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Schizophrenia and bipolar I disorder (BP-I) are severe chronic 
psychiatric disorders associated with significant morbidity, 
driven by poor health behaviors, cognitive dysfunction, and 

substantial reductions in functioning and quality of life.1–3 Individuals 
with schizophrenia experience a markedly reduced life expectancy, 
estimated at 15 to 20 years shorter than the general population, 
along with elevated risks of physical comorbidities, substance use 
disorders, suicide, and accidental injury.1,4–7 The disease course is 
often characterized by recurrent relapses that interrupt periods of 
partial or full remission, contributing to progressive deterioration 
in social and occupational functioning.8 Patients with BP-I face 
similarly high physical and psychiatric morbidity and mortality risk, 
contributed to by recurrent episodes of mania and depression that 
significantly impact quality of life and functioning.4–7 Early symptom 
recurrence, high relapse rates, and poor adherence to daily oral 
medications complicate long-term management of the disorder and 
are associated with higher rates of hospitalization and suicide.2 

Antipsychotic use has been identified as a significant factor 
contributing to reducing all-cause mortality in patients diagnosed with 
schizophrenia, and antipsychotic adherence versus nonadherence is 
associated with a significant decrease in death from cardiovascular 
causes, decreased risk of developing metabolic syndrome, and 
increased adherence to cardiometabolic medications.1,9–12 Similarly, 
nonadherence represents a significant barrier to the treatment success 
of BP-I and schizophrenia and is associated with poor clinical outcomes, 
functional impairments, impaired quality of life, and increased health-
service utilization.13,14 Unfortunately, poor adherence to antipsychotic 
medications in psychiatric disorders like schizophrenia and BP-I has been 
estimated to be as high as 40%–50%.14,15 Among patients with BP-I, those 
prescribed multiple antipsychotic medications experience particularly 
high rates of rehospitalizations due to difficulties with polypharmacy 
and medication nonadherence, or irregularities in adherence.16

First developed for the treatment of schizophrenia in the 1960s, LAI 
antipsychotics were designed to address concerns with nonadherence but 
were historically viewed as a last resort treatment option.17 Advances in 
the development of second-generation antipsychotic LAIs have led to the 
approval of multiple agents, formulations, and dosing frequencies,18,19 
which collectively have led to lower risks of hospitalizations or 
symptom relapse; improved treatment effectiveness, clinical efficacy, 
safety and tolerability, and patient functioning and quality of life; and 
reduced mortality risk when compared to oral antipsychotics.1,11,12,20–23 
Second-generation LAIs are now recommended for use in patients 
diagnosed with schizophrenia if they have a history of poor or 
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uncertain adherence or based on patient preference, 
and are growing in use for the treatment of BP-I.24–28

In this consensus panel meeting, 5 psychiatric 
experts reviewed the available evidence on the 
pharmacokinetics, safety, and efficacy of aripiprazole 
monohydrate LAIs for the treatment of schizophrenia 
and BP-I, with a special focus on the most recently 
approved aripiprazole monohydrate once-every-2-month 
ready-to-use (Ari 2MRTU) 960 mg formulation. This 
Academic Highlights article summarizes their discussion 
of the evidence and presents the panel’s conclusions. 

METHODS

In October 2024, a panel of psychiatrists with 
expertise in psychopharmacology, the clinical treatment 
of schizophrenia and BP-I, and antipsychotic prescribing 
convened to discuss the pharmacokinetic properties, safety, 
efficacy, and clinical utility of aripiprazole monohydrate 
LAIs in the treatment of patients living with schizophrenia 
or BP-I. The focus of the panel was on aripiprazole 
monohydrate formulations only, as aripiprazole lauroxil, 
a prodrug of aripiprazole that is also available as an LAI 
has been reviewed comprehensively in a very recent 
publication.29 The panel was chaired by Joseph F. 
Goldberg, MD, and included panelists Eric D. Achtyes, 
MD; Christoph U. Correll, MD; Martha Sajatovic, MD; 
and Stephen R. Saklad, PharmD. The consensus panel 
meeting was held virtually with facilitated discussion. 
The panel analyzed publicly available clinical trial data 
and shared their perspectives to reach a consensus on 
utilization of aripiprazole monohydrate LAIs in treatment 
considerations for schizophrenia and BP-I. This article 
presents the consensus findings from the panel discussion. 

IMPACT OF LAI ANTIPSYCHOTICS FOR 
SCHIZOPHRENIA AND BP-I

LAI antipsychotics are designed to improve adherence 
by providing sustained therapeutic plasma concentrations 
between doses. The duration of action between injections 
depends on the specific formulation, dosage, and 
pharmacokinetic profile of the individual medication.19 
The use of LAI antipsychotics reduces the need for patients 
to remember taking daily oral medications, allows for 
less variable plasma concentrations by bypassing hepatic 
first-pass metabolism, less peak-trough variability, 
and are associated with reduced risk of breakthrough 
symptoms.8,30 Patients treated with LAIs are 67% less 
likely to interrupt treatment compared to those using 
oral antipsychotics.12 Moreover, increased adherence 
with LAI antipsychotics is associated with improved 
adherence to other medications, which significantly 
supports improved patient outcomes and public health 
by decreasing the healthcare burden of frequent and 
extensive psychiatric hospital admissions.10,14,31

Additionally, peak-to-trough plasma concentrations 
vary widely across antipsychotics and can be affected 
by differences in dosing and formulation.18,19 Oral 
medications requiring once or twice daily dosing have 
larger fluctuations in peak-to-trough concentrations 
compared to LAIs and may negatively impact clinical 
response and tolerability. While peak concentration is an 
indicator of the severity of adverse effects, 32 withdrawal 
symptoms can be common following missed doses of oral 
antipsychotics but can also be associated with trough 
plasma concentrations despite good adherence. 33 

The second-generation antipsychotics available in 
LAI formulations include aripiprazole, olanzapine, 
paliperidone, and risperidone; among these, only 
aripiprazole is a partial D2 receptor agonist, while the 
others are primarily D2 receptor antagonists.34 With 
a broad range of LAI antipsychotics now available, 
clinicians and patients benefit from flexible dosing 
schedules, ranging from biweekly to once every 6 
months. 35 These therapies differ in efficacy, safety 
profiles, and dosing frequency, all of which are driven 
by each medication’s individual pharmacokinetic and 
pharmacodynamic properties.18,19 The optimal LAI 
would offer robust efficacy with a favorable safety and 
tolerability profile and a convenient dosing regimen. 

DISTINCTIVE PROFILE OF ARIPIPRAZOLE 
MONOHYDRATE LAIS

Aripiprazole, brexpiprazole, and cariprazine are 
distinctive due to their pharmacologic profiles as partial 
dopamine D2 receptor agonists.36,37 Among the dopamine 
receptor partial agonists, aripiprazole is the only agent 
available in an LAI formulation, making its mechanism 
of action unique within the class of LAIs. Aripiprazole 
exhibits a complex receptor binding profile, acting as a 
partial agonist at dopamine D2, D3, and serotonin 5-HT1A 
receptors and as an antagonist at serotonin 5-HT2A 
receptors.35,38 Aripiprazole binds to dopamine receptors 
with a higher affinity than endogenous dopamine, 
functioning similarly to traditional dopamine antagonists 
by reducing dopamine activity where it is excessive (eg, 
dorsal striatum39) while preserving dopamine function in 
areas where it is needed (eg, the frontal lobe, mesolimbic 
pathway, sensorimotor striatum, and tuberoinfundibular 
tract).40 This mechanism helps minimize adverse 
events like extrapyramidal effects, prolactin elevation, 
and sexual dysfunction while promoting better 
functional outcomes and patient motivation.41–43 

 Aripiprazole is metabolized by cytochrome P450 
(CYP) 2D6 and CYP3A4. Oral aripiprazole formulations 
have a bioavailability of 87% and reach peak plasma 
concentrations within 3 to 5 hours, with an average 
elimination half-life of 75 hours.44 The prolonged 
absorption of the active ingredient from the injection 
site is an example of “flip-flop” pharmacokinetics where 
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the absorption rate controls the duration of the LAI and 
the elimination rate controls the peak concentrations. 
Both aripiprazole monohydrate LAI formulations 
significantly extend the duration of therapeutic plasma 
concentrations compared with available oral options. 
Aripiprazole once-monthly 400 mg (AOM 400) 
formulation reaches peak plasma concentrations within 
4 days following monthly deltoid injections and 5–7 days 
following monthly gluteal injections, has a half-life of 30 
to 46.5 days, and reaches steady-state concentrations 
by the fourth dose, regardless of the injection site.19 

The aripiprazole 2-month ready-to-use (Ari 2MRTU) 
960 mg formulation was developed to extend the 
therapeutic plasma concentrations achieved by AOM 
400 mg from 1 month to 2 months, primarily by 
increasing the administered dose to allow for every-
other-month dosing.35,45 Ari 2MRTU 960 has linear 
pharmacokinetics in the approved dose range. Steady-
state aripiprazole exposures were reached by the 
fourth dose. Plasma exposures at steady state were 
compared between Ari 2MRTU 960 and AOM 400. 
The average plasma concentrations of aripiprazole 
were 263 ng/mL for Ari 2MRTU 960 and 280 ng/
mL for AOM 400, well above the targeted minimum 
predicted threshold of 95 ng/mL. The Cmax of aripiprazole 
was 342 ng/mL and 344 ng/mL for Ari 2MRTU 960 
and AOM 400, respectively. The median steady-
state terminal elimination half-life was 29.4 days for 
both Ari 2MRTU 960 and Ari 2MRTU 720.35,46,47 

The target dose of the 2-month formulation is 960 mg 
for most patients, while a 720 mg dose is available in the 
case of tolerability concerns, in patients who are known 
CYP2D6 poor metabolizers, or in patients who are taking 
concomitant strong inhibitors of CYP3A4 or CYP2D6.35,46

SAFETY OF ARIPIPRAZOLE 
MONOHYDRATE LAIS

Traditional antipsychotics carry a risk of adverse 
events, including drug-induced parkinsonism (DIP), 
weight gain, prolactin elevations, sexual and motor adverse 
events, sedation, insomnia, and withdrawal effects.8 
Tolerability for most medications, including antipsychotic 
drugs, decreases with age, starting around age 50, with 
neurological effects, including DIP, becoming more 
prevalent. As a result, aging patients are at an increased 
risk of fractures and osteoporosis-related fragility 
fractures due to physical restlessness, physical aggression, 
and increased fall risk from medication-related sedation, 
psychomotor impairment, bradykinesia, or postural 
hypotension.48 Adverse effects have been identified as 
a priority for patients diagnosed with schizophrenia 
or BP-I when deciding whether to take a prescribed 
medication, with the majority of patients reporting 
weight gain, physical restlessness, and somnolence as 
important adverse events of current treatments.49

The oral formulation of aripiprazole has long been 
considered well-tolerated and favorable compared to 
a number of other atypical antipsychotics, as it has a 
minimal propensity for clinically significant weight gain 
and metabolic disruption.50,51 A systematic review of 
the efficacy and safety of aripiprazole in the treatment 
of people with schizophrenia found that aripiprazole 
showed similar efficacy to that of both first-generation 
and second-generation antipsychotic medications but was 
associated with significantly lower weight gain, disruptions 
in glucose, triglyceride and cholesterol concentrations 
when compared to other antipsychotics including 
risperidone and olanzapine.52 Additionally, aripiprazole 
was associated with fewer reports of DIP or extrapyramidal 
effects and decreased use of antiparkinsonian 
medications when compared to risperidone.52  

Beyond its favorable cardiometabolic profile, 
aripiprazole is less sedating compared with other 
antipsychotics, due to its lack of histaminergic activity, and 
its partial dopamine agonism avoids prolactin elevations 
often noted with other antipsychotics.48,53 This prolactin-
sparing characteristic of aripiprazole may avoid sexual 
adverse events caused by prolactin elevation and may 
reduce the risk of hip fractures associated with long-term 
hyperprolactinemia, compared to other antipsychotics.48,54 

LAI antipsychotics offer several clinical advantages 
over oral formulations, including improved tolerability 
profiles, reduced risk of drug-drug interactions, and more 
consistent plasma concentrations, which may enhance 
treatment adherence and therapeutic outcomes.8,22,23 
The panel highlighted that since many adverse events 
associated with antipsychotics are peak-trough variation-
related, LAIs may be associated with lower rates of adverse 
events as they provide flattened peak-trough variability 
and more consistent plasma drug concentrations.19 For 
instance, LAIs may help mitigate withdrawal symptoms 
common with missed doses of oral antipsychotics.33 
Although late-emerging adverse events can theoretically 
occur with any LAI antipsychotic, the panel noted they 
are rarely observed in clinical practice with aripiprazole 
monohydrate LAIs due to the tolerability of the medication. 
Weight gain was the only noted exception, as this generally 
cumulative adverse effect can also potentially be driven 
by behavioral factors like improved patient motivation 
and well-being.55 Tardive dyskinesia, a potentially 
irreversible movement disorder associated with long-term 
antipsychotic use, is also a consideration, though the risk 
is significantly lower with second-generation agents like 
aripiprazole compared to first-generation antipsychotics.56

In the treatment of both schizophrenia and BP-I, 
AOM 400 has demonstrated a similar safety profile 
to oral aripiprazole.33,57,58 In the comparative study of 
AOM 400 and Ari 2MRTU 960, adverse events were 
similar between both formulations, with the most 
frequently reported being weight gain and injection-
site pain, and no new safety findings were reported. 45 
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Figure 1. 
Simulated Median Aripiprazole Plasma Concentration-Time Profiles from Initiation to Week 32a

aReprinted from Wang et al.35 For comparative purposes, the figure includes a red line representing simulation results for the same patients treated with AOM 
400 (with the same oral 10 mg overlap during initiation). Reference lines represent the plasma concentration identified as the lower efficacy threshold for the 
prevention of impending relapse (95 ng/mL) and 75th percentile of simulated Cmax,ss following a daily dose of oral aripiprazole 30 mg (534 ng/mL). 

Abbreviations: AOM 400=aripiprazole once-monthly 400 mg, Ari 2MRTU 960=aripiprazole 2-month ready-to-use 960 mg, Cmax,ss=maximum concentration at 
steady state. 
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Panel Consensus Statement #1
“Reduced Side Effects and Enhanced Functionality: 
Aripiprazole monohydrate LAIs are associated with fewer 
adverse motor and metabolic effects compared to first-
generation antipsychotic formulations and some second-
generation antipsychotics, due to the partial dopamine 
agonist mechanism, stable plasma concentrations, lack 
of withdrawal, and improved adherence. Aripiprazole 
monohydrate LAIs support improved social and occupational 
functionality, offering benefits in quality of life.”

EFFICACY OF ARIPIPRAZOLE 
MONOHYDRATE LAIS

The efficacy of AOM 400 was established in placebo-
controlled clinical trials for both schizophrenia and BP-
I.33,57,59 Additionally, several studies of patients diagnosed 
with schizophrenia and BP-I have demonstrated that 
AOM 400 is as effective as oral aripiprazole in reducing 
relapses, hospitalizations, and mortality rates.58,60–63 
Compared to oral antipsychotic medication regimens, 
aripiprazole monohydrate LAIs reduce the need for 
additional psychotropic medications, stabilizing 
patients and minimizing polypharmacy, both of which 
are associated with fewer adverse events and improved 
adherence.19,64 Despite improved adherence compared to 
oral therapies, adherence challenges can persist with LAIs 
due to a variety of factors, including cognitive impairment/
medication forgetting and psychiatric comorbidities such 
as substance use disorders, which can lead to delayed or 
missed doses.65,66 Therefore, flexibility in the timing of 
dose administration for of either aripiprazole monohydrate 
LAI is a critical advantage in supporting its efficacy.35 

The efficacy of Ari 2MRTU 960 was initially evaluated 
utilizing a bridging non-inferiority strategy that compared 
the pharmacokinetic profile of Ari 2MRTU 960 to AOM 400 
in clinically stable patients diagnosed with schizophrenia 
or BP-I. Patients were enrolled to receive Ari 2MRTU 960 
mg every 56 days or AOM 400 mg every 28 days for a 32-
week treatment period. Mean plasma concentrations of 
aripiprazole were similar and comparable between the two 
formulations, with trough plasma concentrations remaining 
above the minimum efficacy threshold of 95 ng/mL at 
all points in the study following the initiation protocol. 
Efficacy assessments at week 32 found minimal differences 
between treatment groups and that trial subjects remained 
stable throughout the study treatment period.45 Two 
secondary analyses of this study were then conducted for 
patients diagnosed with schizophrenia and BP-I as separate 
subgroups, with findings mirroring those of the combined 
study, indicating similar efficacy between Ari 2MRTU 960 
and AOM 400 for each patient population studied.67–70

Efficacy data from the Ari 2MRTU 960 non-inferiority 
study were incorporated into a previously validated 
population-based pharmacokinetic model to characterize 
its pharmacokinetics and explore aspects of its dosing using 
multiple simulations.35,45 In the tested models, plasma 
concentrations of AOM 400 mg and Ari 2MRTU 960 mg 
were comparable from initiation to week 32. As shown 
in Figure 1, simulations demonstrated an Ari 2MRTU 
960 pharmacokinetic exposure profile comparable to 
that of AOM 400 but with more consistent plasma drug 
concentrations and a longer dosing interval.35 Additionally, 
the Ari 2MRTU 960 formulation offers additional patient 
flexibility as patients have a 2-week window in which to get 
their next injection once steady-state plasma concentrations 
have been reached; however the panel emphasized that 
patients and providers should be diligent about scheduling 
injections as close to every 60 days as possible.46
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Panel Consensus Statement #2
“Improved Adherence and Outcomes Through LAIs:  
LAIs, including aripiprazole monohydrate LAIs, 
address challenges of poor adherence in patients 
diagnosed with schizophrenia and BP-I. The consistent 
and comparable pharmacokinetic profiles of AOM 
400 and Ari 2MRTU 960 ensure smoother plasma 
concentrations, similar safety profiles, and the 
benefit of reducing relapses, hospitalizations, and 
mortality rates compared to oral medications.”

INITIATION AND MANAGEMENT  
OF ARI 2MRTU

Pharmacokinetic Interactions
As aripiprazole is primarily metabolized by CYP2D6 

and 3A4, drug-drug interactions or drug-gene interactions 
involving these enzymes exist.71 While AOM 400 is 
the recommended maintenance dose for monthly 
administration, doses can be adjusted (eg, to 300 mg or 
200 mg) based on individual metabolism, the presence of 
enzyme inhibitors, pharmacogenetic factors, or tolerability 
issues. If both CYP2D6 and CYP3A4 inhibitors are present, 
the dose can be reduced to as low as 160 mg monthly. 

The FDA labeling of Ari 2MRTU advises utilizing 
the 720 mg dose in patients who are poor CYP2D6 
metabolizers, or in those taking concomitant medications 
that are strong CYP2D6 and CYP3A4 inhibitors.72 
Patients taking concomitant medications which 
inhibit both CYP2D6 and CYP3A4 should avoid use of 
Ari 2MRTU. The panel discussion highlighted the low 
likelihood of encountering a patient requiring dose 
adjustment based on their CYP enzyme polymorphism 
and concluded that routine pharmacogenetic testing 
before initiating aripiprazole therapy is not generally 
necessary, regardless of initiating either the oral or 
LAI formulations of aripiprazole monohydrate. 

Initiation Strategy
The initiation strategy of AOM 400 and Ari 2MRTU 

960 varies depending on the clinical context and needs 
of the patient and clinician. Due to the long absorption 
half-life of the aripiprazole monohydrate LAIs, patients 
can begin oral and injectable therapy simultaneously and 
discontinue the oral component once steady-state levels 
are achieved. 35 Multiple initiation strategies exist and 
may be equally appropriate and effective.18 The transition 
rate from oral aripiprazole will also be affected by the 
severity of the disease and the care environment (eg, 
inpatient vs outpatient; good vs limited social support).18 
Multiple treatment strategies were modeled based on 
real-world clinical scenarios (Figure 2).35 Some clinicians 
may prefer several weeks of oral aripiprazole to confirm 
tolerability and establish efficacy, while others favor 

a faster transition, particularly in acute care settings 
where rapid stabilization is critical. Regardless of the 
approach, all modeled strategies, whether transitioning 
directly from AOM 400 to Ari 2MRTU 960 (Figure 2A) 
or first establishing tolerability with various doses of oral 
aripiprazole (Figure 2B–E), resulted in aripiprazole plasma 
concentrations well above the minimum therapeutic 
threshold of 95 ng/mL. Figure 2F illustrates an additional 
strategy, initiating both AOM 400 and oral aripiprazole on 
day 0, then transitioning to Ari 2MRTU 960 on day 28.35

AOM 400 was initially approved with a single injection 
start strategy, where patients received a single injection of 
AOM 400 into a gluteal or deltoid muscle and continued 
oral aripiprazole (10 mg or 20 mg) for 14 days to achieve 
therapeutic plasma concentrations. More recently, a two-
injection start (TIS) strategy has been approved in the 
United States, Canada, and Europe, allowing initiation 
without the 14-day oral supplementation period. 73,74 
The TIS strategy may be particularly advantageous for 
patients at risk for adherence-related relapse or suboptimal 
treatment outcomes.75,76 In patients with established 
tolerability to oral aripiprazole, the TIS strategy involves 
2 separate injections of AOM 400 administered at 
different sites (gluteal or deltoid), along with a single 20 
mg oral dose of aripiprazole. 75 The TIS strategy achieves 
therapeutic plasma concentrations without the need for 
additional oral dosing, potentially reducing adherence-
related undertreatment and relapse during initiation, 
decreasing the length of acute hospital stays, minimizing 
the burden on caregivers to supervise oral medication, and 
expanding treatment options for patients and providers. 
75 A recently published survey76 of physicians (62.8%) 
and nurses (29.2%) in Germany, Italy, and the United 
Kingdom who had prescribed or administered AOM 
400-TIS at least 3 times in patients with schizophrenia 
identified the most common reasons for initiating AOM 
400 with the TIS strategy as a history of poor adherence 
(85.1%), relapse (59.6%), and high hospitalization 
rates (48.9%). The primary prescribing goals reported 
were improving adherence (70.2%), preventing relapse 
(69.1%), and enhancing patient quality of life (62.8%). 
Most healthcare providers agreed or strongly agreed 
that AOM 400-TIS was easy to administer (79.8%) and 
had a safety and tolerability profile comparable to the 
1-injection start regimen (69.1%), with the majority 
expressing satisfaction with patient outcomes (84.0%).76

For Ari 2MRTU 960, multiple treatment initiation 
strategies were evaluated by Wang et al using population-
based pharmacokinetic modeling.35 As shown in Figure 3, 
Ari 2MRTU 960 reaches therapeutic plasma concentrations 
(above 95 ng/mL) from the first dose, regardless of 
initiation strategy, ensuring early efficacy without waiting 
for full steady-state (~5 half-lives). Additionally, across all 
treatment initiation scenarios evaluated, Ari 2MRTU 960 
resulted in plasma concentrations of aripiprazole similar 
to those achieved with AOM 400. Of the dosing strategy 
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Figure 2. 
Simulated Median Plasma Aripiprazole Concentration-Time Profiles Following Initiation  
of Ari 2MRTU 960 Across Various Prior Treatment Scenariosa

aReprinted from Wang et al.35 For comparative purposes, each figure includes a red line representing simulation results for the same patients treated with 
AOM 400 (with the same oral overlap, where relevant). Reference lines represent the plasma concentration identified as the lower efficacy threshold for the 
prevention of impending relapse (95 ng/mL), and 75th percentile of simulated Cmax,ss following a daily dose of oral aripiprazole 30 mg (534 ng/mL). 

Abbreviations: AOM 400=aripiprazole once-monthly 400 mg, Ari 2MRTU 960=aripiprazole 2-month ready-to-use 960 mg, Cmax,ss=maximum concentration at 
steady state. 
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F. Ari 2MRTU 960 on Day 28 following administration of AOM 
400 on Day O with overlapping oral aripiprazole 20 mg in 
patients stabilized on oral aripiprazole 20 mg
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Figure 3. 
Simulated Median Aripiprazole Concentration–Time Profiles Following a Two-Injection Start With 
Ari 2MRTU 960 Plus AOM 400 Across Various Prior Treatment Scenariosa

aReprinted from Wang et al.35 For comparative purposes, Figures 3A–C include a red line, representing simulation results for the same patients treated with Ari 
2MRTU 960 on Day 0 with overlapping oral aripiprazole 10 mg or 20 mg on Day 0–13. Figure 3D includes red and green lines, representing simulation results 
for the same patients treated with Ari 2MRTU 960 on Day 0 with overlapping oral aripiprazole 10 mg or 20 mg, respectively, on Day 0–13. Reference lines 
represent the plasma concentration identified as the lower efficacy threshold for the prevention of impending relapse (95 ng/mL), and the 75th percentile of 
simulated Cmax,ss following a daily dose of oral aripiprazole 30 mg (534 ng/mL).

Abbreviations: AOM 400=aripiprazole once-monthly 400 mg, Ari 2MRTU 960=aripiprazole 2-month ready-to-use 960 mg, Cmax,ss=maximum concentration at 
steady state. 
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scenarios evaluated, patients who received a TIS strategy 
consisting of a single dose of oral aripiprazole 20 mg in 
combination with Ari 2MRTU 960 mg gluteal injection and 
AOM 400 mg deltoid or gluteal injection on day 1 had more 
stable plasma concentrations of aripiprazole, compared 
with the 3 other start strategies analyzed (Figure 3).35

 Plasma Concentration Monitoring
Plasma concentrations achieved with Ari 2MRTU 

960 have demonstrated more consistent efficacy with 
an improved risk-benefit profile compared to AOM 400, 
offering patients the potential for improved sustained 
efficacy, with every-other-month injections compared to 
once monthly injections.35 In patients receiving AOM 400, 
injections must be received within a window of 2 days 
each month to maintain consistent, steady-state plasma 
concentrations. 58 However, in patients taking Ari 2MRTU 

960, this window can be increased to 2 weeks when needed 
and still maintain therapeutic plasma concentrations well 
above the 95 ng/mL threshold (Figure 4). This allows 
far more patient flexibility in scheduling their injections, 
which should translate to improved plasma concentration 
stability and medication adherence.35 However, such delays 
can accumulate and should not be repeated, as they can 
lead to diluted blood concentrations and breakthrough 
psychosis.77 In one study, using a population-based 
pharmacokinetic model, missed/delayed doses were 
simulated to assess the effects of imperfect adherence 
with every 2-month dosing interval and demonstrated 
that imperfect adherence with up to a 6-week delay 
was able to maintain therapeutic concentrations of 
aripiprazole.35 The dosing recommendations in the FDA 
label state that if more than 8 weeks and less than 14 
weeks have elapsed since the last injection, the next dose 
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Figure 4. 
Simulated Median Plasma Aripiprazole Concentration-Time Profiles Following Ari 2MRTU 960 as 
Scheduled or After a Delay of 2, 4, 6, or 8 Weeks in Patients Already Stabilized on Ari 2MRTU 960a

aReprinted from Wang et al.35 Reference lines represent the plasma concentration identified as the lower efficacy threshold for the prevention of impending 
relapse (95 ng/mL) and 75th percentile of simulated Cmax,ss following a daily dose of oral aripiprazole 30 mg (534 ng/mL). 

Abbreviations: Ari 2MRTU 960=aripiprazole 2-month ready-to-use 960 mg, Cmax,ss=maximum concentration at steady state. 
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of Ari 2MRTU 960 should be administered as soon as 
possible and then the once-every-2-month schedule should 
be resumed. If a patient is beyond 14 weeks since their 
last injection, Ari 2MRTU 960 should be reinitiated.46 

Due to sustained plasma concentrations with missed or 
delayed doses, the consensus panel does not recommend 
routine plasma drug monitoring for most patients. 
Monitoring should be reserved for patients on chronic 
medication regimens that interfere with CYP3A4 or CYP2D6 
or in a patient who is a known hypo- or hyper-metabolizer, 
or those with lack of efficacy at normally effective doses 
or adverse effects at lower doses as dose adjustments 
may be needed in these select patient populations. 

Patient-Centered Strategies to Support 
Sustained LAI Adherence

Beyond reducing dosing frequency compared to oral 
antipsychotics, LAIs may improve adherence in part by 
reducing or eliminating stigma associated with taking 
daily medication. A systematic review found that negative 
attitudes toward medication, including stigma, contributed 
to nonadherence in 30.5% of included studies.78

A recent qualitative study79 explored patient, caregiver, 
and prescriber preferences for unbranded LAI dosing 
frequency and treatment goals in schizophrenia. When 
asked about the potential of an LAI administered once 
every 2 months compared to once-monthly treatment, both 
patients living with schizophrenia and caregivers expressed 
positive views, perceiving the extended dosing interval as 
less burdensome. Prescribers also noted potential benefits 
of every-other-month injections, such as greater flexibility, 

less injection-related discomfort, and a greater perceived 
sense of normalcy due to receiving fewer injections. 
However, prescribers also cited potential drawbacks to 
LAIs generally, including limited ability to adjust dosing in 
response to tolerability issues and the possibility of needing 
oral supplementation if efficacy was not sustained. 79

LAIs may inherently provide more consistent 
patient-provider contact, as each injection requires 
a trained healthcare professional to administer the 
LAI, allowing for closer monitoring of adherence and 
adverse effects. This interaction may mitigate the risk 
of treatment interruptions due to unrecognized efficacy 
issues. Additionally, expanding LAI administration to 
non-providers, such as pharmacists in outpatient clinics 
or at pharmacies, may further enhance flexibility and 
access to care.80–82 While interactions with nursing or 
other staff who administer LAI injections can be helpful, 
it is important to note that visits with clinical staff 
who provide other recovery-oriented services should 
not be decreased simply because LAI administration 
allows for clinical contacts to be spaced further apart. 

Additionally, a recently published Delphi consensus 
focused on functional recovery in patients with first-
episode psychosis or early-phase schizophrenia 
emphasized that LAI antipsychotics can support functional 
recovery by increasing adherence, reducing disease burden, 
and preventing functional decline. 83 Earlier use of LAIs has 
been shown to improve outcomes in multiple studies84-87 
and has been advocated as good clinical practice.26,88,89

By improving adherence and reducing dosing 
frequency, Ari 2MRTU 960 allows patients and 
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providers to shift focus from medication management 
to broader aspects of recovery, such as psychosocial 
interventions that are critical to functional recovery 
and enhanced life engagement.90 Fewer injection 
appointments can provide more opportunities for 
targeted, non-pharmacologic interventions.23

Additionally, the flexibility of Ari 2MRTU 960’s dosing 
schedule supports sustained antipsychotic adherence by 
reducing the need for strict follow-up windows, which can 
improve patient quality of life.35 Despite these advantages, 
maintaining consistent follow-up appointments is 
essential to avoid fluctuations in plasma concentrations 
and ensure therapeutic stability. Thus, clinicians must 
remain vigilant in scheduling follow-up injection 
appointments to support consistent positive outcomes.

Panel Consensus Statement #3
“Flexibility and Patient-Centered Care: The varied dosing 
intervals of aripiprazole monohydrate LAIs cater to patient 
preferences and lifestyles, enhancing convenience and 
reducing the burden of daily medication. This flexibility 
supports treatment adherence, especially in patients who 
do not want to disclose to those in their social environment 
that they are taking antipsychotic medications and who wish 
to avoid the stigma associated with visible medication use.”

CONCLUSION

AOM 400 and Ari 2MRTU 960 address multiple 
challenges faced by patients diagnosed with schizophrenia 
or BP-I requiring antipsychotic therapy, allowing for 
sustained plasma concentrations and sustained efficacy 
with lower rates of relapses and hospitalizations. 
Compared to oral aripiprazole monohydrate and AOM 
400, Ari 2MRTU 960 allows for more flexible dosing 
intervals based on its pharmacokinetic profile, giving 
patients more preference and convenience in their 
dosing schedule. Lastly, aripiprazole monohydrate LAIs 
are associated with fewer adverse motor and metabolic 
effects compared to older antipsychotic formulations, 
further supporting patient adherence and quality of life.  
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