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Important Information About This Document

This document includes scientific information about ALKS 2680 that is intended for investors participating
in the Alkermes Orexin Portfolio Strategy Review (“Strategy Review”) and should be read in conjunction
with the Strategy Review presentations. ALKS 2680 is investigational and has not been approved by the
FDA or any other health authority, and its safety and efficacy have not been established.

Note Regarding Forward-Looking Statements

Certain statements set forth in this document may constitute “forward-looking statements” within the
meaning of the Private Securities Litigation Reform Act of 1995, as amended, including, but not limited to,
statements concerning the company’s expectations regarding clinical development activities for ALKS 2680,




and the potential therapeutic and commercial value of ALKS 2680 for the treatment of central disorders of
hypersomnolence with or without orexin deficiency, including narcolepsy and idiopathic hypersomnia.
Such forward-looking statements are inherently uncertain and, although the company believes that such
statements are based on reasonable assumptions within the bounds of its knowledge of its business and
operations, these statements are neither promises nor guarantees and they are necessarily subject to a
high degree of uncertainty and risk. Actual performance and results may differ materially from those
expressed or implied in the forward-looking statements due to various risks and uncertainties. These risks
and uncertainties include, among others: whether ALKS 2680 could be shown to be ineffective or unsafe;
potential changes in the cost, scope and duration of the development program for ALKS 2680; whether
initial clinical results will be predictive of results of future clinical studies or real-world results; whether
future clinical trials or future stages of ongoing clinical trials for ALKS 2680 will be initiated or completed on
time or at all; and those risks and uncertainties described under the heading “Risk Factors” in the
company’s Annual Report on Form 10-K for the year ended Dec. 31, 2023 and in subsequent filings made
by the company with the U.S. Securities and Exchange Commission (SEC), which are available on

the SEC’s website at www.sec.gov. Existing and prospective investors are cautioned not to place undue
reliance on these forward-looking statements, which speak only as of the date of this document. Except as
required by law, the company disclaims any intention or responsibility for updating or revising any
forward-looking statements contained in this document.




Safety and Pharmacodynamic Effects of the Orexin 2 Receptor Agonist ALKS 2680
in Patients With Narcolepsy Type 1: A First-in-Human Phase 1 Study
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INTRODUCTION

+ ALKS 2680 is a highly potent, orally bioavailable, and selective orexin 2
receptor agonist being developed as a once-daily treatment for narcolepsy’

« Narcolepsy type 1 (NT1) results from the selective loss of neurons that produce
orexin (also known as hypocretin), a neurotransmitter that acts as the master
regulator of wakefulness systems in the brain?

« Initial results in patients with NT1 from this study have been previously
presented’

o In patients with NT1, single doses of ALKS 2680 demonstrated statistically
significant, clinically meaningful, and dose-dependent improvements in
sleep latency on the Maintenance of Wakefulness Test (MWT)

OBJECTIVES

+ To assess the safety and tolerability of ALKS 2680 administered in single doses in
patients with NT1

« To assess the effect of ALKS 2680 on increasing sleep latency and
self-reported alertness in patients with NT1

METHODS

STUDY DESIGN

+ This phase 1b study conducted in Australia was a randomized, double-blind,
placebo-controlled study with a 4-way crossover design with 4 periods,
conducted in patients with NT1, narcolepsy type 2, or idiopathic hypersomnia
(Figure 1)

o Here, we report results in patients with NT1

+ Patients with NT1 received single doses of 1, 3, and 8 mg of ALKS 2680 or a
placebo, with a 48-hour washout period between doses (Figure 1)

o Study patients discontinued any narcolepsy medications for a 214-day
washout period prior to baseline assessment
o Patients were housed on-site for the duration of the study

FIGURE 1: Study Design
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STUDY POPULATION

Inclusion Criteria for the NT1 Cohort

+ The study included adults 18-65 years of age
« Study patients had:

o Diagnosis of NT1 according to the International Classification of Sleep
Disorders — Third Edition guidelines®

o Residual excessive daytime sleepiness (EDS), defined as Epworth
Sleepiness Scale score >10 during the washout period
o Body mass index of 218 and <40 kg/m? at screening
Select Exclusion Criteria for the NT1 Cohort
« Patients who had a history of or were diagnosed with:
o Clinically significant disease, illness, or abnormality (including cardiovascular,
psychiatric, or other sleep disorders associated with excessive sleepiness)
o Substance use disorder*
o Excessive consumption of caffeine, alcohol, nicotine, or cannabis (or derived
products)t

*According to the Di

20 of alcohol,
month

STUDY ENDPOINTS

« Primary Endpoints: Treatment-emergent adverse events (TEAEs), vital
signs, clinical laboratory testing of blood and urine, and electrocardiograms

« Secondary Endpoint: Change from baseline in the mean sleep latency
across the first 4 sessions of the MWT

« Exploratory Endpoint: Change from baseline on the Karolinska Sleepiness
Scale (KSS)

RESULTS

DEMOGRAPHICS AND BASELINE CHARACTERISTICS
« Patient demographics and baseline characteristics are shown in Table 1
« Nine patients (90%) were positive for the HLA-DQB1*06:02 haplotype

« Patients exhibited EDS and severe narcolepsy symptoms at baseline
(Table 1)

TABLE 1: Demographics and Baseline Characteristics

Total
Characteristic (N=10%

Age, mean (SD), years 25.6(10.5)
Female, n (%) 6 (60.0)
White race, n (%) 10 (100.0)
BMI, mean (SD), kg/m? 26.5 (4.8)
Total
(N=10%)
40.6 (7.3)
15.9 (2.5)
32.0 (43.8)
Total
(N=10%)
6 (60.0)
3(30.0)
3(30.0)
3(30.0)
3(30.0)

Baseline Disease Severity

Narcolepsy Severity Scale, mean (SD)"
Epworth Sleepiness Scale, mean (SD)*
Weekly cataplexy rate, mean (SD)

Prior Medications (Centrally Acting), n (%)
Used in 23 patients

Methylphenidate

Armodafinil

Methylphenidate hydrochloride
Venlafaxine

Sodium oxybate

topoor:

Al dose of ALKS 2680.
raws. p = very sovere.

clomipramine, and fluoxeti by Je. and baclofe
BMI = body mass index.

SAFETY

« Most TEAEs were mild in severity, transient, and resolved without medical
intervention

+ No one discontinued treatment or study participation because of any TEAE (Table 2)

« No serious or severe adverse events were reported (Table 2)

* The majority of TEAESs related to study drug were observed with 8 mg (Table 2)

« No drug-related, treatment-emergent, clinically meaningful changes from
baseline were identified in laboratory values

» No cardiovascular safety signals were identified in vital signs or
electrocardiograms

TABLE 2: Adverse Events

Placebo ALKS 2680

w-o
Any TEAE 4(44.4)
TEAES by highest severity*

Mild 4(44.4) 6(66.7) 5(55.6) 8(80.0) 8(80.0)
Moderate 0 0 0 1(10.0)t 1(10.0)
Severe 0 0 0 0 0
TEAEsS related to the study drug
Occurring in >1 patient*
Insomnia* 0 0
Pollakiuria 0 0 2(22.2)
Salivary hypersecretion 1(11.1)  1(11.1)  1(11.1)
Decreased appetite 0 1(11.1) 0
Dizziness 1(11.1)
Nausea 2(22.2)
TEAEs leading to study drug
discontinuation
Any SAEs 0

1mg 3
(N =9) [(

6(66.7) 5(55.6) 9(90.0) 9(90.0)

1(11.1) 5(556) 3(33.3) 9(90.0) 9(90.0)

1(11.1)  6(60.0)
4(40.0)
3(30.0)
1(10.0)
2(20.0)
2(20.0)

6 (60.0)
4(40.0)
3(30.0)
2(20.0)
2(20.0)
2(20.0)

0
[

0 [ 0 0
0 0 0

by relationship. Tood ntake. “Insomnia

includes TEAE terms of

1 cgarette, vaping  or qum per day,

References
1. Yee B, et al. Presentation at World Sieep Congress 2023; October 20-25, 2023; Rio de Janeiro, Brazil. 2. Bassetii CLA, et al. Nat Rev Neurol
2019;15(9):519-539. 3. Ruoff C, Rye . Curr Med Res Opin. 2016;32(10):1611-1622. 4. Krahn LE, et al. J Ciin Sleep Mod. 2021;17(12):2489-2498.

Acknowledgments
e study was supported by Alkermas, Inc Medical wrting support was provided by Apara Rao at Enision Pharma Group, and was funded by
Alkermes, Inc. This poster was developed in accordance with Good Publication Practice (GPP4) guidelines. Authors had full control of the
content and made the fial decision on all aspects of s postr.

Poster No: 423

MEAN SLEEP LATENCY OVER 8 HOURS

+ At baseline (Day -1), mean (SD) sleep latency on the MWT was 6.4 (5.5)
minutes

« ALKS 2680 showed clinically meaningful and statistically significant increases in
mean sleep latency compared with placebo at all doses tested, with a clear
dose response (Figure 2)

+ Mean sleep latency following placebo treatment did not change significantly
from baseline, indicating no carryover effects from previous narcolepsy
medication or between crossovers

« Observed mean sleep latencies over 8 hours at the 3 and 8 mg doses were
within the reported normal range for healthy individuals*

FIGURE 2: Change From Baseline in Mean Sleep Latency* on the MWT
Over 8 Hours
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+ Placebo-corrected changes from baseline in mean sleep latency over 8 hours
were 18.4 minutes (1 mg), 22.6 minutes (3 mg), and 34.0 minutes (8 mg)

SELF-REPORTED ALERTNESS

+ Patients who received once-daily ALKS 2680 demonstrated dose-dependent
improvements in self-reported alertness (as demonstrated by decreases in mean
KSS score) compared with placebo, with the greatest improvement seen with the
8 mg dose (Figure 3)

Alertness A

FIGURE 3: Subj d by KSS* by Timepoint (N = 10)
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CO USION

+ ALKS 2680 was generally well tolerated at all doses tested

« ALKS 2680 demonstrated statistically significant, clinically meaningful
improvements in mean sleep latency at all doses
o Mean sleep latencies observed at the 3 and 8 mg doses were similar to

those observed in healthy individuals*

+ ALKS 2680 showed clinically meaningful, dose-dependent improvements in
self-reported alertness

+ The pharmacodynamic profile of ALKS 2680 is supportive of once-daily
administration

+ The results of this phase 1 study inform a phase 2 dose range of 4 to 8 mg
daily (See Poster #462)
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The Orexin 2 Receptor Agonist ALKS 2680 in
Patients With Narcolepsy Type 2: An Initial Proof of
Concept Phase 1b Study

Ron Grunstein," Brendon Yee,! Julia Chapman,' Jian Eu Tai," Sheila Sivam,’ Craig Hopkinson,?2
Jandira Ramos,2 Shifang Liu,2 Daniel Smith,2 Sergey Yagoda,2 Bhaskar Rege?

"Woolcock Institute of Medical Research, Sydney, Australia; 2Alkermes, Inc., Waltham, MA, USA

INTRODUCTION

Narcolepsy type 2 (NT2) is a central disorder of hypersomnolence characterized by excessive daytime
sleepiness (EDS), but without the I i with type 1 (NT1)!

Orexin acts as the master regulator of wakefulness via activation of multiple downstream wake-promoting
pathways?

Targeting the orexin system may address EDS across hypersomnolence disorders with orexin deficiency
(NT1) and without orexin deficiency (eg, NT2; idiopathic hypersomnia [IH])"

ALKS 2680 is a highly potent and selective orexin 2 receptor agonist currently being evaluated in phase 2
studies as a once-daily oral treatment for narcolepsy (see Posters P797 and P5071)

In a phase 1b study, ALKS 2680 was generally safe and well tolerated, and achieved statistically
significant, clinically meaningful improvements in mean sleep latency in patients with NT1,3 NT2, and IH
(see Poster P5070)

Here we present the results from this study of ALKS 2680 in patients with NT2

OBJECTIVES

« To assess the safety and of ALKS 2680 in single doses in patients with NT2
« To assess the effect of ALKS 2680 on sleep latency and self-reported alertness in patients with NT2

STUDY DESIGN
This was a randomised, double-blind, placebo-controlled phase 1b study consisting of a 4-way crossover
design with 4 periods (Figure 1). Patients with NT2 were recruited in Australia and the United States
This design enables more precise dose selection for phase 2
Patients with NT2 received single doses of 5, 12, and 25 mg of ALKS 2680 or a placebo, with a 48-hour
washout period between doses (Figure 1)
Patients discontinued any narcolepsy medications for a >14-day washout period before baseline assessment
Patients were housed onsite for the duration of the study

FIGURE 1: Study Design
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STUDY POPULATION

Key Inclusion Criteria for the NT2 Cohort

* Adults 18 to 65 years of age

« Patients had:
o Diagnosis of NT2 according to the International Classification of Sleep Disorders — Third Edition guidelines*
o Residual EDS, defined as Epworth Sleepiness Scale score >10 during the washout period
o Body mass index of 218 and <40 kg/m? at screening

* There was no limitation on baseline Maintenance of Wakefulness Test (MWT) for inclusion in the study

Key Exclusion Criteria for the NT2 Cohort

« Patients who had a history of or were diagnosed with:
o Clinically significant disease or iliness (other than NT1, NT2, IH) associated with excessive sleepiness
o Substance use disorder?
o Excessive consumption of caffeine, alcohol, nicotine, or cannabis (or derived products)

KEY STUDY ENDPOINTS

« Primary: Treatment-emergent adverse events (TEAEs), vital signs, clinical laboratory assessments, and
electrocardiograms

« Secondary: Change from baseline in the mean sleep latency post-dose across the first 4 sessions of the MWT
« Exploratory: Change from baseline in self-reported on the Karolinsk Scale (KSS)

DEMOGRAPHICS AND BASELINE CHARACTERISTICS

* Patient

and baseline istics are shown in Table 1

* Atbaseline, patients with NT2 exhibited moderate severity of narcolepsy symptoms and EDS

TABLE 1: Demographics and Baseline Characteristics
Demographics

Age, mean (SD), years

Female, n (%)

White race, n (%)

Body mass index, mean (SD), kg/m?
Baseline Disease Severity (Post-washout)?

Narcolepsy Severity Scale,> mean (SD) [min, max]

Epworth Sleepiness Scale,® mean (SD) [min, max]

Maintenance of Wakefulness Test, minutes, mean (SD) [min, max]
Prior Medications, n (%) Used in >1 Patient

Modafinil

Armodafinil

36.0 (15.4)
5 (55.6)
7(77.8)

26.0 (6.2)

24.4(6.7)[12,32]
15.9 (3.8) [11, 23]
14.3 (11.2) [2.8, 32.9]

5 (55.6)
3(33.3)
2(22.2)
2(22.2)
2(222)

Score of 15:28 = moderate

Dexamfetamine sulfate
Methylphenidate
Sodium oxybate

tents 214.
soverity, score of 2942 = sovere, and 43-57 = very severe. <On the Epworth S
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ADVERSE EVENTS

* All TEAEs were mild in severity except 1 moderate TEAE of pollakiuria at 25 mg

« All TEAEs related to study drug resolved without medical intervention

« No clinically meaningful changes from baseline were identified in laboratory values
« No cardiovascular safety signals were identified in vital signs or electrocardiograms

TABLE 2: St y of Tr

Emergent Adverse Events
Placebo ALKS 2680

Total
ALKS 2680
(N=9)
7(77.8)

6 (66.7)

TEAES, n (%)

Any TEAE
TEAEs related to the study drug?®

TEAES related to the study drug occurring in
>1 patient®

Pollakiuria 0 0
1(11.1)  1(11.1)
Dizziness® 0 0

2(22.2)
2(22.2)

3(33.3)
1(11.1)

4(44.4)  T(778)

6 (66.7)

3(33.3)
2(22.2) 3(33.3)
3(33.3)  3(333)
TEAEs leading to study drug discontinuation 0 0 0 0
Any SAEs 0 0 0 0

3(33.3)
Insomnia®

the paient will be counted

“If a patient experiences >1 AE in a category, the patient is-
o, "TEAE torms of Insomnia and Iniia insomnia

that category. Ifa
nce per des el and ono n ol dAEs by,

AE = adverse event; SAE =

CHANGE FROM BASELINE IN MEAN SLEEP LATENCY OVER 8 HOURS
ALKS 2680 showed clinically meaningful and statistically significant increases in mean sleep latency
compared with placebo at all doses tested, with a clear dose response (Figure 2A)
Mean sleep latency observed in the placebo group did not change significantly from baseline, indicating no
carryover effects from previous narcolepsy medication or between crossover doses (Figure 2A)

event, TEAE =

Observed mean sleep latencies on the MWT were within the reported range for healthy individuals (average
30.4 + SD 11.2 minutes®), and means for the 12 and 25 mg doses were above the 30.4 minute average
(Figure 2B)

FIGURE 2: Mean Sleep Latency on the MWT Over 8 Hours (N =9)
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SELF-REPORTED ALERTNESS BY KSS SCORE OVER TIME

« Patients who received ALKS 2680 demonstrated improvements in self-reported alertness (as demonstrated
by decreases in mean KSS score) compared with placebo, with the greatest improvement seen with the
25 mg dose (Figure 3)

FIGURE 3: Subj
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CONCLUSIONS

o In patients with NT2, ALKS 2680:
o Was generally safe and well tolerated at all doses
o Demonstrated statistically significant, clinically meaningful improvements in mean sleep latency
at all doses
= The observed mean sleep latencies at all doses of ALKS 2680 were within the range for
healthy individuals, with the 12 and 25 mg doses at or above the average for healthy
individuals (30.4 min)®
o Improved self-reported alertness
The results of this phase 1 study of patients with NT1,3 NT2, and IH demonstrate that ALKS 2680
may have benefit for central disorders of hypersomnolence with or without orexin deficiency and
inform dose ion for phase 2 d

AM local time.
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The Orexin 2 Receptor Agonist ALKS 2680 in
Patients With Idiopathic Hypersomnia:
An Initial Proof of Concept Phase 1b Study

Brendon Yee,' Ron Grunstein,! Julia Chapman,” Jian Eu Tai," Sheila Sivam,’
Craig Hopkinson,? Jandira Ramos,? Shifang Liu,2 Daniel Smith,2 Sergey Yagoda,? Bhaskar Rege?

"Woolcock Institute of Medical Research, Sydney, Australia; 2Alkermes, Inc., Waltham, MA, USA

INTRODUCTION

Idiopathic hypersomnia (IH) is a central disorder of hypersomnolence characterized by excessive
daytime sleepiness (EDS), with sleep inertia, long/unrefreshing naps, and prolonged nighttime sleep’
Orexin acts as the master regulator of wakefulness via activation of multiple downstream
wake-promoting pathways?

Targeting the orexin system may address EDS across hypersomnolence disorders with orexin
deficiency (narcolepsy type 1 [NT1]) and without orexin deficiency (eg, narcolepsy type 2 [NT2]; IH)®
ALKS 2680 is a highly potent and selective orexin 2 receptor agonist currently being evaluated in phase
2 studies as a once-daily oral treatment for narcolepsy (see Posters P797 and P5071)

In a phase 1b study, ALKS 2680 was generally safe and well tolerated and achieved statistically
significant, clinically meaningful improvements in mean sleep latency in patients with NT1,* NT2 (see
Poster P200), and IH

Here we present the results from this study of ALKS 2680 in patients with IH

OBJECTIVES

« To assess the safety and tolerability of ALKS 2680 administered in single doses in patients with IH
« To assess the effect of ALKS 2680 on sleep latency and self-reported alertness in patients with IH

STUDY DESIGN
This was a rar i, double-blind, placebo-controlled phase 1b study consisting of a 4-way
crossover design with 4 periods (Figure 1). Patients with IH were recruited in Australia

Patients with IH received single doses of 5, 12, and 25 mg of ALKS 2680 or a placebo, with a 48-hour
washout period between doses (Figure 1)

Patients discontinued any I
washout period before baseline assessment

Patients were housed onsite for the duration of the study

FIGURE 1: Study Design
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STUDY POPULATION
Key Inclusion Criteria for the IH Cohort
* Adults 18 to 65 years of age
* Patients had:
o Diagnosis of IH according to the International Classification of Sleep Disorders — Third Edition
guidelines®
o Residual EDS, defined as Epworth Sleepiness Scale score >10 during the washout period
o Body mass index of 218 and <40 kg/m? at screening
* There was no limitation on baseline Maintenance of Wakefulness Test (MWT) for inclusion in the study
Key Exclusion Criteria for the IH Cohort
 Patients who had a history of or were diagnosed with:

o Clinically significant disease or illness (other than NT1, NT2, or IH) associated with excessive
sleepiness

o Substance use disorder?
o Excessive consumption of caffeine, alcohol, nicotine, or cannabis (or derived products)
cing to the Disgrostc
KEY STUDY ENDPOINTS

« Primary: Treatment-emergent adverse events (TEAEs), vital signs, clinical laboratory assessments,
and electrocardiograms

* Secondary: Change from baseline in the mean sleep latency post-dose across the first 4 sessions of
the MWT

« Exploratory: Change from baseline in self-reported alertness on the Karolinska Sleepiness Scale (KSS)

DEMOGRAPHICS AND BASELINE CHARACTERISTICS
« Patient demographics and baseline characteristics are shown in Table 1
« Atbaseline, patients exhibited severe to very severe IH symptoms® and EDS

TABLE 1: Demographics and Baseline Characteristics
Characteristic
Demographics
Age, mean (SD), years
Female, n (%)
White race, n (%)
Body mass index, mean (SD), kg/m?
Baseline Disease Severity (Post-washout)®
Idiopathic Hypersomnia Severity Scale,” mean (SD) [min, max]
Epworth Sleepiness Scale,® mean (SD) [min, max]
Maintenance of Wakefulness Test, mean (SD) [min, max], minutes
Prior Medications, n (%) Used in >1 Patient
Armodafinil
Paracetamol
Methylphenidate hydrochloride

*Palients had been receiving standard of
26.38 = ere 5

35.3 (16.0)
7(87.5)
7(87.5)

26.0 (3.2)

37.5(5.2) [27, 42]
14.8 (3.5) [11, 21]
22.6(9.3) [5.5,33.8]

3(37.5)
3(37.5)
2(25.0)

Severtty Scale, score of

>14-day washout leading
Epworth Slecpines score of >
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ADVERSE EVENTS

« All TEAEs were mild in severity except 1 moderate TEAE of pollakiuria at 25 mg

o All TEAEs related to the study drug resolved

« No clinically meaningful changes from baseline were identified in laboratory values
« No cardiovascular safety signals were identified in vital signs or electrocardiograms

TABLE 2: Summary of TEAEs

TEAES,

Any TEAE
TEAES related to the study drug?

TEAEs related to study drug occurring in
>1 patient?

Placebo ALKS 2680

4(50.0)
3(37.5)

6 (75.0)
2(25.0)

5 (62.5)
3(37.5)

7(87.5)
7(87.5)

8 (100)
8 (100)

Pollakiuria 1(12.5)

Insomnia® 0

2(250) 2(25.0)
1(125) 1(125)
Dizziness 0 0 0

4(500) 5(625)
3(37.5)  4(50.0)
2(250) 2(25.0)
TEAEs leading to study drug discontinuation 0 0 0 0 0
Any serious adverse event 0 0 0 0 0

1 patent oxperiences >1 AE na categony, h patent s
once per dose level and once in fotal dng
AE = adverse event; TEAE = treatment-emergent adverse event.

e in that category. Ifa e patient wil bo counted

ot Tvestgator snsomnia s TEAE tome ofinsoii and Mde nacynie

CHANGE FROM BASELINE IN MEAN SLEEP LATENCY OVER 8 HOURS

* ALKS 2680 showed clinically meaningful and statistically significant increases in mean sleep latency
compared with placebo at all doses tested, with a clear dose response (Figure 2A)

* Mean sleep latency observed in the placebo group did not change significantly from baseline, indicating
no carryover effects from previous narcolepsy medication or between crossover doses

« Observed mean sleep latencies on the MWT were within the reported range for healthy individuals
(average 30.4 + SD 11.2 minutes’), and means for 12 and 25 mg doses were above 30.4 minutes
(Figure 2B)

FIGURE 2: Mean Sleep Latency on the MWT Over 8 Hours (N = 8)
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SELF-REPORTED ALERTNESS BY KSS SCORE OVER TIME

« Patients who received ALKS 2680 demonstrated improvements in self-reported alertness
(as demonstrated by decreases in mean KSS score) compared with placebo, with the greatest
improvement seen with the 25 mg dose (Figure 3)

FIGURE 3: Subjecti i by KSS by Timepoint (N = 8)
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« In patients with IH, ALKS 2680:

o Was generally safe and well tolerated at all doses

o Demonstrated statistically significant, clinically meaningful improvements in mean sleep latency
at all doses
= The observed mean sleep latencies at doses of 12 and 25 mg of ALKS 2680 exceeded the

average for healthy individuals (30.4 min)”

o Improved self-reported alertness

The results of this phase 1 study of patients with NT1,* NT2, and IH demonstrate that ALKS 2680

may have benefit for central disorders of hypersomnolence with or without orexin deficiency and

inform dose selection for phase 2 development
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OBJECTIVES

METHODS

Vibrance-1: Study Design and Methods for a Phase 2, Randomised,
Placebo-Controlled, Parallel Group Study Evaluating the Safety and Efficacy
of ALKS 2680 in Patients With Narcolepsy Type 1
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INTRODUCTION

e ALKS 2680 is a highly potent, orally
bioavailable, and selective orexin 2
receptor (OX2R) agonist being developed
as a once-daily treatment for narcolepsy’

Narcolepsy type 1 (NT1) results from the
selective loss of neurons that produce
orexin (also known as hypocretin), a
neurotransmitter that acts as the master
regulator of wakefulness systems in
the brain?
ALKS 2680 is designed to address the
underlying pathology of narcolepsy by
focusing on the following key objectives:
o To improve the duration and quality of
wakefulness, with a pharmacokinetic
and pharmacodynamic profile that
mirrors the natural sleep-wake cycle,
allowing patients to stay awake during
the day and sleep at night
To control cataplexy

To have a range of therapeutic doses
with once-daily oral administration

To have an acceptable safety profile

with a wide therapeutic window that can

accommodate different doses needed
for NT1 and narcolepsy type 2
In a phase 1b study, single doses of
ALKS 2680 were generally well tolerated
among patients with NT1 and led to

statistically significant, clinically meaningful

improvements in sleep latency and

patient-reported alertness’-3

o These results informed the range of
doses to be assessed in the phase 2
Vibrance-1 study

e The Vibrance-1 study (ClinicalTrials.gov
identifier: NCT06358950) aims to assess
the safety and efficacy of once-daily

ALKS 2680 compared with placebo through

6 weeks of treatment in patients with NT1

STUDY DESIGN

e Vibrance-1 is an ongoing, phase 2,
placebo-controlled, parallel-group,
dose-ranging study with a randomised
double-blind treatment period and an
open-label extension period (Figure 1)
Following a 2-week washout period from
prior narcolepsy medications, patients will
be randomized 1:1:1:1 to receive placebo
or ALKS 2680 once daily at doses of 4, 6,
or 8 mg for 6 weeks
The double-blind treatment period will be
followed by an optional open-label
extension period of up to 7 weeks

Poster No: 797

FIGURE 1: Vibrance-1 Study Design?
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“The study is being conducted in the United States, Australia, and Europe. ®Dose adjustment possible (up or down) during the first 2 weeks of the optional open-label extension period.
EoS = end of study; ET = early termination.

STUDY POPULATION
e Planned enrolment is approximately 80 patients with NT1
¢ Key inclusion and exclusion criteria are described in Figure 2

FIGURE 2: Key Inclusion and Exclusion Criteria*

» Age 18 to <70 years

+ BMI 218 and <35 kg/m?

+ Meets the diagnostic criteria of NT1 according to ICSD-3-TR guidelines® and:
© Is HLA-DQB1*06:02-positive OR hypocretin-1 CSF levels <110 pg/mL
© Has residual excessive daytime sleepiness® and cataplexy®

* Willing and able to discontinue any medications prescribed for the management
of narcolepsy symptoms for at least 14 days

Inclusion
Criteria

Exclusion
Criteria

Presence of other significant comorbid medical conditions, including
other sleep, cardiovascular, and psychiatric disorders

2Additional criteria apply. Eligibility will be determined on an individual basis by the study investigator. *Epworth Sleepiness Scale score >10 at Visit 1. Average of >4 weekly
cataplexy events during the last 2 weeks of the washout period
BMI = body mass index; CSF = cerebrospinal fluid; ICSD-3-TR = International Classification of Sleep Disorders — Third Edition, Text Revision; NT1 = narcolepsy type 1

STUDY ENDPOINTS
e Primary, secondary, and exploratory endpoints are summarised in Figure 3

FIGURE 3: Study Endpoints*

e Primary Endpoint

Change in mean sleep latency on the Maintenance of Wakefulness Test (MWT) from
baseline to Week 6 by dose level

Secondary Endpoints

Change in Epworth Sleepiness Scale (ESS)
from baseline to Week 6 by dose level

Exploratory Endpoints

Sleep stages as measured by EEG
power spectra

Mean weekly cataplexy rate as derived
from the patient cataplexy diary over
Weeks 5 and 6 by dose level

Patient- and clinician-reported outcomes,
including:
« Karolinska Sleepiness Scale
» Narcolepsy Severity Scale
« Patient Global Impression of Severity
« Clinical Global Impression of Severity

Treatment-emergent adverse events
and other safety parameters by study
period

EEG = electroencephalogram.

MMARY

o ALKS 2680 is currently the only OX2R agonist in phase 2 clinical development for both narcolepsy subtypes
o Vibrance-1 is evaluating once-daily ALKS 2680 over 6 weeks in patients with NT1, followed by open-label treatment
« To learn about participation or patient referrals, please visit vibrancestudies.com or clinicaltrials.gov/study/NCT06358950
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INTRODUCTION

e ALKS 2680 is a highly potent, orally
bioavailable, and selective orexin 2
receptor (OX2R) agonist being
developed as a once-daily treatment
for narcolepsy’

o Targeting the orexin (also known as
hypocretin) system may address daytime
sleepiness across hypersomnolence
disorders with orexin deficiency
(narcolepsy type 1 [NT1]) and without
orexin deficiency (eg, narcolepsy type 2
[NT2] and idiopathic hypersomnia [IH])?

e In a phase 1b study, single doses of
ALKS 2680 were generally well tolerated
among patients with NT13 (1, 3, and 8
mg), NT2 (5, 12, and 25 mg), or IH (5,
12, and 25 mg), and led to statistically
significant, clinically meaningful
improvements in sleep latency and
improved patient-reported alertness
o Phase 1b results in patients with NT2

are presented in Poster P200

o Phase 1b results in patients with IH
are presented in Poster P5070

o These results demonstrate that a
potent OX2R agonist can be effective
in patients with or without orexin
deficiency

e Results from the phase 1b study of

patients with NT2 informed the range of

doses to be assessed in the phase 2

Vibrance-2 study

OBJECTIVES

e The Vibrance-2 study (ClinicalTrials.gov
identifier: NCT06555783) aims to assess
the safety and efficacy of once-daily
ALKS 2680 compared with placebo
through 8 weeks of treatment in patients
with NT2

METHODS

STUDY DESIGN

e Vibrance-2 is an ongoing, phase 2,
placebo-controlled, parallel-group,
dose-ranging study with a randomised
double-blind treatment period and an
open-label extension period (Figure 1)
Following a 2-week washout period from
prior narcolepsy medications, patients will
be randomized 1:1:1:1 to receive placebo
or ALKS 2680 once daily at doses of 10,
14, or 18 mg for 8 weeks
The double-blind treatment period will be
followed by an optional open-label
extension period of 5 weeks

Phoenix, AZ, USA, 5Alkermes, Inc., Waltham, MA, USA
Poster No: 5071

FIGURE 1: Vibrance-2 Study Design?

Optional Safety
Randomised open-label follow-up/
Screening double-blind treatment extension EoS/ET

r
<4 weeks 2 weeks 8 weeks 5 weeks 2 weeks
\Y4 AY4 \Y4

10 mg
ALKS 2680

14 mg

ALKS 2680 —,
14 mg with dose

ALKS 2680 adjustment option® Safety
follow-up/

Placebo
\ J

Initial

X Washout
screening

Randomisation (1:1:1:1)

“The study is being conducted in the United States, Australia, and Europe. *Dose adjustments possible (up or down) during the first 2 weeks of the optional open-label extension period.
E0S = end of study; ET = early termination

STUDY POPULATION
e Planned enrolment is approximately 80 patients with NT2
e Key inclusion and exclusion criteria are described in Figure 2

FIGURE 2: Key Inclusion and Exclusion Criteria%

« Age 18 to <70 years

« BMI 218 and <35 kg/m?
Inclusion «+ Meets the diagnostic criteria of NT2 according to ICSD-3-TR guidelines® and:
Criteria © Has residual excessive daytime sleepinessb

© Has a mean sleep latency of <15 minutes across the 4 Maintenance of
Wakefulness Test trials during screening

* Willing and able to discontinue any medications prescribed for the management
of narcolepsy symptoms for at least 14 days

Presence of other significant comorbid medical conditions, including
other sleep, cardiovascular, and psychiatric disorders

*Additional criteria apply. Eligibility will be determined on an individual basis by the study investigator. Epworth Sleepiness Scale score >12 at Visit 4
BMI = body mass index; ICSD-3-TR = International Classification of Sleep Disorders — Third Edition, Text Revision; NT2 = narcolepsy type 2.

STUDY ENDPOINTS
e Primary, secondary, and exploratory endpoints are summarised in Figure 3

FIGURE 3: Study Endpoints*

- Primary Endpoint ' Exploratory Endpoints
2 Change in mean sleep latency on the
Maintenance of Wakefulness Test Sleep stages as measured by EEG
(MWT) from baseline to Week 8 by power spectra
dose level

Secondary Endpoints 77 Patient- or clinician-reported outcomes,
Change in Epworth Sleepiness Scale including:

(ESS) from baseline to Week 8 by « Karolinska Sleepiness Scale

dose level * Narcolepsy Severity Scale

@ Treatment-emergent adverse events + Patient Global Impression of Severity

and other safety parameters by study « Clinical Global Impression of Severity
period

EEG = electroencephalogram.

SUMMARY

o ALKS 2680 is currently the only OX2R agonist in phase 2 clinical development for both narcolepsy subtypes
e Vibrance-2 is evaluating once-daily ALKS 2680 over 8 weeks in patients with NT2, followed by optional open-label treatment
« To learn about participation or patient referrals, please visit vibrancestudies.com or clinicaltrials.gov/study/NCT06555783
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ALKS 2680 Is an Investigational Oral Orexin 2 Receptor Agonist
for the Treatment of Narcolepsy and Idiopathic Hypersomnia

* Orexin acts as the master regulator of wakefulness?
* Targeting the orexin system may address daytime sleepiness across hypersomnolence disorders?
o With orexin deficiency (narcolepsy type 1 [NT1]), and
o Without orexin deficiency (eg, narcolepsy type 2 [NT2], idiopathic hypersomnia [IH])
* ALKS 2680 is a once-daily, highly potent, orally bioavailable, and selective orexin 2 receptor agonist

o In a phase 1b study, ALKS 2680 was generally safe and well tolerated, and achieved statistically significant,
clinically meaningful improvements in mean sleep latency in patients with NT1,3> NT2, and IH (Poster P5070)

o ALKS 2680 is currently being evaluated in phase 2 studies as a once-daily treatment for NT12 and NT2P

* Here we present the results from the phase 1b study of ALKS 2680 in patients with NT2

aPoster No. 797. PPoster No. 5071.
1. Jaszberényi M, et al. Biomedicines. 2024;12(2):448. 2. Barateau L, Dauvilliers Y. Ther Adv Neurol Disord. 2019;12:1756286419875622.
3. Grunstein R, et al. Poster presented at SLEEP Congress 2024; June 1-5, 2024; Houston, TX, USA.
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Randomised, Double-Blind, Placebo-Controlled
Phase 1b Study of ALKS 2680 in Patients With NT2

214-day Assessment
washout (Days -2 to 9)
r W 1
Placebo +[ i 1= 12 mg 5mg
Patient 1111 Safety
screenin g — m Placebo 25m 12m follow-u
- || Baseline _@ e 8 P
assessment
-28 to -7 - 14 (+1)
(25mg B 12mg N Smg ML
l l
MIWT assessments % % é %hours ' ' % % é Qhours - LR i K -’ggt';::;: doses
* Had a confirmed diagnosis of NT2 * Key objectives:
* No criteria on baseline Maintenance of Wakefulness Test o Safety and tolerability
(MWT) for inclusion

o Sleep latency on the MWT over 8 hours at
* Design enables more precise dose selection for phase 2 each crossover

NT2 = narcolepsy type 2.
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NT2 Baseline Characteristics Consistent With Moderate to
Severe Baseline Disease

Baseline Characteristics Total (N=9)

Demographics
Age, mean (SD), years 36.0 (15.4)
Female, n (%) 5 (55.6)
White race, n (%) 7 (77.8)
Body mass index, mean (SD), kg/m? 26.0 (6.2)
Baseline Disease Severity (Post-washout)?
Narcolepsy Severity Scale,® mean (SD) [min, max] 24.4 (6.7) [12, 32]
Epworth Sleepiness Scale,© mean (SD) [min, max] 15.9 (3.8) [11, 23]
Maintenance of Wakefulness Test, mean (SD) [min, max], minutes 14.3 (11.2)[2.8, 32.9]

At baseline, patients with NT2 exhibited moderate severity of narcolepsy symptoms and excessive daytime sleepiness

apatients had been receiving standard of care for narcolepsy prior to >14-day washout leading into baseline assessment. °0On Narcolepsy Severity Scale, score of 15-28 = moderate, 29-42 = severe,
and 43-57 = very severe. °On the Epworth Sleepiness Scale, score of >10 suggests excessive daytime sleepiness.
NT2 = narcolepsy type 2; SD = standard deviation.
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ALKS 2680 Was Generally Safe and Well Tolerated in Patients
With NT2

ALKS 2680
Placebo |

Total

* All treatment-emergent adverse events ALKS
(TEAEs) were mild in severity except

1 moderate TEAE of pollakiuria at 25 mg

5mg 12mg 25mg 2680
TEAEs, n (%) (N=9) (N=9) (N=9)

Any TEAE 2(22.2) 3(33.3) 4(44.4) 7(77.8) 7(77.8)

* All TEAEs related to the study drug TEAEs related to the study drug? 2(22.2) 1(11.1) 1(11.1) 6(66.7) 6(66.7)

resolved without medical intervention TEAEs related to study drug occurring in >1 patient?

* No clinically meaningful changes from Pollakiuria 0 0 1(11.1) 3(33.3) 3(33.3)
baseline were identified in laboratory - 1(11.1) 1(111) 0  2(222) 3(333)
values Bizzinesse 0 0 0 3(333) 3(333)

* No cardiovascular safety signals TEAEs leading to study drug i . o g g
were identified in vital signs or dizsontinaasion
electrocardiograms Any SAEs - : o g :

3If a patient experiences >1 AE in a category, the patient is counted only once in that category. If a patient experiences the same AE at multiple dose levels, the patient will be counted once per dose level and once in
total. The relationship between study drug and AEs was determined by the investigator. !Insomnia includes TEAE terms of Insomnia and Initial insomnia. “Dizziness includes TEAE terms of Dizziness and Dizziness postural.
AE = adverse event; NT2 = narcolepsy type 2; SAE = serious adverse event.
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ALKS 2680 Improved Mean Sleep Latency in Patients With NT2

P<0.001

30 el | * ALKS 2680 resulted in improved mean

= b 008 sleep latency compared with placebo
<0.
Ed 20 I
3,
(] . .
‘533 g * Improvements were statistically
Tl = s — v v s
gg g 4. significant and clinically meaningful at
20 T all doses
K] S ¥
»nsSH 0.1
.Eg E 0
8t 3 5mg 12 mg 25 mg * A clear dose response was observed
g 1 (N=9)  (N=9)  (N=9)
s -10 - Placebo
(N=9) ALKS 2680 Dose

BL = baseline; Cl = confidence interval; LSM = least squares mean; MWT = Maintenance of Wakefulness Test; NT2 = narcolepsy type 2.
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ALKS 2680 Improved Mean Sleep Latency in Patients With NT2

* ALKS 2680 resulted in observed mean 40 T e
sleep latencies within the range for g A —_—
(%] verage 1or Hea
healthy individuals (average 30.4 + SD . 2L 30F---- Feon oot -
. g™ £
11.2 minutes?) $8S
564 20-
* ALKS 2680 doses of 12 and 25 mg §§ pe —Jl: I
resulted in mean sleep latency times 22 g 10
above 30.4 minutes E MR 14.3

Baseline Placebo 5mg 12mg 25mg
(N=9) (N=9) (N=9) (N=9) (N=9)

ALKS 2680 Dose

Mean sleep latency was calculated as the mean across MWT assessments at 2, 4, 6, and 8 hours at baseline and then post-dose (dose time: ~9 AM).
MWT = Maintenance of Wakefulness Test; NT2 = narcolepsy type 2; SD = standard deviation; SE = standard error.
1. Krahn LE, et al. J Clin Sleep Med. 2021;17(12):2489-2498.
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ALKS 2680 Improved Self-Reported Alertness in Patients
With NT2

Subjective Alertness (N = 9)

7 i
% Placebo More sleepy

my
D,
c
S Neither alert
s nor sleepy
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(%]
~
A4
3 - More alert
I 1 1 ) T T
Pre-dose 1 2 4 6 8
Baseline
Dosing Time After Dosing, Hours

KSS full range is 1-9. Pre-dose baseline measured the same day.

KSS = Karolinska Sleepiness Scale; NT2 = narcolepsy type 2; SE = standard error.
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ALKS 2680 Improved Self-Reported Alertness in Patients
With NT2

Subjective Alertness (N =9) 4 Placebo
® ALKS 26805 mg

B ALKS 2680 12 mg More sleepy

A ALKS 2680 25 mg AW
______________ Z . p i Neither alert
i nor sleepy

More alert

KSS, Mean (SE)
(6, ]
1

3- T T T T
Pre-dose
Baseline

Dosing Time After Dosing, Hours

KSS full range is 1-9. Pre-dose baseline measured the same day.
KSS = Karolinska Sleepiness Scale; NT2 = narcolepsy type 2; SE = standard error.
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Conclusions

In patients with NT2, ALKS 2680:
o Was generally safe and well tolerated at all doses

o Demonstrated statistically significant, clinically meaningful improvements in mean sleep latency
on the MWT at all doses

= Achieved observed mean sleep latencies within the range for healthy individuals at all doses

=  ALKS 2680 12 and 25 mg doses exceeded the average mean sleep latency established for healthy
individuals (30.4 minutes)?

o Improved self-reported alertness

Results of this phase 1b study of patients with NT1, NT2, and IH® demonstrate that ALKS 2680 may
have benefit for central disorders of hypersomnolence with or without orexin deficiency and inform
dose selection for phase 2 development

2Poster No. 5070.
IH = idiopathic hypersomnia; NT1 = narcolepsy type 1; NT2 = narcolepsy type 2.
1. Krahn LE, et al. J Clin Sleep Med. 2021;17(12):2489-2498.
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ALKS 2680 Is Currently the Only OX2R Agonist in Phase 2 for
Both Narcolepsy Subtypes

Phase 2: Once-daily ALKS 2680 in patients with NT1
G » Now enrolling in Australia and the United States
Vibrance_l (NCT06358950)

Study » Study sites planned for Europe
» See Poster P797

Phase 2: Once-daily ALKS 2680 in patients with NT2

. » Now enrolling in the United States (NCT06358950)
Vibrance-2 > Study sites planned for Australia and Europe
Study > See Poster P5071

NT1 = narcolepsy type 1; NT2 = narcolepsy type 2; OX2R = orexin 2 receptor .
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