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Inpatient 
period

Characteristic Aripiprazole Lauroxil
(n=84)

Paliperidone Palmitate
(n=93)

Age, mean (SD), years 43.6 (9.8) 43.2 (10.6)
Sex, male, n (%) 64 (76.2) 71 (76.3)
Race,b n (%)

Black or African American 61 (72.6) 73 (78.5)
White 21 (25.0) 14 (15.1)
Asian 2 (2.4) 4 (4.3)

• The objective of this post hoc analysis was to examine 23-week outpatient efficacy, safety, and tolerability of AL, including the 
discharge-to-next-dose transition period, following inpatient initiation

Study Design
• Details of the ALPINE study design have been published previously10 
• AL and PP initiation and results from the 2-week inpatient period are presented in a companion poster [Poster #1]

• These post hoc analysis findings support the use of AL or PP through the transition from acute inpatient treatment of 
schizophrenia to outpatient maintenance care
– Schizophrenia symptom severity remained stable from discharge through 23 weeks of outpatient AL or PP treatment 

based on PANSS Total scores
– Safety and tolerability of outpatient AL and PP treatment were consistent with their known profiles, with no new safety 

signals among patients discharged from the hospital fully initiated on AL or PP
• Having LAI antipsychotic onboarded at discharge ensures relevant drug levels during this high-risk transition period, 

providing support for a durable treatment response

1. Schennach R, et al. Psychiatr Serv. 2012;63:87-90. DOI: 10.1176/appi.ps.201100084. 2. Fingar KR, et al. In: Healthcare Cost and Utilization Project (HCUP) Statistical Briefs [Internet]. 
Rockville (MD): Agency for Healthcare Research and Quality (US); Statistical Brief #230. 2017. Available at: https://www.ncbi.nlm.nih.gov/books/NBK487973/. 3. Olfson M, et al. JAMA 
Psychiatry. 2016;73:1119-26. DOI: 10.1001/jamapsychiatry.2016.2035. 4. Olfson M, et al. Psychiatr Serv. 2000;51:216-22. DOI: 10.1176/appi.ps.51.2.216. 5. Nasrallah HA and Smeltzer DJ, 
2011. Contemporary Diagnosis and Management of Schizophrenia. Newton, PA: Associates in Medical Marketing Company, Incorporated. 6. The American Psychiatric Association Practice 
Guideline for the Treatment of Patients With Schizophrenia. Washington, DC: American Psychiatric Association; 2021. 7. Olayinka O, et al. Psychiatry J. 2019;2019:8629030. 
DOI: 10.1155/2019/8629030. 8. Sommi RW, et al. J Clin Psychiatry. 2024;85:23m15132. DOI: 10.4088/JCP.23m15132. 9. Hard ML, et al. CNS Drugs. 2017;31:617-24. 
DOI: 10.1007/s40263-017-0447-7. 10. Weiden PJ,   et al. J Clin Psychiatry. 2020;81:19m13207. DOI: 10.4088/JCP.19m13207. 11. Marder SR, et al. J Clin Psychiatry. 1997;58:538-46. 
DOI: 10.4088/jcp.v58n1205. 

• This post hoc analysis excluded patients who discontinued treatment during the inpatient period; therefore, the results may not generalize to all patients 
started on treatment with AL 1064 mg every-2-months

• The study was not designed for between-group comparisons; the primary study objective was to assess the AL formulations, which were investigational 
at the time of the study, using PP as an active control

• These outpatient findings were specific to AL and PP and may not generalize to treatment with other LAI antipsychotics

Disclosure information, acknowledgements, and copies of this poster can be obtained through this QR (Quick Response) code. These 
materials are for personal use only and may not be reproduced without permission of Alkermes. For permission, contact 

USMedInfo@Alkermes.com.
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Table 1. Demographics at ALPINE Study Baseline: Outpatient Analysis Populationa

aA total of 200 patients were randomized in ALPINE (aripiprazole lauroxil, n=99; paliperidone palmitate, n=101); the outpatient analysis population included patients who were 
discharged from the inpatient period and completed ≥1 postdischarge efficacy assessment. bTwo patients in the paliperidone palmitate group reported >1 race and were reported as 
“multiple races.” 

Patients, n (%) Aripiprazole Lauroxil
(n=84)

Paliperidone Palmitate
(n=93)

Patients with any AE 42 (50.0) 44 (47.3)
AEs reported by ≥3% of patients in either treatment group

Weight increased 9 (10.7) 14 (15.1)
Worsening schizophrenia 4 (4.8) 2 (2.2)
Headache 3 (3.6) 2 (2.2)
Blood pressure increased 3 (3.6) 1 (1.1)
Injection site pain 3 (3.6) 0
Blood creatine phosphokinase increased 1 (1.2) 3 (3.2)
Erectile dysfunction 0 3 (3.2)

AEs leading to study discontinuationa 6 (7.1) 5 (5.4)
SAEs leading to death 0 1 (1.1)b

• Patients discharged after an acute schizophrenia exacerbation enter a high-risk period marked by medication nonadherence, suicide risk, 
and frequent relapse and rehospitalization, leading to progressive brain damage1-5

• Inpatient treatment typically focuses on stabilization of acute symptoms, but effective care must also ensure continuity of symptom control 
after discharge6 

• Long-acting injectable (LAI) antipsychotics offer an opportunity to enhance this continuity; however, they have been underutilized during 
acute care7

• Aripiprazole lauroxil (AL) is an LAI that can be initiated during hospitalization,8 providing relevant plasma concentrations that extend 
postdischarge and help to bridge inpatient stabilization and outpatient maintenance9

• The ALPINE study (ClinicalTrials.gov identifier NCT03345979) was a 25-week, phase 3b, double-blind, randomized trial assessing the efficacy 
and safety of AL every-2-months initiated with the 1-day regiment during a 2-week inpatient period and in the 23 weeks after discharge10

– At the week 4 primary endpoint, AL treatment was associated with a statistically significant reduction in Positive and Negative Syndrome 
Scale (PANSS) Total score10 

– The study included an active LAI control with known efficacy for treating symptoms of schizophrenia (paliperidone palmitate [PP]) 

Figure 4. Proportions of Patients With BARS Global Score ≥2 (A) and SAS Total Score >3 (B)
Figure 1. ALPINE Study Design, Treatment, and Outpatient Assessments

Figure 2. Changes From Discharge in PANSS Total Score to During Outpatient Treatment

AL, aripiprazole lauroxil; LS, least squares; P, placebo injection; PANSS, Positive and Negative Syndrome Scale; PP, paliperidone palmitate.

Figure 3. Changes from Discharge in Marder Factor Scores During Outpatient Treatmenta

Table 2. Summary of AEs Reported During the Outpatient Period

aAL was initiated on study day 1 using a 1-day regimen (ALNCD and a single 30-mg oral dose of aripiprazole) followed by administration of AL every-2-months on day 8. Patients 
assigned to PP received PP 234 mg on study day 1 and PP 156 mg monthly starting on study day 8. bPost hoc criteria were chosen consistent with a patient successfully converted 
to an LAI and attending the first postdischarge appointment using no oral antipsychotic supplementation, with relevant plasma concentrations from the LAI onboarding. cPatients 
were assessed as ready for discharge based on the Readiness for Discharge Questionnaire, evaluated daily from day 4 to discharge. dBecause AL and PP use different injection 
sites, day 1 and day 8 injections were given with a placebo injection in the opposite site to maintain blinding. Because the 1-day AL initiation regimen includes a 30-mg oral dose 
of aripiprazole, patients assigned to PP were administered an oral placebo tablet. 
AL, aripiprazole lauroxil; ALNCD, aripiprazole lauroxil NanoCrystal Dispersion formulation; DSM-5, Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition; LAI, long-
acting injectable; PP, paliperidone palmitate. 

Assessments
• Efficacy was assessed based on the PANSS Total score and PANSS Marder Factor scores11

• Safety was assessed based on adverse events (AEs)

Post Hoc Analysis
• Data from the day of discharge, weeks 1, 2, and 3, and monthly visits thereafter were included in this post hoc analysis
• PANSS and CGI-S data were analyzed using a mixed model for repeated measures approach 
• Given the post hoc nature of the analysis, no statistical testing was conducted

BARS, Barnes Akathisia Rating Scale; SAS, Simpson-Angus Scale.

• Movement-related disorders were reported in few patients during the inpatient period based on Barnes Akathisia Rating Scale 
(BARS) and Simpson-Angus Scale (SAS) criteria (BARS global score ≥2; SAS total score >3)

AL treatment initiated during acute hospitalization was assessed through the transition to outpatient care

Aripiprazole lauroxil

aMarder factors include positive symptom items: delusions (P1), hallucinatory behavior (P3), grandiosity (P5), suspiciousness (P6), stereotyped thinking (N7), somatic concern (G1), unusual thought content (G9), and lack of judgment and insight (G12); negative symptom items: blunted affect (N1), emotional withdrawal (N2), poor rapport (N3), passive/apathetic social 
withdrawal (N4), lack of spontaneity (N6), motor retardation (G7), and active social avoidance (G16); disorganized thought items: conceptual disorganization (P2), difficulty in abstract thinking (N5), mannerisms and posturing (G5), poor attention (G11), disturbance of volition (G13), preoccupation (G15), and disorientation (G10); uncontrolled hostility/excitement items: 
excitement (P4), hostility (P7), uncooperativeness (G8), and poor impulse control (G14); and anxiety/depression items: anxiety (G2), guilt (G3), tension (G4), and depression (G6).11
LS, least squares.

aAEs leading to study discontinuation worsening schizophrenia (AL, n=4; PP, n=1), psychotic disorder (AL, n=2), suicide attempt (AL, n=1; PP, n=1), suicidal ideation (AL, n=1), akathisia 
(PP, n=1), dystonia (PP, n=1), overdose (PP, n=1), and road traffic accident (PP, n=1). bOne patient assigned to paliperidone palmitate died as a result of a road traffic accident.
AE, adverse event; AL, aripiprazole lauroxil; PP, paliperidone palmitate; SAE, serious adverse event.

• Serious AEs were reported for 6 AL-treated patients and 7 PP-treated patients (worsening schizophrenia [AL, n=4; PP, n=2], psychotic 
disorder [AL, n=2], suicide attempt [AL, n=1; PP, n=1], suicidal ideation, hypercalcemia, leukocytosis, and renal failure [AL, n=1 each], and 
depression, dystonia, psychotic symptom, overdose, alcohol poisoning, bone deformity, and road traffic accident [PP, n=1 each]) 

Outpatient Safety

Paliperidone palmitate

A. BARS B. SAS

Outpatient Durability of Response

Patients

Discharge

At discharge:
Mean (SD) PANSS Total score: 77.3 (14.2)

Week 23:
LS mean (SE) change from baseline: −5.3 (1.3) 

At discharge:
Mean (SD) PANSS Total score: 75.7 (14.3)

Week 23:
LS mean (SE) change from baseline: −2.0 (1.5) 

Discharge

Uncontrolled 
Hostility/Excitement: −0.4

Disorganized Thought: −1.0 
Anxiety/Depression: −1.0

Negative Symptoms: −0.7

Positive Symptoms: −2.0

Discharge

Uncontrolled 
Hostility/Excitement: −0.1

Negative Symptoms: −0.5 

Disorganized  Thought:−0.3
Anxiety/Depression: −0.2

Positive Symptoms: −1.1

• Adults meeting DSM-5 criteria for 
schizophrenia 

• Assessed as discharge-readyc after 2-week 
inpatient treatment for an acute 
exacerbation of symptoms 

• Completed ≥1 postdischarge efficacy 
assessment

23

Outpatient Week

Outpatient Period

72 19

RandomizationAdmission
Discharge

10 3 11 15

Study end

Inpatient 
Period

X X X XX X X XX

AL:

PP:

Day 1aDay 8

ALNCD 
30-mg oral aripiprazole

AL every-2-months

PP initiation

PP monthly

Placebo injectiond Placebo pill
X Efficacy assessments in the outpatient analysis 

• AL treatment was associated with a durable response in the outpatient period

Inpatient 
period

Discharge

AL PP

P P P
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Post Hoc Analysis Populationb

Week 23:
LS mean change from baseline: 

Aripiprazole lauroxil Paliperidone palmitate

https://doi.org/10.1176/appi.ps.201100084
https://www.ncbi.nlm.nih.gov/books/NBK487973/
https://doi.org/10.1001/jamapsychiatry.2016.2035
https://doi.org/10.1176/appi.ps.51.2.216
https://doi.org/10.1155/2019/8629030
https://doi.org/10.4088/jcp.23m15132
https://doi.org/10.1007/s40263-017-0447-7
https://doi.org/10.1007/s40263-017-0447-7
https://doi.org/10.1007/s40263-017-0447-7
https://doi.org/10.1007/s40263-017-0447-7
https://doi.org/10.1007/s40263-017-0447-7
https://doi.org/10.1007/s40263-017-0447-7
https://doi.org/10.1007/s40263-017-0447-7
http://doi.org/10.4088/JCP.19m13207
https://doi.org/10.4088/jcp.v58n1205
mailto:USMedInfo@Alkermes.com


Peter J. Weiden, MD1; Jelena Kunovac, MD, MS2-4; Shifang Liu, PhD5; Daniel J. Kim, PhD5; James A. McGrory, PhD5 

Safety and Efficacy of Aripiprazole Lauroxil in an Outpatient Setting After Initiation During Hospitalization for an Acute Exacerbation of Schizophrenia

1Renaissance School of Medicine at Stony Brook University, Stony Brook, NY, USA; 2Redbird Research, Las Vegas, NV, USA; 3Excell Research, Oceanside, CA, USA; 4University of Nevada, Las Vegas, NV, USA; 5Alkermes, Inc., Waltham, MA, USA

This study was sponsored by Alkermes, Inc., Waltham, MA, USA. Medical writing and editorial support were provided by Peloton Advantage, LLC, an OPEN Health company, and funded by 
Alkermes, Inc.

PJW is a former employee of Alkermes, Inc., and has been a consultant for Alkermes, Lyndra, MapLight, and Teva. JK is the founder of Altea Research Institute and a cofounder of Excell 
Research and is a consultant and/or serves on advisory boards for AstraZeneca, Bristol-Myers Squibb, Janssen, Novartis, Otsuka, Pfizer, and Sunovion. SL, DJK, and JAM are or were 
employees of Alkermes, Inc., and may own stock/options in the company.

DISCLOSURES

ACKNOWLEDGMENTS


