sublingual route. The document also addresses the main
safety issues of asenapine and suggests interventions aimed at mitigating the most frequent
adverse reactions associated with asenapine treatment. Finally, the article provides advice on
dosing and overall management of asenapine treatment, including the combination with other
treatments and the switch from other antipsychotics to asenapine.

Conclusions: In this recommendations document, we provide clinicians with guidance on the
use of asenapine in real-life practice, including the identification of patients who best suit the
characteristics of this antipsychotic.
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PALABRAS CLAVE Uso de asenapina en la practica clinica: recomendaciones de un panel de expertos
Asenapina;

Trastorno bipolar;
Antipsicotico;
Mania;

Episodios mixtos

Resumen

Introduccion: La seleccion del antipsicotico adecuado para el tratamiento de pacientes con
trastorno bipolar (TB) debe basarse en los sintomas presentes, asi como en las necesidades
terapéuticas de cada paciente y en los posibles efectos adversos asociados al tratamiento. Ase-
napina es un antipsicotico de segunda generacion indicado para el tratamiento de pacientes
con TB de tipo |, cuyo perfil farmacocinético y farmacodinamico presenta caracteristicas difer-
enciales con respecto al resto de antipsicoticos.

Material y métodos: Este documento de recomendaciones ha sido elaborado por un panel de
expertos con experiencia en el uso de asenapina en los ambitos de la atencion psiquiatrica de
urgencias, hospitalaria y ambulatoria. Las recomendaciones se debatieron en una Unica reunion
y fueron elaboradas a partir de la practica clinica de los expertos y la evidencia proporcionada
por la literatura cientifica.

Resultados: Se describe el perfil de pacientes que mejor se ajusta a las caracteristicas far-
macodinamicas de asenapina, asi como las ventajas y limitaciones del perfil farmacocinético
asociado a la administracion sublingual. Se abordan también las principales caracteristicas de
seguridad de asenapina, asi como las posibles medidas a tomar para mitigar los efectos adversos
mas frecuentes. Finalmente, el documento proporciona una orientacion acerca de la dosifi-
cacion y el manejo general del farmaco, incluyendo las combinaciones con otros farmacos y el
cambio de otros antipsicoticos a asenapina.

Conclusiones: Este articulo proporciona una orientacion para el uso adecuado de asenapina, asi
como para la identificacion de los pacientes en los que este antipsicotico puede resultar mas

adecuado.

© 2018 SEP y SEPB. Publicado por Elsevier Espafa, S.L.U. Todos los derechos reservados.

Introduction

Bipolar disorder (BD) affects between 1% and 2% of the pop-
ulation, and is one of the most debilitating of diseases."?
Although BD was once considered merely a cyclical alterna-
tion of depression, mania and euthymia, clinical experience
and scientific evidence suggest it is a complex disorder that
can present in diverse clinical forms, which go beyond this
conception.®*

In addition to mood stabilisers such as lithium and some
anticonvulsants, atypical or second-generation antipsy-
chotics have been used in recent years to broaden the
range of options for the pharmacotherapeutic approach to
treatment of the disorder.> However, the different phar-
macodynamic profiles of atypical antipsychotics have very
different efficacy and tolerability, therefore the particular-
ities of each must be considered so that they can be used in
the most appropriate way possible.®’

Asenapine is a second-generation antipsychotic approved
in Europe for the treatment of moderate to severe manic
episodes associated with type | BD in adults.? In placebo-
and olazapine-controlled clinical trials, asenapine showed
superiority over placebo at 3 and at 12 weeks.”"" In
comparisons with olanzapine, asenapine showed no lower
efficacy, and less weight gain than that associated with
treatment with olanzapine.'® Moreover, asenapine’s efficacy
in the specific treatment of mania-associated depressive
symptoms was assessed in various post hoc analyses of
placebo-controlled clinical trials. According to these analy-
ses, treatment with asenapine resulted in greater reduction

in depressive symptoms compared to placebo than treat-
ment with olanzapine.'?""

A naturalistic study has recently been published in which
the outcome of treatment with asenapine was assessed
with and without the comorbid use of substances, and an
improvement was observed in global functionality as well as
psychotic, manic, depressive and anxiety symptoms.'® How-
ever, most of the available information on asenapine comes
from placebo-controlled clinical trials."”” The strict selec-
tion criteria of these studies often result in populations that
are too homogeneous, which may not represent the sce-
nario observed in actual clinical practice. In this regard, the
diversity of clinical profiles of BD together with the phar-
macodynamic and pharmacokinetic particularities of each
antipsychotic require a period of experience using the drug
in clinical practice in order to thus optimise its therapeutic
use.’®

Objectives and methodology

This recommendation paper summarises the potential
advantages and disadvantages of the use of asenapine in
clinical practice, and provides tools for practitioners to
better identify the patients who could benefit from this
antipsychotic drug, beyond the information gained from
clinical registration trials.

A panel of expert psychiatrists with clinical experience
in the use of asenapine was formed to prepare the recom-
mendations. A total of six experts were included, practicing
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in various areas of psychiatric care: emergency, hospital,
in-patient/community.

The various aspects of the clinical use of asenapine
were discussed at a single meeting held on 9 December,
2016, in Barcelona. The meeting was structured around
three thematic blocks: (1) indication; (2) tolerability, and
(3) dosage and management. At the start of each block a
summary of the evidence available in the scientific litera-
ture was presented, and at the end of the block the key
ideas were summarised and agreed, along with the most
relevant aspects for drawing up a recommendations doc-
ument. Both the individual contributions of each expert
and the key ideas agreed were summarised in a synthesis
paper that was reviewed individually by the members of
the panel of experts. The final document presents a sum-
mary of the most relevant aspects of asenapine, and general
recommendations for the appropriate clinical use of the
antipsychotic.

Results
Indication

Asenapine is indicated in Europe for the treatment of mod-
erate to severe manic episodes associated with type | BD.2
In addition to BD, the Food and Drug Administration (FDA)
includes schizophrenia as an indication for the drug in the
United States."’

The multipotential nature of asenapine derives from its
affinity for multiple dopaminergic (D,, D; and D4), seroton-
ergic (5HT,4, 5HT2s, 5HT,c, 5HT, and 5HT;) and adrenergic
(ct1a, 024, azg and ayc) receptors.?’ The antimanic activity
of this atypical antipsychotic is associated with high affin-
ity for D2 dopamine receptors, superior to that observed in
other antipsychotics.?"?? In addition to clinical efficacy in
monotherapy, assessed in clinical trials of up to 40 weeks of
follow-up,® 1923 positive results from the use of asenapine as
an adjuvant to treatment with lithium or sodium valproate
have also been reported."!

Beyond the typical symptoms of a manic episode, the
DSM-5 diagnostic criteria for BD cover the presence of addi-
tional characteristics, including anxiety, mixed symptoms,
etc.” Of the different characteristics of BD, management
of episodes with mixed symptoms is particularly complex
due to the coexistence of manic and depressive symptoms,
when exclusively acting on the D, receptors could be coun-
terproductive.

The complementary affinity of atypical antipsychotics for
serotonergic receptors could partially compensate for this
effect, resulting in greater effectiveness in patients with
mixed symptoms. In the case of asenapine, the particularly
multi-receptor profile manifests itself in effective improve-
ment of all Young Mania Rating Scale (YMRS) symptoms,
including those relating to irritability, euphoria and sleep.?
It also has high affinity for the 5HT,, and 5HT,c receptors,
a similar pharmacodynamic profile to that of antidepres-
sants such as mirtazapine, with which it shares similarities
in chemical structure.?22® This pharmacodynamic profile is
consistent with the effect on depressive symptoms associ-
ated with mania observed in post hoc analyses, according
to which treatment with asenapine resulted in a significant

reduction in MADRS scores at 7 and 21 days of treatment.'* ">
In clinical practice, the antidepressant activity of asenap-
ine makes it a good candidate for treating patients with
mixed symptoms.?” In line with this indication, a naturalis-
tic study conducted in Spain on asenapine prescribing habits
revealed that physicians tend to prescribe asenapine for
patients with less severe manic symptoms but with a more
complex clinical profile.? In addition, the multi-receptor
profile of asenapine might also explain the lower intensity
of sedation observed in clinical practice, perceived more as
a “‘calming effect’’. According to present consensus, this
sedative effect, less pronounced than that of other antipsy-
chotics such as quetiapine, has less impact on cognitive
function.

In addition to the differential pharmacodynamic profile,
asenapine has particular pharmacokinetic characteristics.
After sublingual administration, the drug reaches maximum
plasma levels between 0.5 and 1.5h.?° This administration
route is a differential element of asenapine, even compared
to the oral-dispersible formulations (termed ‘‘flash’’) of
other antipsychotic drugs that must ultimately be ingested
for the drug to be absorbed. In a recent study that compared
the speed of action of different antipsychotics, treatment
with asenapine was associated with a significantly higher
rate of response and remission at 4 and 7 days.*° From the
perspective of clinical practice, rapid onset of action has
relevant consequences in different areas of usage of the
drug. In the psychiatric emergency setting, the use of ase-
napine can, in many cases, avoid the need to administer
anxiolytics, so that benzodiazepines, which are often used
to reduce agitation and situations of aggressiveness during
the initial days of administration, are used less.>'"*> The ben-
efits of this pharmacokinetic profile have been observed in
a clinical trial on patients attended in emergency depart-
ments with agitation of diverse causes, where asenapine
showed efficacy comparable to previous studies with intra-
muscular antipsychotics.?' Based on the experience of the
panel of experts in the management of outpatients under
chronic treatment for BD, the speed of action of asenap-
ine enables patients starting a process of decompensation
process to be quickly stabilised. In fact, in some cases the
patients themselves have reported using asenapine as an
alternative rescue medication to benzodiazepines. Finally,
in the experience of the panel of experts in the hospital
setting, because it does not require an initial dosage period
the onset of antimanic activity is accelerated, reducing the
length of hospital stay.

In summary, although asenapine is effective in treating
acute mania in general, it has a differential multi-receptor
profile and is particularly suitable for the treatment of
patients experiencing episodes with mixed symptoms. In
this regard, asenapine is also appropriate for patients with
manic episodes and a more complex symptomatic profile,
where manic symptoms could coexist with manifestations
of dysphoria, anxiety or depression. The sedative effect of
asenapine, characterised by causing less somnolence, is also
beneficial for these patients, who will show better accep-
tance of the drug. Finally, given asenapine’s rapid onset of
action, administering anxiolytics concomitant with the first
doses of antipsychotics, often used to reduce agitation and
situations of aggressiveness, in many cases might not be
necessary. Its rapid onset of action also makes asenapine
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a suitable drug for stable patients starting a process of
decompensation.

Tolerability

In general, the atypical antipsychotics have frequently
been associated with adverse effects, particularly somno-
lence and metabolic disorders such as dyslipidaemia, insulin
resistance and weight gain. In placebo- and olanzapine-
controlled clinical trials, asenapine showed a slightly lower
incidence of somnolence to that observed with olanzapine,
but it was also more transient in nature (it rarely manifested
beyond the first 45 min) and manifested especially during the
first week of treatment.3*34 Based on the risk of somnolence
calculated from the results of controlled clinical trials, ase-
napine has been classified in group of antipsychotics of low
somnolence.®® In clinical practice, the appropriateness of
this sedation profile should be assessed in each patient. In
some cases, a less sedating drug could increase the patient’s
acceptance of the treatment, while reducing its impact on
their quality of life. However, there are cases where longer
or more intense sedation than that observed with asenapine
may be desirable to combat an insomnia disorder associated
with BD.

The low incidence of metabolic disorders is one of the
most remarkable features of asenapine’s safety profile. Irre-
spective of treatment with antipsychotics, BD is associated
with an increased risk of metabolic disorders compared to
that of the general population.3® Furthermore, most of the
drugs indicated for the treatment of BD - including many
antipsychotics and stabilisers — carry a risk of metabolic
syndrome and weight gain.?”>*® In clinical trials performed
with asenapine no significant changes in weight or in lev-
els of triglycerides, LDL cholesterol or HDL cholesterol were
observed.®~""* In comparisons with other atypical antipsy-
chotics, asenapine showed a notably lower incidence of
metabolic effects, especially in the short term. In actual
clinical practice, the reduced impact of asenapine on weight
gain can be seen through follow-up of patients according to
the Spanish consensus on the physical health of the bipolar
patient, which recommends annual monitoring of glucose,
cholesterol and triglyceride levels, and weight monitoring
at each visit.*

Other tolerability problems traditionally associated with
treatment with antipsychotics are the anticholinergic
effects from the affinity of these drugs for muscarinic
receptors.*? Anticholinergic activity, which can be associ-
ated to a greater of lesser extent with both the classic and
the atypical antipsychotics results in an increase in the inci-
dence of symptoms such as dry mouth, constipation, blurred
vision and tachycardia, as well as urinary complications
and cognitive impairments.**~* Unlike other antipsychotics,
asenapine has no appreciable affinity for these receptors,
resulting in a very low incidence of the effects related to
anticholinergic activity.?'

Hyperprolactinaemia is another adverse effect asso-
ciated with certain antipsychotic treatments and which
frequently results in sexual dysfunction, menstrual dis-
turbances, and other risks which, although frequently
underestimated, can potentially be serious (osteoporosis,
possible increased risk of breast cancer, etc.). The recently

published Spanish consensus highlights asenapine as one of
the safest drugs in this regard, along with aripiprazol.“

The most common adverse effects associated with treat-
ment with asenapine are dysgeusia (manifested as an
unpleasant taste in the mouth) and orolingual hypoaesthesia
or paraesthesia, both associated with its sublingual adminis-
tration. In pharmacokinetic studies performed with a small
number of participants, the frequency of oral paraesthesia
varied between 76% and 87%.2%“’ In one of these studies,
performed in healthy volunteers, other sites for the tablet
were tested, such as supralingual (contact of the tablet with
the palate) and oral (placing the tablet under the cheek).
The oral site resulted in similar bioavailability to that of
the sublingual site and an appreciably lower incidence of
paraesthesia.”’ However, these sites have not been studied
in patients with BD, and therefore the therapeutic equiv-
alence of this form of administration is not known. In all
cases, fluid intake immediately after administration of the
drug was associated with a significant decrease in bioavail-
ability, therefore it is important that the patient does not
ingest fluids or food for 10 min following the administration
of asenapine.®?° This requirement makes management of
local adverse effects difficult which, although they do not
usually compromise continuing with the treatment,“® should
be alleviated by preventive intervention. Firstly doctor-
patient communication is essential in managing potential
local effects, since they are often perceived as less intense
if the patient has been informed beforehand of their pos-
sible onset, and that they are self-limiting. In addition, it
is important to administer asenapine after meals and last
in the case of polymedicated patients, whenever possible.
Finally the used of intensely flavoured mouth washes is rec-
ommended before administration of asenapine to improve
the patient’s acceptance of the medication.

Other adverse reactions observed with the long-term use
of asenapine in more than 10% of patients were insomnia,
depression, headache, dizziness, nausea and akathisia.??

In conclusion, asenapine’s tolerability profile stands out
above all due to its low impact on weight gain and metabolic
disturbances. This feature makes it particularly suitable for
patients who experience metabolic syndrome or weight gain
with other antipsychotics, but also for patients diagnosed
at an early age, when metabolic disorders can have a con-
siderable impact on their future health. In any case, it is
highly recommended to carry out the follow-up proposed in
the Spanish consensus on the physical health of the bipolar
patient.*' Another notable aspect of asenapine’s tolerability
is less intense somnolence, with less cognitive impairment
and of a shorter duration than that observed with other
antipsychotics. Possible local discomfort associated with the
sublingual administration could be partially alleviated by
simple measures.

Dosage and management

Starting treatment with asenapine has the advantage of
not requiring dose escalation. The recommended dose for
most patients is 10mg a day divided into two doses of
5mg, although for severe mania it may be advisable to start
treatment with 20 mg a day.? In healthy volunteers, the max-
imum dose of 30 mg a day (outside the range established in
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the datasheet), divided into two doses of 15mg and estab-
lished after gradual escalation, did not give rise to serious
adverse events.” However, all clinical trials with asenapine
have been conducted based on a maximum dose of 20mg a
day.“®%° Asenapine’s half life (approximately 24 h) suggests
that the administration of a single daily dose could be fea-
sible in theory.* Therefore, in milder cases or patients who
want to avoid daytime sedation, administration could be
initiated with a single night-time dose.

The efficacy of sublingual administration is determined
by its being taken correctly, since the drug must not be
swallowed or chewed, and patients must avoid the intake
of food and fluids for 10 min following administration.?26:2°
In addition, and as outlined in the section on safety, when-
ever possible it is preferable to administer asenapine last,
after meals and after other medication.

Asenapine is often administered to patients who are
already being treated with other antipsychotics and require
a change for reasons of safety (weight gain, metabolic
syndrome, etc.), tolerability or lack of efficacy. In these
situations, the indications provided by the Spanish Society
of Psychiatry for changing an antipsychotic might apply to
a switch to asenapine.* Furthermore, it should be borne
in mind that, due to the low affinity of asenapine for
muscarinic receptors, switching from antipsychotics with a
higher anticholinergic profile - such as quetiapine, olanzap-
ine or clozapine - could increase the risk of anticholinergic
withdrawal syndrome, characterised by anxiety, restlessness
and agitation. The safety of switching from other antipsy-
chotics to asenapine was evaluated in a post hoc analysis of
clinical trials that included partially stable patients who had
changed to asenapine.* The analysis showed that in general
it was safe to switch, even in patients who had abruptly dis-
continued treatment with the previous antipsychotic. The
main adverse events presumably associated with this switch
were insomnia, somnolence and headache. Doctor-patient
communication is crucial to a successful switch. In this
regard, adequately preventing the possible onset of some
adverse effects during the period that the patient is taking
two antipsychotics, stressing the transient nature of these
effects, could encourage a more receptive attitude to the
treatment.

In general, the combination of asenapine with other
drugs prescribed for the management of BD has shown no
clinically relevant interactions. The two most significant
interactions described to date are®: (1) with paroxetine
(mediated by CYP2D6, and resulting in increased levels of
paroxetine increasing its efficacy and/or favouring toler-
ance), and (2) with fluvoxamine (mediated by CYP1A2, which
results in increased levels of asenapine that increase the
risk of toxicity). In addition, the sublingual administration
route, which escapes the hepatic first-pass effect, elimi-
nates the risk of pharmacokinetic interactions associated
with affinity for various cytochromes and increases safety in
patients with liver disease. In clinical trials, asenapine has
been combined successfully with lithium and mood stabilis-
ers such as sodium valproate.'' In addition to lithium and
the anticonvulsives, combinations of asenapine with other
antipsychotics, antidepressants and benzodiazepines have
been reported in the area of clinical practice.?

In conclusion, the use of asenapine in manic episodes has
the advantage of not requiring dose escalation. Switching

from other antipsychotics to asenapine presents no sig-
nificant drawbacks if it is carried out according to the
recommendations of the Spanish Society of Psychiatry. How-
ever, it is important to maintain good communication with
the patient, warning them of the possibility of transient
side effects. Treatment with asenapine is globally safe as an
adjuvant to lithium, anticonvulsants, anxiolytics and other
antipsychotics.

Discussion

This article provides a summary of the most noteworthy
characteristics of asenapine, and recommendations for its
use in patients with type | BD in clinical practice after expert
consensus. Given the heterogeneity of the clinical forms of
BD, correctly identifying the set of symptoms that present
is of vital importance in selecting the most suitable antipsy-
chotic for each patient.

The rapid onset of action and the possibility of start-
ing treatment without dose escalation make asenapine an
appropriate drug for acute episodes in general. In addi-
tion, its pharmacokinetic profile is particularly suitable for
patients with agitation, although in the occasional case
of extreme agitation patients might find it difficult to
keep the tablet under the tongue. Finally, its sublingual
administration is useful in patients with swallowing difficul-
ties.

Asenapine has a markedly different pharmacodynamic
profile to that of most atypical antipsychotics. Less pro-
nounced sedation - with less potential impact on cognitive
function - and the drug’s high affinity for certain serotonin-
ergic receptors give it a very favourable pharmacological
profile for patients with mixed symptoms. Asenapine, there-
fore, appears to be especially suitable for patients with
complex clinical symptoms, with manic episodes with dys-
phoria or symptoms of depression. It is also important
to highlight the low impact of asenapine on weight gain
and incidence of metabolic syndrome compared to that
observed with other antipsychotics. The low incidence of
these adverse effects should be taken into account for young
patients in particular, and patients who have gained weight
after treatment with other antipsychotics.

The recommendations put together in this document are
the result of the structured consensus of a group of experts,
and therefore in some cases they have the limitation of
not being explicitly supported by or a direct conclusion
of clinical studies. As we detail in the methods section,
the information published in the scientific literature has
been carefully considered during the preparation of the rec-
ommendations. Nevertheless, given the scant information
published on the use of asenapine in routine clinical prac-
tice, some of the recommendations are based solely on the
personal experience of the members of the panel of experts
in the management of patients with BD. In these cases, the
subjective source of the recommendation has been indi-
cated in the text.

In conclusion, the controlled clinical trials, the observa-
tional studies and the expert consensus set out in this paper
confirm that asenapine is an effective and generally well-
tolerated option in the treatment of mania, with or without
the presence of associated depressive symptoms, due to its
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rapidity of action as well as its low metabolic syndrome risk
profile.
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