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Abstract

Brexpiprazole (BPZ) is a novel antipsychotic drug in the category of serotonin-dopamine
activity modulators (SDAMs). It is expected to be effective in the treatment of
schizophrenia because of its low side effects and its ability to reduce psychosis.
However, clinical data in Japan are still insufficient. We prescribed BPZ to 41
schizophrenic patients; 9 of the 41 dropped out and 32 were retrospectively reviewed for
psychiatric symptoms using the positive and negative syndrome scale (PANSS). The
results showed that there was significant improvement in the total score, the positive
scale, the negative scale and the general psychopathology scale, all after 4 weeks. The
improvement started after 1 week for the total score, the positive scale and the general
psychopathology scale, and after 2 weeks for the negative scale. The results suggest that
BPZ is effective not only for positive symptoms in the acute phase, but also for negative
symptoms after the subacute phase. Further studies are needed to investigate the efficacy
of BPZ by patient's characteristics as well as by sub-items of the PANSS.
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Introduction drug in the world after aripiprazole
(APZ). BPZ acts as a partial agonist at 5-

Brexpiprazole (BPZ) is the second HTIA and D2 receptors and as an

D2 receptor partial agonist antipsychotic antagonist at 5-HT2A  receptors,
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modulating serotonin-dopamine
neurotransmission. Therefore, BPZ is
classed in a new category of serotonin-
dopamine activity modulator (SDAM).
BPZ was approved in the US in 2015 for
two indications: adjunctive treatment of
major depression in adults and
schizophrenia. It was approved in
Canada in 2017 and in Japan in 2018 for
the indication of schizophrenia in adults
[1].

The neurochemical profile shows
that BPZ is equivalent to APZ in its
efficacy. It has also been shown that BPZ
may have fewer side effects, such as
akathisia and extrapyramidal side
effects (EPS), than APZ [2]. However, as
it is still a young drug in Japan, there is
insufficient data and discussion on its
actual clinical use.

In this article, we reportour
findings from prescribing BPZ to
patients with acute or relapse
schizophrenia who are assessed as
requiring a change or addition of
antipsychotics.

Methodology

We prescribed BPZ to 41
schizophrenic patients, starting with 1
mg. For some patients, BPZ was their
first antipsychotic, while for others it
was in combination with or substituted
for other antipsychotics. If the need and
tolerability of BPZ were confirmed by
the attending physician more than one
week after initiation, the BPZ dose was
increased to 2 mg. We evaluated the

Positive and Negative Syndrome Scale
(PANSS) at baseline and after 1, 2, 3 and
4 weeks in 32 patients, excluding 9
patients who dropped out midway
through the study.

The PANSS was scored by the
prescribing  physician based on
interviews with the patients and their
families and caregivers. Wilcoxon’s
signed-rank test was used for statistical
analysis. P-value <0.05 was considered

significant.
Results (Review)

Their top five ranking of
antipsychotic medications taken prior to
BPZ start was: 1st: risperidone
(85.4%=35/41 patients), 2nd: quetiapine
(68.3%=28/41 patients), 3rd: olanzapine
(39.0%=16/41 patients), 4th: aripiprazole
(17%=7/41 patients):
(17%=7/41), 5th: no
antipsychotic medication before starting
BPZ (14.6%=6/41). Note that some
patients were taking more than one

Aripiprazole
previous

antipsychotic medication, so the total
value exceeded 100%.

Of the total of 41 patients
evaluated in this study, nine dropped
out, six because of akathisia and three
lightheadedness.  The
prescription dose of BPZ was 1 mg for

because of

the whole time (including the nine who
dropped out) in 20 patients and
increased to 2 mg in 21 patients. The
gender of the patients was 16 males and
25 females. Inpatients/Outpatients were
14 inpatients and 27 outpatients.
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The ages of the patients were
10~19 years old (2), 20~29 years old (6),
30~39 years old (4), 40~49 years old (10),
50~59 years old (10), 60~69 years old (5),
70~79 years old (3), 80~89 years old (1)
and 90~99 years old (1).

After four weeks of BPZ
treatment, the PANSS showed mean
total score (117.38 + 11.74 vs. 93.01 +
10.97; p < 0.01) (Figure 1), mean positive
scale (30.09 + 4.18 vs. 20.10 + 4.32; p <
0.01) (Figure 2), mean negative scale
(29.53 + 3.64 vs. 24.77+3.23; p < 0.01)
(Figure 3), and mean general
psychopathology scale (57.75+6.24 vs.
48.15+5.79; p < 0.01) (Figure 4).The items
that took one week to start improving
were the mean total score (117.38 + 11.74
vs. 105.66 + 11.75; p < 0.01), the mean
positive scale (30.09 + 4.18 vs. 23.81 +
4.50; p < 0.01) and the mean general
psychopathology scale (57.75 + 6.24 vs.
53.69 £ 6.21; p < 0.05), and 2 weeks was
required for the mean negative scale
(29.53 + 3.64 vs. 28.16 + 3.65; p < 0.05)
(Figure 1 to 4).

Discussion and Conclusion

In this study, it is meaningful that
there was significant improvement in all
four items of the total score, positive
scale, negative scale and general
psychopathology scale after 4 weeks.
However, it is especially noteworthy
that the efficacy of BPZ was rapid,
taking only one week for the total score
and the

positive and  general

psychopathology scales, and 2 weeks for
the negative scale.

Previous studies have shown
similar results. One study assessed BPZ
with the PANSS in the same way as in
the present study, but with different
doses (2-4 mg/day) and duration (6
weeks). The results showed a rapid
improvement in the positive and
negative scales, as in the present study.
This study differs from ours in that it
concluded that there was no
improvement in cognitive function [3].

Some studies suggest that BPZ
may be effective in improving cognitive
function. One study examined the
effects and side effects of BPZ on
agitation in Alzheimer's disease. In this
study, BPZ was prescribed in doses of
0.5 to 2.0 mg and the results were
assessed using the Cohen-Mansfield
Agitation Inventory (CMAI) Cohen-
Mansfield Agitation Inventory (CMALI)
[4]. This study shows that the
prescription of BPZ 2.0 mg is effective in
the agitation of Alzheimer's disease.
Although not approved in Japan, BPZ
has been shown to be effective in the
treatment of treatment-resistant major
depression [5] and bipolar depression
[6], which do not respond to other
antidepressants.

There are also reports that BPZ is
effective for attention-deficit/

hyperactivity ~ disorder and  post-
traumatic stress disorder associated
with domestic violence [7-8], but these
remain at the level of case studies and

require further research.
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We then consider the efficacy and in the acute phase of schizophrenia is
side effects of BPZ, which have been comparable to other second-generation
reported in a wide range of previous antipsychotics such as quetiapine,
studies, some comparing BPZ with aripiprazole and ziprasidone [9].

other antipsychotics. The efficacy of BPZ

Total score
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Figure 1. The graph shows the changes in the total score in PANSS. * Significantly
improved over base (p <0.05). ** Significantly improved over base (p <0.01).
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Figure 2. The graph shows the changes in the positive scale in PANSS. * Significantly
improved over base (p <0.05). ** Significantly improved over base (p <0.01).
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Negative scale
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Figure 3. The graph shows the changes in the negative scale in PANSS. * Significantly

improved over base (p <0.05). ** Significantly improved over base (p <0.01).

General Psychopathology scale
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Figure 4. The graph shows the changes in the general psychopathology scale in PANSS.

* Significantly improved over base (p <0.05). ** Significantly improved over base (p

<0.01)

It has also been reported to
improve symptoms of schizophrenia as
well as prevent relapses [10] and
improve depressive symptoms [11]. In
terms of side effects, it has been
reported to have fewer metabolic and

cardiovascular side effects [9] and to
reduce the risk of extrapyramidal
symptoms, hyperprolactinaemia, weight
gain, psychosis, insomnia,

nausea/vomiting or restlessness [10].
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However, there are both high [9,
11] and low [9] reports of risk for
akathisia, and caution should be
exercised when using BPZ in clinical
practice.

The continuation rate of BPZ in
this study was 32/41 = 78.0%. How
about the continuation rate of BPZ in the
longer term? Two previous studies have
answered this question: one showed a
BPZ retention rate of 68/120 = 57.7%
after 16 weeks [12], and the other
showed a retention rate of 38.6% after 52
weeks [13]. BPZ, like  other
antipsychotics, requires medication
supervision by psychiatrists and co-
medical staff.

The limitation of this study is that
it was a non-blind study. Future studies
should include analyses of patient
characteristics such as age and gender,
BPZ doses, and more sub-items of the
positive and negative scales and the
general psychopathology scale.
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