HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
LATUDA safely and effectively. See full prescribing information for
LATUDA.

LATUDA (lurasidone hydrochloride) tablets, for oral use
Initial U.S. Approval: 2010

WARNINGS:

INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS; AND SUICIDAL THOUGHTS
AND BEHAVIORS
See full prescribing information for complete boxed warning.

o Elderly patients with dementia-related psychosis treated with

antipsychotic drugs are at an increased risk of death.

e LATUDA is not approved for the treatment of patients with dementia-
related psychosis (5.1).

eIncreased risk of suicidal thinking and behavior in children, adolescents,
and young adults taking antidepressants (5.2)

o Monitor for worsening and emergence of suicidal thoughts and
behaviors (5.2)

RECENT MAJOR CHANGES-------------eeeoeeeem 0
Boxed Warnings, Suicidal Thoughts and Behaviors (5.2) 6/2013
Indications and Usage, Bipolar Depression (1.2) 6/2013
Dosage and Administration, Bipolar Depression (2.1) 6/2013
Dosage Forms and Strengths (3) 7/2013

Warnings and Precautions (5.2, 5.6, 5.7, 5.9, 5.10, 5.11, 5.13, 5.14)  6/2013

INDICATIONS AND USAGE oo

LATUDA is an atypical antipsychotic for the treatment of:

. Schizophrenia (1.1, 14.1)

. Depressive episodes associated with Bipolar I Disorder (bipolar
depression), as monotherapy and as adjunctive therapy with lithium or
valproate (1.2, 14.2).

LATUDA should be taken with food (at least 350 calories). Administration
with food substantially increases the absorption of LATUDA (2.3, 12.3).

Indication Starting Dose Recommended Dose

Schizophrenia (2.1) 40 mg per day 40 mg to 160 mg per day

Bipolar Depression
2.2)

20 mg per day 20 mg to 120 mg per day

. Moderate and Severe Renal Impairment: Recommended starting
dose is 20 mg per day, and the maximum recommended dose is 80
mg per day (2.4, 8.6).

e Moderate and Severe Hepatic Impairment: Recommended starting
dose is 20 mg per day. The maximum recommended dose is 80 mg
per day in moderate hepatic impairment and 40 mg per day in
severe hepatic impairment (2.4, 8.6).

. Concomitant Use of a Moderate CYP3A4 inhibitor (e.g..
diltiazem): LATUDA dose should be reduced to half of the
original dose level. Recommended starting dose is 20 mg per day.
Maximum recommended dose is 80 mg per day (2.5, 7.1)

. Concomitant Use of a Moderate CYP3A4 Inducer:

It may be necessary to increase the dose of LATUDA (2.5, 7.1)
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Tablets: 20 mg, 40 mg, 60 mg, 80 mg and 120 mg (3)

CONTRAINDICATIONS

. Known hypersensitivity to LATUDA or any components in the
formulation (4).

. Concomitant use with a strong CYP3A4 inhibitor (e.g.,
ketoconazole) (2.5, 4, 7.1).

. Concomitant use with a strong CYP3A4 inducer (e.g., rifampin)
(2.5,4,7.1).

WARNINGS AND PRECAUTIONS----------nmeneem
. Cerebrovascular Adverse Reactions in Elderly Patients with
Dementia-Related Psychosis: Increased incidence of
cerebrovascular adverse events (e.g., stroke, transient ischemic
attack) (5.2).
. Neuroleptic Malignant Syndrome: Manage with immediate
discontinuation and close monitoring (5.4).
e  Tardive Dyskinesia: Discontinue if clinically appropriate (5.5).
. Metabolic Changes: Atypical antipsychotic drugs have been
associated with metabolic changes that may increase
cardiovascular/cerebrovascular risk. These metabolic changes
include hyperglycemia, dyslipidemia, and weight gain (5.6).
Hyperglycemia and Diabetes Mellitus: Monitor patients for
symptoms of hyperglycemia including polydipsia, polyuria,
polyphagia, and weakness. Monitor glucose regularly in
patients with diabetes or at risk for diabetes.

—  Dyslipidemia: Undesirable alterations have been observed in
patients treated with atypical antipsychotics.

—  Weight Gain: Gain in body weight has been observed.
Monitor weight.

. Hyperprolactinemia: Prolactin elevations may occur (5.7).

. Leukopenia, Neutropenia, and Agranulocytosis: Perform complete
blood counts (CBC) in patients with a pre-existing low white blood
cell count (WBC) or a history of leukopenia or neutropenia.
Consider discontinuing LATUDA if a clinically significant decline
in WBC occurs in the absence of other causative factors (5.8).

. Orthostatic Hypotension and Syncope: Dizziness, tachycardia or
bradycardia, and syncope may occur, especially early in treatment.
In patients with known cardiovascular or cerebrovascular disease,
and in antipsychotic-naive patients, consider a lower starting dose
and slower titration (5.9).

ADVERSE REACTIONS
Commonly observed adverse reactions (incidence > 5% and at least twice the
rate for placebo) were (6.1):
. Schizophrenia: somnolence, akathisia, extrapyramidal symptoms,
and nausea
. Bipolar depression: akathisia, extrapyramidal symptoms, and
somnolence

To report SUSPECTED ADVERSE REACTIONS, contact Sunovion
Pharmaceuticals Inc. at 1-877-737-7226 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

. Pregnancy: Use LATUDA during pregnancy only if the potential
benefit justifies the potential risk (8.1).

. Nursing Mothers: Discontinue drug or nursing, considering risk of
drug discontinuation to the mother (8.3).

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide
Revised: 7/2013
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FULL PRESCRIBING INFORMATION

WARNINGS: INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS; AND SUICIDAL THOUGHTS AND
BEHAVIORS
e Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at

an increased risk of death [see Warnings and Precautions (5.1)].

e LATUDA is not approved for use in patients with dementia-related psychosis [See
Warnings and Precautions (5.1)].

e Antidepressants increased the risk of suicidal thoughts and behavior in children,
adolescents, and young adults in short-term studies. These studies did not show an
increase in the risk of suicidal thoughts and behavior with antidepressant use in
patients over age 24; there was a reduction in risk with antidepressant use in patients
aged 65 and older [see Warnings and Precautions (5.2)].

e In patients of all ages who are started on antidepressant therapy, monitor closely for
worsening, and for emergence of suicidal thoughts and behaviors. Advise families and
caregivers of the need for close observation and communication with the prescriber [see
Warnings and Precautions (5.2)].

1 INDICATIONS AND USAGE

1.1 Schizophrenia
LATUDA is indicated for the treatment of patients with schizophrenia.

The efficacy of LATUDA in schizophrenia was established in five 6-week controlled studies of
adult patients with schizophrenia [see Clinical Studies (14.1)].

The effectiveness of LATUDA for longer-term use, that is, for more than 6 weeks, has not been
established in controlled studies. Therefore, the physician who elects to use LATUDA for
extended periods should periodically re-evaluate the long-term usefulness of the drug for the
individual patient [See Dosage and Administration (2)].

1.2 Depressive Episodes Associated with Bipolar I Disorder

Monotherapy: LATUDA is indicated as monotherapy for the treatment of patients with major
depressive episodes associated with bipolar I disorder (bipolar depression). The efficacy of
LATUDA was established in a 6-week monotherapy study in adult patients with bipolar
depression [see Clinical Studies (14.2)].

Adjunctive Therapy with Lithium or Valproate: LATUDA is indicated as adjunctive therapy
with either lithium or valproate for the treatment of patients with major depressive episodes
associated with bipolar I disorder (bipolar depression). The efficacy of LATUDA as adjunctive
therapy was established in a 6-week study in adult patients with bipolar depression who were
treated with lithium or valproate [see Clinical Studies (14.2)].

The effectiveness of LATUDA for longer-term use, that is, for more than 6 weeks, has not been
established in controlled studies. Therefore, the physician who elects to use LATUDA for
extended periods should periodically re-evaluate the long-term usefulness of the drug for the
individual patient [see Dosage and Administration (2.2)].

The efficacy of LATUDA in the treatment of mania associated with bipolar disorder has not
been established.
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2 DOSAGE AND ADMINISTRATION

2.1 Schizophrenia

The recommended starting dose of LATUDA is 40 mg once daily. Initial dose titration is not
required. LATUDA has been shown to be effective in a dose range of 40 mg per day to 160 mg
per day [see Clinical Studies (14.1)]. The maximum recommended dose is 160 mg per day.

2.2 Depressive Episodes Associated with Bipolar I Disorder

The recommended starting dose of LATUDA is 20 mg given once daily as monotherapy or as
adjunctive therapy with lithium or valproate. Initial dose titration is not required. LATUDA has
been shown to be effective in a dose range of 20 mg per day to 120 mg per day as monotherapy
or as adjunctive therapy with lithium or valproate [see Clinical Studies (14.2)]. The maximum
recommended dose, as monotherapy or as adjunctive therapy with lithium or valproate, is 120
mg per day. In the monotherapy study, the higher dose range (80 mg to 120 mg per day) did not
provide additional efficacy, on average, compared to the lower dose range (20 to 60 mg per day)
[see Clinical Studies (14.2).

23 Administration Instructions

LATUDA should be taken with food (at least 350 calories). Administration with food
substantially increases the absorption of LATUDA. Administration with food increases the AUC

approximately 2-fold and increases the Cmax approximately 3-fold. In the clinical studies,
LATUDA was administered with food [see Clinical Pharmacology (12.3)].

24 Dose Modifications in Special Populations

Renal Impairment

Dose adjustment is recommended in moderate (creatinine clearance: 30 to <50 mL/min) and
severe renal impairment (creatinine clearance <30 mL/min) patients. The recommended starting
dose is 20 mg per day. The dose in these patients should not exceed 80 mg per day [see Use in
Specific Populations (8.6)].

Hepatic Impairment

Dose adjustment is recommended in moderate (Child-Pugh Score = 7 to 9) and severe hepatic
impairment (Child-Pugh Score = 10 to 15) patients. The recommended starting dose is 20 mg per
day. The dose in moderate hepatic impairment patients should not exceed 80 mg per day and the
dose in severe hepatic impairment patients should not exceed 40 mg/day [see Use in Specific
Populations (8.6)].

2.5 Dose Modifications Due to Drug Interactions

Concomitant Use with CYP3A4 Inhibitors

LATUDA should not be used concomitantly with a strong CYP3A4 inhibitor (e.g., ketoconazole,
clarithromycin, ritonavir, voriconazole, mibefradil, etc.) [see Contraindications (4)].

If LATUDA is being prescribed and a moderate CYP3A4 inhibitor (e.g. diltiazem, atazanavir,
erythromycin, fluconazole, verapamil etc.) is added to the therapy, the LATUDA dose should be
reduced to half of the original dose level. Similarly, if a moderate CYP3A4 inhibitor is being
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prescribed and LATUDA is added to the therapy, the recommended starting dose of LATUDA is
20 mg per day, and the maximum recommended dose of LATUDA is 80 mg per day [see
Contraindications (4); Drug Interactions (7.1)].

Grapefruit and grapefruit juice should be avoided in patients taking LATUDA, since these may
inhibit CYP3A4 and alter LATUDA concentrations [see Drug Interactions (7.1)].

Concomitant Use with CYP3A4 Inducers

LATUDA should not be used concomitantly with a strong CYP3A4 inducer (e.g., rifampin,
avasimibe, St. John’s wort, phenytoin, carbamazepine, etc.) [see Contraindications (4); Drug
Interactions (7.1)]. If LATUDA is used concomitantly with a moderate CYP3A4 inducer, it may
be necessary to increase the LATUDA dose after chronic treatment (7 days or more) with the
CYP3A4 inducer.

3 DOSAGE FORMS AND STRENGTHS

LATUDA tablets are available in the following shape and color (Table 1) with respective one-
sided debossing:

Table 1: LATUDA Tablet Presentations

Tablet Strength Tablet Color/Shape Tablet Markings
20 mg white to off-white round L20
40 mg white to off-white round L40
60 mg white to off white oblong L60
80 mg pale green oval L8O
120 mg white to off-white oval L120
4 CONTRAINDICATIONS
. Known hypersensitivity to lurasidone HCl or any components in the formulation.

Angioedema has been observed with lurasidone [see Adverse Reactions (6.1)].

° Strong CYP3A4 inhibitors (e.g., ketoconazole, clarithromycin, ritonavir, voriconazole,
mibefradil, etc.) [see Drug Interactions (7.1)].

o Strong CYP3A4 inducers (e.g., rifampin, avasimibe, St. John’s wort, phenytoin,
carbamazepine, etc.) [see Drug Interactions (7.1)].

5 WARNINGS AND PRECAUTIONS
5.1 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. Analyses of 17 placebo-controlled trials (modal duration of 10 weeks),
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