Request for Copy of Published Material

The materials provided in response to your request, unless otherwise stated, are the property of
the copyright holder. Copyright and other intellectual property laws protect these materials.
Reproduction or retransmission of the materials, in whole or in part, in any manner, without the
prior written consent of the copyright holder, is a violation of copyright law. A single copy of the
materials is provided to you pursuant to a license to do so that has been granted by the
copyright holder to us. You may not redistribute or reproduce the materials in any forms without
prior written consent of the copyright holder of the materials.

Enclosure:

e POSTER: Citrome L, Chumki S, Such P, et al. Presented at: American Association for
Geriatric Psychiatry (AAGP) Annual Meeting, March 14-17, 2025, Phoenix, AZ



Brexpiprazole for agitation associated with dementia due to Alzheimer’s disease:
number needed to treat, number needed to harm, and likelihood to be helped or harmed

Leslie Citrome,! Sanjeda R. Chumki,? Pedro Such,® David Wang,* Anton M. Palma,> Zhen Zhang,? Alireza Atri>°

1. Department of Psychiatry and Behavioral Sciences, New York Medical College, Valhalla, NY, USA; 2. Otsuka Pharmaceutical Development & Commercialization Inc.,, Princeton, NJ, USA; 3. H. Lundbeck A/S, Valby, Copenhagen, Denmark; 4. Lundbeck LLC, Deerfield, IL, USA,;
5. Banner Sun Health Research Institute and Banner Alzheimer's Institute, Sun City and Phoenix, AZ, USA; 6. Department of Neurology, Brigham and Women's Hospital and Harvard Medical School, Boston, MA, USA

Introduction Results

- The incidence of adverse events, and associated NNH values, are shown
In Figure 4 and Table 2.

- Data for 617 patients were analyzed for safety (brexpiprazole, n=366; placebo, n=251), and 610 patients for
efficacy (brexpiprazole, n=363; placebo, n=247).

« Number needed to treat (NNT), number
needed to harm (NNH), and likelihood
to be helped or harmed (LHH) analyses
provide quantitative efficacy and safety
iInformation, and help to inform clinical
decisions.™? Lower NNT values, and higher
NNH and LHH values, are more supportive
of treatment versus placebo (Figure 1).?

- Agitation is a common and challenging
set of neuropsychiatric symptoms in
Alzheimer's disease, which is associated
with considerable burden to patients
and caregivers.3

- Response rates, and associated NNT values, are shown in Figure 3 and Table 1. - LHH values are shown in Figure 5.

Figure 5: LHH for response relative to
discontinuation due to TEAEs

Figure 3: NNT for response (220-point reduction in CMAI Total score
from baseline to Week 12)
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Figure 1: Overview of NNT, NNH, and LHH CMAI CMAI CGI-S
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For every 9 patients treated with brexpiprazole
iInstead of placebo, 1 additional treatment
response would be achieved
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Brexpiprazole

(N=363) 81 times more likely

that brexpiprazole results in treatment response
(220-point CMAI Total score reduction)
than discontinuation due to a TEAE

regarding tolerability versus placebo

NNT NNH

Non-rounded response rates were used for the calculation of NNT
Cl=confidence interval; CMAI=Cohen-Mansfield Agitation Inventory; NNT=number needed to treat

@ NNT
(efficacy)

regarding efficacy versus placebo

CGI-S=Clinical Global Impression - Severity of iliness; CMAI=Cohen-Mansfield Agitation Inventory; LHH=likelihood to be
helped or harmed; NNH=number needed to harm; NNT=number needed to treat; TEAE=treatment-emergent adverse event

Figure 4: NNH for discontinuation due to TEAEs

LHH=likelihood to be helped or harmed; NNH=number needed to harm; NNT=number needed to treat

In this post hoc analysis In patients with
agitation associated with dementia due
to Alzheimer’s disease, NNT and NNH

6 - NNH =

. . (0.049-0.048)
- CMAI Total score 217-point reduction,

- Data were pooled from two 12-week trials

of fixed-dose brexpiprazole in patients
aged 55-90 years with agitation associated
with dementia due to Alzheimer'’s disease
(ClinicalTrials.gov: NCT01862640

reflecting an alternative definition of
meaningful within-patient improvement,
derived using different methodology.”®

- CGlI-S score =2-point reduction, which
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AN

values indicated that brexpiprazole

2 or 3 mg/day is efficacious on
symptoms of agitation and generally
well tolerated compared with placebo.

[Study 283];" NCT03548584 [Study 213]8).

95% CiI:
not significant

approximately corresponds to 220-point
reduction in CMAI Total score.” 2 -

- Response data are based on last
observation carried forward analyses.

- The primary efficacy measure in each
trial was the Cohen-Mansfield Agitation
Inventory (CMAI), described in Figure 2.”8
The key secondary efficacy measure was
Clinical Global Impression - Severity of
Iliness (CGI-S), as related to agitation.”®

In this patient sample, brexpiprazole
2 or 3 mg/day is 81 times more likely
to result in a treatment response
(220-point reduction in CMAI Total
score) than a discontinuation due to
a TEAE.

For every 730 patients treated with brexpiprazole
instead of placebo, 1 additional discontinuation
due to a TEAE would occur

- NNT values were calculated for each 0
response rate definition.

NNH (safety)

- Safety outcomes throughout 12 weeks
were analyzed:

Brexpiprazole
(n=366)

Placebo

. . (n=251)
- In Study 283, patients were randomized

1:1:1 to brexpiprazole 1 mg/day,
brexpiprazole 2 mg/day, or placebo.’

In Study 213, patients were randomized 2:1
to brexpiprazole 2 or 3 mg/day or placebo.®

Non-rounded response rates were used for the calculation of NNH
Cl=confidence interval; NNH=number needed to harm; TEAE=treatment-emergent adverse event

These data add to the body of evidence
for brexpiprazole in patients with
agitation associated with dementia due
to Alzheimer’s disease, and provide
meaningful clinical interpretation of
benefits and risks.

- Main analysis: Incidence of
discontinuation due to treatment-
emergent adverse events (TEAES).

- Other safety outcomes included incidence
of: TEAEs by severity (mild, moderate,
severe; based on investigator judgment);
death; and individual TEAEs of interest.

- NNH values were calculated for each
safety outcome.

Table 1: Summary of response rates and NNT values

Response rate, n (%)
Definition of response Placebo (n=247) Brexpiprazole (n=363) NNT 95% CI
) (50.1) 9 )

Main analysis: CMAI >20-point reduction 93 (377 182 (50.1 (5, 22
106 (42.9) 211 (581) 7 (5,14)
134 (36.9) 12 (7,67)

- This post hoc analysis analyzes data for the
FDA-approved recommended-to-maximum
brexpiprazole doses of 2 or 3 mg/day.

NNT (efficacy)

- Response analyses were conducted based
on change from baseline to Week 12 in
clinical scale scores:

CMAI =17-point reduction
CGI-S >2-point reduction 69 (27.9)
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CGI-S=Clinical Global Impression - Severity of iliness; Cl=confidence interval; CMAI=Cohen-Mansfield Agitation Inventory; NNT=number needed to treat

Table 2: Summary of safety and NNH values
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Placebo (n=251) Brexpiprazole (n=366) 95% ClI
) 730 (ns)
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- LHH was calculated based on response
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