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BACKGROUND RESULTS
Long-acting injectable (LAI) antipsychotic formulations are used for maintenance treatment of patients with schizophrenia but are
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considered les requently for managing acute symptom exacerbations' - AL treatment of acute schizophrenia was initiated using a 1-day regimen during a 2-week inpatient period
Early LAl antipsychotic formulations were limited, requiring a prolonged period of daily oral antipsychotic supplementation to quickly

achieve therapeutic plasma concentrations after initiation%3 .
Advances in formulation technology now allow rapid attainment of target plasma levels within days, reducing or eliminating the need for 2-Week Efflcacy 2-Week SafEty
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oral supplementation at initiation? Figure 2. LS Mean Changes From Baseline in PANSS Total Score During the 2-Week Inpatient Period Mo.st AEs reported in the first 2 weeks of treatr.nent were mll.d (AL, 4?.44, I?P, 2.9.76) or mod?rate (AL, 8.16,.PP, 22.8%) in severity .
— The LAl antipsychotic aripiprazole lauroxil (AL) has a 1-day initiation option that allows full onboarding of the LAl within a short hospital stay* » Serious AEs were reported for 2 AL-treated patients (generalized tonic-clonic seizure, worsening schizophrenia) and 0 PP-treated patients

Despite these advances, many clinicians rely solely on oral antipsychotic therapy in the inpatient setting>® S Aripiprazole lauroxil Paliperidone palmitate
The ALPINE study (ClinicalTrials.gov identifier NCT03345979) was a 25-week, phase 3b, double-blind, randomized trial assessing the efficacy Mean (SD) PANSS Total s;core- 94.1 (9.0) M 5 PANBaf‘rel'"le: .94 4
and safety of AL every-2-months initiated with the 1-day regimen during a 2-week inpatient period and in the 23 weeks after discharge’ 2 (5] S RIS )

Table 2. AEs Reported During the 2-Week Inpatient Period

Aripiprazole Lauroxil Paliperidone Palmitate
(n=99) (n=101)
- Patients with any AE 53 (53.5) 53 (52.5)
0

AEs reported by 23% of patients in either treatment group

Patients, n (%)

— AL treatment was associated with statistically significant reductions in Positive and Negative Syndrome Scale (PANSS) Total score at the
4- and 25-week endpoints

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

OBJECTIVE

* The objective of this post hoc analysis was to evaluate the initial response to AL, initiated using the 1-day regimen, during a 2-week
inpatient hospitalization for the treatment of acute schizophrenia

METHODS

Study Design

* Details of the ALPINE study design have been published previously’
— This post hoc analysis focuses on the 2-week inpatient period; the outpatient period is assessed in a companion poster (Poster #23)
Patients randomly assigned to AL received the 1-day initiation regimen on day 1, followed by their first dose of AL 1064 mg every-2-months
on day 8 (Figure 1)
— Initiation regimen: 1 injection of AL NanoCrystal Dispersion formulation (ALycp) and a single 30-mg oral dose of aripiprazole
— No oral supplementation was given after day 1

* The active control was paliperidone palmitate (PP)

Injection site pain 15 (15.2) 25 (24.8)
Akathisia 9(9.1) 10 (9.9)

Discharge: Headache 5(5.1) 6 (5.9)
LS mean (SE) change from baseline:

-18.4 (1.3)
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Discharge:
LS mean (SE) change from baseline:
-15.4 (1.3)
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Somnolence 4 (4.0) 7 (6.9)
Dystonia? 4 (4.0) 6 (5.9)
Constipation 3(3.0) 3(3.0)
Dizziness 3(3.0) 3(3.0)
Agitation 3(3.0) 1(1.0)
Myalgia 3(3.0) 1(1.0)

Injection site induration 3(3.0) 0

Increased appetite 2 (2.0) 3(3.0)

First AL every-2-months PP 234-mg First PP 156-mg

injection injection?

AlLncp injection

.. . Weight increased 1(1.0) 6 (5.9)
and 30-mg OA injection?

Arthralgia 1(1.0) 3(3.0)
AEs leading to study discontinuation® 4 (4.0)c 6 (5.9)

3ncludes Medical Dictionary for Regulatory Activities version 21.1 preferred terms of dystonia and oromandibular dystonia. PAEs leading to study discontinuation included injection
site pain (n=2) and generalized tonic-clonic seizure and worsening schizophrenia (n=1 each) for aripiprazole lauroxil and injection site pain, abdominal pain upper, akathisia, blood
--- No oral supplementation thereafter - No oral supplementation prolactin increased, dizziness, galactorrhea, and oromandibular dystonia (n=1 each) for paliperidone palmitate. “©One patient assigned to aripiprazole lauroxil discontinued due to

injection site pain associated with a placebo injection.
Inpafi-:r\:flil:zriod Study Treatments I I 1 AE, adverse event.
! Day 8°

Day 1 Baseline Baseline

oay§1 Day 8 e . Coverage
itotor Study Week Study Week LIMITATIONS

LS Mean (95% Cl) Change From Baseline,
PANSS Total Score

LS Mean (95% Cl) Change From Baseline,
PANSS Total Score

Figure 1. ALPINE Inpatient Period Study Design, Treatment, and Patient Population S

AL: ’;‘;N(f)i?mg s ﬁ AL 1064 mg 2 months N: 96 94 89 82 N: 99 97 This post hoc analysis was limited to the inpatient period to specifically address early response; however, efficacy and safety results for the

T aThe first AL injection can be administered on the same day as ALycp, or up to 10 days afterward. The first PP 156-mg injection must be administered 8 days after the PP 234-mg injection; therefore, AL was administered on day 8 in ALPINE. 23-week outpatient pe”Od of ALPINE are reported In a companion poster (POSter #23)
I
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. PP PP 234 mg PP 156 mg 1 month investigational at the time of the study, using PP as an active control
Randomization

Admission ki § lacebo injection Study Population: * No statistically significant differences in PANSS Total scores were observed between AL and PP at any assessment These inpatient findings were specific to AL and PP and may not generalize to treatment with other LAl antipsychotics
. . . o - L L] ) > 0 . . L] ) ) . . o
A o blacebo pil S L b R T By discharge, 55.2% (53/96) of AL-treated patients had met the early treatment response criterion of 220% improvement from baseline in PANSS Total score during the inpatient period (PP, 60.6% [60/99]) CONCLUSIONS
1 * Hospitalized for acute symptoms (onset <2 months)

Baseline [x] Efficacy assessment * PANSS Total score of 80-120 Figure 3. LS Mean Changes From Baseline in Marder Factor® Scores During the 2-Week Inpatient Period

ﬁ AL, aripiprazole lauroxil; ALycp, aripiprazole lauroxil NanoCrystal Dispersion formulation; LS, least squares; OA, oral aripiprazole; PANSS, Positive and Negative Syndrome Scale; PP, paliperidone palmitate. The Study was not designed for between-group comparisons; the primary Study objective was to assess the AL formulations, which were

» To our knowledge, this is the first clinical study to evaluate the safety and efficacy of using the 2 LAls that could
aThe first AL injection can be administered on the same day as ALycp or £10 days afterward. The first PP 156-mg injection must be administered 8 days after the PP 234-mg injection; H. : H H : e ey . . . . . e ey a. .
therefore, AL was administered on day 8 in ALPINE. PBecause AL and PP use different injection sites, day 1 and day 8 injections were given with a placebo injection in the opposite site to ArlplpraZOIQ Iaurox" Pallperldone palmltate be ImtlatEd WlthOUt reqUIred pr0|0ngEd oral Coverage and therefore were SUIted for Inpatlent Initiation In

malnt.alln blinding. CBet?aTuse the 1-day AL |n|t|at|qn regimen |nclude§ a .30-mg oral'dose ofarlplprazc.)le', patients assighed to PE were admlnlste.re'zd ?n oral placeb.o ta?b!et. . Discharge: ) . patlents entenng the hOSpltal a|ready exposed to the respectlve oral formulation
AL, aripiprazole lauroxil; ALycp, AL NanoCrystal Dispersion formulation; DSM-5, Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition; LAl, long-acting injectable; OA, oral Discharge:

aripiprazole; PANSS, Positive and Negative Syndrome Scale; PP, paliperidone palmitate. LS mean change from baseline: LS mean change from baseline: Ea rIy response to AL or PP over 2 weeks was robust based on improvement in PANSS Total score and on
Assessments Uncontrofled symptom domains of clinical interest
* Efficacy was assessed based on the PANSS Total score and PANSS Marder Factors8; early response was defined as 220% reduction in Hggtc;:ri]t;?E:citement- 21 Safety and tolerability following 1-day initiation were consistent with the known profile of oral aripiprazole
PANSS Total score from baseline to discharge =L (with the addition of injection site pain) and with that of AL initiated using 3 weeks of oral aripiprazole
» Safety was assessed based on adverse events (AEs) | tati
Anxiety/Depression: -3.2 suppiementation
Negative Symptoms: -3.4 —The 2-week safety of PP was also consistent with its known profile

* These post hoc analysis findings support the existing evidence for inpatient initiation of LAl treatment for acute
exacerbations of schizophrenia that require hospitalization

Uncontrolled
Hostility/Excitement: -1.9

I
N
1
|
N
1

Anxiety/Depression: -2.6

Disorganized Thought: -3.2
Post Hoc Analysis
* Data from the baseline (day 1, predose) and day 4, 8, and 15 assessments were included in the post hoc analysis

* Efficacy outcomes were analyzed using a mixed model for repeated measures approach
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~ Disorganized Thought: -4.0

From Baseline
From Baseline

. Positive Symptoms: -4.6
Patients

Table 1. Demographics and Baseline Clinical Characteristics®

LS Mean (95% CI) Change
LS Mean (95% Cl) Change

Positive Symptoms: -5.5
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Asian 2(2.0) 4 (4.0) 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
BMI, mean (SD), kg/m? 28.2 (5.5) 27.9(5.1) (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),
asafety population (patients who received 21 dose of study drug). °Two patients in the paliperidone palmitate group reported >1 race and were reported as “multiple races.” hostility (P7), uncooperativeness (G8), and poor impulse control (G14); and anxiety/depression items: anxiety (G2), guilt (G3), tension (G4), and depression (G6).8
BMI, body mass index. LS, least squares.
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