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Objective: In a number of controlled clinical trials and naturalistic studies, aripiprazole once monthly (AOM) has been
found to be effective and safe as acute and maintenance treatment options for schizophrenia. However, such clinical
data have been presented in selected patient population (i.e., antipsychotic monotherapy, etc.), in particular, clinical
information on switching to AOM from antipsychotic polypharmacy and/or other long acting injectable antipsychotics
(LAls) has been scarce till today.

Methods: The study period was from the first switching day to AOM up to 12 months in patients with antipsychotic
polypharmacy (APpoly)/LAls (baseline, month 3, month 6, and month 12). Available demographics and clinical in-
formation were retrieved from electronic medical records (EMRs). Available scores of Global Assessment of Functioning
(GAF), Clinical Global Impression-Clinical Benefit (CGI-CB), CGl-severity, Visual Analog Scale on Satisfaction-Patient/Health
Professional (VAS-P/HP), and the Positive and Negative Syndrome Scale-Insigh (PANSS-I) scores were also taken from
EMR. Proportional change of functional impairment before and after AOM was also captured.

Results: Data of 18 patients were available. Most commonly used combined APs before AOM were aripiprazole, blo-
nanserin, quetiapine, and risperidone. At least 2 APs (n = 2.4) were combined before AOM. Scores of GAF (10.7%
increase), CGI-CB (46.2% decrease), VAS-P (47.8% increase), VAS-HP (40.8% increase), and PANSS-I (27.9% increase)
(@ll p = 0.001) were significantly improved from baseline to month 12, respectively. Approximately 59% of patients
improved individual functioning with different level (i.e., employment, back to school, etc.) after AOM treatment at
month 12.

Conclusion: The present study have clearly shown the clinical benefit and utility of switching to AOM for treatment
of patients with APpoly/LAls in routine practice. Subsequent, adequately-powered, well-controlled clinical trials may
be necessary to confirm our findings in near future.

KEY WORDS: Aripiprazole once monthly; Long-acting injectable antipsychotics; Polypharmacy; Clinical utility;
Schizophrenia; Benefit.

INTRODUCTION 2013 for treatment of schizophrenia [1]. It is one of prom-

ising long acting injectable antipsychotics which have

Aripiprazole once monthly (AOM) has been approved many advantages for management of patients with schiz-
ophrenia proven through a number of well-designed con-
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well as shown clear efficacy and safety as acute, main-
tenance, and long-term treatment options for schizo-
phrenia [4-10].

The ultimate goal of treatment for patients with schizo-
phrenia has shifted from remission and response to bio-
logical treatment to recovery of personal, social, and oc-
cupational functional capacity as well as reintegration in-
to public and social community [15]. Indeed a lower pro-
portion of patients regain proper personal and social func-
tioning, while 30% to 70% of patients reach symptomatic
remission after proper antipsychotic treatment [16]. There-
fore, the functional deficits in schizophrenia, independent
of psychopathology, has been considered one of the most
urgent, important and crucial assessments for the efficacy
of antipsychotic therapy [17]. In both pivotal trials [4,5]
and acute study [8], patients’ functioning measured by
Personal and social Performance sale (PSP) was also more
significantly improved in AOM group than in placebo
group. In addition, a recent comparative trial of AOM vs.
paliperidone palmitate (PP), AOM has shown significantly
greater improvement in functioning over PP by difference
of 4.7 point measured by Heinrichs-Carpenter Quality-of-Life
Scale (QLS), in which such difference was more pro-
nounced in patients < 35 years on QLS (10.7 point differ-
ence) [18]. Moreover, such effect was also continued with
small but further improvements in a subsequent 28 weeks
extension study [19]. Additionally, in a recent naturalistic
study investigating the effectiveness of AOM in regular
clinical settings, AOM has also demonstrated its effects on
functioning by 25% increase measured by Global Assess-
ment of Functioning score (GAF) as well as on psychopa-
thology change (33% improvement) measured by Clinical
Global Impression-Severity (CGI-S) score [20]. These fa-
vourable effects of AOM on functioning measured by PSP
score was more prominent in patients < 35 years in a re-
cent post-hoc analysis [17] of an acute phase trial [8] and
52-week extension study [21]. For instance, in an acute
phase trial [8], the improvement of functioning measured
by PSP scores was statistically favourable to AOM over
placebo in patients < 35 years by a difference of 11.1
points, while it was numerically favourable to AOM over
placebo in patients > 35 tears by a difference of 5.9 points.
Furthermore, improvements in both age groups met cri-
teria for a minimally important clinical difference (7—10
points) [18]. Despite of no statistical significance, small
consistent numerical improvements of the PSP score

(approximately 1 point) was also demonstrated in 52-week
extension study [21].

Given that previous findings, AOM has shown its clear
and promising effects on psychopathology and function-
ing in a number of RCTs and naturalistic studies. However,
such clinical efficacy including positive role on function-
ing of AOM have been mainly demonstrated in selected
patient population by rigorous inclusion criteria (i.e., entry
criteria for psychopathology, comorbidity, concomitant
drug, etc.) not reflecting real world patient population.
Additionally strict switching and stabilization period to
oral aripiprazole (monotherapy) from current different an-
tipsychotics and switching schedule to AOM were very
conservative due to their controlled study design
[4,5,8,9,20]. Furthermore, switching from antipsychotic
polypharmacy (APpoly) to AOM has not been demon-
strated yet, as is in switching to different long acting in-
jectable antipsychotics (LAIAs), paliperidone palmitate [22].
In fact APpoly is common in real world practice ranging
from 4% to 70% depending methodologies [23], such
trend was also replicated in many claim-data and cohort
studies [24,25]. Thus accumulation of further clinical in-
formation about switching to AOM from APpoly/LAl should
be necessary to safe use of AOM and proper evaluation of
its effects for such patient population on functioning and
other relevant areas in routine practice.

In fact we previously reported substantial usefulness of
switching to AOM in patients with APpoly/LAl demon-
strating its clinical effectiveness and tolerability by meas-
urements of psychopathology scales and adverse events
(AEs) [26]. Therefore, the present study aimed to test the
clinical utility and benefit of switching to AOM for in pa-
tients who were on APpoly/LAls in routine practice, in
terms of functioning, satisfaction, and acceptability utiliz-
ing several scales which are commonly applied in clinical
practice.

METHODS

The present study was a non-interventional, retrospec-
tive, 12-month, observational study. Various clinical as-
sessments using scales were done during the regular clinic
visits which were the part of routine care (baseline, first
AOM injection, month 3, month 6, and month 12).

Data were collected from January 2017 to August 2019
based on patients” electronic medical records (EMR). Eighteen
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patients EMRs were selected based on the following cri-
teria: 1) any type of the Diagnostic and Statistical Manual
of Mental Disorders 5th edition schizophrenia; 2) patients
who were on 2 or more oral APs (OAPs) or different LAls
(= 3 months) before baseline; 3) patients should have at
least 3 shots of AOM after baseline; 4) patients should
have stable diagnosis of schizophrenia at least for more
than 2 year, and 5) otherwise, no exclusion criteria were
applied to reflect naturalistic treatment setting.

Age, sex, education level, family history, comorbidity,
duration of illness, number of admission, number of treat-
ment failure, and diverse pharmacological data were col-
lected. Available scores of GAF, Clinical Global Impression-
Clinical Benefit (CGI-CB), CGI-S, Visual Analog Scale on
Satisfaction-Patient/Health Professional (VAS-P/HP), and
the Positive and Negative Syndrome Scale (PANSS)-Insight
scores were retrieved at each visit. The PANSS-total,
-positive, -negative, and -general scores as well as CGI-S
score were also collected at each visit. All AEs reported in
EMR were also presented throughout the observation
period.

All patients who had at least 3 shots of AOM were in-
cluded for the outcome and tolerability analyses as priori
definition of inclusion. Last observation carried forward
was applied to impute missing or short follow-up data due
to study period. Descriptive statistics were performed us-
ing the mean + standard deviation and frequency (%) for
continuous and categorical variables for basic demo-
graphics and clinical information. To compare changes in
psychopathology and other clinical outcomes from base-
line to month 12, nonparametric tests were done where
appropriate. For exploratory purposes, a one-way general
linear model was also conducted to see the trend of
time-effects on psychopathology and other clinical out-
comes changes. Group differences by follow-up periods
(up to 12 months vs. < 12 months; = 6 months vs. < 6
months) and illness course (early phase: < 5 years vs. late
phase: > 5 years) in psychopathology and other clinical
outcomes were also compared by nonparametric tests
where appropriate. All statistical tests were two-sided and
a p value of < 0.05 was considered significant.

The study was approved by the institutional review
board (IRB) at Bucheon St. Mary’s Hospital and was con-
ducted in compliance with the Declaration of Helsinki
(IRB no. HC19RESE0089).

REUSLTS

As we reported detailed demographic, clinical and
pharmacological data in our previous study (submitted),
only brief and essential results on them are presented
here. A total of 18 patients were enrolled and took at least
3 shots of AOM during the study. Among 18 patients, 12
(66.7%) completed 12 months full observation. Male pro-
portion was 50% and mean age was 39.6. Duration of ill-
ness, number of admission, and previous treatment anti-
psychotic failure were 7.9 years, 1.2, and 2.2. Only one
patient has family history of psychiatric disorder. Six pa-
tients (33.3%) had comorbid medical conditions and ap-
proximate half of patients (n = 8) had graduated or at-
tended college. Details of major psychometric scales are
represented in Table 1.

The most frequently combined OAPs immediate before
AOM use were, aripiprazole, blonanserin, quetiapine,
and risperidone, while paliperidone palmitate was the only
LAI. The mean numbers of OAPs immediate before AOM were
2.4. The combined mood stabilizers and antiparkinsonian
drugs immediate before AOM were used in 11.1% and
44.4% of patients. The mean dose of AOM and OARP at
baseline were 344.4 mg and 7.2 mg/d, respectively.

PANSS and CGlI Scores

The PANSS total score was significantly decreased by
13.6% from baseline to month 12 (—9.8, p = 0.001).
When it comes to subscores of the PANSS, the PANSS
positive, negative, and general scores all significantly de-
creased by 10.7% (p = 0.015), 21.3% (p = 0.001), and

Table 1. Baseline demographics of the sample

Variable Mean = standard deviation

PANSS total score 71.9+9.2

PANSS positive 199+ 3.6

PANSS negative 24.0+6.1

PANSS general 289+7.4
CGI-S 3.4+0.7
CGI-CB 7.8+15
GAF 49.7 £12.0
VAS-P 4.6+1.1
VAS-HP 49=+1.5
PANSS-Insight 4.3 +1.1

PANSS, The Positive and Negative Syndrome Scale; CGI-S, Clinical
Global Impression-Severity; CGI-CB, CGlI-Clinical Benefit; GAF,
Global Assessment of Functioning; VAS-P/HP, Visual Analog Scale
for satisfaction-Patient/Health professional.
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13.6% (p = 0.001), respectively from baseline to month
12. The CGI-S score was also significantly decreased by
8.8% from baseline to month 12 (—0.3, p=0.008).
When compared the two groups, 12 months completers
showed significantly greater improvements in PANSS total
and negative scores than non-completer, while there
were no group differences in scores of PANSS positive,
general and CGI-S (Supplementary Table 1; available on-
line). In addition, when subdividing patients 6 months
completers and non-completer, there were no group dif-
ferences in all psychopathology scores (data not shown).

GAF Score

The GAF score was significantly increased by 10.9%
from baseline to month 12 (5.4, p = 0.001, Fig. 1).
Furthermore, the linear increase trend was substantial in
change of GAF score during the study period (p = 0.005).
When compared the two groups, 12 months completers
showed significantly greater improvements in GAF score
than non-completer (p = 0.007, Supplementary Fig. 1;
available online). In addition, when subdividing patients
6 months completers and non-completer, there were no
group differences in change of GAF score (Supplementary
Fig. 2; available online).

CGI-CB Score

The CGI-CB score was significantly decreased by
46.2% from baseline to month 12 (—3.6, p=0.001, Fig.
2). Furthermore, the linear decrease trend was substantial

Change of GAF scores at each visit
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Fig. 1. The change of Global Assessment of Functioning (GAF) score
during the study. p = 0.109, 0.007, 0.005, and 0.001 between
baseline to month 3, month 3 to month 6, month 6 to month 12, and
baseline to month 12, respectively, Wilcoxon Signed Rank test; Time
effect, df = 3, F = 6.506, p = 0.005, one way GLM.

in change of CGI-CB score during the study period (p =
0.001). When compared the two groups, 12 months com-
pleters showed significantly greater improvements in
CGI-CB score than non-completer (p = 0.007, Supple-
mentary Fig. 1; available online). In addition, when sub-
dividing patients 6 months completers and non-com-
pleter, there were no group differences in in change of
CGI-CB score (Supplementary Fig. 2; available online).

VAS-P Score
The VAS-P score was significantly increased by 47.8%
from baseline to month 12 (2.2, p = 0.001, Fig. 3).

Change of CGI-CB scores at each visit
87 —e— CGI-CB

CGI-CB score

Baseline Month 3 Month 6 Month 12

Fig. 2. The change of Clinical Global Impression-Clinical Benefit
(CGI-CB) score during the study. p=0.001, 0.003, 0.016, and 0.001
between baseline to month 3, month 3 to month 6, month 6 to month
12, and baseline to month 12, respectively, Wilcoxon Signed Rank
test; Time effect, df = 3, F = 10.682, p=0.001, one way GLM.

Change of VAS-P scores at each visit
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Fig. 3. The change of Visual Analog Scale-Patient (VAS-P) score
during the study. p = 0.001, 0.001, 0.480, and 0.001 between
baseline to month 3, month 3 to month 6, month 6 to month 12, and
baseline to month 12, respectively, Wilcoxon Signed Rank test; Time
effect, df = 3, F = 16.162, p = 0.000, one way GLM.
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Change of VAS-HP scores at each visit
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Fig. 4. The change of Visual Analog Scale-Health Professional
(VAS-HP) score during the study. p=0.001, 0.006, 0.279, and 0.001
between baseline to month 3, month 3 to month 6, month 6 to month
12, and baseline to month 12, respectively, Wilcoxon Signed Rank
test; Time effect, df = 3, F = 9.323, p=0.001, one way GLM.

Furthermore, the linear increase trend was substantial in
change of VAS-P score during the study period (p =
0.000). When compared the two groups, 12 months com-
pleters showed significantly greater improvements in
VAS-P score than non-completer (p=0.018, Supplementary
Fig. 1; available online). In addition, when subdividing
patients 6 months completers and non-completer, there
were no group differences in in change of VAS-P score
(Supplementary Fig. 2; available online).

VAS-HP Score

The VAS-HP score was significantly increased by
10.9% from baseline to month 12 (2.0, p=0.001, Fig. 4).
Furthermore, the linear increase trend was substantial in
change of VAS-HP score during the study period (p =
0.001). When compared the two groups, 12 months com-
pleters showed significantly greater improvements in
VAS-HP score than non-completer (p = 0.010, Supple-
mentary Fig. 1; available online). In addition, when sub-
dividing patients 6 months completers and non-com-
pleter, there were no group differences in in change of
VAS-HP score (Supplementary Fig. 2; available online).

PANSS-Insight Score

The PANSS-Insight score was significantly decreased
by 27.9% from baseline to month 12 (—1.2, p=0.001,
Fig. 5). Furthermore, the linear decrease trend was sub-
stantial in change of PANSS-Insight score during the study
period (p=0.000). When compared the two groups, there

Change of PANSS-Insight score at each visit
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Fig. 5. The change of the Positive and Negative Syndrome
Scale-Insight (PANSS-Insight) score during the study. p = 0.003,
0.025, 0.008, and 0.001 between baseline to month 3, month 3 to
month 6, month 6 to month 12, and baseline to month 12,
respectively, Wilcoxon Signed Rank test; Time effect, df = 3, F =
11.719, p=0.000, one way GLM.

were no group differences in PANSS-Insight score be-
tween 12 months completers and non-completer (Supple-
mentary Fig. 1; available online). In addition, when sub-
dividing patients 6 months completers and non-com-
pleter, there were no group differences in in change of
PANSS-Insight score (Supplementary Fig. 2; available on-
line).

Proportion of patients of functional improvement from
baseline

Functional impairment included failure to work, enjoy
social program/activity, or regularly attend employment
rehabilitation program in routine life; only one patient
had regular job at baseline, while 11 patients were found
to have substantial improvement in functioning with dif-
ferent level at month 12 (for instance, among 11 patients,
4 have regular job, 2 have part-time job, 4 participate in
regular social program provided by local government and
community resources, and 1 attends employment re-
habilitation program (p = 0.002, McNemar Test, Fig. 6).

Correlations between rating scales

When we analysed the correlation between changes in
PNASS positive, negative, and general scores, GAF score,
VAS-P score, PANSS-Insight score from baseline to month
12 after controlling age, sex, duration of illness, treatment
failure number, baseline PANSS total score, and admis-
sion number, there were significant correlations between
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PANSS negative score. The details of results are presented
in Table 2. Briefly, the change of GAF score was sig-
nificantly correlated with PANSS negative, CGI-CB, and
VAS-P/HP scores. In addition, the PANSS-Insight score
was significantly correlated with PANSS negative score.

Proportion of functional impairment before and after AOM
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Fig. 6. The change of proportion of patients of improvement in func-
tional impairment during the study. Functional impairment means
that patients did not have work, enjoy social program/activity, or
regularly attend employment rehabilitation program in routine life
(for instance, among 11 patients, 4 have regular job, 2 have part-time
job, 4 participate in regular social program provided by local
government and community resources, and 1 attends employment
rehabilitation program; Exact significance (two-tailed) = 0.002,
McNemar Test.

AOM, aripiprazole once monthly.

Group differences in rating scales by age

There have been no statistical differences between pa-
tients aged < 35 years and > 35 years in changes of all
rating scale scores from baseline to month 12 in the pres-
ent study. The proportion of patients who regained func-
tional capacity at month 12 was not also significantly dif-
ferent by patients aged < 35 years and > 35 years (data
not shown).

DISCUSSION

Overall switching to AOM in patients with APpoly/LAl
(SWAOM) has clearly shown clinical utility and benefit
assessed by multiple rating scales including GAF, CGI-CB,
VAS-P/HP, and PANSS-Insight scores in the present study.
In addition, 12 months completers have demonstrated
significantly more improvement in GAF, CGI-CB, and
VAS-P/HP scores excluding PANSS-Insight score than
non-completer, indicating that clinical utility and benefit
of SWAOM may be more pronounced by longer main-
tenance treatment than by short-term treatment as ex-
pected by its formulation characteristics and purpose of
the use of AOM. Furthermore, more than half of patients
(10/17) achieved substantial functional improvement
with different level by returning to work, participating so-
cial activities, or back to school after treatment of AOM at
month 12. Such improvement in functioning level also
clearly support the usefulness of SWAOM in daily prac-

Table 2. Correlation between changes in PANSS positive, negative, and general scores, CGI-CB score, GAF score, VAS-P score, and PANSS-Insight

score from baseline to month 12

Parameters PAN‘SS PAN.SS PANSS CGI-CB GAF VAS-P PANSS-Insight ~ VAS-HP
positive negative general
CGI-CB 0.405 0.383 0.633 1.000 —0.702 —0.617 0.176 —0.658
0.191 0.219 0.027° - 0.011° 0.033* 0.584 0.020°
GAF —0.478 —0.647 —0.547 —0.702 1.000 0.674 —0.208 0.767
0.116 0.023° 0.065 0.011° - 0.016° 0.517 0.004°
VAS-P —0.416 —0.712 —0.778 —0.617 0.674 1.000 —0.510 0.762
0.179 0.009° 0.003° 0.033° 0.016° - 0.091 0.004°
PANSS-Insight 0.341 0.612 0.412 0.176 —0.208 —0.510 1.000 —0.181
0.279 0.034" 0.183 0.584 0.517 0.091 - 0.574
VAS-HP —0.314 —0.400 —0.573 —0.658 0.767 0.762 —0.181 1.000
0.321 0.198 0.052 0.020° 0.004° 0.004° 0.574 -

Upper column indicates correlation and lower column indicates significance. Partial correlation after controlling age, sex, admission number,
duration of illness, treatment failure number, and baseline PANSS total score.

PANSS, The Positive and Negative Syndrome Scale; CGI-CB, CGI-Clinical Benefit; GAF, Global Assessment of Functioning; VAS-P/HP, Visual
Analog Scale for satisfaction-Patient/Health professional; -, not available.

“Significant values.
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tice and is in line with previous study results from acute
and long-term RCTs and large naturalistic studies utilized
switching to AOM from antipsychotic monotherapy
[4,5,8,19,20].

In our study, the change of GAF score was 5.4 points
(10.7%) increase from 49.7 at baseline to 55.1 at month
12, which indicates a 1-category improvement from
“serious symptoms or any serious impairment in social,
occupational, or school functioning” to “moderate symp-
toms or moderate difficulty in social, occupational, or
school functioning”. Such difference was smaller than that
from previous study demonstrating 2-category improve-
ment, 12 points increase (24.5%) from 49 to 61 in a recent
naturalistic study conducted in Canada [20]. Such differ-
ence might be originated from different clinical character-
istics of subjects (polypharmacy, duration of illness, age,
sex distribution, and range of GAF, etc.), study design
(heterogeneity of subjects, single-centre vs. multi-centre,
etc.), and sample size, etc. However, based on classi-
fication of GAF by American Psychiatric Association, GAF
score of 55 is the top of moderate impairment level and >
60 points are the indicator of good functioning [27].
Additionally, < 50 points were found to significantly in-
crease a risk of relapse but 51 —60 points of GAF were not
different in the risk of developing relapse, compared to =
60 points [27]. Interestingly = 50 points was also consid-
ered of remission criteria [28]. It is also interesting that
GAF improvement was 14% (6.8 points from 39.4 to 46.2)
in a previous 6-month oral aripiprazole study [29], which
is similar to our findings. Of note, 8 points (16.1%) im-
provement of GAF was found in 12 month completers in
our study, indicating 1.5 folds increase than whole sam-
ple analysis. Given that previous study findings, 12
months of treatment, mean change of approximately 7.0
in GAF from baseline, 20% power, and a coefficient of
variation of 1, the proper sample size should be at least
189 patients, indicating that 5.4 increase of GAF score is
remarkable upon reflection of our small sample size [20].
Significant correlations in the GAF and CGI-S or PANSS
scores, both cross-sectionally and longitudinally was found,
particularly, between GAF and CGI-S scores, which was
also observed in our study [30]. Furthermore, a previous
study roughly assumed that a 0.8-point decrease of CGI-S
may be translated into 10-point increase (one category) in
the GAF, which is equivalent to a 33% decrease in the
PANSS [30]. This is well-reflected in our present study

since the increase of GAF, decrease of CGI-S, and de-
crease of PANSS scores were 5.4-point, 0.3-point, and
13.6%, respectively. Finally, A recent study [31] found,
using equipercentile linking, that a CGI-S of 3 and 4 corre-
sponded to a GAF of 52—54 and 48—51, respectively,
which is more closed to our findings rather than Mustafa
and colleagues study [20].

The CGI-CB has been found to be useful in the assess-
ment of acceptability of treatments in routine practice
since it evaluates both aspects of efficacy and AEs within
very short time [32-34]. A score of 1, indicating greatest
benefit (effectiveness) with least burden (AEs) from treat-
ment, to 10, indicating the least benefit with the greatest
burden. In our CGI-CB score significantly decreased by
46.2% from baseline (7.8 to 4.2) at month 12, < 4 in
CGI-CB is usually considered outweighing therapeutic ef-
fects over AEs [33,35]. The safety and tolerability as well
as profound efficacy of AOM has been well-established in
a number of previous controlled and naturalistic studies
which are in line with the findings from the present study.

Insight is considered one of most important patient fac-
tors influencing treatment outcome since it involves mul-
tidimensional construct that comprises aspects such as
awareness of the disorder and recognition of the need for
treatment [36]. In the present study, the PANSS-Insight
score significantly decreased by 27.9% from baseline at
month 12, indeed it was 4.3 at baseline while 3.1 at
month 12. The change of PANSS-Insight score from 4 to 3
indicates improvement from moderate to mild impair-
ment [37], indeed the PANSS-Insight score of < 4 was
found to have significant moderating effects on subjective
life satisfaction, multiple domain of symptoms, medi-
cation compliance, and daily functioning [28,37].

In the present study, patients” and health professionals’
satisfaction measured by VAS-P/HP were significantly in-
creased by 47.8% and 40.8%, respectively. These im-
provement were also highly correlated with acceptability
and functioning as well as PANSS-negative score in the
present study. The patient-centered approach and ther-
apeutic alliance are considered key to achieving optimal
outcomes in patients with schizophrenia, in particular,
patients’ satisfaction is crucially associated with long-term
outcomes in patients with schizophrenia [38]. In fact,
many studies [39-41] have shown clear improvement of
patients’ satisfaction after switching to LAl from oral
OAPs, interestingly, such patients’ satisfaction maintained
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even in long-term treatment with AOM [41], which also
support the present finding. In addition, multidimensional
superiority of AOM over PP has been clearly found and
maintained for long-term treatment period [19,40].

Finally, our study has many drawbacks for generaliza-
tion. The sample size was not adequately large to detect a
large effect size upon reflection of many rating scales used
in the study, however, we have to consider that SWAOM
has not been studied yet. All the patients were recruited in
one university-based teaching hospital. Naturalistic and
retrospective design could influence outcome results due
to recall bias and lack of control group. Finally, we have
investigated multi-dimensional outcomes including func-
tion, insight, acceptability, and satisfaction which may be
involved in occurrence of multiple comparisons. However,
LAIAs are well-known to increase treatment compliance
and adherence by which patients could maintain medi-
cation effects due to retaining therapeutic drug level
based on the characteristics of such formulation for a cer-
tain period [42]. In addition, LAIAs have also positive po-
tential to improve insight level according to previous
researches. In particular prominent effects of AOM on
function has been consistently replicated even in direct
comparison studies with competitive LAIA [17,19,20].
Furthermore, functioning, insight, and subjective sat-
isfaction are also interactive and well-correlated each oth-
er [37]. Thus, the present study tried to investigate mul-
ti-dimensional outcomes after treatment of AOM to ob-
tain more real world information.

In conclusion, the present study indicates that AOM
may be also clinically beneficial and useful treatment op-
tion in terms of functioning, satisfaction, and acceptability
for patients with currently being treated by antipsychotic
polypharmacy in routine practice without worsening of
psychopathology or causing serious AEs. Adequately-
powered and well-controlled clinical trials would provide
more generalizable information and support the present
findings in near future.
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