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Introduction Results

- Symptoms of agitation are common among people with » In fixed-dose Phase 3 trials, there was significantly greater _ _ » Data were analyzed for 608 patients,

Alzheimer’s dementia, and are associated with substantial improvement from baseline to Week 12 in the frequency of Figure 1: Percentage change in CMAI Total score Following exclusion of the brexpiprazole Supportive of clinical

burden to patients and caregivers."> agitation behaviors (Cohen-Mansfield Agitation Inventory by administered brexpiprazole dose 0.5 mg arm (due to small sample size), trial results. this analysis
. Achieving the right treatment at the right dose is critical to [CMAI] Total score) with brexpiprazole 2 or 3 mg/day data for 596 patients were summarized, '

ensuring meaningful improvement, while minimizing risks versus placebo, but not with brexpiprazole 1 mg/day PK analysis sample of whom 370 patients comprised the demonstrated an

associated with suboptimal treatment, particularly in this versus placebo.”® Safety data suggest no notable brexpiprazole PK analysis sample, and exposure-response

. : : 7.8 : : . . .

vuIner.abIe poeulatlon. dlfferences.between brexplprazoie deses. | Slacebo Brexplprazole 1 mg Brexpiprazole 2 mg Brexplprazole 3me 22§ patients were treated with .placebo. relationship for brexpiprazole

- Brexpiprazole is approved by the FDA for the treatment . However, given t.he treatment gmdeline recommendation (n=226) (n=108) (N=165) (n=97) = Patient characteristics at baseline are in patients with agitation

shown In Table 1.

of agitation associated with dementia due to Alzheimer’s that antipsychotics should be prescribed at the lowest 0- : : :
disease, with a recommended dose of 2 or 3 mg/day.* effective dose,” there may be hesitancy to dose . Figure 1 shows percentage change in associated V\_”th dem_ent'a
- Brexpiprazole has a high binding affinity for noradrenergic, brexpiprazole above 1 mg/day in this patient population. CMAI Total score with each administered due to Alzheimer’s disease.
serotonergic, and dopaminergic receptors,® which may * The aim of this analysis was to support evidence-based dose of brexpiprazole. :
underlie efficacy on agitation.? dosing of brexpiprazole in patients with agitation - - Figure 2 shows percentage change Brexpiprazole doses of
associated with dementia due to Alzheimer’s disease, in CMAI Total score as a function of 2 or 3 mg/day are expected
through an exposure-response analysis. -10- brexpiprazole blood level resulting from each to achieve meaningful
| administered dose. ducti : T
 Brexpiprazole 1 mg/day did not demonstrate reauctions in E_lgl ation
_Methods additona effescy compare withplaceba A
For the 1 mg dose, the predicted median brexpiprazole 1 mg/day IS
-25.4

blood concentration was lower than the level un|ike|y to be effective in

LS mean (SE) percentage change in CMAI
Total score from baseline at Week 12

NJ, USA) and H. Lundbeck A/S (Valby, Denmark).
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Dataset Exposure-response analysis -20- required to achieve the half-maximal effect
- Data were analyzed from two Phase 3, 12-week, - Data were evaluated as follows: (EC,,) on the CMAI Total score. reducing the frequency of
placebo-controlled trials of fixed-dose brexpiprazole in - Placebo - data from Trial 283 and 213 pooled » For brexpiprazole 2 mg and 3 mg, the agitation symptomes.
patients W’Ith agitation associated with dementia due to - Brexpiprazole 0.5 mg/day - data from Trial 283 predicted median blood concentration .
AI;hielmer S dléease (CI'”'CalTr_'ails'QOX- NCT01862640 (subsequently removed due to small sample size) exceeded the EC_, These findings should be
[TThrlat _28|3], N T033485z4_ [Ttrilia L2J1S3]E) Riee - Brexpiprazole 1 mg/day - data from Trial 283 -30- - Model-predicted percentage change from considered when selecting
r 1NE trals Were CondUeted I The Us, EUrope, and Russia. - Brexpiprazole 2 mg/day - data from Trial 283 | - - | baseline in CMAI Total score plateauea appropriate treatment for
u I T i 283 -t -t d d 1-1-1 -t The PK analysis sample comprised brexpiprazole-treated patients with evaluable PK data, and CMAI Total score data at baseline and Week 12 b d h d d f h
n rla. ! pa IENts were ran . omize "R O and 213 pOOied Mean (SD) CMAI Total score at baseline:.placebo, 75.4 (171); brexpiprazole 1 mg, 70.8 (j6.1)l; brexpiprazoleng, 75.3 (17.1); b.rex.piprazo.IeBmg, 80.9 (15.6) . | _ eyon t e 3 mg Osel N ICa.l:Ing no Urt er individual patients
biexpi)prfizcile 1 riig/dai/i) brexpiprazole 2 mg/iiday, o _ Brexpiprazole 3 mg/day - data from Trial 213 e Lt e e i o e bpes Yo terecton and sudy protcomerction.—— ncreasee in efficacy beyond this dose. '
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removed in a protocol amendment).” In Trial 213, * The pharmacokinetic (PK) analysis sample comprised
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Table 1: Summary of patient characteristics at baseline

PK analysis sample
Placebo Brexpiprazole 1 mg Brexpiprazole 2 mg Brexpiprazole 3 mg
(n=226) (n=108) (n—165) (n=97)

/; o o o o o O Viatris, and Xenon Pharmaceuticals. He has received honoraria for speaking/teaching from AbbVie, Angelini,
Age years, mean SD 734 (7-6) 73.9 8 8 /3. 8 750 81 D © Aristo, Boehringer-Ingelheim, Bristol-Meyers Squibb, Cerevel, Darnitsa, Gedeon Richter, Hikma, IntraCellular
0w o Therapies, Janssen/J&J, Karuna, Lundbeck, Mitsubishi Tanabe Pharma, Mylan, Otsuka, Recordati, Seqirus
O .. . . . . .. ) ] ] ] ] ] ] ] ]
Female' 4 (/O) Nz (49'6) 60 (55'6) 92 (55'8) 62 (63'9) 8 B) Sunovion, Tabuk, Takeda, and Viatris. He provided expert testimony for Janssen, Lundbeck, and Otsuka. He
Body weight, kg, mean (SD) 70.3 (13.7) 68.9 (14.6) 68.9 (14.4) 68.0 (14.7) & has received data safety monitoring board or advisory board fees from AbbVie, Allergan, Angelini, Boehringer
o ~ Ingelheim, Bristol-Meyers Squibb, Cerevel, Compass Pathways, Denovo, Gedeon Richter, IntraCellular Therapies,
Race, n (%) | | | | | | | | | | Janssen/J&J, Karuna, LB Pharma, Lundbeck, MedInCell, Merck, Neurelis, Neurocrine, Newron, Novo Nordisk,
- Otsuka, Recordati, Relmada, Reviva, Rovi, Sage, Seqirus, Life Science, Sunovion, Supernus, Teva, Vertex, and
Asian z (0'9) 1 (0'9) 2 (1'2) 2 (2'1) O 50 1 OO 1 50 200 250 300 350 400 450 Viatris. He has received grant support from Boehringer-Ingelheim, Janssen, and Takeda. He received royalties
. : f UpToDate and is al tock option holder of Cardio Di tics, Kul Biosci , LB Ph , Medlink,
Black 0 (2,7) 1 (0,9) 0 (3,6) 3 (3,1) Brexplprazole bIOOd COﬂCentratlon (C , ng/mi) i\r/iem pToDate and is also a stock option holder of Cardio Diagnostics, Kuleon Biosciences arma, Medlin
: avg,ss indpax, Quantic, and Terran.
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The PK analysis sample comprised brexpiprazole-treated patients with evaluable PK data, and CMAI Total score data at baseline and Week 12; C_ _ for participants treated with placebo was set to 0 Development & Commercialization Inc.
CMAI Total score, mean (S D) /9.4 (17-1) /0.8 (16-1) /9.3 (17'1) 80.9 (15'6) Upper panel: data points and error bars show the observed median and 95% CI of percentage change from baseline in CMAI Total score at Week 12 by placebo and brexpiprazole C, . quartiles; the black line and shaded region show the model predicted David Wang is a full-time employee of Lundbeck LLC.

median and 95% CI of percentage change from baseline in CMAI Total score at Week 12

Lower panel: boxplots show the brexpiprazole C_ s . distribution at 1, 2, and 3 mg/day doses
C,. ss—average blood concentration at steady state; Cl=confidence interval; CMAI=Cohen-Mansfield Agitation Inventory; EC
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The PK analysis sample comprised brexpiprazole-treated patients with evaluable PK data, and CMAI Total score data at baseline and Week 12

CMAI=Cohen-Mansfield Agitation Inventory; PK=pharmacokinetic; SD=standard deviation

s0/80—0l00d level of brexpiprazole required to achieve 50%/80% of the maximal drug effect; PK=pharmacokinetic
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