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Academic Highlights

This Academic Highlights section of The Journal of Clinical 
Psychiatry presents the highlights of the virtual consensus panel 
meeting “Clinical Application of Aripiprazole Monohydrate Long-
Acting Injectables for the Treatment of Bipolar Type I Disorder: A 
Consensus Panel Report,” which was held September 24, 2024.

The meeting was chaired by Joseph F. Goldberg, MD, 
Department of Psychiatry, Icahn School of Medicine at Mount 
Sinai, New York, New York. The faculty were Eric D. Achtyes, 
MD, MS, Department of Psychiatry, Western Michigan 
University Homer Stryker M.D. School of Medicine, Kalamazoo, 
Michigan; Martha Sajatovic, MD, Department of Psychiatry and 
Department of Neurology, University Hospitals Cleveland Medical 
Center, Case Western Reserve University School of Medicine, 
Cleveland, Ohio; and Stephen R. Saklad, PharmD, BCPP, 
Division of Pharmacotherapy and Translational Science, College 
of Pharmacy, The University of Texas at Austin, San Antonio, 
Texas. Christoph U. Correll, MD, Department of Psychiatry, 
Zucker Hillside Hospital, Glen Oaks, New York; Department of 
Psychiatry and Molecular Medicine, Donald and Barbara Zucker 
School of Medicine at Hofstra/ Northwell, Hempstead, New 
York; Department of Child and Adolescent Psychiatry, Charité 
Universitätsmedizin, Berlin, Germany; German Center for Mental 
Health (DZPG), partner site Berlin, Berlin, Germany 
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Bipolar disorder (BD) is a chronic, relapsing psychiatric 
illness marked by episodes of mania, hypomania, and 
depression that significantly impairs psychosocial 

functioning and quality of life. It is one of the leading 
causes of disability in young people and is associated with 
increased mortality, especially death by suicide.1 Bipolar 
disorder is classified into 2 subtypes: bipolar I (BP-I) and 
bipolar II (BP-II). Per DSM-5, BP-I requires at least 1 manic 
episode, which may be preceded or followed by hypomanic 
or depressive episodes. BP-II requires at least 1 hypomanic 
and 1 major depressive episode, without any history of 
mania. Manic episodes are more impairing than hypomanic 
episodes, and both subtypes are associated with significant 
depressive symptoms, which are required for diagnosis.2 
For most patients, depression is the primary symptom of 
BD, contributing to the overall burden of illness, in terms of 
both duration and effect, compared to manic or hypomanic 
symptoms. However, manic episodes may escalate into 
psychosis, necessitating urgent medical attention and often 
leading to hospitalization.3 Additionally, patients diagnosed 
with BP-I typically have a shorter duration from onset to first 
recurrence compared with BP-II, implying a greater need for 
early treatment, stabilization, and treatment optimization.4 

Long-term maintenance treatment is critical for relapse 
prevention in BP-I, yet adherence to daily oral pharmacotherapy 
remains a pervasive challenge, with estimates suggesting 
that up to 60% of patients exhibit partial or poor adherence 
to prescribed regimens.5–7 Nonadherence is a major driver of 
relapse, rehospitalization, and poor functional outcomes in 
this population.8,9 Long-acting injectable antipsychotics offer a 
considered solution to overcome many of the limitations of oral 
treatment, particularly in patients with a lack of insight into 
their disease, fluctuating motivation, or comorbid substance 
use.10 Clinically, LAIs provide sustained plasma concentrations, 
minimizing the pharmacokinetic variability associated with 
oral formulations and may reduce the risk of intentional or 
unintentional medication discontinuation.11–14 Furthermore, 
LAIs may facilitate regular patient-provider contact, thereby 
improving patient monitoring and therapeutic adherence.15 
Because LAIs may improve medication adherence, they may 
be associated with reduced risk of relapse and hospitalization 
and may improve recovery compared to oral antipsychotics.16 
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Thus, earlier utilization of LAIs may reduce the impact 
of BP-I and improve psychosocial functioning. 

While LAIs have historically been reserved for 
patients with repeated relapses or demonstrated 
nonadherence, emerging evidence and expert consensus 
suggest that earlier use of LAIs in the course of illness 
may enhance long-term outcomes and prevent the 
progressive neurobiological and psychosocial sequelae 
associated with recurrent episodes.17 Among available 
LAIs, aripiprazole is unique as the only agent with 
partial dopamine D₂ receptor agonist activity, offering 
a distinct pharmacological profile compared to 
dopamine D₂ receptor antagonists. Partial dopamine 
D2 agonist activity may confer psychiatric benefit in 
BP-I by stimulating postsynaptic dopamine receptors, 
thereby increasing dopamine transmission where it 
is insufficient, while reducing dopamine transmission 
through postsynaptic dopamine blockade where 
dopamine transmission is excessive.18,19 Additionally, 
aripiprazole acts as a partial agonist at serotonin 5-HT2A 
and 5-HT1A receptors, which may contribute to the 
favorable tolerability profile and mood-stabilizing effects 
of the aripiprazole monohydrate LAIs in the acute and 
maintenance treatment of patients with BP-I.20–23 

Aripiprazole monohydrate LAIs are available in two 
formulations: a once-monthly 400 mg injection (AOM 
400) and a 960 mg, ready to use formulation, which 
is administered every two months (Ari 2MRTU 960). 
Both formulations are indicated for use in adults with 
schizophrenia and as monotherapy for the maintenance 
treatment of adults with BP-I.24,25 To address potential 
misperceptions among prescribers, a panel of five 
experts in psychopharmacology, the clinical treatment 
of BD, and antipsychotic prescribing was organized and 
convened to discuss the rationale for the early use of 
aripiprazole monohydrate LAIs in patients with BP-
I. The panel focused on aripiprazole monohydrate’s 
pharmacological distinctiveness, clinical utility, and the 
potential to shift current paradigms around treatment 
timing and delivery in mood disorders. The other 
aripiprazole LAI formulation, aripiprazole lauroxil, was 
not discussed as it is not indicated for use in patients 
with BD. This Academic Highlights article summarizes 
the panels’ discussion and presents their conclusions.

METHODS 

In September of 2024, a panel of experts in 
psychopharmacology, the clinical treatment of BP-I, 
and antipsychotic prescribing convened to develop 
clinical recommendations on the use of aripiprazole 
monohydrate LAIs for adults with bipolar I disorder. 
The panel was held virtually with facilitated discussion, 
and was chaired by Joseph F. Goldberg, MD, of the Icahn 
School of Medicine at Mount Sinai in New York City. 
Panelists included Eric Achtyes, MD, Western Michigan 

University Homer Stryker M.D. School of Medicine; 
Martha Sajatovic, MD, Case Western Reserve University 
School of Medicine; and Stephen R. Saklad, PharmD, 
BCPP, University of Texas Health Science Center, and 
Christoph U Correll, MD, Donald and Barbara Zucker 
School of Medicine at Hofstra/Northwell, Manhasset, NY, 
and Charité – Universitätsmedizin, Berlin, Germany. The 
panel analyzed publicly available clinical trial data and 
shared their clinical perspectives to reach a consensus on 
treatment considerations for BP-I. This article presents 
the consensus findings from the panel discussion. 

BIPOLAR TYPE I DISORDER: DISEASE 
BURDEN AND PROGRESSION

Bipolar disorder can be difficult to diagnose, treat, 
and maintain because of individual neurobiology, 
varying degrees of functional and social impairment, 
and treatment response which may worsen with 
recurrent relapses.26 A 2014 study of 54 patients with 
BD utilized the Functioning Assessment Short Test 
(FAST) to illustrate functional variations across 4 clinical 
stages from stage I—individuals maintain the same 
functional status as prior to the onset of BD—to stage 
IV—individuals are unable to care for themselves or live 
independently. Notably, individuals in stage I exhibited 
significantly better functioning compared to those 
in stages III and IV (P < .001).27 Functional recovery, 
indicated by shifting from higher stages to lower stages, 
is a critical concern for patients diagnosed with BP-I; it 
enables patients to resume normal lives and should be 
regarded as a primary goal of maintenance treatment. 

Patients who do not remain on their maintenance 
medication or who do not respond adequately to 
maintenance treatment may experience a progressively 
worse trajectory and an increased frequency of mood 
episodes, with multiple and successive relapses of 
bipolar mania typically leading to worsened outcomes, 
including increased mortality risk.28 Further, patients 
experiencing their first manic episode achieve recovery 
and remission more rapidly than patients who experience 
multiple episodes, indicating the need for rapid 
stabilization and treatment optimization.29 A 26-year 
longitudinal population-based study of 14,870 adults 
concluded that a history of manic episodes during early 
to mid-adulthood correlated with an approximately 
40% increased risk of all-cause mortality.30 

The biochemical processes associated with possible 
neuroprogression may include changes in inflammatory 
cytokines, neurotrophins, and oxidative stress that are 
related to the stage of illness. The clinical implications of 
these findings suggest the possibility of a critical window 
early in the course of the disorder in which a potentially 
progressive trajectory may be the most modifiable. This 
evidence underscores the imperative to minimize the 
delay to diagnosis and initiation of appropriate therapy 
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that can provide symptom control, maintain or restore 
patient’s functioning level, and delay subsequent relapses.26 

LONG-ACTING INJECTABLES IN BIPOLAR 
TYPE I DISORDER 

There is mounting evidence to support LAI use 
early in the treatment of patients diagnosed with BP-
I. Unlike oral antipsychotics, which are shorter-acting 
and require daily dosing, LAIs are designed to release 
the medication gradually over an extended duration, 
reducing fluctuations in the plasma concentrations of 
the active drug, and ultimately providing sustained 
symptom relief.31 Studies in patients with BP-I 
suggest that early use of LAIs may provide additional 
advantages over oral antipsychotics, including consistent 
pharmacokinetics, bioavailability, and stable, steady-
state plasma concentrations, which may result in reduced 
structural neurologic changes in the initial stages of 
the disease.32,33 Moreover, LAIs are associated with 
improved treatment adherence, reduction in relapses, 
reduced rates of rehospitalization, and enhanced quality 
of life. Randomized, placebo-controlled studies and 
real-world data have shown that early treatment with 
LAIs is generally well tolerated, effective, and leads to 
improved outcomes compared to oral medication.16,34–36 

A meta-analysis of seven randomized controlled trials 
comparing LAIs to either placebo or oral medications 
in BP-I, found that LAIs were highly effective in 
preventing relapse of manic symptoms. However, their 
effectiveness in preventing depressive relapses was 
comparable to placebo.35 Similar findings emerged from 
six mirror-image studies examining LAI use in BD. After 
initiating LAI treatment, patients experienced fewer 
hospitalizations and emergency department visits in the 
following year. A significant reduction in hypomanic 
and manic relapses was also observed, although 
efficacy to prevent depressive episodes was less clear.37 
Additionally, a prospective Finnish registry study of 
18,018 patients with BD found that patients with BD 
receiving LAIs had a 30% lower risk of hospitalization 
compared to those taking oral formulations.33

Despite evidence showing that LAIs reduce the risk 
of relapse and hospitalization in patients with BP-I they 
remain consistently underutilized in this population. 
A 2024 consensus panel of expert psychiatric advisors 
revealed that although LAI use for bipolar mania has 
risen from 2.2% in 2006 to 11.6% in 2018, LAIs remain 
underutilized in this patient population.25 Moreover, 
a 2022 review of electronic medical record data from 
41,401 patients who received psychiatric services 
at the South Carolina Department of Mental Health 
revealed that only 17.0% of eligible patients received 
a LAI.32 Factors contributing to underuse of LAIs 
included lack of clinician awareness and overestimation 
of patient adherence to oral medications.31,38

UNIQUE FEATURES OF ARIPIPRAZOLE 
MONOHYDRATE LAIS IN THE TREATMENT 
OF BIPOLAR TYPE I DISORDER

Pharmacologically, aripiprazole has a high affinity 
for dopamine D2 and D3 receptors and serotonin 5-HT1A 
and 5-HT2A receptors and modulates dopamine and 
serotonin release, and exhibits minimal or no activity 
at alpha-adrenergic, anticholinergic, or antihistaminic 
receptors. This unique pharmacologic profile of 
aripiprazole, the combination of partial agonism at D2, 
D3, 5-HT1A, and 5-HT2A receptors, is thought to contribute 
to its broad clinical efficacy and tolerability.39,40 

As a dopamine receptor partial agonist, aripiprazole 
monohydrate is associated with a lower risk of excessive 
dopamine blockade, reducing the likelihood of adverse 
effects such as drug-induced parkinsonism, elevated 
prolactin levels, sexual dysfunction, weight gain, metabolic 
disturbances, and tardive dyskinesia (TD).41–44 Aripiprazole 
monohydrate is generally well tolerated, with most side 
effects emerging within the first 1 to 3 weeks of treatment; 
side effects are typically mild to moderate in nature.45–47 
Further, the low risk of metabolic complications, sexual 
dysfunction, and anhedonia noted with aripiprazole 
monohydrate may enhance adherence and improve 
clinical outcomes.48 Given its favorable side effect profile, 
patients may prefer a partial D2 agonist like aripiprazole 
monohydrate over first-generation dopamine antagonists.42

EFFICACY OF ARIPIPRAZOLE 
MONOHYDRATE LAIS IN BIPOLAR TYPE I 
DISORDER

Aripiprazole once-monthly 400 mg and Ari 2MRTU 
960 mg are approved as monotherapy for maintenance 
treatment of BP-I in adults.24,25 The approval of AOM 400 
for the maintenance treatment of BP-I was supported 
by data from an international, double-blind, placebo-
controlled, 52-week randomized withdrawal trial of 720 
patients with BP-I. In the trial, AOM 400 was significantly 
more effective than placebo in delaying the time from 
randomization to recurrence of any mood episode (the 
primary study endpoint), reducing both the risk of 
recurrence over 1 year (hazard ratio, 0.45; 95% confidence 
interval, 0.30–0.68) and the proportion of patients with 
a recurrent mood episode (26.5% with AOM 400 vs 
51.1% with placebo) by almost half.23 Additionally, oral 
aripiprazole monotherapy in the management of the 
acute manic phase of BP-I was tested in 7 randomized 
controlled trials with a total of 2,303 patients. A meta-
analysis of these trials found that oral aripiprazole 
significantly outperformed placebo in both response 
and remission rates for acute mania.49 Response was 
defined as a ≥50% improvement in the Young Mania 
Rating Scale (YMRS) total score, while remission was 
defined as a YMRS score ≤12. At week 3, the response 
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rate was 48% for oral aripiprazole, 46% for comparator 
agents, and 31% for placebo, corresponding to a number 
needed to treat (NNT) of 6 and an odds ratio (OR) of 1.16 
for aripiprazole versus placebo. By week 12, response 
rates increased to 59% for aripiprazole and 51% for the 
comparators. The meta-analysis also reported an effect 
size of 0.34 for oral aripiprazole compared to placebo in 
the treatment of acute mania.49 These findings support 
the use of oral aripiprazole for acute mania in BP-I and 
may encourage greater clinical consideration of the 
LAI formulation’s unique pharmacologic benefits. 

In a secondary analysis of clinically stable patients with 
BP-I, Ari 2MRTU 960 demonstrated comparable efficacy to 
AOM 400.50 Minimal changes from baseline were observed 
in manic, depressive, and global impression scores in 
both treatment groups, with no statistically significant 
differences in YMRS, Montgomery-Åsberg Depression 
Rating Scale (MADRS), or Clinical Global Impression–
Bipolar Version (CGI-BP) scores (Figure 1A–1C). Notably, 
Ari 2MRTU 960 was associated with a significantly 
greater improvement than AOM 400 in patient-reported 
well-being as measured by the Subjective Well-being 
under Neuroleptic Treatment–Short Form (SWN-S) at 
Week 32 (P = .0169; Figure 1D), suggesting enhanced 
treatment satisfaction or quality of life. Overall, both 
AOM 400 and ARI 2MRTU 960 maintained symptomatic 
stability, supporting the clinical utility of Ari 2MRTU 
960 as an effective maintenance treatment for BP-I.50

Early intervention in BP-I is critical, as it may delay 
the recurrence of mood episodes and reduce functional 
impairment and other negative outcomes associated 
with disease progression.51 A recent post hoc analysis 
evaluated the efficacy and safety of AOM 400 in patients 
with earlier-stage BP-I, using data from a 52-week, 
multicenter, double-blind, placebo-controlled, randomized 
withdrawal trial. Earlier-stage BP-I was defined by the 
lowest quartiles for either age (18 – ≤32 years; n = 70) or 
disease duration (0.13 – ≤4.6 years; n = 67) at baseline.52 
In both subgroups, AOM 400 significantly delayed the 
time to recurrence of any mood episode compared with 
placebo (P = .0251 for patients aged 18–≤32 years; 
P = .005 for disease duration 0.13–≤4.6 years). This 
effect was primarily driven by a lower proportion of 
patients in the AOM 400 group who experienced manic 
symptom worsening, as indicated by a YMRS total score 
≥15 or clinical deterioration. Importantly, depressive 
symptoms, assessed by changes in MADRS total scores, 
did not worsen relative to placebo in either subgroup. 
The safety profile of AOM 400 was consistent with 
findings from the overall trial.52 These results suggest that 
AOM 400 is a well-tolerated and effective maintenance 
treatment for delaying recurrence in earlier-stage BP-
I, reinforcing the value of early intervention in this 
population. Furthermore, a panel report published by 
a group of UK healthcare professionals, with extensive 
experience of prescribing aripiprazole monohydrate for 

acute bipolar mania, found that aripiprazole monohydrate 
was effective in both the short- and long-term settings, 
as monotherapy or in combination with a mood 
stabilizer.48 Unlike traditional dopamine antagonists, 
aripiprazole monohydrate has antimanic effects that 
are not associated with sedation, which is beneficial for 
patients, particularly when considering agents for long-
term maintenance treatment. When rapid tranquillization 
is required when initiating aripiprazole monohydrate 
in acutely disturbed patients, the panel recommended 
a short-term co-prescription of a benzodiazepine.48

Combination pharmacotherapy is common in the 
treatment of BP-I and may offer additional benefits; 
however, it also introduces challenges such as reduced 
medication adherence, a higher risk of adverse events, 
and greater complexity in managing the overall treatment 
regimen.53,54 A real-world evidence study of patients 
diagnosed with BP-I compared adherence rates and time 
to discontinuation of patients receiving AOM 400 to those 
receiving oral antipsychotics.55 The study demonstrated 
that the cohort receiving AOM 400 had significantly higher 
rates of adherence and lower rates of discontinuation 
or medication switching, compared to those on oral 
antipsychotics. Further, the study noted that patients 
exhibited similar maintenance phase outcomes, minimal 
need for rescue medications, high rates of stability, and 
high levels of patient-assessed satisfaction relative to 
their prior treatment. Notably, over 65% of participants 
reported experiencing no adverse events or significantly 
fewer adverse events than with previous medications.55 

Aripiprazole once monthly 400 mg may be associated 
with reducing the overall burden of co-prescribed 
psychotropic medications. A retrospective analysis of 
claims data from 1815 adults diagnosed with BP-I in the 
US showed that, for patients who initiated and maintained 
treatment with AOM 400 for at least 12 months, the use 
of major classes of antidepressant medications decreased 
by 52% (P = .007), the use of insomnia medications 
decreased by 41% (P = .019), and the use of atypical oral 
antipsychotics decreased by 80% (P < .001) compared 
to the 12 months prior to initiation of AOM 400.56 

The most recently approved LAI formulation 
of aripiprazole monohydrate (Ari 2MRTU 960) is 
administered once every 2 months as maintenance 
monotherapy for adults with BP-I. A 32-week open-label, 
active controlled trial involving 266 adults,185 with 
schizophrenia and 81 with BP-I, evaluated the safety, 
tolerability, and pharmacokinetics of Ari 2MRTU 960 
compared to AOM 400.57 The results showed that Ari 
2MRTU 960 achieved plasma concentrations similar to 
those of AOM 400, demonstrated comparable efficacy, 
and was well tolerated, with participants remaining 
clinically stable throughout the study. Specifically, mean 
aripiprazole plasma concentrations after the fourth dose 
of Ari 2MRTU 960 and after the seventh and eighth 
doses of AOM 400 were comparable (250 ng/mL vs 
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257 ng/mL, respectively; Figure 2).50,57,58 Additionally, 
aripiprazole plasma concentration remained above the 
minimum therapeutic threshold (>95 ng/mL) across the 
full 2-month dosing interval (Figure 3). Understanding 
the pharmacokinetic profiles and efficacy outcomes of 
the aripiprazole monohydrate LAI treatment options 
should help clinicians assess the suitability of different 
formulations for patients with BP-I.59 This knowledge 
could support LAI use and result in sustained plasma 
concentrations and efficacy, sustained remission, 
improved quality of life, and consideration of earlier 
use of LAIs in the maintenance treatment of BP-I.

Panel Consensus Statement #1 
Early and Proactive Use of Aripiprazole 
Monohydrate LAIs Improves Adherence and 
Outcomes in Patients with BP-I: “Early intervention 
is essential to avoid the cumulative negative effects of 
repeated relapses, which can lead to poorer long-term 
outcomes. Aripiprazole monohydrate LAIs should be 
considered in the treatment of BP-I to prevent mood 
episodes and reduce the risk of neuroprogression.”

Figure 2. 
Concentrations of Aripiprazole in Plasma Following the Last Dose of Treatmenta

aReprinted from McIntyre et al.58 
Abbreviations: AOM 400 = aripiprazole once-monthly 400 mg, Ari 2MRTU 960 = aripiprazole 2-month ready-to-use 960 mg.

aReprinted from McIntyre et al.58  
Abbreviations: AOM 400 = aripiprazole once-monthly 400 mg, Ari 2MRTU 960 = aripiprazole 2-month ready-to-use 960 mg.

Figure 3. 
Exposure to Ari 2MRTU 960 and AOM 400 in the Last 2 Months of the Studya
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ADDRESSING RELAPSE AND ADHERENCE 
CHALLENGES 

Bipolar I disorder is marked by a recurring pattern 
of relapses and remissions, with medication adherence 
playing a central role in modifying the course and 
prognosis of the illness. Relapses in BP-I pose substantial 
treatment challenges and are associated with significant 
social and economic burdens. As early as 2005, BD was 
estimated to affect 1.6%–3.7% of the population and 
to contribute to increased unemployment, workplace 
difficulties, interpersonal stress, and elevated suicide 
risk, collectively resulting in an estimated annual societal 
cost of $10–$45 billion.60 By 2018, the total national 
economic burden of BD/BP-I had risen to over $195 
billion annually, with approximately 25% attributed to 
direct medical costs. Individuals with BD/BP-I required 
more frequent healthcare services and incurred higher 
medical expenses compared to those without BD.61 
Key drivers of these elevated costs included frequent 
psychiatric interventions, co-occurring medical and 
psychiatric conditions, and both poor medication 
adherence and inadequate clinical management.61

Nonadherence remains a major challenge in the 
treatment of BP-I. Patients often discontinue medication 
without consulting a healthcare provider, frequently due 
to unwanted side effects.62,63 Nonadherence can result 
in relapse of mood episodes, delayed remission, and 
persistent residual symptoms.64 A survey conducted by 
the Depression and Bipolar Support Alliance (DBSA) 
involving 896 individuals, approximately half of whom 
had bipolar disorder, found that even when treatment 
was perceived as effective (eg, improving sleep and 
cognitive function), common side effects such as 
weight gain and trembling were leading reasons for 
discontinuation.65,66 Nonadherence is linked to clinical 
deterioration, including worsening symptoms, increased 
emergency department visits, hospital readmissions, 
and poorer psychosocial outcomes. Although 
nonadherence rates among individuals with BP-I range 
from 20% to 60%, the issue is often underrecognized 
by clinicians and downplayed by patients.67

Clinical guidelines recommend the use of antipsychotics 
with or without mood stabilizers for maintenance 
treatment of BP-I to reduce the likelihood of symptom 
recurrence and relapse.68,69 However, many factors are 
typically overlooked that impact adherence to medication, 
including patient expectations, perceived benefit of 
treatment, current phase of illness, and the tolerability 
profile of medications, with particular concern for 
weight gain, movement disorders, and sedation.70 Risk 
factors that increase the likelihood of nonadherence 
include younger age, substance misuse, homelessness, 
non-Caucasian ethnicity, being unmarried, living 
alone, and lower levels of awareness or understanding 
of BD when compared to adherent patients.71,72 

In addition to adverse effects of medications, 
withdrawal concerns can drive nonadherence. An 
online survey evaluated the experiences of 585 
individuals diagnosed with schizophrenia, BP-I, and 
other psychiatric disorders attempting to discontinue 
the use of antipsychotic medications.73 Participants 
were required to be ≥18 and be taking an antipsychotic 
medication continuously for at least 1 month; 
exclusionary criteria included being compulsorily 
detained in a psychiatric hospital. The findings revealed 
that 72% of participants experienced typical withdrawal 
symptoms, such as nausea, tremors, anxiety, agitation, 
and headaches; 26% of participants had made four or 
more attempts to discontinue their medication, while 
23% required at least 1 year to successfully complete 
withdrawal. Notably, 26% reported experiencing 1 
or more positive outcomes with discontinuation, 
including increased energy and improved clarity of 
thought, whereas 18% experienced relapse episodes, 
including psychosis.73 Concerns surrounding the 
potential for missed doses of daily medication 
administration and the subsequent risk of withdrawal 
may be a significant issue for individuals with BP-I.

SAFETY OF ARIPIPRAZOLE 
MONOHYDRATE LAIS IN BIPOLAR 
TYPE I DISORDER

The adverse event profile of aripiprazole is similar 
to that of other antipsychotics; however, aripiprazole 
is associated with a lower incidence of cardiometabolic 
risk, such as weight gain, hypercholesterolemia, 
glucose dysregulation, cardiovascular abnormalities, 
and hyperprolactinemia as well as sexual dysfunction, 
compared with a number of first- and other second-
generation antipsychotics, likely because of its 
partial D2 receptor agonism and the absence of H1 
blockade.74 Therefore, implementing aripiprazole 
monohydrate LAIs in the treatment armamentarium 
for BP-I may provide an attractive treatment option 
for the long-term maintenance treatment of BP-I, 
given its potentially favorable adverse event profile 
compared with other antipsychotic medications.74,75 

Certain adverse events, such as akathisia and drug-
induced Parkinsonism, can be commonly managed 
by reducing the dosage of aripiprazole monohydrate. 
Importantly, once the medication is at a steady 
state, aripiprazole monohydrate LAIs are associated 
with fewer withdrawal-related movement disorders 
compared with oral antipsychotics.76–78 Although 
the risk of TD is lower with second-generation 
antipsychotics44,79 and may be particularly low with 
aripiprazole,44 TD remains a potential concern with all 
antipsychotic medications and may require treatment 
with a vesicular monoamine transporter 2 (VMAT2) 
inhibitor, such as deutetrabenazine or valbenazine.80,81 
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Panel Consensus Statement #2 
LAIs may Enhance Adherence and Relapse 
Prevention in Patients with Bipolar Disorder: “LAIs, 
including the two aripiprazole monohydrate formulations, 
improve adherence by reducing the burden of daily 
oral medication and ensuring a consistent therapeutic 
effect, resulting in fewer relapses, especially in patients 
with unstable living conditions, comorbid substance use 
disorders, or a history of nonadherence. The aripiprazole 
monohydrate LAIs are effective, well tolerated, and may 
reduce non-adherence related to adverse effects.”

IDENTIFYING AND ADDRESSING 
BARRIERS TO EARLY INITIATION OF LAIS 

The primary treatment goals in BP-I include managing 
episodes of mania and depression, addressing sub-
syndromal symptoms between episodes, and preventing 
mood relapses.28 Despite these goals, LAIs are still rarely 
prescribed for individuals with BP-I. Historically, LAIs 
have been used for schizophrenia or as a “last-resort” 
option for patients with BP-I and were only considered 
after multiple relapses or demonstrated non-adherence. 
Limited use may reflect clinicians’ assumptions that 
patients necessarily prefer oral medications or the 
perception that relapse in BP-I is in some way a less 
severe event than in schizophrenia. A 2020 survey of 
mental health professionals, including psychiatrists 
and nurses, and their patients noted that physicians 
and nurses overestimated many of the patients’ fears of 
LAIs and expressed those fears to a much greater extent 
than those of patients already on LAIs.82 Acceptance 
of switching to an LAI formulation of an antipsychotic 
was associated with shorter time from diagnosis, 
indicating a need for better communication between 
patients and providers and the need for shared-decision 
making at all stages of illness. Additionally, nurses and 
patients noted very limited knowledge of antipsychotics, 
underscoring the necessity of the prescriber in leading 
these conversations.82 These findings have been replicated 
in multiple other surveys of patient preferences on 
treatment and communication with their healthcare 
team.10,83–87 These views may also stem from a lack of 
awareness about the benefits of LAIs as only recently 
have LAIs been approved for BP-I treatment, and their 
adoption into major clinical guidelines has been gradual.88

Stigma and negative perceptions of mental illness 
and its treatments, including LAIs, present a barrier to 
effectively managing BP-I. Patient acceptance of LAIs 
may be affected by a fear of needles or patients’ negative 
experiences in an emergency setting. An injectable 
medication could be viewed as intrusive, leading to feelings 
of punishment rather than assistance and relief.89,90 
However, it has been demonstrated that patients’ concerns 

about the use of LAIs may be exaggerated.82,88 Providing 
education on LAIs, such as improved effectiveness and 
fewer adverse events, has resulted in increased patient 
willingness to initiate LAI therapy.91 Additionally, LAIs can 
be discussed as a treatment option for patients concerned 
about reducing the stigma of taking medication daily, and 
may represent a safety net that allows patients to focus 
on recovery, remission, and improving quality of life. 

While LAIs may have barriers to early initiation 
and long-term adherence, they may improve patient-
clinician interactions and offer convenience in the 
form of fewer administrations, fewer adverse events, 
and improved clinical outcomes. Shared decision-
making regarding the benefits and costs of treatment 
options for BP-I treatment may help improve and 
sustain efficacy and stability of BP-I treatment.65,92 

Panel Consensus Statement #3 
Destigmatization and Patient-Centered 
Communication is Critical for Maintenance 
Treatment in Patients with BP-I: “The stigma 
surrounding the use of antipsychotic medications and 
injectable treatments must be addressed. It is critical to 
differentiate the safety, efficacy, and pharmacology of 
second-generation LAIs from first-generation antipsychotics 
and LAIs. Reframing LAIs as maintenance treatments that 
enhance recovery, remission, and quality of life, rather than 
as last-resort options, may foster acceptance and facilitate 
shared decision-making between patients and clinicians.”

UTILIZING PATIENT-CENTERED 
COMMUNICATION AND SHARED 
DECISION-MAKING FOR TREATMENT 
SELECTION

Data collected over a 4-year period from the Systematic 
Treatment Optimization Program (STOP) indicate that the 
implementation of best practices, such as safe and effective 
maintenance treatment regimens, psycho-education, 
cognitive behavioral therapy (CBT), interpersonal and 
social rhythm therapy, and family-focused therapy, as well 
as peer-support and stress-management programs, has 
led to increased opportunities for remission and recovery 
in patients experiencing their first episode of mania. 
Furthermore, although recurrence is frequently observed, 
addressing risk factors within the first year, such as anxiety, 
stress, and co-occurring alcohol or substance abuse, 
may significantly influence the trajectory of the illness 
in positive ways.93 Approximately 40%–70% of patients 
diagnosed with BD have a comorbid substance use disorder 
(SUD), which is considered a proxy factor that will disrupt 
adherence, or a direct factor that will make psychotropic 
medications less efficacious. Research has consistently 
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shown that co-occurring SUDs are correlated with negative 
effects on BP-I illness outcomes, including more frequent 
and prolonged affective episodes, decreased compliance 
with treatments, lower quality of life, and increased suicidal 
behavior.94 Co-occurring conditions can influence patient 
and provider treatment priorities and clinical decisions 
and affect the overall approach to managing BP-I.68 

It is essential that clinicians should inform patients of 
all available treatment options at the earliest stages of their 
illness and engage in discussion with patients to facilitate 
effective shared decision-making. This is particularly 
crucial as some patients may prefer LAIs over the daily 
regimen of oral medications, but they can only consider 
this treatment option if they are adequately informed 
about it. Additionally, failing to disclose all potential 
options could lead to negative reactions from patients, 
who may perceive such omissions as paternalistic.31 
Shared decision-making is critical in providing effective 
long-term treatment and management by considering 
clinical evidence of benefits and risks and balancing 
the symptom profile, treatment history, and adherence. 
Thus, clinicians have an opportunity to engage in this 
process with patients and their caregivers, enabling them 
to make informed treatment decisions and fostering 
positive long-term outcomes.68,95 For example, if the 
option of an LAI is raised and the patient declines, but 
then relapses with an alternative treatment, a longitudinal 
perspective and approach about LAIs should be revisited.

Patients with primarily depressive symptoms can 
benefit from LAI therapy; however, research shows 
that LAIs protect against manic relapses/recurrences 
better than against depressive relapses/recurrences, 
so combination therapy should be considered.96 A 
depression-polarity-prone BP-I patient may be a 
relatively poorer candidate for LAI monotherapy than a 
mania-polarity-prone BP-I patient. Thus, augmentation 
with mood stabilizers, such as lamotrigine or lithium, 
would be favored over changing the LAI dose. 

For patients who experience a BP-I relapse, clinicians 
should address patients’ barriers and challenges to 
medication adherence by engaging in shared decision-
making and proposing LAIs as an option to reduce 
medication burden. Aripiprazole monohydrate LAIs 
offer additional treatment options for patients diagnosed 
with BP-I. Once monthly AOM 400 and the extended 
bi-monthly Ari 2MRTU 960 have the potential to reduce 
the antipsychotic treatment burden on patients diagnosed 
with BP-I and may help clinicians enhance patient care. 
Overall, the favorable safety profile and flexibility in dosing 
aripiprazole monohydrate LAIs provide clinicians and 
patients with an effective and well-tolerated treatment 
option. At the time of this publication, Ari 2MRTU 
960 is the only LAI with a 2-month dosing interval 
approved for the treatment of BP-I and, thus, provides 
clinicians with a new therapeutic option for BP-I.97 

CONCLUSION

Aripiprazole monohydrate LAIs represent a clinically 
distinct and generally well-tolerated treatment option 
for the maintenance management of BP-I. The unique 
pharmacology of the aripiprazole monohydrate LAIs, 
combined with sustained efficacy noted in BP-I, 
and reduced burden of daily adherence make them 
especially valuable in addressing the high relapse risk 
and functional impairment associated with the illness. 
Expert consensus supports the earlier use of aripiprazole 
monohydrate LAIs to improve adherence, reduce 
relapse rates, and mitigate the progressive nature of the 
disorder. Greater adoption of these agents will depend 
on addressing persistent misperceptions, improving 
patient-clinician communication, and incorporating 
shared decision-making into routine care. With monthly 
and bi-monthly formulations available, aripiprazole 
monohydrate LAIs offer flexible and effective tools to 
support long-term recovery in patients with BP-I.
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