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Long-Acting Injectable Antipsychotics:
An Underutilized Treatment Option

Stephan Heres, MD

In this issue, Kane and colleagues' report on the efficacy
of aripiprazole long-acting injection (LAI) in the
treatment of an acute episode of schizophrenia. At 10 weeks
of treatment, both psychopathology and functioning were
improved in patients treated with aripiprazole compared to
placebo, with an acceptable tolerability and safety profile.
The outcomes suggest that aripiprazole long-acting is a viable
treatment option for patients experiencing an acute episode
of schizophrenia. Yet, the proof of aripiprazole’s efficacy as
a long-acting compound in this treatment scenario is only
1 lesson we learn from this important work, and in my view
there are several other aspects the reader should consider.

Long-acting injections are an underutilized, yet highly
efficacious, treatment option we have in helping patients who
are suffering from schizophrenia. In most Western countries,
the prescription rate is below 10% of all antipsychotics.>™*
This low rate is in contrast to evidence from naturalistic
studies repeatedly demonstrating lower relapse and
rehospitalization rates in patients receiving LAIs compared
to oral treatment.”” Although some colleagues might point
out that recent randomized controlled trials (RCTs)®1° failed
to corroborate results from the naturalistic studies, a broad
consensus has developed that the patients in these RCTs
(ie, those who are motivated to participate in a demanding
clinical trial) are most likely not representative of those
we see in our everyday clinical routine (ie, patients facing
compliance problems).!!

Even less often do we find evidence based on the use of
LAIs in an acute treatment setting apart from registrational
trials.!>!* Antipsychotics used in acute treatment (ie, the first
days of treatment) are administered orally for a number of
understandable reasons (eg, unclear response of the patient
to the specific compound, flexibility in dosing, unknown
individual tolerability, and perhaps avoidance of parenteral
administration if the patient has poor disease insight). The
problem is that this initial decision is not reassessed later
in the treatment course, and patients remain on the oral
formulation at discharge without further consideration of
the resulting implications, most importantly critical future
adherence issues.!*!°
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In clinical routine, in fact, most patients are not informed
that the choice to receive a long-acting formulation of an
antipsychotic even exists until they have suffered several
relapses and often reached a stage of possibly irreversible
chronicity or resulting deficits.'®!” However, reports like
that of Kane et al' remind us that LAIs could be well used
as an option in the early phase of an episode with both
good tolerability and efficacy depending, of course, on the
individual patient and the antipsychotic compound.

Another very interesting finding of the reported study is
a rarely demonstrated and often neglected facet of the side
effect profile of aripiprazole. Although it is widely agreed that
aripiprazole has a favorable side effect profile among other
second-generation antipsychotics,'® weight gain and the
incidence of clinically significant weight gain found by Kane
et al in the aripiprazole-treated patients were astonishingly
high compared to those seen in both placebo-treated patients
in this trial and patients in previous long-term studies with
aripiprazole long-acting injections.'®*® According to the
authors, the underlying reason could be increased food
intake in the inpatient setting but could also be the higher
percentage of African-American patients (66% in the current
study vs roughly 20% in previous studies) enrolled in this
trial. Mean weight gain was numerically greater in African
American participants compared to Caucasian patients. The
authors interpret this finding in the context of a doubled rate
in those with African ancestry of the presence of a genetic
risk allele associated with antipsychotic-induced weight
gain. This important finding reminds us that careful clinical
monitoring of antipsychotic tolerability is necessary in all
patients exposed to any antipsychotic in order to account
for individual predisposition and minimize treatment-
emergent side effects that could potentially lead to later poor
medication adherence.

Unfortunately, the trial does not add to our knowledge
about LAI treatment in an important subgroup of patients
who potentially stand to benefit most from LAI treatment—
those suffering from their first episode of schizophrenia.
As we learned 15 years ago from Delbert Robinson and
colleagues, first-episode patients’ future compliance and
persistence with antipsychotic treatment is highly influenced
by the tolerability experienced during the initial treatment
phase (and, at the same time, noncompliance is the leading
risk factor for the first relapse).?! As mentioned above,
aripiprazole long-acting could be a new option offering both
an acceptable side effect profile and the advantage of a long-
acting formulation allowing for compliance transparency.
Therefore, trials or studies targeting especially first-episode
patients are needed.
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Noteworthy from a study design perspective is the
methodological approach of defining week 10 as the critical
time point relevant for the primary endpoint of the trial
rather than the week 12 study visit at the end of the trial
course. Together with rater-blinded Positive and Negative
Syndrome Scale (PANSS) assessments, this aspect of the
design helps limit potential rater bias and could be considered
for future antipsychotic trials. Another new design feature
recently used in an interventional trial?? involved keeping
both patients and investigators blinded to randomization
timing and response criteria (only the ethical review board
was aware of this information). In the face of consistently
growing placebo response? and thus diminishing differences
between active compounds and placebo comparators, all
measures that can be taken to rule out confounders are
more than relevant for facilitating valid signal detection in
interventional trials.

In addition to this elaborate design aiming for limiting
rater bias, from a reader’s perspective one might ask for a
more uniform way of reporting response in acute treatment
trials in general and also in this trial. In trials published over
the last decade, the threshold for response varies from 20%
to 50% PANSS score reduction, and so studies remain barely
comparable.? In the era of meta-analyses, the availability
of comparable outcomes is essential for generating valid
conclusions from this type of analysis. As long as we lack a
uniformly accepted definition of the outcome measure “acute
response to antipsychotic treatment,” researchers could
report the percentages of patients reaching 20%, 30%, 40%,
and 50% reduction in PANSS total score in order to allow
for a broader comparability between studies. Of note, the
cutoff of 30% PANSS total score reduction applied by Kane
etal! can be considered a quite sound criterion for response,
while, for example, 20% is rather questionable according to
corresponding PANSS/Clinical Global Impressions score
reduction analyses.?

To return to the concern initially raised in this commentary,
one might wonder whether the availability of another
second-generation antipsychotic long-acting formulation
will profoundly alter our current underutilization of LAIs.
In view of research on treatment attitudes over the last 2
decades showing repeatedly that underutilization of LAIs
derives significantly more from psychiatrists’ hesitation
than from patients” skepticism toward LAI drugs,!®*6?7
we should reconsider whether “shared decision making”
is really occurring with regard to the choice of oral versus
LAI treatment. Psychiatrists often avoid discussions about
LAT use, just as they do discussions of other underutilized
treatment strategies such as electroconvulsive therapy
or lithium treatment. At the same time, we lack clear-cut
scientific reasons why we should not make use of these
effective interventions—the skepticism is not evidence-
driven. As recently stated, introducing the concept of
shared decision-making in its classical form has not led to
its broad use in the treatment of severe mental disorders over
several years, and so a modification, especially one aimed at
addressing those difficult discussions with patients, could
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empower psychiatrists to make greater use of underutilized
treatment approaches, including LAIs.?®

In summary, the article by Kane and colleagues' should
remind us to consider LAI as a treatment option more
often in general, and also earlier in the treatment course.
Nevertheless, it also reminds us of the pursuit of major
efforts to overcome the underutilization of LAIs via new
ways of patient-centered communication and doctors’
empowerment.
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