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approval in 2021 for the treatment of schizophrenia and bipolar | disorder (BD-1) and was accompanied by a Antipsychotic Effects Weight Effects Metabolic Effects

clinical data review summarizing OLZ/SAM research to date Figure 2. In early-in-illness patients, OLZ/SAM treatment was associated with clinical symptom Figure 3. In early-in-illness patients, OLZ/SAM treatment was associated with significantly less weight Figure 4. In early-in-illness patients, OLZ/SAM treatment was associated with a lower change from baseline Figure 11. Changes in triglycerides and HbA,. were minimal following up to 4 years of OLZ/SAM open-label

* In that review, data from 18 OLZ/SAM studies in >1600 patients characterized the pharmacokinetic, efficacy, improvements similar to those associated with olanzapine at 12 weeks? gain vs olanzapine at 12 weeks? in waist circumference vs olanzapine at 12 weeks? treatment

and safety profile of OLZ/SAM ENLIGHTEN-EARLYS ENLIGHTEN-EARLYS ENLIGHTEN-EARLY? * Total, HDL, and LDL cholesterol and fasting glucose were stable over 4 years (not shown)
— Clinical pharmacokinetic data supported the use of OLZ/SAM in patients with BD-I based on bioequivalence Early-in-iliness patients with SZ, schizophreniform disorder, or BD-| Early-in-iliness patients with SZ, schizophreniform disorder, or BD-I Early-in-iliness patients with SZ, schizophreniform disorder, or BD-I
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* This review summarizes clinical studies and analyses of OLZ/SAM from the past 5 years, providing a
comprehensive overview of the OLZ/SAM clinical program
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4-Year Open-Label Study® Week Week Week Patients with SZ, schizophreniform disorder, or BD-I

2—4 years OLZ/SAM, n 202 202 195 189 184 174 171 163 OLZ/SAM, n 202 200 190 184 182 169 166 163 OLZ/SAM, n 202 200 190 184 182 170 166 163

Long-term outpatient treatment in Olanzapine, n 206 205 195 187 177 172 161 161 Olanzapine, n 206 201 192 182 176 171 157 160 Olanzapine, n 206 201 193 183 176 171 158 160
patients with SZ, schizophreniform

disorder, or BD-I aChange from baseline to week 12 in CGI-S scores was a key secondary endpoint and was not formally tested due to early termination of the hierarchical aChange from baseline to week 12 in body weight was the primary endpoint. aChange from baseline to week 12 in waist circumference was a key secondary endpoint and was not formally tested due to early termination of the
Olanzapine OLZ/SAM testing procedure, which required statistical significance on the 210% weight gain endpoint before proceeding. BD-I, bipolar | disorder; LSM, least squares mean; LSMD, LSM difference; OLZ/SAM, combined olanzapine/samidorphan; SZ, schizophrenia. hierarchical testing procedure, which required statistical significance on the 210% weight gain endpoint before proceeding.
OLZ/SAM BD-I, bipolar | disorder; CGI-S, Clinical Global Impression—Severity; LSM, least squares mean; OLZ/SAM, combined olanzapine/samidorphan; BD-l, bipolar | disorder; LSM, least squares mean; OLZ/SAM, combined olanzapine/samidorphan; SZ, schizophrenia.
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Metabolic effects (Fig 11) Figure 5. OLZ/SAM treatment was associated with durable antipsychotic effects over 4 years of OLZ/SAM Figure 6. Small changes in body weight were observed for up to 4 years of OLZ/SAM open-label Figure 7. Minimal changes in waist circumference were observed for up to 4 years of OLZ/SAM
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Metabolic effects (Fig 12) 47 Year 2 Figure 12. OLZ/SAM treatment reduced the risk of developing CSWG, obesity, 25 cm WCF increase,
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ENLIGHTEN-EARLY? » Effectiveness and safety of OLZ/SAM in early-in-illness patients with SZ, schizophreniform -40 -30 -20 -10 20 30 40

disorder, or BD-I aBaseline was defined as the last nonmissing value before the first dose of study drug in the current study. aBaseline was defined as the last nonmissing value before the first dose of study drug in the current study. aBaseline was defined as the last nonmissing value before the first dose of study drug in the current study. <
BD-l, bipolar | disorder; CGI-S, Clinical Global Impression—Severity; OLZ/SAM, combined olanzapine/samidorphan; SZ, schizophrenia. BD-l, bipolar | disorder; OLZ/SAM, combined olanzapine/samidorphan; SZ, schizophrenia. BD-l, bipolar | disorder; OLZ/SAM, combined olanzapine/samidorphan; SZ, schizophrenia. Favors OLZ/SAI\/I
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OLZ/SAM treatment in patients with SZ, schizophreniform disorder, or BD-I BMI, body mass index; CSWG, clinically significant weight gain; OLZ/SAM, combined olanzapine/samidorphan; SZ, schizophrenia; WCF, waist
circumference.
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Zsilimizie @ SILZEA] el mitiEeion & @ R e 12 veels Figure 8. In a post hoc, pooled analysis, negative symptoms of schizophrenia decreased with OLZ/SAM Figure 9. In an IPD meta-analysis across 3 clinical trials, OLZ/SAM was associated with significantly less
Includes 3 phase 2/3 clinical trials with weight as primary/secondary outcome:

_ Pphase 2 dose-ranging study treatment (inset)!!; these effects were observed in subgroups of patients with predominant or prominent weight gain and lower odds of CSWG vs olanzapine at 12 weeks of treatment, confirming consistent Retention Rates in the Phase 3 Clinical Program??®

— ENLIGHTEN-2 negative symptoms at baseline®® ENLA5 and ENL1 EXTH findings of weight mitigation Figure 10. Substantial retention rates were observed across the OLZ/SAM phase 3 clinical program
- an -
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OR (95% Cl) schizophreniform disorder, or BD-| _ * The safety profile of OLZ/SAM was consistent with previous studies in the ENLIGHTEN program3-’
0.58 (0.43 to 0.79) _ Efficacy

<+ PANSS Podiv Subscesore. | | * The clinical symptom improvements observed in pivotal studies and associated open-label extensions*~"2
—- eneral Psychopathology Subscale score . . . .
LSMD (SE) (95% Cl) 34.6% >10% remained stable in the 4-year open-label extension study®

-1.75% (0.41%) (-2.55 to -0.94) OR (95% Cl) _ — Sustained symptom control was observed for up to 4 years of additional OLZ/SAM treatment, with some
0.60 (0.42 to 0.88) patients having up to 5 years of continuous OLZ/SAM exposure®

— Negative symptoms of schizophrenia improved during short-term OLZ/SAM treatment, with continued
improvement observed over 52 weeks of maintenance therapy?!

Weight and Metabolic Profile

* OLZ/SAM treatment consistently resulted in significantly less weight gain vs olanzapine>’:19; small changes in
body weight and minimal changes in lipid/glycemic parameters were observed over long-term treatment®

— OLZ/SAM treatment reduced the risk of developing clinically significant weight gain, obesity, waist
circumference increase, and stage 1/2 hypertension vs olanzapine at 24 weeks’ 12

Patient Retention
 Substantial retention rates were observed across the OLZ/SAM phase 3 clinical program3®
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Comparing OLZ/SAM vs olanzapine across multiple cardiometabolic risk factors
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aLimitations of each analysis can be found in their respective publications/presentations.
BD-l, bipolar | disorder; EXT, extension; OLZ/SAM, combined olanzapine/samidorphan; PANSS, Positive and Negative Syndrome Scale; SZ, schizophrenia.
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Table 1. In a 4-year open-label study, the safety profile of OLZ/SAM was consistent with that observed in
previous ENLIGHTEN program studies3>’/; most AEs were mild to moderate in severity, and serious AEs were rare
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Most common AEs (25% of patients)?® All patients (N=523) ENL-1 ENL-1 EXT
Weight increased 51 (9.8)

Headache 37 (7.1)
Anxiety 32 (6.1) In the overall post hoc analysis population, defined as patients who had completed the 4-week ENLIGHTEN-1 lead-in study and had >1 postbaseline visit in . o . . . . . .
i the 52-week open-label ENLIGHTEN-1 Extension; the dotted line represents end of the 4-week lead-in study and beginning of the extension study. These results reinforce the clinical Utlllty of OLZ/SAM asd Iong—term treatment optlon for patlents with schlzophrenla
Insomnia 31 (5'9) bProminent or high negative symptoms defined as a Marder Negative Factor score >24 at baseline. Predominant or high negative symptoms and low or BD-I
Somnolence 31 (5.9) positive symptoms defined as a Marder Negative Factor score >24 at baseline; baseline score >4 on at least 2 of the following 3 PANSS items: blunted affect 0 - 0 -
Nausea 30 (5.7) (N1), passive/apathetic social withdrawal (N4), and lack of spontaneity and flow of conversation (N6); and a PANSS Mohr Positive Symptoms Factor score OLZ/SAM Olanzapine OLZ/SAM Olanzapine OLZ/SAM Olanzapine
i <19 at baseline (PANSS Mohr Positive Factor: delusions [P1], hallucinatory behavior [P3], grandiosity [P5], suspiciousness/persecution [P6], and unusual ENLIGHTEN-1
WE|ght decreased 30 (5'7) thought content [G9]). BD-I, bipolar | disorder; CSWG, clinically significant weight gain; IPD, individual patient data; LSM, least squares mean; LSMD, LSM difference;
ENL-1, ENLIGHTEN-1; EXT, extension; OLZ/SAM, combined olanzapine/samidorphan; PANSS, Positive and Negative Syndrome Scale. OLZ/SAM, combined olanzapine/samidorphan; SZ, schizophrenia. EXT, extension; OLZ/SAM, combined olanzapine/samidorphan.
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aAll patients who received >1 dose of OLZ/SAM. PPatients who experienced >1 AE in a category were counted only once in that category. References, acknowledgments, disclosure information, and copies of this poster can be obtained through this
AE, adverse event; OLZ/SAM, combined olanzapine/samidorphan. QR (Quick Response) code. These materials are for personal use only and may not be reproduced without permission of Alkermes.
For permission, contact USVedIinfo@Alkermes.com.

Supported by funding from Alkermes, Inc.



mailto:USMedInfo@Alkermes.com

Olanzapine and Samidorphan in Adults With Schizophrenia or Bipolar | Disorder: Updated Review of Clinical Data

Leslie Citrome, MD, MPH,! Christoph U. Correll, MD,%® Roger S. MclIntyre, MD,” Mark S. Todtenkopf, PhD,® Christina Arevalo, MS,® James A. McGrory, PhD,® David McDonnell, MD?

'New York Medical College, Valhalla, NY, USA; “Zucker Hillside Hospital, Department of Psychiatry, Glen Oaks, NY, USA; 3Donald and Barbara Zucker School of Medicine at Hofstra/Northwell, Department of Psychiatry and Molecular Medicine Hempstead, Hempstead, NY, USA; 4The Feinstein Institute for Medical Research, Center for Psychiatric Neuroscience, Northwell Health,
New Hyde Park, NY, USA; °Charité Universitatsmedizin, Department of Child and Adolescent Psychiatry, Berlin, Germany; °German Center for Mental Health (DZPG), partner site Berlin, Berlin, Germany; University of Toronto, Department of Psychiatry and Pharmacology and Toxicology, Toronto, ON, Canada; SAlkermes, Inc., Waltham, MA, USA; *Alkermes Pharma Ireland Ltd., Dublin, Ireland

REFERENCES

Lybalvi [package insert]. Waltham, MA: Alkermes, Inc.; 2025.

Citrome L, et al. Neuropsychiatr Dis Treat. 2021;17:2885-904. DOI: 10.2147/NDT.5313840.
Potkin SG, et al. J Clin Psychiatry. 2020;81(2):19m12769. DOI: 10.4088/1CP.19m12769.
Yagoda S, et al. CNS Spectr. 2020;26(4):383-92. DOI: 10.1017/51092852920001376.

Kahn RS, et al. J Clin Psychiatry. 2023;84(3):22m14674. DOI: 10.4088/JCP.22m14674.
. Ballon JS, et al. J Clin Psychiatry. 2024;86(1):24m15511. DOI: 10.4088/JCP.24m 15511,
Correll CU, et al. Am J Psychiatry. 2020;177(12):1168-78. DOI: 10.1176/appi.ajp.2020.19121279.
. Kahn RS, et al. Schizophr Res. 2021;232:45-53. DOI: 10.1016/j.schres.2021.04.009.
Martin WF, et al. Am J Psychiatry. 2019;176(6):457-67. DOI: 10.1176/appi.ajp.2018.18030280,
Correll CU, et al. J Clin Psychiatry. 2025;86(1):24m15526. DOI: 10.4088/JCP.24m15526.
Mcintyre RS, et al. J Clin Psychiatry. 2026;87(2):25m16170. DOI: 10.4088/1CP.25m16170.
Correll CU, et al. Schizophr Bull. 2022;49(2):454-63. DOI: 10.1093/schbul/shac144,

ACKNOWLEDGMENTS

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

© O NOWVAWNPR

=
o

IR
=

IR
N

DISCLOSURES

LC has served as consultant for AbbVie/Allergan, Acadia, Adamas, AdhereTech, Alkermes, Alumis, Angelini, Astellas, Autobahn, Avanir, Axsome,
Biogen, BioXcel, Bristol Myers Squibb, Boehringer Ingelheim, Cadent Therapeutics, Cerevel, Clinilabs, COMPASS, Delpor, Draig Therapeutics, Eisai, Enteris
BioPharma, HLS Therapeutics, Idorsia, INmune Bio, Impel, Intra-Cellular Therapies, Janssen, Karuna, Lundbeck, Luye, Lyndra, MapLight, Marvin,
MedAvante-ProPhase, Merck, Mitsubishi-Tanabe Pharma, Neumora, Neurocrine, Neurelis, Noema, Novartis, Noven, Otsuka, Ovid, Praxis,
Recordati, Relmada, Reviva, Sage, Sumitomo/Sunovion, Supernus, Teva, University of Arizona, Vanda, Wells Fargo, and one-off ad hoc consulting
for individuals/entities conducting marketing, commercial, or scientific scoping research; has served as a speaker for AbbVie/Allergan, Acadia,
Alkermes, Angelini, Axsome, BioXcel, Bristol Myers Squibb, Eisai, Idorsia, Intra-Cellular Therapies, Janssen, Lundbeck, Neurocrine, Neopharm,
Noven, Otsuka, Recordati, Sage, Sunovion, Takeda, Teva, Vanda, and CME activities organized by medical education companies such as
Medscape, NACCME, NEI, Vindico, and Universities and Professional Organizations/Societies; owns stocks (small number of shares of common
stock) in Bristol Myers Squibb, Eli Lilly, J&J, Merck, and Pfizer (purchased >10 years ago) and stock options in Reviva; and receives
royalties/publishing income from Clinical Therapeutics (through Spring 2025), Elsevier (Topic Editor, Psychiatry), Springer Healthcare (book), Taylor
& Francis (Editor-in-Chief, Current Medical Research and Opinion, 2022-date), UpToDate (reviewer), and Wiley (Editor-in-Chief, International
Journal of Clinical Practice, through end 2019).

CUC has been a consultant and/or advisor for or has received honoraria from AbbVie, Acadia, Alkermes, Allergan, Angelini, Aristo, Autobahn,
Biogen, Boehringer-Ingelheim, Cardio Diagnostics, Cerevel, CNX Therapeutics, Compass Pathways, Darnitsa, Denovo, Gedeon Richter, Hikma,
Holmusk, Intra-Cellular Therapies, Jamjoom Pharma, Janssen/Johnson & Johnson, Karuna, LB Pharma, Lundbeck, MedAvante-ProPhase, MedinCell,
Merck, MindPax, Mitsubishi Tanabe Pharma, Mylan, Neurelis, Neurocrine, NeuShen, Newron, Noven, Novo Nordisk, Otsuka, Pharmabrain, PPD
Biotech, Recognify Life Science, Recordati, Relmada, Reviva, Rovi, Seqirus, SK Life Science, Sunovion, Sun Pharma, Supernus, Takeda, Teva, and
Viatris; has provided expert testimony for Janssen and Otsuka; has served on a data safety monitoring board for Compass Pathways, Denovo, Intra-
Cellular Therapies, Lundbeck, Relmada, Reviva, Rovi, Supernus, and Teva; has received grant support from Janssen and Takeda; has received
royalties from UpToDate; and is a stock option holder of Cardio Diagnostics, Kiileon Biosciences, LB Pharma, MedLink, MindPax, Quantic,
and Terran.

RSM has received research grant support from CIHR/GACD/National Natural Science Foundation of China (NSFC) and the Milken Institute; and
speaker/consultation fees from AbbVie, Alkermes, Atai Life Sciences, Axsome, Bausch Health, Boehringer Ingelheim, Bristol Myers Squibb, Eisai,
Intra-Cellular, Janssen, Johnson & Johnson, Kris, Lundbeck, MindMed, Mitsubishi Tanabe, Neumora Therapeutics, NeuraWell, Neurocrine,
NewBridge Pharmaceuticals, Novo Nordisk, Otsuka, Purdue, Pfizer, Sage, Sanofi, Supernus, Takeda, and Viatris.

MST, CA, and JAM are or were employees of Alkermes, Inc., and may own stock/options in the company.
DM is or was an employee of Alkermes Pharma Ireland Ltd. and may own stock/options in the company.

Supported by funding from Alkermes, Inc.



https://doi.org/10.2147/NDT.S313840
https://doi.org/10.4088/JCP.19m12769
https://doi.org/10.1017/S1092852920001376
https://doi.org/10.4088/JCP.22m14674
https://doi.org/10.4088/JCP.24m15511
https://doi.org/10.1176/appi.ajp.2020.19121279
https://doi.org/10.1016/j.schres.2021.04.009
https://doi.org/10.1176/appi.ajp.2018.18030280
https://doi.org/10.4088/JCP.24m15526
https://doi.org/10.4088/JCP.25m16170
https://doi.org/10.1093/schbul/sbac144
https://doi.org/10.1093/schbul/sbac144
https://doi.org/10.1093/schbul/sbac144

