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ABSTRACT

The world of psychiatrists and pharmacologists is increasingly striving to find new methods of
intervention and treatment to improve the quality of life of patients with chronic psychiatric diseases
and also to make them more functional and better integrated into society. Thus, more and more
molecules are discovered and approved by the Food and Drug Administration in order to achieve
these purposes. In this paper, we made a descriptive research of four of the newest antipsychotics,
randomly chosen. We selected 38 articles and focused on the forms of presentation, the mechanism
of action, the side effects, the drug interaction and the tolerance profile. Thus, we intend to offer new
perspectives on how diseases such schizophrenia, treatment-resistant depression, bipolar disorder
can be psychopharmacologically approached. The Authors declare that there is no conflict of interest.

Keywords: schizophrenia, antipsychotics, cognitive symptoms, bipolar disorder, resistant
depression.

INTRODUCTION new treatments for schizophrenia, major
depressive disorder and bipolar disorder
which are well known to be difficult to treat

in some cases.

In the late years, pharmaceutical studies
were focused on finding new treatments for
schizophrenia, treatment-resistant depres-

sion or bipolar disorder since they are still a )
Asenapine

Asenapine is an atypical antipsychotic
(serotonin-dopamine antagonist) derived

challenge even for modern psychiatry. Main
targets would be negative and cognitive
symptoms in psychosis that are so difficult to
treat until the present days. Asenapine, brex-
piprazole, cariprazine and lurasidone were
four of the news drugs developed to treat the
above mental illnesses and will be presented
in these review.

from the tetracyclicantidepressant mianserin.
This molecule was approved by FDA (Food
and Drinks Association) in august 2009. The
drug is available as sublingual tablets (5 mg
and 10 mg). It is prescribed in Europe (as
Sycrest) for the treatment of moderate to
severe manic episodes in bipolar I disorder
and in US (as Saphris) for the acute treatment
of schizophrenia and bipolar I disease - with

MATERIALS AND METHODS

The electronic database PubMed was

searched for the most significant articles
on the latest news about drugs studied for
schizophrenia. We choose four of they to be
presented in this research, thus asenapine,
brexpiprazole, cariprazine and lurasidone.
We observed a high interest in the study of

or without psychotic symptoms in adults
and adolescents (10-17 yo). The drug may be
administered as monotherapy or adjunctive
therapy [1-5].

The results of clinical trials conducted
so far show considerable difference between
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Asenapine and placebo group in patients
with manic episode in bipolar I disorder after
2 days of treatment, substantial reduction in
symptoms at 3weeks that have been assessed
with Young Mania Rating Scale (YMRS) and
apparent maintenance of results in 40 weeks
[5].

Other studies show that asenapine is also
effective in managing acute schizophrenia. It
has significantly reduced from baseline the
scores assessed with Positive and Negative
Syndrome Scale (PANSS) at 6 weeks [6, 7].

Even though Asenapine has shown
promising results, further research may be
needed to demonstrate a potential role in
managing borderline personality disorder
and its possible association in treatment of
post-traumatic stress disorder [3].

Asenapine binds with high affinity and
specificity to numerous serotonin (5HT2A,
S5HT2B, 5HT2C, 5HT6 and 5HT7), dopamine
(D2, D3 and D4), noradrenaline (alA and
a2) and histamine receptor subtypes (H1 and
H2). It has a considerably higher affinity for
S5HT2A receptors than D2 receptors [1-4].

As an a2 adrenoceptors antagonist,
Asenapine has not only the potential to
improve the negative symptoms in schizo-
phrenia but also the cognitive function [7].

Its antagonism at the al adrenocep-
tor causes orthostatic hypotension. It must
be mentioned that Asenapine action at H1
receptors causes sedation and is predicted
to cause weight gain. In the therapeutic dose
range, Asenapine has relatively no impact
on muscarinic receptors and thus it has little
anticholinergic side effects [4, 6, 8].

Asenapine was formulated as a sub-
lingual fast dissolving tablet. The starting
dose is 5 mg, the effective dose between 5-10
mg and the maximum daily dose is 20mg
divided into two doses a day in the morning
and in the evening. Its bioavailability is 35%
when administered by transmucosal absorp-
tion, while by oral intake it decreases under
2%. This is caused due to the high hepatic

first pass metabolism of this drug. Food and
liquids intake, immediately after a taking
the drug, can affect the bioavailability, by
increasing the hepatic blood flow and clear-
ance. Hence eating and drinking should be
avoided for 10 minutes after its administra-
tion [1, 6, 9].

Asenapine has fast completely dissolu-
tion (within seconds) and absorption and
reaches the peak plasmatic concentration
in 30 -90 min and a high plasmatic protein
binding 95%." Asenapine is mainly metab-
olized in the liver by CYP1A2 oxidation,
UGT1A4 glucuronidation and to a lesser
extent by CYP3A4 and CYP2D6. Asenapine
itself is the active compound, while its nearly
38 metabolites do not have any considerable
effect. They do not cross blood brain barrier
and they have very low affinity for receptors
[6]. Asenapine half time is about 13-39 h. The
routes of elimination of this drug are both
through urine (50%) and (50%) feces [1, 2].

The most common adverse reactions
associated with asenapine administration
are well known for atypical antipsychotics
such as: somnolence, sedation, extrapyram-
idal symptoms (other than akathisia), ortho-
static hypotension (dizziness pre-syncope,
syncope vasovagal syncope) except for oral
hypoesthesia which is a curious, particular
side effect of asenapine. Patients should be
informed that after Asenepine intake may
have temporary (for about 1 h) sensations of
numbness or tingling of the mouth or throat
[2].

Asenapine has a more favorable weight
gain profile than the other atypical antipsy-
chotics. It has low susceptibility to determine
serious imbalances of metabolic syndrome
such as dysregulation in plasma glucose,
increase of lipid and prolactin level. As about
its pro arrhythmogenic potential, Asenapine
has a mild impact on cardiac function, with
little QTc prolongation [6]. Must be men-
tioned that the side effects mentioned during
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acute phase of Asenapine administration did
not worsen on long term monotherapy [10].

Drug interactions change how the pre-
scribed medication works or increase the
side effects risk. Because Asenapine is metab-
olized in the liver so it is not recommended
for patients with important hepatic dysfunc-
tion because of the excessive increase of its
plasma concentration. On the other hand it is
considered to be safe when used in patients
with renal dysfunction. Because asenapine
is a potent antagonist of alpha 1 adrenergic
receptor thus causing orthostatic hypoten-
sion it is advised not to be used with anti-
hypertensive drugs with adrenergic type of
action [1, 6, 11].

Concomitant prescription of Asenapine
with CYP1A2 inhibitors such as Fluvoxamine
must be made wit caution, because it also
can increase plasma concentration. The same
is to be considered when deciding to asso-
ciate other concurrent CYP2D6 substrates
molecules such as paroxetine or fluoxetine.
Carbamazepine is a potent CYP450 inducer,
increasing hepatic clearance; thus it decreases
plasma concentration of other drugs to sub-
therapeutic levels. Concomitant intake with
other substances that cause dizziness should
be avoided such as opioid cough and pain
relievers, alcohol, marijuana, muscle relax-
ants and antihistamines [12].

Existing data suggest that asenapine is
a potent atypical antipsychotic drug with a
favorable tolerance profile. It is a option to
consider for the acute and maintenance treat-
ment of schizophrenia and for the treatment
of acute manic or mixed episodes of bipo-
lar I disorder especially in patients where
weight gain, dyslipidemia, and endocrine
abnormalities are a concern. Further stud-
ies should be performed to demonstrate the
therapeutic benefit of asenapine in other psy-
chiatric disorders such as PTSD or borderline
personality disorder. However, as with other
antipsychotics, its administration should
be closely monitored for drug-related side

effects and an adequate therapeutic response
achievement.

Brexpiprazole

Brexpiprazole has been approved for
the treatment of schizophrenia in adults by
the Food and Drug Administration (FDA)
on 2015, and in the European Union by the
European Medicines Agency (EMA) on 2018.
It is a partial D, agonist similar to aripipra-
zole, but the difference consists in the fact
that brexpiprazole is a stronger D, antago-
nist compared to aripiprazole, being situ-
ated towards the left, closer to the zone that
depicts total antagonism [13-15].

Brexpiprazole was found to have an equal
high affinity for serotonin 5-HT,, ,, and D,
receptors. Compared to aripiprazole, it has
stronger antagonist properties for 5HT,,
receptors, partial agonist for 5HT, , receptors
and al antagonist to its D, partial agonism.
These actions should demonstrate its proper-
ties as an atypical antipsychotic and to reduce
extrapyramidal syndrome, despite the fact
that its D, antagonism is stronger than that
of aripiprazole. Therefore, brexpiprazole is
expected to have higher antipsychotic prop-
erties for positive and negative symptoms, to
reduce side effects such as akathisia, insom-
nia, restlessness and nausea, to have positive
effects on cognitive impairment, a frequent
trait in psychotic pacients, and to improve
sleep disorders, as well as affective symp-
toms that also can occur in schizophrenia
[14-17].

The effectiveness of brexpiprazole is
demonstrated in acute schizophrenia, par-
ticularly on improvement of negative symp-
toms, scattered thoughts and hostility.
Studies found that compared to aripiprazole,
it has significant amelioration of cognitive
impairment. Moreover, it was discovered
that brexpiprazole improves personal and
social functioning, meaning better relation-
ships and self-care as well as less aggres-
sive behavior. Another benefit compared
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to aripiprazole was the decrease in impul-
sivity, thus decreasing the risk for suicide
and drug use encountered in psychosis.
Concerning relapse time, this new medicine
promises a longer time of disease recurrence.
Brexpiprazole is administered orally once a
day, with or without food, dose titration can
start from 1 mg/day, in psychosis it is recom-
mended that the dose should be increased to
2 mg/day from day 5 to day 7 and up to 4 mg/
day from day 8 [16-18].

For its effects on negative symptomes, this
novel compound is also recommended in
major depressive disorder. These antidepres-
sant effects could be explained by the partial
agonism of 5-HT,, and the antagonism of
5-HT, receptors similar to aripiprazole. It is
used as supplementary to the antidepres-
sants treatment, especially for patients who
present with irritability and anxiety in need
of a certain level of sedation and it helped
improve sleep disturbances. Target dose
is 2 mg per day, dosage can be adequately
increased at weekly intervals [19].

The most common side effect that was
observed in brexpiprazole treatment was:
weight gain. Although it is a more potent his-
tamine H, receptor antagonist than aripipra-
zole, it has a lower affinity for this receptor
by comparison to the D, and 5-HT,, recep-
tors, resulting in a lower risk for sedation
and weight gain. Other studies discovered
that the most frequent side effect was aka-
thisia and other found that akathisia and
extrapyramidal syndrome were more com-
mon when higher doses were administered.
These adverse effects could be linked and
reduced due to a more potent 5-HT,, partial
agonism, 5-HT,, antagonism and noradrena-
line o, receptor than aripiprazole. Headache,
nausea, dyspepsia, diarrhea, agitation and
sedation were also observed. Compared
to other second generation antipsychotics,
glucose intolerance and high levels of lipids
were less frequent and also, high prolactin
levels and effects on the QTc interval [19].

Due to the fact that brexpiprazole is
being metabolized by hepatic enzymes such
as CYP2D6 and CYP3A4, it has multiple drug
interactions with their inhibitors and induc-
ers. Therefore, when combined with strong
CYP3A4 or CYP2D6 inhibitors, the serum
concentration of brexpiprazole is increased
and only a half of the usual dose should be
administered [20].

It is expected in the next years to be given
to children and adolescents and perhaps
being officially recommended as former and
more used medicine, aripiprazole, as brex-
piprazole has antipsychotic, antidepressant
and antimanic effects similar to the previ-
ous, but a better tolerability. For now, it still
has to be tested in adults as new indications
may arise as well as side effects that were less
studied [14].

Cariprazine

Cariprazine has been approved for use
in adults in the United States by the FDA in
2015 for the acute and maintenance treatment
with schizophrenia and for the acute treat-
ment of manic or mixed episodes associated
with bipolar I disorder. In 2019, cariprazine
became FDA-approved as a monotherapy for
bipolar I depression. In the European Union it
has only been authorized by the EMA in 2015
for the acute and maintenance treatment of
schizophrenia in adults [21-23]. It is a dopa-
mine D3-preferring D3/D2 receptor partial
agonist. Small doses have been described to
be sufficient to reach maximal D3 receptor
blockade which could have pro-cognitive,
antidepressant effects and potential impact
on negative symptoms of schizophrenia.
The binding affinity of cariprazine for the
D3 receptor, which is higher than for the D2
receptor, but also higher than dopamine’s
affinity for the D3 receptor, gives cariprazine
a unique pharmacological profile [24, 25].

Cariprazine also acts as a partial ago-
nist for 5-HT1A receptors and antagonist for
5-HT2A and 5-HT2B receptors. Furthermore,
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in vitro studies have recorded it to have
moderate affinity for histamine HI1 recep-
tors and low affinity for 5-HT2C receptors
and alA-adrenergic receptors. It has no sig-
nificant affinity for cholinergic muscarinic
receptors. Moreover, some studies regard-
ing long-term treatment with cariprazine
have reported increased levels of 5-HT1A
and AMPA receptors and decreased levels of
NMDA receptors [26].

The pharmacokinetic properties of oral
cariprazine are characterized by the exist-
ence of two major metabolites (desmethyl
cariprazine and didesmethyl cariprazine).
Following the administration of a single
dose, peak plasma concentration is reached
in 3 to 6 hours. With multiple doses a steady
state is reached in 1 to 2 weeks for caripra-
zine and desmethyl cariprazine and around
4 to 8 weeks for didesmethyl cariprazine. If
the treatment is discontinued, the terminal
half-life of cariprazine is 31.6-68.4 hours, of
desmethyl cariprazine is 29.7-37.5 h, and of
didesmethyl cariprazine is 314-446 h [22, 26].

The effectiveness of cariprazine in schiz-
ophrenia is characterized by a high impact
on cases with predominant negative symp-
toms during the acute or maintenance phase.
It can also be a choice for patients with pre-
dominant positive symptoms during the
acute phase, without having the same trou-
blesome adverse events as other antipsychot-
ics. However, if positive symptoms are very
severe, adjunctive medication may be nec-
essary for the acute phase of the treatment.
Cariprazine may also have a clear impact
on cognitive impairment and reduce hostile
behaviour.

During the trials for acute treatment
with cariprazine of manic or mixed episodes
associated with bipolar I disorder the over-
all improvement of manic symptoms has not
been reported to be associated with wors-
ening depressive symptoms or emerging
depressive symptoms. The highest impact

observed was on the irritability component
[24, 25].

Throughout the treatment evaluation
of bipolar I depression with cariprazine a
reduction of total depressive symptoms has
been ascertained. Additionally, improve-
ment of both anhedonia and cognitive dys-
function was also noted [27, 28].

Cariprazine is administered orally once
daily, with or without food, the recom-
mended starting dosage for the treatment of
schizophrenia being 1.5 mg/day, with titra-
tion possible up to 6 mg/day, depending on
clinical response and tolerability. For the
treatment of acute/mixed mania the start-
ing dose is 3 mg/day going up to 6 mg/day,
while in bipolar depression the starting dose
is 1.5 mg/day with a maximum dose of 3 mg/
day [22, 29].

Cariprazine is cleared by hepatic metab-
olism, primarily by CYP3A4 (and CYP2D6
to a lesser extent). These aspects should
be taken into account because of multiple
possible drug interactions, especially with
CYP3A4 and CYP2D6 inhibitors which
could increase the plasmatic concentrations
and require dose adjustments of caripra-
zine. Co-administration of cariprazine and a
CYP3A4 inducer (e.g. rifampin, carbamaze-
pine) is not recommended [26].

Overall, cariprazine was well toler-
ated with the exception of elderly patients
with dementia-related psychosis. Although
cariprazine has not been approved for use in
this category of recipients, it is worth noting
this type of patients can be at an increased
risk of all-cause death during the treat-
ment with cariprazine. The most commonly
reported side effects were EPS and akathisia.
Small increases in body weight were also
observed. Cariprazine has a low tendency
to cause sedation or somnolence, it does not
modify prolactin levels and it does not pro-
long the QTc interval [23, 27].
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Lurasidone

Lurasidone is an atypical (second-gener-
ation) antipsychotic. It was approved by the
European Medicines Agency in 2014 for the
treatment of schizophrenia in adults. In the
United States it is indicated for the treatment
of schizophrenia in adults (approved by the
Food And Drug Administration — FDA - in
2010) and adolescents aged 13 and older
(since 2017), depressive episode associated
with bipolar I disorder in adults, in either
monotherapy or in combination with lith-
ium and valproate (since 2013), and bipolar
depression in adolescents aged 10 and older
as monotherapy (approved by the FDA in
2018)." Off-label uses include irritability and
anger in autism specter disorder and acute
mania [30-32].

Lurasidone is part of the benzisothi-
azole class of atypical antipsychotic drugs. It
acts as a full antagonist at serotonin 5-HT,,
and 5-HT, and dopamine D, receptors. In
addition, out of all the atypical antipsychot-
ics, Lurasidone is proved to have the high-
est binding affinity for the 5-HT, receptor.
Lurasidone is also a partial agonist at sero-
tonin 5-HT,, receptors [33,34]. The block-
age of dopamine D, and serotonin 5-HT,,
receptors is responsible for reducing positive
symptoms and stabilizing affective symp-
toms, as well as reducing motor side effects.
Antagonism at serotonin 5-HT, receptor
contribute to alleviate negative symptoms,
mood, sleep, cognitive impairment in schizo-
phrenia, bipolar disorder and major depres-
sive disorder. The partial agonism at 5-HT, ,
receptors may be beneficial for mood, anx-
iety and cognition [32]. Lurasidone has low
binding activity on histamine H,, muscarinic
M,, alpha, and alpha,, adrenergic receptors,
which minimizes the risk of sedation, orthos-
tatic hypotension and weight gain associated
with other antipsychotic agents [33, 34].

Lurasidone pharmacokinetic profile is
consistent with once per day administration,
considering its half-life of 18-31h. It reaches

peak serum concentration in 1-3 hours and
it plateaus in 7 days [32]. In a comparison of
administration with food vs. administration
while fasting, mean C__ increases by three
times and the area under the curve doubles
when administered with a meal, regardless
of the fat content. Thus, the recommenda-
tion is to take lurasidone once daily, in the
evening, with a meal [35].

Lurasidone is metabolized primar-
ily by cytochrome P450 enzyme, CYP3A4,
therefore caution is needed when admin-
istered in the presence of strong inducers
or inhibitors of CYP3A4. When used at the
same time with moderate CYP3A4 inhibi-
tors (such as fluvoxamine, verapamil, dilti-
azem), it is recommended to decrease the
dose of lurasidone by half. In contrast, when
used concomitantly with moderate CYP3A4
inducers (modafinil), the lurasidone dose
should be increased accordingly. CYP1A2
does not metabolize lurasidone, therefore
smoking does not affect its pharmacokinet-
ics [36]. Excretion of lurasidone is primarily
in the feces (80%), with 9.2% being excreted
in urine, thus making monitoring necessary
for patients with renal and hepatic, moderate
and severe impairment [30, 32].

The starting dose for schizophrenia
patients is 40 mg/day in adults and adoles-
cents, the maximum dose being 160 mg/day
in adults and 80 mg/day for adolescents.
In bipolar depression, the starting recom-
mended dose in adults and pediatric patients
is 20 mg/day, with a maximum of 120 mg/
day in adults and 80 mg/day in pediatric
patients [30].

In terms of adverse reactions, lurasidone
has a better safety profile when compared
to other second-generation antipsychotics.
When compared to risperidone, quetiapine
or olanzapine, lurasidone has a less signif-
icant risk of weight gain, hyperlipemia,
hyperglycemia or hypercholesterolemia. The
most common side effects in patients with
schizophrenia and in patients with bipolar
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depression are Parkinsonism, sedation, som-
nolence, akathisia, nausea [32].

Lurasidone has been clinically proven
to be beneficial for patients with depressive
episodes associated to bipolar I disorder and
patients with schizophrenia. Studies show
that a majority (80%) of patients with schizo-
phrenia treated with lurasidone achieve opti-
mal response within a dose range of 37-148
mg/day. Patients with bipolar depression
benefit from doses of 20-60 mg of lurasidone
per day [36, 37].

In terms of efficacy and safety of lurasi-
done in the pediatric and adolescent popu-
lation suffering for schizophrenia, studies
demonstrate that lurasidone administered
at fixed doses of 40-80 mg/day provide sig-
nificant improvements in quality of life and
functional ability, with a high tolerability
and minimum effects on weight and met-
abolic parameters [38]. Similarly, another
study conducted on children and adoles-
cents with bipolar depression treated with
lurasidone at 20-80 mg/day, flexibly dosed,
showed a significantly decrease of depres-
sive symptoms, anxiety, and overall illness
severity, and improved measures of quality
of life and global functioning [39].

CONCLUSIONS

As we depicted in these research, hopes
are high for the pharmaceutical treatment of
schizophrenia, major depressive disorder or
bipolar disorder. We can only look forward
to see these medications being studied and
used in children and adolescent populations
also. Since then, a close study at side effects
and other possible therapeutic uses must be
a priority.

REFERENCES

1. Cetin M. Asenapine: A novel hope in the
treatment of schizophrenia and manic and
mixed episodes of bipolar I disorder. Klinik
Psikofarmakol Bulteni. 2013, 23(1):99-106.

2. Stepanova E. Grant B. Findling R.L.
Asenapine treatment in pediatric patients
with bipolar I disorder or schizophrenia: A
review. Paediatr Drugs. 2018, 20(2):121-34.

3. Reyad A.A., Mishriky R. Asenapine:
Pharmacological aspects and role in
psychiatric  disorders. Psychiatr Danub.
2019,31(2):157-61.

4. ShahidM., WalkerG.B.,ZornS.H., Wong E.H.F.
Asenapine: a novel psychopharmacologic
agent with a unique human receptor signature.
J Psychopharmacol. 2009,23(1):65-73.

5. Chwieduk C.M., Scott L.J. Asenapine: a
review of its use in the management of mania
in adults with bipolar I disorder: A review
of its use in the management of mania in
adults with bipolar I disorder. CNS Drugs.
2011,25(3):251-67.

6. Balaraman R., Gandhi H. Asenapine, a new
sublingual atypical antipsychotic. ] Pharmacol
Pharmacother. 2010,1(1):60-1.

7. Franberg O., Wiker C.,, Marcus M.M,,
Konradsson A., Jardemark K., Schilstrom
B.Asenapine, a novel psychopharmacologic
agent: preclinical evidence for clinical effects
in schizophrenia. Psychopharmacology (Berl).
2008, 196(3):417-29.

8. Weber J., McCormack P.L. Asenapine. CNS
Drugs. 2009, 23(9):781-92.

9. Citrome L. Asenapine for schizophrenia and
bipolar disorder: a review of the efficacy
and safety profile for this newly approved
sublingually absorbed second-generation
antipsychotic. Int ] Clin Pract. 2009,
63(12):1762-84.

10. Potkin S.G. Asenapine: a clinical overview. ]
Clin Psychiatry. 2011,72 Suppl 1:14-8.

11. Europa.eu. [cited 2021 Feb 18]. Available from:
https://www.ema.europa.eu/en/medicines/
human/paediatric-investigation-plans/emea-
000228-pip01-08-m04

12. Gonzalez J.M., Thompson P.M., Moore
T.A. Review of the safety, efficacy, and side

38

Romanian Journal of Child and Adolescent Psychiatry



Latest antipsychotics treatment updates

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

effect profile of asenapine in the treatment of
bipolar 1 disorder. Patient Prefer Adherence.
2011,5:333-41.
https://www.ema.europa.eu/en/medicines/
human/EPAR/rxulti

Stephen M. Stahl. Stahl's
Psychopharmacology: Neuroscientific Basis
and Practical Applications. 4th Edition
revised. Cambridge University Press. 2017.
Taro Kishi etal. Aripiprazole vs. brexpiprazole
for acute schizophrenia: a systematic review
and network meta-analysis. Springer-Verlag
GmbH Germany. 2020.

Filipo Corponi et al. Novel antipsychotics

Essential

specificity profile: A clinically oriented re-
view of lurasidone, brexpiprazole, caripra-
zine and lumateperone. European Neuropsy-
chopharmacology. 2019, 29(9):971-985.
Yoshinori Watanabe et al. Brexpiprazole for
the Treatment of Schizophrenia in Adults:
An Overview of Its Clinical Efficacy and
Safety and a Psychiatrist’s Perspective. Drug
Design, Development and Therapy. 2020,14
5559-5574.
James E.
Review in Schizophrenia. Springer Nature
Switzerland. 2020

Judy Hope et al. Brexpiprazole: a new leaf
on the partial dopamine agonist branch.
Australasian Psychiatry 2017, 1-3.
Brexpiprazole: A New Treatment Option
for Schizophrenia and Major Depressive

Frampton. Brexpiprazole: A

Disorder. Annals of Pharmacotherapy. 2017,
51(4): 315-322.
https://www.ema.europa.eu/en/medicines/
human/EPAR/reagila

Stahl S.M., Laredo S., Morrissette D.A.
Cariprazine as a treatment across the bipolar
I spectrum from depression to mania:
mechanism of action and review of clinical
data. Ther Adv Psychopharmacol. 2020, 12.
Taylor D. M., Barnes T. R. E., Young, A. H.
The Maudsley prescribing guidelines in
psychiatry (13th ed.). John Wiley & Sons.
2018.

Campbell R.H., Diduch M., Gardner
K.N., Thomas C. Review of cariprazine in
management of psychiatric illness. Ment
Health Clin. 2018, 23;7(5):221-229.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

Corponi F., Fabbri C., Bitter 1., Montgomery
S., Vieta E., Kasper S. Pallanti S., Serretti
A. Novel antipsychotics specificity profile:
A clinically oriented review of lurasidone,
brexpiprazole, cariprazine and lumateperone.
Eur Neuropsychopharmacol. 2019, 29(9):971-
985.

Garnock-Jones K.P. Cariprazine: A Review in
Schizophrenia. CNS Drugs. 2017, 31(6):513-
525

Fagiolini A., AlcalaJ.A., Aubel T., Bienkiewicz
W., Bogren M.M.K., Gago J., Cerveri G,
Colla M., Sanchez F.C.,, Cuomo A., Helge
F., lacoponi E., Karlsson P.A. Peddu P,
Pettorruso M., Pereira H.J.R., Schdlin ].S.,,
Vernaleken 1.B. Treating schizophrenia
with cariprazine: from clinical research to
clinical practice. Real world experiences
and recommendations from an International
Panel. Ann Gen Psychiatry. 2020, 26;19:55.
Ragguett R.M., McIntyre R.S. Cariprazine for
the treatment of bipolar depression: a review.
Expert Rev Neurother. 2019, 19(4):317-323
Pinto J.V., Saraf G., Vigo D., Keramatian K.,
Chakrabarty T. Yatham L.N. Cariprazine
in the treatment of Bipolar Disorder: A
systematic review and meta-analysis. Bipolar
Disord. 2020, 22(4):360-371.

Sunovion Latuda (Lurasidone HCI) Tablets:
Highlights of Prescribing Information.
Sunovion, 2013. (http://www.latuda.com/
LatudaPrescribingInformation.pdf)
McClellan L., Dominick K.C., Pedapati E.V.,
Wink L.K., Erickson C.A. Lurasidone for the
treatment of irritability and anger in autism
spectrum disorders. Expert Opin Investig
Drugs. 2017, 26(8):985-989.

Stephen M. Stahl. Stahl's  Essential
Psychopharmacology, Prescriber’s Guide,
Children and Adolescents. Cambridge

University Press, 2019. 299-312.

Meltzer H.Y, Massey B.W. The role of
serotonin receptors in the action of atypical
antipsychotic drugs. Curr Opin Pharmacol.
2011, 11(1):59-67.

IshibashiT., Horisawa T., Tokuda K., Ishiyama
T., Ogasa M., Tagashira R., Matsumoto K.,
Nishikawa H., Ueda Y., Toma S., Oki H.,,
Tanno N., Saji L, Ito A., Ohno Y., Nakamura

Volume 8, Issues 1-2, January-June, 2020

39



IGNAT et al.

35.

36.

M. Pharmacological profile of lurasidone,
a novel antipsychotic agent with potent
5-hydroxytryptamine 7 (5-HT7) and 5-HT1A
receptor activity. ] Pharmacol Exp Ther. 2010,
334(1):171-81.

Preskorn S., Ereshefsky L., Chiu Y.Y., Poola
N., Loebel A. Effect of food on the pharma-
cokinetics of lurasidone: results of two ran-
domized, open-label, crossover studies. Hum
Psychopharmacol 2013, 28: 495-505
Madhusoodanan S., Velama U., Parmar J.,
Goia D., Brenner R. A current review of cy-
tochrome P450 interactions of psychotropic

37.

38.

drugs. Ann Clin Psychiatry. 2014, 26(2):120-
38.

Citrome L. Lurasidone for the acute treatment
of adults with schizophrenia: what is the
number needed to treat, number needed to
harm, and likelihood to be helped or harmed?
Clin Schizophr Relat Psychoses. 2012, 6(2):76-
85.

Goldman R., Loebel A., Cucchiaro J., Deng L.,
Findling R. Efficacy and safety of lurasidone
in adolescents with schizophrenia: a 6-week,
randomized placebo-controlled study. 2017,
27(6):516-525.

40

Romanian Journal of Child and Adolescent Psychiatry



