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*Treatment of agitation associated with dementia due to Alzheimer’s disease
Limitations of Use:
REXULTI is not indicated as an as needed “prn” treatment for agitation associated with

dementia due to Alzheimer’s disease
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REXULTI is indicated for:
*Adjunctive therapy to antidepressants for the treatment of major depressive disorder
(MDD) in adults.
*Treatment of schizophrenia in adults and pediatric patients ages 13 years and older.

*Treatment of agitation associated with dementia due to Alzheimer’s disease
Limitations of Use:
REXULTI is not indicated as an as needed (“prn”) treatment for agitation associated

with dementia due to Alzheimer’s disease.
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WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-
REIATED PSYCHOSIS; and SUICIDAL THOUGHTS AND BEHAVIORS

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with antipsychotic drugs
are at an increased risk of death. REXULTTI is not approved for the treatment of
patients with dementia-related psychosis without agitation associated with dementia
due to Alzheimer’s disease [see Warnings and Precautions (5.1)].

Suicidal Thoughts and Behaviors

Antidepressants increased the risk of suicidal thoughts and behaviors in patients
aged 24 years and younger in short-term studies. Monitor closely for clinical
worsening and for emergence of suicidal thoughts and behaviors. The safety and
effectiveness effieaey of REXULTI have not been established in pediatric patients
with MDD [see Warnings and Precautions (5.2), Use in Specific Populations (8.4)].

1 INDICATIONS AND USAGE

REXULTTI is indicated for:

. As adjunctive therapy to antidepressants for the treatment of major depressive
disorder (MDD) in adults.

. For treatment of schizophrenia in adults and pediatric patients ages 13 years and
older.

. Treatment of agitation associated with dementia due to Alzheimer’s disease

Limitations of Use:




REXULTTI is not indicated as an as needed (“prn”) treatment for agitation associated with
dementia due to Alzheimer’s disease [see Clinical Studies (14.3)].

2 DOSAGE AND ADMINISTRATION

2.1 Administration Information

Administer REXULTT orally, once daily with or without food [see Clinical Pharmacology (12.3)]

[...]

2.4 Recommended Dosage for Agitation Associated with Dementia Due to Alzheimer’s
Disease

The recommended starting REXULTTI dosage for the treatment of agitation associated with
dementia due to Alzheimer’s disease is 0.5 mg taken once daily on Days 1 to 7. Increase the dosage
on Days 8 through 14 to 1 mg once daily, and on Day 15 to 2 mg once daily. The recommended
target dose is 2 mg once daily. The dosage can be increased to the maximum recommended daily
dosage of 3 mg once daily after at least 14 days, based on clinical response and tolerability.

2:32.5 Recommended Dosage in Patients with Adjustmentsfor Hepatic Impairment

The maximum recommended dosage in Eer patients with moderate to severe hepatlc impairment
(Child-Pugh score >7 A g 3 athy ) is [see
Use in Specific Populations (8.7), Clinical Pharmacology (1 2 3)/ 2 mg once daily in patients with

MDD or agitation associated with dementia due to Alzheimer’s disease, and 3 mg orally once daily

for in patients with schizophreniafsee Use-in-Speetfic Populations(8-7);-Chinieal
Pharmacoloey- (1233

2.6 Recommended 24 Dosage in Patients with Adjustmentsfor Renal Impairment

The maximum recommended dosage in Eer patients with mederate;-severe-or-end-stagerenal

impairment{creatinine clearance CrCI<60 mL/minute);-the-maximumrecommended-dosageis2-mg
enece-dailyfor is [see Use in Specific Populations (8.8), Clinical Pharmacology (12.3)] 2 mg orally

once daily in patients with MDD or agitation associated with dementia due to Alzheimer’s disease
and 3 mg orally once daily ferin patients with schizophreniafsee-Usein-Specific Peprlations{8-8)




S WARNINGS AND PRECAUTIONS

5.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis
[...]

Although the causes of death were varied, most of the deaths appeared to be either cardiovascular
(e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. REXULTI is not
approved for the treatment of patients with dementia-related psychosis without agitation associated
with dementia due to Alzheimer’s disease [see Boxed Warning , Warnings and Precautions (5.3)].

[...]

5.3 Cerebrovascular Adverse Reactions Including Stroke in Elderly Patients with
Dementia-Related Psychosis

[...]
REXULTT is not approved for the treatment of patients with dementia-related psychosis without

agitation associated with dementia due to Alzheimer’s disease [see Boxed Warning [see Boxed
Warning, Warnings and Precautions (5.1)].

5.4 Neuroleptic Malignant Syndrome (NMS)
Neuroleptic Malignant Syndrome (NMS), a A potentially fatal symptom complex, semetimes

referred-to-as-neuroleptic- malisnant syndrome(NMS); has been reported in association with

administration of antipsychotic drugs, including REXULTI. Clinical manifestations of NMS are
hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability (irregular
pulse or blood pressure, tachycardia, diaphoresis and cardiac dysrhythmia). Additional signs may
include elevated creatinine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal
failure.

If NMS is suspected, immediately discontinue REXULTTI and provide intensive symptomatic
treatment and monitoring.

[...]

5.6 Metabolic Changes
[...]

Hyperglycemia and Diabetes Mellitus

[...]

Agitation Associated with Dementia Due to Alzheimer’s Disease: In the 12-week placebo-
controlled, fixed-dose studies in patients (51 to 90 years of age) with agitation associated with
dementia due to Alzheimer’s disease, the proportions of patients with shifts in fasting glucose from
normal (<100 mg/dL) to high (=126 mg/dL) or impaired (=100 and <126 mg/dL) to high were
similar in patients treated with REXULTI (14%) and patients treated with placebo (16%).



Of the patients who were previously treated with REXULTI for 12-weeks and continued into a 12-
week, active-treatment extension study, 15% of patients with normal baseline fasting glucose
experienced a shift from normal (<100 mg/dL) to high (=126 mg/dL) fasting glucose while taking
REXULTT; 30% of patients with impaired fasting glucose experienced shifts from impaired fasting
glucose (=100 and <126 mg/dL) to high fasting glucose. Combined, 20% of patients with normal
or impaired fasting glucose experienced shifts to high fasting glucose.

[...]
Dyslipidemia
[...]

Agitation Associated with Dementia Due to Alzheimer’s Disease: In the 12-week placebo-
controlled, fixed-dose clinical studies in patients (55 to 90 years of age) with agitation associated
with dementia due to Alzheimer’s disease, changes in total cholesterol, LDL cholesterol, and HDL
cholesterol were similar in REXULTI- and placebo-treated patients.

Table 5 shows the proportions of patients with changes in fasting triglycerides in REXULTI- and
placebo-treated patients.

[...]
Weight Gain
[...]

Agitation Associated with Dementia Due to Alzheimer’s Disease: In the 12-week placebo-
controlled, fixed-dose clinical studies in patients (51 to 90 years of age) with agitation associated
with dementia due to Alzheimer’s disease, the proportion of the patients with a >7% increase in
body weight (kg) at any visit were 2% in REXULTI compared to 0% in placebo group.

In patients who were previously treated with REXULTI for 12 weeks and who continued into a 12-
week, active-treatment extension study, there was no mean change in weight (kg) from baseline to
last visit in association with REXULTT. In this extension study, 4% of patients demonstrated >7%
increase in body weight, and 5% demonstrated a >7% decrease in body weight from baseline to last
visit.

[..]

5.9 Orthostatic Hypotension and Syncope

[...]

In 12-week, placebo-controlled clinical studies of REXULTI in patients with agitation associated
with dementia due to Alzheimer’s disease, the incidence of orthostatic hypotension-related adverse
reactions in patients treated with REXULTI compared to patients treated with placebo included:



dizziness (3% versus 3%), orthostatic hypotension (1% versus 1%), and syncope (0.2% versus
0.8%).

[...]
5.14 Potential for Cognitive and Motor Impairment

[...]

In the 12-week placebo-controlled, fixed-dose clinical studies in patients (51 to 90 years of age)
with agitation associated with dementia due to Alzheimer’s disease, somnolence (including
sedation) was reported in 3% of patients treated with REXULTI compared to 1% of patients treated
with placebo.

[..]
6 ADVERSE REACTIONS
[...]

6.1 Clinical Trials Experience
[...]

Agitation Associated with Dementia Due to Alzheimer’s Disease

The safety of REXULTI was evaluated in 503 patients (51 to 90 years of age), with a probable
diagnosis of agitation associated with dementia due to Alzheimer’s disease, who participated in two
12-week placebo-controlled, fixed-dose clinical studies in which REXULTI was administered at
daily doses of 2 mg to 3 mg [see Clinical Studies (14.3)].

Discontinuation of Treatment Due to Adverse Reactions

In two 12-week placebo-controlled, fixed-dose, clinical studies, a total of 5.6% (28/503) of patients
treated with REXULTTI and 4.8% (12/251) of patients treated with placebo discontinued due to
adverse reactions.

Adverse Reactions Occurring at an Incidence of 2% or More in Patients Treated with REXULTI for
Agitation Associated with Dementia Due to Alzheimer’s Disease

Adverse reactions associated with REXULTI (incidence >2% and greater than placebo) during the
12-week fixed-dose clinical studies in geriatric patients for treatment of agitation associated with
dementia due to Alzheimer’s disease are shown in Table 10.

Table 10 Adverse Reactions in 22% of REXULTI-Treated Patients and Greater
than Placebo in Pooled 12-Week Placebo-Controlled, Fixed-Dose Agitation
Associated with Dementia due to Alzheimer’s Disease Studies (Study 6 and Study 7)

REXULTI
ALL
Placebo | 1 mg/day* | 2 mg/day | 3 mg/day REXULTI
(N=251) (N=137) (N=213) (N=153) (N=503)
% % % % %




Infections and Infestations

Nasopharyngitis 2 4 2 3 3

Urinary Tract Infection 1 2 3 3 g
Nervous System Disorders

Dizziness' 2 1 5 3 3

Headache 8 g 9 7 8

Somnolence* 1 2 B 4 3
Psychiatric Disorders

Insomnia® 3 5 5 2 4

*1 mg once day REXULTI dosage is not a recommended dosage for the treatment of agitation associated with dementia
due to Alzheimer’s disease [see Dosage and Administration (2.4)].

Dizziness and Vertigo are grouped to Dizziness
fSedation and somnolence are group to somnolence.
SInitial insomnia and insomnia are grouped to insomnia

Extrapyramidal Symptoms

[...]
Agitation Associated with Dementia Due to Alzheimer’s Disease

The incidence of reported EPS-related adverse reactions, excluding akathisia, was 3% for
REXULTI-treated patients versus 2% for placebo-treated patients. The incidence of akathisia events
for REXULTI-treated patients was 1% versus 0% for placebo-treated patients.

In the 12-week placebo-controlled, fixed-dose studies in agitation associated with dementia due to
Alzheimer’s disease, data was objectively collected on the Simpson-Angus Rating Scale (SAS) for
EPS, the Barnes Akathisia Rating Scale (BARS) for akathisia and the Abnormal Involuntary
Movement Scale (AIMS) for dyskinesia. The mean change from baseline at last visit for REXULTI-
treated patients for the SAS, BARS and AIMS was comparable to placebo-treated patients. The
percentage of patients who shifted from normal to abnormal was greater in REXULTI-treated
patients versus placebo for the SAS (6% versus 2%).
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