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NOW APPROVED FOR YOUR ADULT PATIENTS

BIPOLAR DEPRESSI
X Latuda

(urasidone HC) tablets
20mg|40mg [80mg|120mg

INDICATIONS
LATUDA is indicated for the treatment of major depressive episodes associated with

bipolar | disorder (bipolar depression) as monotherapy and as adjunctive therapy with lithium
or valproate in adults.

IMPORTANT SAFETY INFORMATION FOR LATUDA

WARNINGS: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED

PSYCHOSIS; AND SUICIDAL THOUGHTS AND BEHAVIORS

* Elderly patients with dementia-related psychosis treated with antipsychotic drugs are
atan increased risk of death. LATUDA is not approved for use in patients with
dementia-related psychosis.

* 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. 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. LATUDA is not approved for use
in patients under the age of 18 years.

ik

Please see additional Important Safety Information, including Boxed Warnings, and Brief
Summary of Prescribing Information on adjacent pages.
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IMPORTANT SAFETY INFORMATION AND INDICATIONS FOR LATUDA

WARNINGS:

INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-
RELATED PSYCHOSIS; AND SUICIDAL THOUGHTS AND BEHAVIORS

* Elderly patients with dementia-related psychosis treated with
antipsychotic drugs are at an increased risk of death. LATUDA is
not approved for use in patients with dementia-related psychosis.

* 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. 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. LATUDA is not approved for use in patients under the

age of 18 years.

CONTRAINDICATIONS

LATUDA is contraindicated in the following:

* Known hypersensitivity to lurasidone HCl or any components in the
formulation. Angioedema has been observed with lurasidone.

* Strong CYP3A4 inhibitors (e.g., ketoconazale)
= Strong CYP3A4 inducers (e.g., rifampin)

WARNINGS AND PRECAUTIONS

Cerebrovascular Adverse Reactions, Including Stroke: In placebo-
controlled trials with risperidone, aripiprazole, and olanzapine in elderly
subjects with dementia, there was a higher incidence of cerebrovascular
adverse reactions (cerebrovascular accidents and transient ischemic
attacks) including fatalities compared to placebo-treated subjects.
LATUDA is not approved for the treatment of patients with
dementia-related psychosis.

Neuroleptic Malignant Syndrome (NMS): NMS, a potentially

fatal symptom complex, has been reported with administration of
antipsychotic drugs, including LATUDA. NMS can cause 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
creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute
renal failure. Management should include immediate discontinuation of
antipsychotic drugs and other drugs not essential to concurrent therapy,
intensive symptomatic treatment and medical monitoring, and treatment
of any concomitant serious medical problems.

Tardive Dyskinesia (TD): TD is a syndrome consisting of potentially
irreversible, involuntary, dyskinetic movements that can develop in
patients with antipsychotic drugs. There is no known treatment for
established cases of TD, although the syndrome may remit, partially
or completely, if antipsychotic treatment is withdrawn. The risk of
developing TD and the likelihood that it will become irreversible are
believed to increase as the duration of treatment and the total cumulative
dose of antipsychotic drugs administered to the patientincrease.
However, the syndrome can develop, although much less commonly,
after relatively brief treatment periods at low doses. Given these
considerations, LATUDA should be prescribed in a manner that is most
likely to minimize the occurrence of TD. If signs and symptoms appear
in a patient on LATUDA, drug discontinuation should be considered.

Metabolic Changes
Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some
cases extreme and associated with ketoacidosis or hyperosmolar
coma or death, has been reported in patients treated with atypical
antipsychotics. Patients with risk factors for diabetes mellitus (e.g.,
obesity, family history of diabetes) who are starting treatment with
atypical antipsychatics should undergo fasting blood glucose testing
atthe beginning of and periodically during treatment. Any patient
treated with atypical antipsychotics should be monitored for
symptoms of hyperglycemia including polydipsia, polyuria, polyphagia,
and weakness. Patients who develop symptoms of hyperglycemia
during treatment with atypical antipsychotics should undergo fasting
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blood glucose testing. In some cases, hyperglycemia has resolved
when the atypical antipsychotic was discontinued; however, some
patients required continuation of anti-diabetic treatment despite
discontinuation of the suspect drug.

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

Weight Gain: Weight gain has been observed with atypical
antipsychotic use. Clinical monitoring of weight is recommended.

Hyperprolactinemia: As with other drugs that a ag?nizédopamina D,
receptors, LATUDA elevates prolactin levels. Galactorrhea, amenorrhea,
gynecomastia, and impotence have been reported in patients receiving
prolactin-elevating compounds. n

Leukopenia, Neutropenia, and Agranulocytosis: L kopeme\' o
neutropenia has been reported during treatment with antipsychotic
agents. Agranulocytasis (including fatal cases) has Bigen reported with
other agents in the class. Patients with a preexisting &e'ﬁloqd cell
count (WBC) or a history of drug-induced leukopenia c@m&' .
have their complete blood count {CBC) monitored freq Ting the
first few months of therapy, and LATUDA should be discontinued at the
first sign of a decline in WBC in the absence of other causative factors.

Orthostatic Hypotension and Syncope: LATUDA may cause orthostatic
hypotension. Orthostatic vital signs should be monitored in patients who
are vulnerable to hypotension and in patients with known cardiovascular
disease or cerebrovascular disease.

Seizures: LATUDA should be used cautiously in patients with a
history of seizures or with conditions that lower seizure threshold
(e.g., Alzheimer's dementia).

Potential for Cognitive and Motor Impairment: Patients should be
cautioned about operating hazardous machinery, including motor
vehicles, until they are reasonably certain that therapy with LATUDA
does not affect them adversely.

Body Temperature Regulation: Disruption of the body’s ability to reduce
core body temperature has been attributed to antipsychotic agents.
Appropriate care is advised when prescribing LATUDA for patients who
will be experiencing conditions that may contribute to an elevation in
core body temperature, e.9., exercising strenuously, exposure to
extreme heat, receiving concomitant medication with anticholinergic
activity, or being subject to dehydration.

Suicide: The possibility of suicide attempt is inherent in psychotic illness
and close supervision of high-risk patients should accompany drug
therapy. Prescriptions for LATUDA should be written for the smallest
quantity of tablets consistent with good patient management in order

to reduce the risk of overdose.

Dysphagia: Esophageal dysmotility and aspiration have been associated
with antipsychotic drug use. Aspiration pneumonia is 8 common cause
of morbidity and mortality in elderly patients, in particular those with
advanced Alzheimer’s dementia. LATUDA and other antipsychotic drugs
should be used cautiously in patients at risk for aspiration pneumonia.

v

ADVERSE REACTIONS

Commonly observed adverse reactions (25% incidence and at least twice

the rate of placebo) for LATUDA:

« Adult patients with bipolar depression: akathisia, extrapyramidal
symptoms, and somnolence

« Adult patients with schizophrenia: somnolence, akathisia,
extrapyramidal symptoms, and nausea

INDICATIONS

LATUDA is indicated for:

* Treatment of major depressive episodes associated with bipolar |
disorder (bipolar depression) as monotherapy and as adjunctive therapy
with lithium or valproate in adults

* Treatment of schizophrenia in adults

Please see Brief Summary of Prescribing Information, including
Boxed Warnings, on adjacent pages.
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BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION

Pooled analyses of shori-term placebo-controlled trials of

WARNINGS:
INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED
PSYCHOSIS; AND SUICIDAL THOUGHTS AND BEHAVIORS
* Elderly patients with dementia-related psychosis treated with
antipsychotic drugs are at an increased risk of death [see Wamnings and
Precautions (5.1)].

* LATUDA is not approved for use in patients with dementia-related
psychosis [see Wamings and Precautions (5.1)).

+ Antidepressants increased the risk of suicidal thoughts and behavior
in children, and young adults in short-term studies. These

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)].

* 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 Wamings and
Precautions (5.2].

(SSRIs and others) showed that these drugs increase the risk of suicidal ﬂinkmdﬁ
behavior (suicidality) in children, adolescents, and young adults (ages 18-24) with
major depressive disorcer (VDD) and other psychiatric disorders. Short-term studies
did not show an increase i1 the risk of suicidality with antidepressants compared

to placebo in adults beyond age 24; there was a reduction with antidepressants
compared to placebo in 27 15 aged 65 and older,

The pooled analyses o ;11+:sbo-controlled trials in children and adolescents with
MDD, obsessive compui: sorder (OCD), or other psychiatric disorders included
a total of 24 short-ter™: ' 9 antidepressant drugs in over 4400 patients. The
pooled analyses of plac nirolled trials in adults with MDD or other psychiatric

disorders included a to!
of 11 antidepressant o
variation in risk of suu
in the younger patiar
in absolute risk of suici
incidence in MDD. The

'35 short-term trials (median duration of 2 months)
' over 77,000 patients. There was considerable
among drugs, but a tendency toward an increase
umost all drugs studied. There were differences
across the different indications, with the highest
ferences (drug vs. placebo), however, were relatively

1 INDICATIONS AND USAGE
11
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 | Disorder
Monotherapy: LATUDA s indicated as monotherapy for the treatment of patients with

jor depressive episodes associated with bipolar | 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 | disorder (bipolar depression). The efficacy
of LATUDA was established in a 6-week study in adult patients with bipolar i
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.

4 CONTRAINDICATIONS
= Known hypersensitivity to lurasidone HCI 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)].

« 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), largely in patients taking atypical antipsychotic drugs, revealed a risk of
death in drug-treated patients of between 1.6- to 1.7-times the risk of death in placebo-
treated patients. Over the course of a typical 10-week controlled trial, the rate of death in
drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the placebo
group. 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. Observational studies suggest that, similar to atypical antipsychotic drugs,
treatment with conventional antipsychotic drugs may increase mortality. The extent to
which the findings of increased mortality in observational studies may be attributed
to the antipsychotic drug as opposed to some characteristic(s) of the patients is not
clear. LATUDA is not approved for the treatment of patients with dementia-related
psychasis [see Boxed Waming].

5.2 Suicidal Thoughts and Behaviors in Adolescents and Young Adults
Patients with major depressive disorder (MDD), both adult and pediatric, may
experience worsening of their depression and/or the emergence of suicidal ideation
and behavior (suicidality) or unusual changes in behavior, whether or not they
are taking antidepressant medications, and this risk may persist until significant
remission occurs. Suicide is a known risk of depression and certain other psychiatric
disorders, and these disorders themselves are the strongest predictors of suicide.
There has been a long-standing concern, however, that antidepressants may have
arole in inducing worsening of depression and the emergence of suicidality in certain
patients during the early phases of treatment.

OCKET
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stable within age stratz a 55 indications. These risk differences (drug-placebo
difference in the numbe 1ses of suicidality per 1000 patients treated) are
provided in Table 1.
Table 1
Drug-Placebo Difference in Number of Cases of
Agrange Suicidalty per 1000 Patients Treated
) Increases Compared to Placebo
<18 14 additional cases
18-24 5 additional cases
Decreases Compared to Placebo
| 2%-64 1 fower case |
[ 265 6 fewer cases |

No suicides occurred in any of the pediatric trials. There were suicides in the aduit
trials, but the number was no' sufficient to reach any conclusion about drug effect
on suicide.

Itis unknown whether the suicidality risk extends to longer-term use, i.e., beyond
several months. However, there is substantial evidence from placebo-controlled
maintenance trials in adults with depression that the use of antidepressants can
delay the recurrence of depression.

All patients being treat:d with antidepressants for any indication should
be monitored appropriately and observed closely for clinical
suicidality, and unusual changes in behavior, especially during the initial
few months of a course of drug therapy, or at times of dose changes, either
increases or decreases. . TN

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability,
hostility, aggressiveness, impulsivity, akathisia (psychomotor restiessness),
hypomania, and mania, have been reported in adult and pediatric patients being
treated with antidepressants for major depressive disorder as well as for other
indications, both psychiatric and nonpsychiatric. Although a causal link between the
emergence of such symptoms and either the worsening of depression and/or the
emergence of suicidal impulses has not been mabﬁsh:‘:j i:Iymre is concern that such

m| represent precursors to emerging suici ! ’ _
i cmegmm be given to changing the therapeutic rpgimen. including
possibly discontinuing the medication, in patients whose depression is persistmﬂy
worse, or who are experiencing emergent suicidality or symptoms that might be
precursors to worsening depression or suicidality, especially if these symptoms are
severe, abrupt in onset, or were not part of the patient's presenting symptoms.

Families and caregivers of patients being treated with antidepressants
for major depressive disorder or other indications, both psychiatric and
mmm.mmmaiamdammmmmmumm

unmmaagmm.immww.mmmmmmm.m
hmsymmuscﬂbedabon.amuasmemgmwmw
thoughts and behaviors, and to report such symptoms immediately to health
mwwldun.&nchmonitoﬂngshouldlncludedammﬂmhrm
mmwmmwummnummmm
mmmmmmmmmmmmmm.hmn
reduce the risk of overdose.
5.3 Cerebrovascular Adverse Reactions, Including Stroke in Eiderly Patients
with Dementia-Related )
In placebo-controlled trials with risperidone, aripiprazole, and olanzapine in elderly
subjects with dementia, there was a higher incidence of cerebrovascular adverse
reactions (cerebrovascular accidents and transient ischemic attacks), including
fatalities, compared to placebo-treated subjects. LATUDA is not approved for the
treatment of patients with dementia-related psychosis [see also Boxed Waming and
Wamings and Precautions (5.1)].
54 Malignant Syndrome i
A potentially fatal symptom complex sometimes referred to as Neuroleptic
Malignant Syndrome (NMS) has been reported in association with administration of
antipsychotic drugs, including LATUDA.

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

Find authenticated court documents without watermarks at docketalarm.com.
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mtfeq' creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute
ailure.

The diagnostic evaluation of patients with this syndrome is complicated. It is
important to exclude cases where the clinical presentation includes both serious
medical iliness (e.g., pneumonia, systemic infection) and untreated or inadequately
treated idal signs and symptoms (EPS). Other important considerations
in the differential diagnosis include central anticholinergic toxicity, heat stroke, drug
fever, and primary central nervous system pathology.

The management of NMS should include: 1) immediate discontinuation of
antipsychotic drugs and other drugs not essential to concurrent therapy; 2) intensive
symptomatic treatment and medical monitoring; and 3) treatment of any concomitant
serious medical problems for which specific treatments are available. There is no
general agreement about specific pharmacological treatment regimens for NMS.

If a patient requires antipsychotic drug treatment after recovery from NMS,
the potential reintroduction of drug therapy should be carefully considered. If
reintroduced, the patient should be carefully monitored, since recurrences of NMS
have been reported.

5.5 Tardive Dyskinesia

Tardive dyskinesia is a syndrome consisting of potentially irreversible, involuntary,
dyskinetic movements that can develop in patients treated with antipsychotic
drugs. Although the prevalence of the syndrome appears to be highest among the
elderly, especially eiderly women, it is impossible to rely upon prevalence estimates
to predict, at the inception of antipsychotic treatment, which patients are likely to
develop the syndrome. Whether antipsychotic drug products differ in their potential
1o cause tardive dyskinesia is unknown.

The risk of developing tardive dyskinesia and the likelihood that it will become
irreversible are believed to increase as the duration of treatment and the total
cumulative dose of antipsychotic drugs administered to the patient increase.
However, the syndrome can develop, although much less commonly, after relatively
brief treatment periods at low doses.

There is no known treatment for established cases of tardive dyskinesia,
although the syndrome may remit, partially or completely, if antipsychotic treatment
is withdrawn. Antipsychotic treatment, itself, however, may suppress (or partially
suppress) the signs and symptoms of the syndrome and thereby may possibly mask
the underlying process. The effect that symptomatic suppression has upon the long-
term course of the syndrome is unknown.

Given these considerations, LATUDA should be prescribed in a manner that is
most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic
treatment should generally be reserved for patients who suffer from a chronic iliness
that (1) is known to respond to antipsychotic drugs, and (2) for whom alternative,
equally effective, but potentially less harmful treatments are not available or
appropriate. In patients who do require chronic treatment, the smallest dose and the
shortest duration of treatment producing a satisfactory clinical response should be
sought. The need for continued treatment should be reassessed periodically.

If signs and symptoms of tardive dyskinesia appear in a patient on LATUDA,
drug discontinuation should be considered. However, some patients may require
treatment with LATUDA despite the presence of the syndrome.

5.6 Metabolic Changes

Atypical antipsychotic drugs have been associated with metabolic changes that may
increase cardiovascular/cerebrovascular risk. These metabolic changes include
hyperglycemia, dyslipidemia, and body weight gain. While all of the drugs in the
class have been shown to produce some metabolic changes, each drug has its own
specific risk profile.

Hyperglycemia and Diabetes Mellitus

Hyperglycemia, in some cases extreme and associated with ketoacidosis or
hyperosmolar coma or death, has been reported in patients treated with atypical
antipsychotics. Assessment of the relationship between atypical antipsychotic
use and glucose abnormalities is complicated by the possibility of an increased
background risk of diabetes mellitus in patients with schizophrenia and the increasing
incidence of diabetes mellitus in the general population. Given these confounders,
the relationship between atypical antipsychotic use and hyperglycemia-related
adverse events is not completely understood. However, epidemiological studies
suggest an increased risk of treatment-emergent hyperglycemia-related adverse
events in patients treated with the atypical antipsychotics. Because LATUDA was
not marketed at the time these studies were performed, it is not known if LATUDA is
associated with this increased risk.

Patients with an established diagnosis of diabetes mellitus who are started on
atypical antipsychotics should be monitored regularly for worsening of glucose
control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history
of diabetes) who are starting treatment with atypical antipsychotics should undergo
fasting blood glucose testing at the beginning of freatment and periodically during
treatment. Any patient treated with atypical antipsychotics should be monitored
for symptoms of hyperglycemia including polydipsia, polyuria, polyphagia, and
weakness. Patients who develop symptoms of during treatment with
atypical antipsychotics should undergo fasting blood glucose testing. In some cases,
hyperglycemia has resolved when the atypical antipsychotic was discontinued;
however, some patients required continuation of anti-diabetic treatment despite
discontinuation of the suspect drug.

Schi .
Pooled data from short-term, placebo-controlled schizophrenia studies are presented
in Table 2.
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Table 2: Change in Fasting Glucose in Schizophrenia Studies

[ LATUDA
Placebo | 20 mg/day | 40mg/day | 80 mg/day | 120 mg/day | 160 mo/day
Mean Change from Baseline (mg/dL)
0=680 | n=71 | n=478 | n=508 | n=283 | n=13
Serum Glucose -0.0 06 | +28 -04 +25 +25
Proportion of Patients with Shifts to > 126 mg/dL
Serum Glucose ] 8.3% { 17% I 127% ‘ 6.8% 10.0% 56%
(2126 mg/dL) (s2628) | (60 | (o7d9) | (32ar2) | (oeie0) | (en08)

In the uncontrolled, longer-term schizophrenia studies (primarily open-label
extension studies), LATUDA was associated with a mean change in glucose of
+1.8 mg/dL at week 24 (n=355), +0.8 mg/dL at week 36 (n=299) and +2.3 mg/dL
at week 52 (n=307).

Bipolar Depression
Monotherapy
Data from the short-term, flexible-dose, placebo-controlled monotherapy bipolar

depression study are presented in Table 3.
Table 3: Change in Fasting Glucose in the Monotherapy Bipolar Depression
Study

LATUDA
Placebo Nios0mgiday | 8010 120 mo/day
n=148 n=140 n=143
Mean Change from Baseline (mg/dL)

Serum Gucose | +18 | 08 | +18
Proportion of Patients with Shifts to > 126 mg/dL |
Serum Glucose 43% ‘ 2% 64% |
(2 126 mg/dL) (6/141) ) (3/138) | 8N141) |

Patients were randomized to fiexibly dosed LATUDA 20 to 60 mig/day, LATUDA BO to 120 mg/day or placebo

In the uncontrolled, open-label, longer-term bipolar depression study, patients who
received LATUDA as monotherapy in the short-term study and continued in the
longer-term study, had a mean change in glucose of +1.2 ma/dL at week 24 (n=129).
Adjunctive Therapy with Lithium or Valproate

Data from the short-term, flexible-dosed, placebo-controlled adjunctive therapy
bipolar depression studies are presented in Table 4.

Table 4: Change in Fasting Glucose in the Adjunctive Therapy Bipolar
Depression Studies

[ LATUDA

Placebo | 20t0 120 mg/day

Mean Change from Baseline (mo/dL)

=302 n=319
Serum Glucase 09 42

Proportion of Patients with Shifts to > 126 mg/dL

Serum Glucase 10% . 13%
2 126 /) (3/290) [ /316) |

Patients were randomized to flexibly dosed LATUDA 20 to 120 mg/day or placebo as adjunctive therapy with lithium
of vaiproate.

In the uncontrolled, open-label, longer-term bipolar depression study, patients who
received LATUDA as adjunctive therapy with either lithium or valproate in the short-
term study and continued in the longer-term study, had a mean change in glucose of
+1.7 mg/dL at week 24 (n=88).

Dyslipidemia . .
Undesirable alterations in lipids have been observed in patients treated with atypical
Pooled data from short-term, placebo-controlled schizophrenia studies are presented

in Table 5.
Table 5: Change in Fasting Lipids in Schizophrenia Studies

LATUDA
Placebo | 20mg/day | 40mg/day | 80 mg/day | 120my/day | 160 mgiday
Mean Change from Baseline (mg/dL)
=660 n=Tl | n=466 | n=499 | n=268 | n=its |
Total Cholesterol 58 23 | &7 -62 38 49 |
Trighycerides 134 21 [ 51 430 31 108
Proportion of Patients with Shifts
Total Cholesterol 5.3% 13.6% [ 6.2% 5.3% 28% 40%
(2 240 m/el) @O571) | (858 | (5402 | (23434 | (9238 | w0
Trighcerides 10.1% 14.3% 108% 6.3% 105% 0%
(2200 my/dL) (63526) | (49 | @379 | (254000 | 2209 | (7100)
in the uncontrolled, longer-term schizophrenia studies (primarily open- Iabel

extension studies), LATUDA was associated with a mean change in total cholesterol
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