Acute and Maintenance Treatment Effects of Olanzapine/Samidorphan on Negative Symptoms in Patients With Acute Schizophrenia: A Post Hoc Analysis
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In this post hoc analysis, negative symptoms of schizophrenia decreased during short-term treatment and continued to ™™

Table 1. Demographics and ENLIGHTEN-1 Study Baseline Clinical Characteristics, Post Hoc Analysis Population?

+ Addressing negative symptoms in patients with schizophrena i a treatment challenge decrease over 52 weeks of OLZ/SAM treatment, overall and among patients with high negative symptoms at baseline Al Patients

— Negative symptoms of schizophrenia, including those related to reductions in motivation and interest (eg, avolition, anhedonia) or Characteristics (N=281)
in expressive functions (eg, blunted affect, alogia), are associated with reduced functioning and are predictive of poor treatment Age, mean (SD), years 41.7 (11.6)
response and functional outcomes? Figure 3. Changes From Baseline in PANSS Total Score and PANSS Positive Subscale, Negative Subscale, and General Psychology Figure 4. Changes From Baseline in PANSS Marder Negative Symptoms Factor? Score, Overall Post Hoc Analysis Population® Sex, male, n (%) 160 (56.9)

e The combination of olanzapine and samidorphan (OLZ/SAM) is approved in the United States for the treatment of adults with Subscale Scores, Overall Post Hoc Analysis Population? Race, n (%)
schizophrenia?

White 221 (78.6)
—o— ENLIGHTEN-1 Black or African American 53 (18.9)
—o— ENLIGHTEN-1 Extension Asian 3(1.1)
Other 4 (1.4)
BMI, mean (SD), kg/m? 26.2 (4.9)
CGI-S score, mean (SD) 5.1(0.7)
PANSS Total score, mean (SD) 101.7 (11.1)
PANSS Marder Negative Symptoms Factor® score, mean (SD) 25.2 (4.6)

e OLZ/SAM significantly reduced Positive and Negative Syndrome Scale® (PANSS) Total scores versus placebo in a randomized
controlled study in patients with schizophrenia (ENLIGHTEN-1),* with continued improvement observed over 52 weeks of open-label
treatment in an extension study (ENLIGHTEN-1 Extension)>

e The objective of this post hoc analysis was to evaluate the effect of acute and long-term treatment with OLZ/SAM on negative
symptoms of schizophrenia

METHODS

Patients

e Adult patients who completed a 4-week, olanzapine- and placebo-controlled study of OLZ/SAM for the treatment of acute
schizophrenia* (ENLIGHTEN-1, lead-in study; NCT02634346) and had >1 postbaseline visit in a 52-week open-label extension study”
(ENLIGHTEN-1 Extension, NCT02634346) were included in the post hoc analysis population (Figure 1)

ENLIGHTEN-1 enrolled adult patients (18—70 years) experiencing an acute exacerbation or relapse of schizophrenia
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3Patients who had completed the 4-week ENLIGHTEN-1 lead-in study and had >1 postbaseline visit in the 52-week open-label ENLIGHTEN-1 Extension. °PPANSS Marder Negative Symptoms Factor: 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).
BMI, body mass index; CGI-S, Clinical Global Impressions—Severity; PANSS, Positive and Negative Syndrome Scale.
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LIMITATIONS

% ' The lack of a comparator in the ENLIGHTEN-1 Extension limits interpretation of the results
The post hoc nature of this analysis of negative symptoms of schizophrenia limits interpretation of the results

— Key inclusion criteria included PANSS Total score 280 at screening and baseline, and score >4 on 3 or 4 of the following symptoms:
delusions (item P1), conceptual disorganization (P2), hallucinatory behavior (P3), and suspiciousness/persecution (P6)
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Treatment groups in the placebo-controlled 4-week study were combined in this analysis

. —-
Study Design and Assessments —9-

e Because the analysis focused on long-term effects, data were integrated across ENLIGHTEN-1 and ENLIGHTEN-1 Extension, and { The number of patients who met the criteria for high negative symptoms and low positive symptoms at baseline was small

ENLIGHTEN-1 treatment groups (week 1—4 data for the OLZ/SAM, placebo, and olanzapine treatment groups) were combined for this Because the patients met specified enroliment criteria for ENLIGHTEN-1, results from this analysis may not be generalizable to the

analysis (Figure 1) | | | | | | | real-world population of patients with schizophrenia who are started on antipsychotic treatment

12 16 28 12 16 28
Figure 1. Study Design Week Week

ENLIGHTEN-1 ENLIGHTEN-1 Extension CONCLUSIONS
281 248 232 225 210 n: 281 281 248 232 225 210 193 183

Lead-in In this post hoc analysis, negative symptoms of schizophrenia decreased during short-term treatment, and continued improvement

?Patients who had completed the 4-week ENLIGHTEN-1 lead-in study and had 21 postbaseline visit in the 52-week open-label ENLIGHTEN-1 Extension. *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). "Patients who had completed the 4-week Was Obse rved over 52 wee kS Of maintenance thera py WIth OI-Z/SAIVI
PANSS: 012 34 8 12 16 28 40 56 PANSS, Positive and Negative Syndrome Scale. ENLIGHTEN-1 lead-in study and had >1 postbaseline visit in the 52-week open-label ENLIGHTEN-1 Extension.

PANSS, Positive and Negative Syndrome Scale. Improvement in negative symptoms was observed overall and among patients with high negative symptoms at baseline

Week . . L L . . L . ..
I I Subgroup Analyses Improvement was similar for patients with high negative symptoms at baseline and those with high negative/low positive symptoms

DB treat t Open-label OLZ/SAM started within 7 d , o . _ . _ . o . . . . The clinical relevance of the observed improvement in negative symptom scores could not be determined directly because
inirt?:t:;n ofpce:maI:ﬁn tI<e Iea;-i;:\rs(:udw'lf’ ' £aays Figure 5. Changes From Baseline in PANSS Negative Symptoms Subscale® Score, High Baseline Negative Symptoms Subgroup® Figure 6. Changes From Baseline in PANSS Marder Negative Symptoms Factor® Score, High Baseline Negative Symptoms® functional outcome assessments were not included in ENLIGHTEN-1 and the ENLIGHTEN-1 Extension
P S Y and High Negative/Low Positive Symptoms Subgroups®

?Patients were randomized 1:1:1 to OLZ/SAM, olanzapine, or placebo. For patients in the olanzapine and OLZ/SAM treatment arms, the dose of olanzapine was 10 or 20 mg (target of 20 mg); the samidorphan dose was fixed at 10 mg. - HOWEVQ r’ the 9_pOInt Change In PANSS Negatlve SymptOmS SUbscaIe SCore in the hIgh negatlve SymptOmS SUbgrOUp IS SImIIar to

bPatients started on open-label OLZ/SAM 10/10 mg; dose could be increased to 15/10 or 20/10 mg during the first week of treatment or thereafter, based on investigator judgment. clinical Iy relevant reductions repo rted preVIOUSIy8
DB, double-blind; OLZ/SAM, combination of olanzapine and samidorphan; PANSS, Positive and Negative Syndrome Scale.

e Negative symptoms were assessed based on PANSS Negative Symptoms Subscale®* and Marder Negative Symptoms Factor® scores ENLIGHTEN-1 High Neg/Low Pos Symptoms; ENLIGHTEN-1
(Figure 2) —0— ENLIGHTEN-1 Extension —4— High Neg/Low Pos Symptoms; ENLIGHTEN-1 Extension

e Changes from baseline were evaluated for each postbaseline assessment, overall and among patients with high negative symptoms —&— High Neg Symptoms; ENLIGHTEN-1 REFERENCES
(PANSS Marder Negative Symptoms Factor score >24) at baseline —o— High Neg Symptoms; ENLIGHTEN-1 Extension

e To explore whether changes in negative symptoms were secondary to improvements in positive or other symptoms, a subgroup with
high negative symptoms and low positive symptoms (PANSS Mohr Positive Symptoms Factor’ score <19) at baseline was included
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Statistical Analysis

e Changes from baseline in PANSS Total, PANSS Negative Symptoms Subscale, and Marder Negative Symptoms Factor scores were
summarized descriptively; no formal statistical testing was conducted
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Figure 2. tem Composition of the PANSS Marder Negative Symptoms Factor and Mohr Positive Symptoms Factor”®

PANSS Negative Scale PANSS Positive Scale

N5 Difficulty in abstract thinking P2 Conceptual disorganization

N7 Stereotyped thinking P4 Excitement
N1 Blunted affect P7 Hostility . o
PANSS Marder N2 Emotional withdrawal P1 Delusions DM is or was an employee of Alkermes Pharma Ireland, Ltd, and may own stock/options in the company.
Negative Symptoms Factor N3 Poor rapport P3 HaIIucinatorym CUC has been a consultant and/or advisor to or has received honoraria from AbbVie, Acadia, Alkermes, Allergan, Angelini, Aristo, Biogen, Boehringer-Ingelheim, Cardio Diagnostics, Cerevel, CNX Therapeutics,

i i ) i V= N Compass Pathways, Darnitsa, Denovo, Gedeon Richter, Hikma, Holmusk, Intra-Cellular Therapies, Jamjoom Pharma, Janssen/J&J, Karuna, LB Pharma, Lundbeck, MedAvante-ProPhase, MedinCell, Merck, MindPax,
\( N4 Passive/apathetic social withdrawal > < P5 Grandiosity
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Mitsubishi Tanabe Pharma, Mylan, Neurelis, Neurocrine, Newron, Noven, Novo Nordisk, Otsuka, Pharmabrain, PPD Biotech, Recordati, Relmada, Reviva, Rovi, Seqirus, SK Life Science, Sunovion, Sun Pharma,
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\ G16 Active social avoidance G9 Unusual thought content ~ PANSS Mohr | | | |
~—_G7 Motor retardation Positive Symptoms Factor 12 16 12 16

- G8 Uncooperativeness
©1 omatic concern G10 Disorientation Ac K N OW LE D G M E N TS

G2 Anxiety |
G3 Guilt feelings G11 Poor attention

e G12 Lack of judgement & insight n: 186 186 169 156 152 High neg, n: 186 186 169 156 152 Medical writing and editorial support were provided by Peloton Advantage, LLC, an OPEN Health company, and funded by Alkermes, Inc.

G5 Mannerisms & posturing G13 Disturbance of volition High neg/low pos, n: 48 48 46 43 43 41 39 37
G6 Depression G14 Poor impulse control
G15 Preoccupation
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*Blunted affect (N1), emotional withdrawal (N2), poor rapport (N3), passive/apathetic social withdrawal (N4), difficulty in abstract thinking (N5), lack of spontaneity/flow of conversation (N6), and stereotyped thinking (N7). °Patients with *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). "Patients with a PANSS Marder Negative

a PANSS Marder Negative Symptoms Factor score >24 at baseline. Symptoms Factor score >24 at baseline. ‘Patients with a PANSS Marder Negative Symptoms Factor score >24 at baseline; a baseline score >4 on at least 2 of the following 3 PANSS items: blunted affect (N1), passive/apathetic social

PANSS General Psychopathology Scale PANSS, Positive and Negative Syndrome Scale. withdrawal (N4), or lack of spontaneity/flow of conversation (N6); and a PANSS Mohr Positive Symptoms Factor score <19 at baseline. Mohr Positive Symptoms Factor: delusions (P1), hallucinatory behavior (P3), grandiosity (P5),

suspiciousness/persecution (P6), and unusual thought content (G9).’ Copies of this poster can be obtained through this QR (Quick Response) code. These materials are for personal use only and may not be

Neg, negative; PANSS, Positive and Negative Syndrome Scale; pos, positive. reproduced without permission of Alkermes. For permission, contact USMedInfo@Alkermes.com

PANSS, Positive and Negative Syndrome Scale.
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