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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use QUETIAPINE FUMARATE
EXTENDED-RELEASE TABLETS safely and effectively. See full prescribing information for
QUETIAPINE FUMARATE EXTENDED-RELEASE TABLETS.

QUETIAPINE FUMARATE extended-release tablets for oral use
Initial U.S. Approval: 1997

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

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. Quetiapine fumarate extended-release tablets are not approved for
elderly patients with dementia-related psychosis. (5.1)

Suicidal Thoughts and Behaviors

« Increased risk of suicidal thoughts and behavior in children, adolescents and young adults
taking antidepressants. (5.2)

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

RECENT MAJOR CHANGES

Warnings and Precautions, Falls (5.8) 02/2017
INDICATIONS AND USAGE

Quetiapine Fumarate Extended-release Tablet is an atypical antipsychotic indicated for the treatment of:

* Schizophrenia (1.1)

* Bipolar | disorder, manic or mixed episodes (1.2)

* Bipolar disorder, depressive episodes (1.2)

* Major depressive disorder, adjunctive therapy with antidepressants (1.3)

DOSAGE AND ADMINISTRATION

+ Swallow tablets whole and do not split, chew or crush (2.1)

» Take without food or with a light meal (approx. 300 calories) (2.1)

« Administer once daily, preferably in the evening (2.1)

« Geriatric Use: Consider a lower starting dose (50 mg/day), slower titration, and careful monitoring
during the initial dosing period in the elderly. (2.3, 8.5)

* Hepatic Impairment: Lower starting dose (50 mg/day) and slower titration may be needed (2.4, 8.7,
12.3)

Indication Initial Dose Recommended Dose | Maximum Dose
Schizophrenia- Adults (2.2) 300 mg/day 400 to 800 mg/day 800 mg/day
(sth'tf)"f;‘%”;r"sﬁgf’z'fsce”‘s 50mg/day | 400to800mg/day | 800 mg/day
Bipolar | Disorder, manic or mixed-

Acute monotherapy or adjunct to 300 mg/day 400 to 800 mg/day 800 mg/day
lithium or divalproex-Adults (2.2)

Bipolar | Disorder, manic Acute

monotherapy-Children and 50 mg/day 400 to 600 mg/day 600 mg/day
Adolescents (10 to 17 years) (2.2)

E:ggfg e[;'_%gﬁg (I;).ezr;resswe 50 mg/day 300 mg/day 300 mg/day
Major Depressive Disorder,

Adjunctive Therapy with 50 mg/day 150 to 300 mg/day 300 mg/day
Antidepressants-Adults (2.2)

DOSAGE FORMS AND STRENGTHS
Extended-Release Tablets: 50 mg, 150 mg, 200 mg, 300 mg, and 400 mg (3)

CONTRAINDICATIONS
Known hypersensitivity to quetiapine fumarate extended-release tablets or any components in the
formulation. (4)

WARNINGS AND PRECAUTIONS
« Cerebrovascular Adverse Reactions: Increased incidence of cerebrovascular adverse events (e.g.,
stroke, transient ischemic attack) has been seen in elderly patients with dementia-related psychoses

treated with atypical antipsychotic drugs (5.3)

* Neuroleptic Malignant Syndrome (NMS): Manage with immediate discontinuation and close moni-
toring (5.4)

* Metabolic Changes: Atypical antipsychotics have been associated with metabolic changes. These
metabolic changes include hyperglycemia, dyslipidemia, and weight gain (5.5)

* 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 antipsy-
chotics. Appropriate clinical monitoring is recommended, including fasting blood lipid testing at the
beginning of, and periodically, during treatment

+ Weight Gain: Gain in body weight has been observed; clinical monitoring of weight is recommended

« Tardive Dyskinesia: Discontinue if clinically appropriate (5.6)

* Hypotension: Use with caution in patients with known cardiovascular or cerebrovascular disease (5.7)

* Increased Blood Pressure in Children and Adolescents: Monitor blood pressure at the beginning of,
and periodically during treatment in children and adolescents (5.9)

« Leukopenia, Neutropenia and Agranulocytosis: Monitor complete blood count frequently during the
first few months of treatment in patients with a pre-existing low white cell count or a history of leuko-
penia/neutropenia and discontinue quetiapine fumarate extended-release tablets at the first sign of a
decline in WBC in absence of other causative factors (5.10)

« Cataracts: Lens changes have been observed in patients during long-term quetiapine treatment.
Lens examination is recommended when starting treatment and at 6-month intervals during chronic
treatment (5.11)

ADVERSE REACTIONS

Most common adverse reactions (incidence 5% and twice placebo):

Adults: somnolence, dry mouth, constipation, dizziness, increased appetite, dyspepsia, weight gain,

fatigue, dysarthria, and nasal congestion (6.1)

Children and Adolescents: somnolence, dizziness, fatigue, increased appetite, nausea, vomiting, dry mouth,

tachycardia, weight increased (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Par Pharmaceutical at 1-800-828-9393

or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

« Concomitant use of strong CYP3A4 inhibitors: Reduce quetiapine dose to one sixth when coadminis-
tered with strong CYP3A4 inhibitors (e.g., ketoconazole, ritonavir) (2.5, 7.1, 12.3)

+ Concomitant use of strong CYP3A4 inducers: Increase quetiapine dose up to 5 fold when used in com-
bination with a chronic treatment (more than 7 to 14 days) of potent CYP3A4 inducers (e.g., phenytoin,
rifampin, St. John's wort) (2.6, 7.1, 12.3)

+ Discontinuation of strong CYP3A4 inducers: Reduce quetiapine dose by 5 fold within 7 to 14 days of
discontinuation of CYP3A4 inducers (2.6, 7.1, 12.3)

USE IN SPECIFIC POPULATIONS

* Pregnancy: Limited human data. Based on animal data, may cause fetal harm. Quetiapine should be
used only if the potential benefit justifies the potential risk (8.1)

« Nursing Mothers: Discontinue drug or nursing, taking into consideration importance of drug to moth-
er's health (8.3)

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide
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FULL PRESCRIBING INFORMATION

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED 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 [see
Warnings and Precautions (5.1)]. Quetiapine fumarate extended-release tablets are not approved for the treatment of pa-
tients with dementia-related psychosis [see Warnings and Precautions (5.1)].
Suicidal Thoughts and Behavior.
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 red in risk with essant use in f 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 Warnings and Precautions (5.2)]
Quetiapine fumarate extended-release tablets are not approved for use in pediatric patients under ten years of age [see
Use in Specific Populations (8.4)].

1 INDICATIONS AND USAGE

1.1 Schizophrenia

Quetiapine Fumarate Extended-release Tablets are indicated for the treatment of schizophrenia. The efficacy of quetiapine fumarate
extended-release tablets in schizophrenia was established in one 6-week and one maintenance trial in adults with schizophrenia. Efficacy
was supported by three 6-week trials in adults with schizophrenia and one 6-week trial in adolescents with schizophrenia (13 to 17 years)
treated with immediate release quetiapine fumarate tablets [see Clinical Studies (14.1)].

1.2 Bipolar Disorder

Quetiapine fumarate extended-release tablets are indicated for the acute treatment of manic or mixed episodes associated with bipolar |
disorder, both as monotherapy and as an adjunct to lithium or divalproex. The efficacy of quetiapine fumarate extended-release tablets in
manic or mixed episodes of bipolar | disorder was established in one 3-week trial in adults with manic or mixed episodes associated with
bipolar | disorder. Efficacy was supported by two 12-week monotherapy trials and one 3-week adjunctive trial in adults with manic epi-
sodes associated with bipolar | disorder as well as one 3-week monotherapy trial in children and adolescents (10 to 17 years) with manic
episodes associated with bipolar | disorder treated with immediate release quetiapine fumarate tablets [see Clinical Studies (14.2)].

Quetiapine fumarate extended-release tablets are indicated for the acute treatment of depressive episodes associated with bipolar
disorder. The efficacy of quetiapine fumarate extended-release tablets was established in one 8-week trial in adults with bipolar | or Il
disorder and supported by two 8-week trials in adults with bipolar | or Il disorder treated with immediate release quetiapine fumarate
tablets [see Clinical Studies (14.2)].

Quetiapine fumarate extended-release tablets are indicated for the maintenance treatment of bipolar | disorder, as an adjunct to lithium
or divalproex. Efficacy was extrapolated from two maintenance trials in adults with bipolar | disorder treated with immediate release queti-
apine fumarate tablets. The effectiveness of monotherapy for the maintenance treatment of bipolar | disorder has not been systematically
evaluated in controlled clinical trials [see Clinical Studies (14.2)].

1.3 Adjunctive Treatment of Major Depressive Disorder (MDD)

Quetiapine fumarate extended-release tablets are indicated for use as adjunctive therapy to antidepressants for the treatment of MDD.
The efficacy of quetiapine fumarate extended-release tablets as adjunctive therapy to antidepressants in MDD was established in two
6-week trials in adults with MDD who had an inadequate response to antidepressant treatment [see Clinical Studies (14.3)].

1.4 Special Considerations in Treating Pediatric Schizophrenia and Bipolar | Disorder

Pediatric schizophrenia and bipolar | disorder are serious mental disorders, however, diagnosis can be challenging. For pediatric schizo-
phrenia, symptom profiles can be variable, and for bipolar | disorder, patients may have variable patterns of periodicity of manic or mixed
symptoms. It is recommended that medication therapy for pediatric schizophrenia and bipolar | disorder be initiated only after a thorough
diagnostic evaluation has been performed and careful consideration given to the risks associated with medication treatment. Medication
treatment for both pediatric schizophrenia and bipolar | disorder is indicated as part of a total treatment program that often includes
psychological, educational and social interventions.

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

Quetiapine Fumarate Extended-release Tablets should be swallowed whole and not split, chewed or crushed.

It is recommended that quetiapine fumarate extended-release tablets be taken without food or with a light meal (approximately 300 calories)
[see Clinical Pharmacology (12.3)].

Quetiapine fumarate extended-release tablets should be administered once daily, preferably in the evening.

2.2 Recommended Dosing

The recommended initial dose, titration, dose range and maximum quetiapine fumarate extended-release tablet dose for each approved
indication is displayed in Table 1 below. After initial dosing, adjustments can be made upwards or downwards, if necessary, depending
upon the clinical response and tolerability of the patient [see Clinical Studies (14.1, 14.2 and 14.3)].

Table 1: Recommended Dosing for Quetiapine Fumarate Extended-release Tablets

Maintenance Treatment for Schizophrenia and Bipolar | Disorder
Maintenance Treatment-Patients should be periodically reassessed to determine the need for maintenance treatment and the appropri-
ate dose for such treatment [see Clinical Studies (14.1, 14.2)].

2.3 Dose Modifications in Elderly Patients

Consideration should be given to a slower rate of dose titration and a lower target dose in the elderly and in patients who are debilitated
or who have a predisposition to hypotensive reactions [see Use in Specific Populations (8.5, 8.7) and Clinical Pharmacology (12.3)].
When indicated, dose escalation should be performed with caution in these patients.

Elderly patients should be started on quetiapine fumarate extended-release tablets 50 mg/day and the dose can be increased in incre-
ments of 50 mg/day depending on the clinical response and tolerability of the individual patient.

2.4 Dose Modifications in Hepatically Impaired Patients
Patients with hepatic impairment should be started on quetiapine fumarate extended-release tablets 50 mg/day. The dose can be increased
daily in increments of 50 mg/day to an effective dose, depending on the clinical response and tolerability of the patient.

2.5 Dose Modifications when used with CYP3A4 Inhibitors

Quetiapine fumarate extended-release tablet dose should be reduced to one sixth of original dose when co-medicated with a potent
CYP3A4 inhibitor (e.g., ketoconazole, itraconazole, indinavir, ritonavir, nefazodone, etc.). When the CYP3A4 inhibitor is discontinued,
the dose of quetiapine fumarate extended-release tablets should be increased by 6 fold [see Clinical Pharmacology (12.3) and Drug
Interactions (7.1)].

2.6 Dose Modifications when used with CYP3A4 Inducers

Quetiapine fumarate extended-release tablet dose should be increased up to 5 fold of the original dose when used in combination with a
chronic treatment (e.g., greater than 7 to 14 days) of a potent CYP3A4 inducer (e.g., phenytoin, carbamazepine, rifampin, avasimibe, St.
John's wort etc.). The dose should be titrated based on the clinical response and tolerance of the individual patient. When the CYP3A4
inducer is discontinued, the dose of quetiapine fumarate extended-release tablets should be reduced to the original level within 7 to 14
days [see Clinical Pharmacology (12.3) and Drug Interactions (7.1)].

2.7 Re-initiation of Treatment in Patients Previously Di:
Although there are no data to specifically address re-initiation of treatment, it is recommended that when restarting therapy of patients
who have been off quetiapine fumarate extended-release tablets for more than one week, the initial dosing schedule should be followed.
When restarting patients who have been off quetiapine fumarate extended-release tablets for less than one week, gradual dose escalation
may not be required and the maintenance dose may be re-initiated.

2.8 Switching Patients from | diate Rell Quetiapine F Tablets to Q Fumarate E Tablets
Patients who are currently being treated with quetiapine fumarate tablets (immediate release formulation) may be switched to quetiapine
fumarate extended-release tablets at the equivalent total daily dose taken once daily. Individual dosage adjustments may be necessary.

2.9 Switching from Antipsychotics

There are no systematically collected data to specifically address switching patients from other antipsychotics to quetiapine fumarate
extended-release tablets, or concerning concomitant administration with other antipsychotics. While immediate discontinuation of the pre-
vious antipsychotic treatment may be acceptable for some patients, more gradual discontinuation may be most appropriate for others. In
all cases, the period of overlapping antipsychotic administration should be minimized. When switching patients from depot antipsychotics,
if medically appropriate, initiate quetiapine fumarate extended-release tablet therapy in place of the next scheduled injection. The need
for continuing existing extrapyramidal syndrome medication should be re-evaluated periodically.

3 DOSAGE FORMS AND STRENGTHS
« 50 mg extended-release tablets are white to off-white, round tablets engraved with “50” on one side and plain on the other side
« 150 mg extended-release tablets are white to off-white, oval tablets engraved with “H005" on one side and plain on the other side
+ 200 mg extended-release tablets are white to off-white, oval tablets engraved with “H001" on one side and plain on the other side
« 300 mg extended-release tablets are white to off-white, oval tablets engraved with “H002" on one side and plain on the other side
« 400 mg extended-release tablets are white to off-white, oval tablets, engraved with “HP003" on one side and plain on the other side

4 CONTRAINDICATIONS
Hypersensitivity to quetiapine or to any excipients in the quetiapine fumarate extended-release tablet formulation. Anaphylactic reactions
have been reported in patients treated with quetiapine fumarate extended-release tablets.

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. Analysis 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 anti-
psychotic 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. Quetiapine fumarate extended-release tablets
are not approved for the treatment of patients with dementia-related psychosis [see Boxed Warning].

5.2 Suicidal Thoughts and Behaviors in Adolescents and Young Adults

This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

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

Al patients being treated with antidepressants for any indication should be monitored appropriately and observed closely for
clinical worsening, 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.

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomo-
tor restlessness), 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 established, there is
concern that such symptoms may represent precursors to emerging suicidality.

Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the medication, in patients whose
depression is persistently 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 nonpsychiatric, should be alerted about the need to monitor patients for the emergence of agitation, irritability,
unusual changes in behavior, and the other symptoms described above, as well as the emergence of suicidality, and to report
such symptoms immediately to healthcare providers. Such monitoring should include daily observation by families and care-
givers. Prescriptions for quetiapine fumarate extended-release tablets should be written for the smallest quantity of tablets consistent
with good patient management, in order to reduce the risk of overdose.

Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation of bipolar disorder. It is generally
believed (though not established in controlled trials) that treating such an episode with an antidepressant alone may increase the like-
lihood of precipitation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms described above
represent such a conversion is unknown. However, prior to initiating treatment with an antidepressant, including quetiapine fumarate ex-
tended-release tablets, patients with depressive symptoms should be adequately screened to determine if they are at risk for bipolar dis-
order; such screening should include a detailed psychiatric history, including a family history of suicide, bipolar disorder, and depression.

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

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 place-
bo-treated subjects. Quetiapine fumarate extended-release tablets are not approved for the treatment of patients with dementia-related
psychosis [see Boxed Warning and Warnings and Precautions (5.1)].

5.4 Neuroleptic Malignant Syndrome (NMS)

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in associa-
tion with administration of antipsychotic drugs, including quetiapine. Rare cases of NMS have been reported with quetiapine. Clinical
manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability (iregular pulse
or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated creatine phosphokinase,
myoglobinuria (habdomyolysis) and acute renal failure.

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is important to exclude cases where
the clinical presentation includes both serious medical illness (e.g., pneumonia, systemic infection, etc.) and untreated or inadequately
treated extrapyramidal signs and symptoms (EPS). Other important considerations in the differential diagnosis include central anticholin-
ergic toxicity, heat stroke, drug fever and primary central nervous system (CNS) 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. The patient should be carefully monitored since recurrences of NMS have been reported.

5.5 Metabolic Changes

Atypical antipsychotic drugs have been associated with metabolic changes that include hyperglycemia/diabetes mellitus, 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. In some patients, a worsening of more than one of the metabolic parameters of weight, blood glucose, and lipids was
observed in clinical studies. Changes in these metabolic profiles should be managed as clinically appropriate.

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, including quetiapine. 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 reactions is not completely understood. However, epidemiological studies suggest
an increased risk of treatment-emergent hyperglycemia-related adverse reactions in patients treated with the atypical antipsychotics.
Precise risk estimates for hyperglycemia-related adverse reactions in patients treated with atypical antipsychotics are not available.

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 treatment and periodically during
treatment. Any patient treated with atypical antipsychotics should be monitored for symptoms of hyperglycemia including polydipsia, poly-
uria, polyphagia, and weakness. Patients who develop symptoms of hyperglycemia 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.

Adults:
Table 3: Fasting Glucose—Proportion of Patients Shifting to = 1126 mg/dL in Short-Term (< 12 weeks) Placebo-Controlled
Studies

Laboratory Analyte | Category Change (At Least Once) from Baseline | Treatment Arm N Patients n (%)
Normal to High Quetiapine 2907 71 (2.4%)
Fasting Glucose (<100 mg/dL to > 126 mg/dL) Placebo 1346 19 (L4%)
Borderline to High Quetiapine 572 67 (11.7%)
(=100 mg/dL and <126 mg/dL to > 126 mg/dL) Placebo 279 33 (11.8%)

1. Includes immediate release quetiapine fumarate tablets and quetiapine fumarate extended-release tablets data.
In a 24-week trial (active-controlled, 115 patients treated with immediate release quetiapine fumarate tablets) designed to evaluate
glycemic status with oral glucose tolerance testing of all patients, at week 24 the incidence of a treatment-emergent post-glucose
challenge glucose level = 200 mg/dL was 1.7% and the incidence of a fasting treatment-emergent blood glucose level = 126 mg/dL
was 2.6%. The mean change in fasting glucose from baseline was 3.2 mg/dL and mean change in 2-hour glucose from baseline was
-1.8 mg/dL for quetiapine.

In 2 long-term placebo-controlled randomized withdrawal clinical trials for bipolar | disorder maintenance, mean exposure of 213 days for
immediate release quetiapine fumarate tablets (646 patients) and 152 days for placebo (680 patients), the mean change in glucose from
baseline was +5.0 mg/dL for quetiapine and -0.05 mg/dL for placebo. The exposure-adjusted rate of any increased blood glucose level
(=126 mg/dL) for patients more than 8 hours since a meal (however, some patients may not have been precluded from calorie intake
from fluids during fasting period) was 18.0 per 100 patient years for inmediate release quetiapine fumarate tablets (10.7% of patients;
n=556) and 9.5 for placebo per 100 patient years (4.6% of patients; n=581).

Tgallaleb4 ghows the percentage of patients with shifts in blood glucose to = 126 mg/dL from normal baseline in MDD adjunct therapy
trials by dose.

Table 4: Percentage of Patients with Shifts from Normal Baseline in Blood Glucose to = 126 mg/dL (assumed fasting) in
MDD Adjunct Therapy Trials by Dose

Laboratory Analyte Treatment Arm N Patients n (%)
Quetiapine Fumarate
Extended-release Tablets 150 mg 280 19 (7%)
Blood Glucose 2126 mg/dL Quetiapine Fumarate
Extended-release Tablets 300 mg 29 32 (12%)
Placebo 271 17 (6%)

Children and Adolescents: Safety and effectiveness of quetiapine fumarate extended-release tablets is supported from studies of im-
mediate release quetiapine fumarate tablets in children and adolescent patients 10 to 17 years of age [see Clinical Studies (14.2)]. In
a placebo-controlled quetiapine fumarate extended-release tablets monotherapy study (8 weeks duration) of children and adolescent
patients (10 to 17 years of age) with bipolar depression, in which efficacy was not established, the mean change in fasting glucose levels
for quetiapine fumarate extended-release tablets (n = 60) compared to placebo (n = 62) was 1.8 mg/dL versus 1.6 mg/dL. In this study,
there were no patients in the quetiapine fumarate extended-release tablets or placebo-treated groups with a baseline normal fasting
glucose level (<100 mg/dL) that had an increase in blood glucose level 2126 mg/dL. There was one patient in the quetiapine fumarate
extended-release tablets group with a baseline borderline fasting glucose level (=100 mg/dL and <126 mg/dL) who had an increase in
blood glucose level of >126 mg/dL compared to zero patients in the placebo group.

In a placebo-controlled immediate release quetiapine fumarate tablets monotherapy study of adolescent patients (13 to 17 years of age)
with schizophrenia (6 weeks duration), the mean change in fasting glucose levels for immediate release quetiapine fumarate tablets
(n=138) compared to placebo (n=67) was -0.75 mg/dL versus -1.70 mg/dL. In a placebo-controlled immediate release quetiapine fumarate
tablets monotherapy study of children and adolescent patients (10 to 17 years of age) with bipolar mania (3 weeks duration), the mean
change in fasting glucose level for immediate release quetiapine fumarate tablets (n=170) compared to placebo (n=81) was 3.62 mg/dL
versus -1.17 mg/dL. No patient in either study with a baseline normal fasting glucose level (<100 mg/dL) or a baseline borderline fasting
glucose level (2100 mg/dL and <126 mg/dL) had a treatment-emergent blood glucose level of 2126 mg/dL.

Dyslipidemia

Adults:

Table 5 shows the percentage of patients with changes in cholesterol and triglycerides from baseline by indication in clinical trials with
quetiapine fumarate extended-release tablets.

Table 5: Percentage of Adult Patients with Shifts in Total Cholesterol, Triglycerides, LDL-Cholesterol and HDL-Choles-
terol from Baseline to Clinically Significant Levels by Indication

Laboratory Analyte Indication Treatment Arm N Patients n (%)
Quetiapine Fumarate
Schizophrenia® Extended-release Tablets 18 67 (9%)
Placebo 232 21 (9%)
Quetiapine Fumarate
Bipolar Depression? Extended-release Tablets 8 6(7%)
Total Cholesterol Placebo 106 3 (3%)
2240 mg/dL Quetiapine Fumarate
Bipolar Mania® Extended-release Tablets 128 9(7%)
Placebo 134 5 (4%)
Major Depressive Disorder gﬁzﬁ%ﬂsieﬁggﬁr?{sblets 420 67 (16%)
if 1
(Adjunct Therapy) Placeho 213 15 (%)
Quetiapine Fumarate
Schizophrenia® Extended-release Tablets 659 118 (18%)
Placeho 214 11 (5%)
Quetiapine Fumarate
Bipolar Depression? Extended-release Tablets 84 7(8%)
. . Placebo 93 7 (8%)
2
Triglycerides 2200 mg/dL Quetiapine Fumarate o2 5 (15%)
Bipolar Mania® Extended-release Tablets
Placebo 125 8 (6%)
Major Depressive Disorder Sﬁ%ﬁ%@gieﬁgzﬂ%r?;blets 458 75 (16%)
if 1
(Adjunct Therapy) Placebo 223 18 8%)
Quetiapine Fumarate
Schizophrenia® Extended-release Tablets 691 47(7%)
Placebo 2271 17 (8%)
Quetiapine Fumarate
Bipolar Depression? Extended-release Tablets 86 3 (4%)
0,
LDL-Cholesterol 2160 mg/dL Placebo 104 2(2%)
Quetiapine Fumarate 125 5 (4%)
Bipolar Mania® Extended-release Tablets
Placebo 135 2 (2%)
Major Depressive Disorder gzee?l%zg?r;g?szr?gblels 457 51 (11%)
if 1
(Adjunct Therapy) Placebo 219 21 (10%)
Quetiapine Fumarate
Schizophrenia® Extended-release Tablets 600 87 (15%)
Placebo 195 23 (12%)
Quetiapine Fumarate
Bipolar Depression? Extended-release Tablets 8 7(9%)
0
HDL-Cholesterol <40 mgldL Placebo 8 6 (7%)
Quetiapine Fumarate 100 19 (19%)
Bipolar Mania® Extended-release Tablets °
Placebo 115 15 (13%)
Major Depressive Disorder S;zﬁ%gg-er;ggsiﬁgblets 470 34 (7%)
if 1
(Adunct Therapy) Placebo 20 190

1. 6 weeks duration
2. 8 weeks duration
3. 3 weeks duration

In immediate release quetiapine fumarate tablets clinical trials for schizophrenia, the percentage of patients with shifts in cholesterol
and triglycerides from baseline to clinically significant levels were 18% (placebo: 7%) and 22% (placebo: 16%). HDL-cholesterol and
LDL-cholesterol parameters were not measured in these studies. In immediate release quetiapine fumarate tablets clinical trials for
bipolar depression, the following percentage of patients had shifts from baseline to clinically significant levels for the four lipid parameters
measured: total cholesterol 9% (placebo: 6%); triglycerides 14% (placebo: 9%); LDL-cholesterol 6% (placebo: 5%) and HDL-cholesterol

Children and Adolescents:
Safety and effectiveness of quetiapine fumarate extended-release tablets is supported by studies of immediate release quetiapine
fumarate tablets in children and adolescent patients 10 to 17 years of age [see Clinical Studies (14.1 and 14.2)].

In a placebo-controlled quetiapine fumarate extended-release tablets monotherapy study (8 weeks duration) of children and adolescent
patients (10 to 17 years of age) with bipolar depression, in which efficacy was not established, the percentage of children and adolescents
with shifts in total cholesterol (=200 mg/dL), triglycerides (=150 mg/dL), LDL-cholesterol (= 130 mg/dL) and HDL-cholesterol (<40 mg/
dL) from baseline to clinically significant levels were: total cholesterol 8% (7/83) for quetiapine fumarate extended-release tablets vs. 6%
(5/84) for placebo; triglycerides 28% (22/80) for quetiapine fumarate extended-release tablets vs. 9% (7/82) for placebo; LDL-cholesterol
2% (2/86) for quetiapine fumarate extended-release tablets vs. 4% (3/85) for placebo and HDL- cholesterol 20% (13/65) for quetiapine
fumarate extended-release tablets vs 15% (11/74) for placebo.

Table 7 shows the percentage of children and adolescents with shifts in total cholesterol, triglycerides, LDL-cholesterol and HDL-cho-
lesterol from baseline to clinically significant levels by indication in clinical trials with immediate release quetiapine fumarate tablets in
adolescents (13 to 17 years) with schizophrenia and in children and adolescents (10 to 17 years) with bipolar mania.

Table 7: Percentage of Children and Adolescents with Shifts in Total Cholesterol, Triglycerides, LDL-Cholesterol and
HDL-Cholesterol from Baseline to Clinically Significant Levels by Indication

Laboratory Analyte Indication Treatment Arm N Patients n (%)

Schizoohreniat Immediate Release Quetiapine Fumarate Tablets 107 13 (12%)

Total Cholesterol P Placebo 56 1(2%)
2200 mg/dL Binolar Mania? Immediate Release Quetiapine Fumarate Tablets 159 16 (10%)

P Placebo 66 2 (3%)
Schizophrenia® Immediate Release Quetiapine Fumarate Tablets 103 17 (17%)

Triglycerides P Placebo 51 4(8%)
2150 mg/dL Binolar Mania? Immediate Release Quetiapine Fumarate Tablets 149 32 (22%)

P Placebo 60 8 (13%)

Schizophreniat Immediate Release Quetiapine Fumarate Tablets 112 4 (4%)

LDL-Cholesterol P Placebo 60 1(2%)
> 130 mg/dL Binolar Mania? Immediate Release Quetiapine Fumarate Tablets 169 13 (8%)

P Placebo 74 4(5%)
Schizophrenial Immediate Release Quetiapine Fumarate Tablets 104 16 (15%)
HDL-Cholesterol P Placebo 54 10 (19%)
<40 mg/dL Binolar Mania? Immediate Release Quetiapine Fumarate Tablets 154 16 (10%)

s Placeho 61 4(7%)

1. 13 to 17 years, 6 weeks duration
2.10to 17 years, 3 weeks duration

Weight Gain
Increases in weight have been observed in clinical trials. Patients receiving quetiapine should receive regular monitoring of weight.

Adults: Table 8 shows the percentage of adult patients with weight gain of 27% of body weight by indication.
Table 8: Percentage of Patients with Weight Gain >7% of Body Weight (Adults) by Indication

Vital sign Indication Treatment Arm N Patients n (%)

) : Quetiapine Fumarate Extended-release Tablets 907 90 (10%)

Schizophrenia* Placebo 299 16 (5%)
) ) Bipolar Mania? Quetiapine Fumarate Extended-release Tablets 138 7 (5%)
‘2"’73/'“92; ggg} Placeho 150 0 (0%)
weight Bipolar Depression’ Quetiapine Fumarate Extended-release Tablets 110 9 (8%)
Placebo 125 1(1%)

Major Depressive Disorder Quetiapine Fumarate Extended-release Tablets 616 32 (5%)
(Adjunctive Therapy)* Placebo 302 5 (2%)

1. 6 weeks duration
2. 3 weeks duration
3. 8 weeks duration

In schizophrenia trials, the proportions of patients meeting a weight gain criterion of 7% of body weight were compared in a pool of four
3- to 6-week placebo-controlled clinical trials, revealing a statistically significant greater incidence of weight gain for immediate release
quetiapine fumarate tablets (23%) compared to placebo (6%).

Table 9 shows the percentage of adult patients with weight gain of 27% of body weight for MDD by dose.
Table 9: Percentage of Patients with Weight Gain =7% of Body Weight in MDD Adjunctive Therapy Trials by Dose (Adults)

Vital sign Treatment Arm N Patients n (%)
) . . |_Quetiapine Fumarate Extended-release Tablets 150 mg 309 10 (3%)
We;g%gg'z;z‘ﬁggg?%gsyht Quetiapine Fumarate Extended-release Tablets 300 mg 307 22 (1%)
Placebo 302 5 (2%)

Children and Adolescents: Safety and effectiveness of quetiapine fumarate extended-release tablets is supported by studies of immediate
release quetiapine fumarate tablets in children and adolescent patients 10 to 17 years of age [see Clinical Studies (14.1 and 14.2)]. Ina
clinical trial for quetiapine fumarate extended-release tablets in children and adolescents (10 to 17 years of age) with bipolar depression,
in which efficacy was not established, the percentage of patients with weight gain 7% of body weight at any time was 15% (14/92) for
quetiapine fumarate extended-release tablets vs. 10% (10/100) for placebo. The mean change in body weight was 1.4 kg in the quetiapine
fumarate extended-release tablets group vs. 0.6 kg in the placebo group.

Weight gain was greater in patients 10 to 12 years of age compared to patients 13 to 17 years of age. The percentage of patients 10 to
12 years of age with weight gain = 7% at any time was 28% (7/25) for quetiapine fumarate extended-release tablets vs. 0% (0/28) for
placebo. The percentage of patients 13 to 17 years of age with weight gain 2 7% at any time was 10.4% (7/67) for quetiapine fumarate
extended-release tablets vs. 13.9% (10/72) for placebo.

Table 10 shows the percentage of children and adolescents with weight gain 27% of body weight in clinical trials with immediate release
quetiapine fumarate tablets in adolescents (13 to 17 years) with schizophrenia and in children and adolescents (10 to 17 years) with
bipolar mania.

Table 10: Percentage of Patients with Weight Gain 27% of Body Weight (Children and Adolescents)
Vital sign Indication Treatment Arm N Patients n (%
Schizophreniat Immediate Release Quetiapine Fumarate Tablets 111 23 (21%)
Weight gain 27% Placebo 44 3 (7T%)
of Body Weight Binolar Mania? Immediate Release Quetiapine Fumarate Tablets 157 18 (12%)
P Placebo 68 0(0%)

1. 6 weeks duration

2. 3 weeks duration
The mean change in body weight in the schizophrenia trial was 2.0 kg in the immediate release quetiapine fumarate tablets group and
-0.4 kg in the placebo group and in the bipolar mania trial it was 1.7 kg in the immediate release quetiapine fumarate tablets group and
0.4 kg in the placebo group.

In an open-label study that enrolled patients from the above two pediatric trials, 63% of patients (241/380) completed 26 weeks of therapy
with immediate release quetiapine fumarate tablets. After 26 weeks of treatment, the mean increase in body weight was 4.4 kg. Forty-five
percent of the patients gained = 7% of their body weight, not adjusted for normal growth. In order to adjust for normal growth over 26
weeks, an increase of at least 0.5 standard deviation from baseline in BMI was used as a measure of a clinically significant change; 18.3%
of patients on immediate release quetiapine fumarate tablets met this criterion after 26 weeks of treatment.

When treating pediatric patients with immediate release quetiapine fumarate tablets for any indication, weight gain should be assessed
against that expected for normal growth.

5.6 Tardive Dyskinesia

A syndrome of potentially irreversible, involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs
including quetiapine. Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly 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 to 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 or may even arise after discontinuation of treatment.

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, quetiapine fumarate extended-release tablets should be prescribed in a manner that is most likely to min-
imize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients who appear to
suffer from a chronic illness 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 quetiapine fumarate extended-release tablets, drug discontinuation
should be considered. However, some patients may require treatment with quetiapine despite the presence of the syndrome.

5.7 Hypotension

Quetiapine may induce orthostatic hypotension associated with dizziness, tachycardia and, in some patients, syncope, especially during
the initial dose-titration period, probably reflecting its &1-adrenergic antagonist properties. Syncope was reported in 0.3% (5/1866) of
the patients treated with quetiapine fumarate extended-release tablets across all indications, compared with 0.2% (2/928) on placebo.
Syncope was reported in 1% (28/3265) of the patients treated with immediate release quetiapine fumarate tablets, compared with 0.2%
(2/954) on placebo. Orthostatic hypotension, dizziness, and syncope may lead to falls.

Quetiapine should be used with particular caution in patients with known cardiovascular disease (history of myocardial infarction or
ischemic heart disease, heart failure or conduction abnormalities), cerebrovascular disease or conditions which would predispose patients
to hypotension (dehydration, hypovolemia and treatment with antihypertensive medications). If hypotension occurs during titration to the
target dose, a return to the previous dose in the titration schedule is appropriate.

5.8 Falls

Atypical antipsychotic drugs, including quetiapine fumarate extended-release tablets, may cause somnolence, postural hypotension,
motor and sensory instability, which may lead to falls and, consequently, fractures or other injuries. For patients with diseases, conditions,
or medications that could exacerbate these effects, complete fall risk assessments when initiating antipsychotic treatment and recurrently
for patients on long-term antipsychotic therapy.

5.9 Increases in Blood Pressure (Children and Adolescents)
Safety and effectiveness of quetiapine fumarate extended-release tablets is supported by studies of immediate release quetiapine
fumarate tablets in children and adolescent patients 10 to 17 years of age [see Clinical Studies (14.1 and 14.2)].

In a placebo-controlled quetiapine fumarate extended-release tablets clinical trial (8 weeks duration) in children and adolescents (10 to
17 years of age) with bipolar depression, in which efficacy was not established, the incidence of increases at any time in systolic blood
pressure (220 mmHg) was 6.5% (6/92) for quetiapine fumarate extended-release tablets and 6.0% (6/100) for placebo; the incidence
of increases at any time in diastolic blood pressure (210 mmHg) was 46.7% (43/92) for quetiapine fumarate extended-release tablets
and 36.0% (36/100) for placebo.

In placebo-controlled trials in children and adolescents with schizophrenia (13 to 17 years old, 6-week duration) or bipolar mania (10 to
17 years old, 3-week duration), the incidence of increases at any time in systolic blood pressure (=20 mmHg) was 15.2% (51/335) for
immediate release quetiapine fumarate tablets and 5.5% (9/163) for placebo; the incidence of increases at any time in diastolic blood
pressure (=10 mmHg) was 40.6% (136/335) for immediate release quetiapine fumarate tablets and 24.5% (40/163) for placebo. In the
26-week open-label clinical trial, one child with a reported history of hypertension experienced a hypertensive crisis. Blood pressure in
children and adolescents should be measured at the beginning of, and periodically during treatment.

5.10 Leukopenia, Neutropenia and Agranulocytosis
In clinical trials and postmarketing experience, events of leukopenia/neutropenia have been reported temporally related to atypical
antipsychotic agents, including quetiapine fumarate. Agranulocytosis (including fatal cases) has also been reported.

Possible risk factors for leukopenia/neutropenia include pre-existing low white cell count (WBC) and history of drug induced leukopenia/
neutropenia. Patients with a pre-existing low WBC or a history of drug induced leukopenia/neutropenia should have their complete blood
count (CBC) monitored frequently during the first few months of therapy and should discontinue quetiapine fumarate extended-release
tablets at the first sign of a decline in WBC in absence of other causative factors.

Patients with neutropenia should be carefully monitored for fever or other symptoms or signs of infection and treated promptly if such symptoms
or signs occur. Patients with severe neutropenia (absolute neutrophil count <1000/mm3) should discontinue quetiapine fumarate extended-re-
lease tablets and have their WBC followed until recovery.

5.11 Cataracts

The development of cataracts was observed in association with quetiapine treatment in chronic dog studies [see Nonclinical Toxicology
(13.2)]. Lens changes have also been observed in adults, children, and adolescents during long-term quetiapine treatment but a causal
relationship to quetiapine use has not been established. Nevertheless, the possibility of lenticular changes cannot be excluded at this time.
Therefore, examination of the lens by methods adequate to detect cataract formation, such as slit lamp exam or other appropriately sensitive
methods, is recommended at initiation of treatment or shortly thereafter, and at 6-month intervals during chronic treatment.

5.12 QT Prolongation

In clinical trials quetiapine was not associated with a persistent increase in QT intervals. However, the QT effect was not systematically
evaluated in a thorough QT study. In post marketing experience there were cases reported of QT prolongation in patients who overdosed
on quetiapine [see Overdosage (10.1)], in patients with concomitant illness, and in patients taking medicines known to cause electrolyte
imbalance or increase QT interval.

The use of quetiapine should be avoided in combination with other drugs that are known to prolong QTc including Class 1A antiarryth-

n/a-not applicable

No suicides occurred in any of the pediatric trials. There were suicides in the adult trials, but the number was not sufficient to reach any
conclusion about drug effect on suicide.

1. 6 weeks duration

Some patients with TSH increases needed replacement thyroid treatment.

In all quetiapine trials, the incidence of shifts in thyroid hormones and TSH were': decrease in free T, (<0.8 LLN), 2.0% (357/17513);
decrease in total T,, 4.0% (75/1861); decrease in free T,, 0.4% (53/13766); decrease in total T,, 2.0% (26/1312), and increase in TSH,
4.9% (956/19412). In eight patients, where TBG was measured, levels of TBG were unchanged.

Table 11 shows the incidence of these shifts in short term placebo-controlled clinical trials.

Table 11: Incidence of Shifts in Thyroid Hormone Levels and TSH in Short Term Placebo-Controlled Clinical Trials!2

Total T, Free T, Total T, Free T, TSH
Quetiapine | Placebo | Quetiapine | Placebo | Quetiapine | Placebo | Quetiapine | Placebo | Quetiapine | Placebo
3.4% 0.6% 0.7% 0.1% 0.5% 0.0% 0.2% 0.0% 3.2% 2.7%
(37/1097) | (4/651) | (52/7218) | (4/3668) (2/369) (0/113) | (11/5673) | (1/2679) | (240/7587) | (105/3912)

% Based on shifts from normal baseline to potentially clinically important value at any time post-baseline. Shifts in total T,, free T,,
total T, and free T, are defined as <0.8 x LLN (pmol/L) and shift in TSH is > 5 mIU/L at any time.
2 Includes immediate release quetiapine fumarate tablets and quetiapine fumarate extended-release tablets data.
In short-term placebo-controlled monotherapy trials, the incidence of reciprocal shifts in T, and TSH was 0.0 % for both quetiapine
(1/4800) and placebo (0/2190) and for T, and TSH the shifts were 0.1% (7/6154) for quetiapine versus 0.0 % (1/3007) for placebo.

Children and Adolescents: Safety and effectiveness of quetiapine fumarate extended-release tablets is supported by studies of immediate
release quetiapine fumarate tablets in children and adolescent patients 10 to 17 years of age [see Clinical Studies (14.1 and 14.2)].

In acute placebo-controlled trials in children and adolescent patients with schizophrenia (6-week duration) or bipolar mania (3-week
duration), the incidence of shifts at any time for immediate release quetiapine fumarate tablets treated patients and placebo-treated
patients for elevated TSH was 2.9% (8/280) vs. 0.7% (1/138), respectively and for decreased total thyroxine was 2.8% (8/289) vs. 0%
(0/145), respectively. Of the immediate release quetiapine fumarate tablets treated patients with elevated TSH levels, 1 had simultaneous
low free T, level at end of treatment.

5.15 Hyperprolactinemia
Adults: During clinical trials with quetiapine across all indications, the incidence of shifts in prolactin levels to a clinically significant value
occurred in 3.6% (158/4416) of patients treated with quetiapine compared to 2.6% (51/1968) on placebo.

Children and Adolescents: Safety and effectiveness of quetiapine fumarate extended-release tablets is supported by studies of immediate
release quetiapine fumarate tablets in children and adolescent patients 10 to 17 years of age [see Clinical Studies (14.1 and 14.2)].
In acute placebo-controlled trials in children and adolescent patients with bipolar mania (3-week duration) or schizophrenia (6-week
duration), the incidence of shifts in prolactin levels to a value (>20 ug/L males; > 26 ug/L females at any time) was 13.4% (18/134) for
immediate release quetiapine fumarate tablets compared to 4% (3/75) for placebo in males and 8.7% (9/104) for immediate release
quetiapine fumarate tablets compared to 0% (0/39) for placebo in females.

Like other drugs that antagonize dopamine D, receptors, quetiapine fumarate extended-release tablets elevate prolactin levels in some
patients and the elevation may persist during chronic administration. Hyperprolactinemia, regardless of etiology, may suppress hypotha-
lamic GnRH, resulting in reduced pituitary gonadotrophin secretion. This, in turn, may inhibit reproductive function by impairing gonadal
steroidogenesis in both female and male patients. Galactorrhea, amenorrhea, gynecomastia, and impotence have been reported in
patients receiving prolactin-elevating compounds. Long-standing hyperprolactinemia when associated with hypogonadism may lead to
decreased bone density in both female and male subjects.

Tissue culture experiments indicate that approximately one-third of human breast cancers are prolactin dependent in vitro, a factor of
potential importance if the prescription of these drugs is considered in a patient with previously detected breast cancer. As is common with
compounds which increase prolactin release, mammary gland, and pancreatic islet cell neoplasia (mammary adenocarcinomas, pituitary
and pancreatic adenomas) was observed in carcinogenicity studies conducted in mice and rats. Neither clinical studies nor epidemiologic
studies conducted to date have shown an association between chronic administration of this class of drugs and tumorigenesis in humans,
but the available evidence is too limited to be conclusive [see Nonclinical Toxicology (13.1)].

5.16 Potential for Cognitive and Motor Impairment

Somnolence was a commonly reported adverse reaction reported in patients treated with quetiapine especially during the 3-day period of
initial dose titration. In schizophrenia trials, somnolence was reported in 24.7% (235/951) of patients on quetiapine fumarate extended-re-
lease tablets compared to 10.3% (33/319) of placebo patients. In a bipolar depression clinical trial, somnolence was reported in 51.8%
(71/137) of patients on quetiapine fumarate extended-release tablets compared to 12.9% (18/140) of placebo patients. In a clinical trial
for bipolar mania, somnolence was reported in 50.3% (76/151) of patients on quetiapine fumarate extended-release tablets compared to
11.9% (19/160) of placebo patients. Since quetiapine has the potential to impair judgment, thinking, or motor skills, patients should be cau-
tioned ahout performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) or operating haz-
ardous machinery until they are reasonably certain that quetiapine therapy does not affect them adversely. Somnolence may lead to falls.

In short-term adjunctive therapy trials for MDD, somnolence was reported in 40% (252/627) of patients on quetiapine fumarate extend-
ed-release tablets respectively compared to 9% (27/309) of placebo patients. Somnolence was dose-related in these trials (37% (117/315)
and 43% (135/312) for the 150 mg and 300 mg groups, respectively).

5.17 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 quetiapine fumarate extended-release tablets for patients who will be experiencing conditions which may contribute to
an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, receiving concomitant medication with
anticholinergic activity, or being subject to dehydration.

5.18 Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a common cause of
morbidity and mortality in elderly patients, in particular those with advanced Alzheimer's dementia. Quetiapine fumarate extended-release
tablets and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia.

5.19 Discontinuation Syndrome
Acute withdrawal symptoms, such as insomnia, nausea and vomiting have been described after abrupt cessation of atypical anti-
psychotic drugs, including quetiapine fumarate. In short-term placebo-controlled, monotherapy clinical trials with quetiapine fumarate
extended-release tablets that included a discontinuation phase which evaluated discontinuation symptoms, the aggregated incidence
of patients experiencing one or more discontinuation symptoms after abrupt cessation was 12.1% (241/1993) for quetiapine fumarate
extended-release tablets and 6.7% (71/1065) for placebo. The incidence of the individual adverse reactions (i.e., insomnia, nausea,
headache, diarrhea, vomiting, dizziness and irritability) did not exceed 5.3% in any treatment group and usually resolved after 1 week
post-discontinuation. Gradual dose reduction is advised.
6 ADVERSE REACTIONS
The following adverse reactions are discussed in more detail in other sections of the labeling:

« Increased mortality in elderly patients with dementia-related psychosis [see Warnings and Precautions (5.1)]

« Suicidal thoughts and behaviors in adolescents and young adults [see Warnings and Precautions (5.2)]

« Cerebrovascular adverse reactions, including stroke in elderly patients with dementia-related psychosis [see Warnings and Pre-

cautions (5.3)]

« Neuroleptic Malignant Syndrome (NMS) [see Warnings and Precautions (5.4)]

* Metabolic changes (hyperglycemia, dyslipidemia, weight gain) [see Warnings and Precautions (5.5)]

« Tardive dyskinesia [see Warnings and Precautions (5.6)]

* Hypotension [see Warnings and Precautions (5.7)]

« Falls [see Warnings and Precautions (5.8)]

« Increases in blood pressure (children and adolescents) [see Warnings and Precautions (5.9)]

« Leukopenia, neutropenia and agranulocytosis [see Warnings and Precautions (5.10)]

« Cataracts [see Warnings and Precautions (5.11)]

* QT Prolongation [see Warnings and Precautions (5.12)]

« Seizures [see Warnings and Precautions (5.13)]

* Hypothyroidism [see Warnings and Precautions (5.14)]

« Hyperprolactinemia [see Warnings and Precautions (5.15)]

« Potential for cognitive and motor impairment [see Warnings and Precautions (5.16)]

« Body temperature regulation [see Warnings and Precautions (5.17)]

+ Dysphagia [see Warnings and Precautions (5.18)]

+ Discontinuation Syndrome [see Warnings and Precautions (5.19)]

6.1 Clinical Studies Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot
be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in clinical practice.

Adults

The information below is derived from a clinical trial database for quetiapine fumarate extended-release tablets consisting of approxi-
mately 3400 patients exposed to quetiapine fumarate extended-release tablets for the treatment of Schizophrenia, Bipolar Disorder, and
Major Depressive Disorder in placebo-controlled trials. This experience corresponds to approximately 1020.1 patient-years. Adverse
reactions were assessed by collecting adverse reactions, results of physical examinations, vital signs, body weights, laboratory analyses
and ECG results.

The stated frequencies of adverse reactions represent the proportion of individuals who experienced, at least once, an adverse reaction
of the type listed.

Adverse Reactions Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials

Schizophrenia:
There were no adverse reactions leading to discontinuation that occurred at an incidence of = 2% for quetiapine fumarate extended-re-
lease tablets in schizophrenia trials.

Bipolar | Disorder, Manic or Mixed Episodes:
There were no adverse reactions leading to discontinuation that occurred at an incidence of = 2% for quetiapine fumarate extended-re-
lease tablets in the bipolar mania trial.

Bipolar Disorder, Depressive Episode: In a single clinical trial in patients with bipolar depression, 14% (19/137) of patients on quetiapine
fumarate extended-release tablets discontinued due to an adverse reaction compared to 4% (5/140) on placebo. Somnolence? was the
only adverse reaction leading to discontinuation that occurred at an incidence of 2 2% in quetiapine fumarate extended-release tablets
in the bipolar depression trial.

MDD, Adjunctive Therapy: In adjunctive therapy clinical trials in patients with MDD, 12.1% (76/627) of patients on quetiapine fumarate
extended-release tablets discontinued due to adverse reaction compared to 1.9% (6/309) on placebo. Somnolence? was the only adverse
reaction leading to discontinuation that occurred at an incidence of = 2% in quetiapine fumarate extended-release tablets in MDD trials.
Commonly Observed Adverse Reactions in Short-Term, Placebo-Controlled Trials:
In short-term placebo-controlled studies for schizophrenia the most commonly observed adverse reactions associated with the use of que-
tiapine fumarate extended-release tablets (incidence of 5% or greater) and observed at a rate on quetiapine fumarate extended-release
tablets at least twice that of placebo were somnolence (25%), dry mouth (12%), dizziness (10%), and dyspepsia (5%).
Adverse Reactions Occurring at an Incidence of 2% or More Among Quetiapine Fumarate Extended-release Tablets Treated Patients
in Short-Term, Placebo-Controlled Trials
Table 12 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during acute therapy of schizo-
phrenia (up to 6 weeks) in 2% or more in patients treated with quetiapine fumarate extended-release tablets (doses ranging from 300 to
800 mg/day) where the incidence in patients treated with quetiapine fumarate extended-release tablets was greater than the incidence
in placebo-treated patients.

Table 12: Adverse Reacti

in 6-Week Placebo-Controlled Clinical Trials for the Treatment of Schizophrenia

Preferred Term Quetiapine Fumarate Extended-release Tablets Placebo
(n=951) (n=319)
Somnolence* 25% 10%
Dry Mouth 12% 1%
Dizziness 10% 4%
Extrapyramidal Symptoms? 8% 5%
Orthostatic Hypotension % 5%
Constipation 6% 5%
Dyspepsia 5% 2%
Heart Rate Increased 4% 1%
Tachycardia 3% 1%
Fatigue 3% 2%
Hypotension 3% 1%
Vision blurred 2% 1%
Toothache 2% 0%
Increased Appetite 2% 0%
Muscle Spasms 2% 1%
Tremor 2% 1%
Akathisia 2% 1%
Anxiety 2% 1%
Schizophrenia 2% 1%
Restlessness 2% 1%

1 Somnolence combines adverse reaction terms somnolence and sedation.

2 Extrapyramidal symptoms include the terms: akathisia, cogwheel rigidity, drooling, dyskinesia dystonia, extrapyramidal disorder,
hypertonia, movement disorder, muscle rigidity, oculogyration, parkinsonism, parkinsonian gait, psychomotor hyperactivity, tardive
dyskinesia, restlessness and tremor.

In a 3-week, placebo-controlled study in bipolar mania the most commonly observed adverse reactions associated with the use of que-
tiapine fumarate extended-release tablets (incidence of 5% or greater) and observed at a rate on quetiapine fumarate extended-release
tablets at least twice that of placebo were somnolence (50%), dry mouth (34%), dizziness (10%), constipation (10%), weight gain (7%),
dysarthria (5%), and nasal congestion (5%).

Table 13 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during acute therapy of bipolar
mania (up to 3 weeks) in 2% or more of patients treated with quetiapine fumarate extended-release tablets (doses ranging from 400 to
800 mg/day) where the incidence in patients treated with quetiapine fumarate extended-release tablets was greater than the incidence
in placebo-treated patients.

Table 13: Adverse Reactions in a 3-Week Placebo-Controlled Clinical Trial for the Treatment of Bipolar Mania

About 0.7% (26/3489) of immediate release quetiapine fumarate tablets patients did experience TSH increases in monotherapy studies.

Indication Initial Dose and Titration Recommended Dose | Maximum Dose Patients with major depressive disorder (MDD), both adult and pediatric, may experience worsening of their depression and/or the ~ -4% (Placebo: 14%). Lipid parameters were not measured in the bipolar mania studes. _ o mics (e.g., quinidine, procainamide) or Class Ill antiarrythmics (.g., amiodarone, sotalol), antipsychotic medications (e.g., ziprasidone, Preferred Term Quetiapine Fumarate Extended-release Tablets Placebo
' ) Day 1: 300 mg/day Dose increases can be emergence of suicidal ideation and behavior (suicidality) or unusual changes in behavior, whether or not they are taking antidepressant Table 6 shows the percentage of patients in MDD adjunctive therapy trials with clinically significant shifts in total-cholesterol, triglycerides, chlorpromazine, thioridazine), antibiotics (e.g., gatifloxacin, moxifloxacin), or any other class of medications known to prolong the QTc (n=151) (n=160)
Schizophrenia-Adults made at |{nerfvalsta53%r(1)ort a/z 1dayandin 400 to 800 mg/day 800 mg/day medications, and this risk may persist until significant remission occurs. Suicide is a known risk of depression and certain other psychiatric LDL-cholesterol and HDL-cholesterol from baseline by dose. interval (e.g., pentamidine, levomethadyl acetate, methadone). Somnolence! 50% 12%
increments of up to mg/day disorders, and these disorders themselves are the strongest predictors of suicide. There has been a long-standing concern, however, ) " " P : : Chol | _Cholesterol iani ided in ci f i i Dry Mouth 34% 7%
Day 1: 50 mg/day that antidepressants may have a role in inducing worsening of depression and the emergence of suicidality in certain patients during the Table 6: PercentageBt;fszﬁg:r:gs (\:'filgi]cinms‘m Total Cholesterol, Triglycerides, LDL ] and HDL: from Quetiapine should also be avoided in circumstances that may increase the risk of occurrence of torsade de pointes and/or sudden death y A o ou
: ; y ly Significant Levels in MDD Adjunctive Therapy Trials by Dose including (1) a history of cardiac arrhythmias such as bradycardia; (2) hypokalemia or hypomagnesemia; (3) concomitant use of other Dizziness 10% 4%
Schizophrenia Day 2: 100 mg/day early phases of treatment. Pooled analyses of short-term placebo-controlled trials of antidepressant drugs (SSRIs and others) showed b I T - o drugs that prolong the QTc interval; and (4) presence of congenital prolongation of the QT interval Constination 10% 3%
Adol P s (13t 17 Day 3: 200 mg/day 400 to 800 mg/day 800 mg/day that these drugs increase the risk of suicidal thinking and behavior (suicidality) in children, adolescents, and young adults (ages 18 to Laboratory Analyte Treatment Arm N Patients n (%) g prolong ; p! g prolong; . pat ) y
olescents (13 to 17 years) Day 4: 300 mg/day 24) with major depressive disorder (MDD) and other psychiatric disorders. Short-term studies did not show an increase in the risk of Cholesterol = 240 mg/dL Quetiapine Fumarate 223 41 (18%) Caution should also be exercised when quetiapine is prescribed in patients with increased risk of QT prolongation (e.g. cardiovascular Dyspepsia 7% 4%
Day 5: 400 mg/day suicidality with antidepressants compared to placebo in adults beyond age 24; there was a reduction with antidepressants compared to Extended-release Tablets 150 mg disease, family history of QT prolongation, the elderly, congestive heart failure and heart hypertrophy). Fatigue 7% 4%
Schizophrenia Maintenance- y 400 to 800 mad 300 ma/d placebo in adults aged 65 and older. Quetiapine Fumarate 197 26 (13%) 5.13 Seizures Weight Gain % 1%
Monotherapy-Adults ma 0 999 mgloay mg/day The pooled analyses of placebo-controlled trials in children and adolescents with MDD, obsessive compulsive disorder (OCD), or other Extended-release Tablets 300 mg During short-term clinical trials with quetiapine fumarate extended-release tablets, seizures occurred in 0.05% (1/1866) of patients treated Extrapyramidal Symptoms? 7:{“ 434’
Bipolar | Disorder, manic Day 1: 300 mg/day psychiatric disorders included a total of 24 short-term trials of 9 antidepressant drugs in over 4400 patients. The pooled analyses of Placeho 213 15 (7%) with quetiapine fumarate extended-release tablets across all indications compared to 0.3% (3/928) on placebo. During clinical trials with Nasal Congestion 5% 1%
or mixed-Acute monotherapy or adjunct | Day 2: 600 mg/day 400 to 800 mg/day 800 mg/day glaceb&-(;onftrﬁed :r(i’als in ad“tnz with MDD 09;"886 psyglchi?tri%ﬁisorders inclqged gltotal pfr295‘ sholr(t-t?rm‘tr‘iglsré/median ddurationbo{ Triglycerides = 200 mg/dL Quetiapine Fumarate 232 36 (16%) immediate release quetiapine fumarate tablets, seizures occurred in 0.5% (20/3490) of patients treated with immediate release quetiapine Dysarthria 5% 0%
to lithium or divalproex-Adults Day 3: between 400 and 800 mg/da months) of 11 antidepressant drugs in over 77,000 patients. There was considerable variation In risk of suicidality among drugs, bui Extended-release Tablets 150 m i i i i i i Increased Appetite 4% 2%
20 Dav 1: 50 ma/d & atendency toward an increase in the younger patients for almost all drugs studied. There were differences in absolute risk of suicidality tianine Fumarat 4 26 39 (7% fumarate tablets compared to 0.2% (2/954) on placeho. As with other antipsychotics, quetiapine fumarate should be used cautiously in Back Pain % 2%
. . . ay 1: oU mg/aay - i dioat p : i p S - Quetiapine Fumarate (17%) patients with a history of seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's dementia. Conditions
Bipolar | Disorder, manic-Acute Day 2: 100 mg/da across the different indications, with the highest incidence in MDD. The risk differences (drug vs. placebo), however, were relatively stable Extended-release Tablets 300 m ] : h Toothach 3% 1%
P r y 2! g/day i it ok di g : ; it ended-release 1anlets g that lower the seizure threshold may be more prevalent in a population of 65 years or older. oothache 0
monotherapy-Children and Adolescents |Day 3: 200 mg/day 400 to 600 mg/day 600 mg/day wntljnn ta\gte sttra[tjz;\ and acrqgs Jndl_cratl;tinsi These risk differences (drug-placebo difference in the number of cases of suicidality per 1000 Placebo 223 18 8%) 5.14 Hvoothvroidi Heart Rate Increased 3% 0%
. atients treated) are provided in Table 2. .
(01017 years) Bay g: 288 mg;gay P ' LDL-Cholesterol = 160 mg/dL Quetiapine Fumarate 242 29 (12%) Adults’y Cp:i)nicyarlotlriallssmwith quetiapine demonstrated dose-related decreases in thyroid hormone levels. The reduction in total and free Abnormal Dreams 3% 0%
ay v: 4U0 mg/day Table 2: Drug-Placebo Difference in Number of Cases of Suicidality per 1000 Patients Treated Extended-release Tablets 150 mg : ; 0 ] : g Orthostatic Hypotension 3% 0%
Day 1: 50 mg/day Age Range Drug-Placeho Difference in Number of Cases of Suicidality per 1000 Patients Treated tanine F " 75 77 (0% thyroxm_e (T 4) of a_pprommately _20/0 at the hlg_her en(_i of the therapgunc dose range was maximal in the _flrsl six we_ekg of treatment Tachycarda 20 19%
Bipolar Disorder, Day 2: 100 mg/day 300 ma/d 200 mald tange I < o Phaceb Exlend%tfrleéllg;nsee TLélirlr]]gléSl 200 " (10%) and maintained without adaptation or progression during more chronic therapy. In nearly all cases, cessation of quetiapine treatment Visi xbl red % %
Depressive Episodes-Adults Day 3: 200 mg/day mg/day mg/day ncreases (ompared to Placebo 9 was associated with a reversal of the effects on total and free T,, irrespective of the duration of treatment. The mechanism by which 'Sion blurre 0
Day 4: 300 mg/day <18 14 additional cases _Placebo 219 21 (10%) quetiapine effects the thyroid axis is unclear. If there is an effect on the hypothalamic-pituitary axis, measurement of TSH alone may not Sluggishness 2% 1%
Bipolar | Disorder Maintenance-Adiunct |, 4000 800 ma/d 200 ma/d 181024 5 additional cases HDL-Cholesterol <40 mg/dL Quetiapine Fumarate 238 14 (6%) accurately reflect a patient's thyroid status. Therefore, both TSH and free T, in addition to clinical 1t, should be d at Lethargy 2% 1%
to lithium or divalproex-Adults na 0800 mg/day mg/day Decreases Compared to Placebo Extendgd-rtglegse I':I'ab\etstlso mg 5 B baseline and at follow-up.  Somnolence combines adverse reaction terms somnolence and sedation.
) o . Day 1: 50 mg/day 251064 1 fewer case uetiapine Fumarate b In quetiapine fumarate extended-rel tablets clinical trials acr Il indications 1.8% (24/1336) of patients on quetiapine fumarat 2 Extrapyramidal symptoms include the terms: muscle spasms, akathisia, cogwheel rigidity, dystonia, extrapyramidal disorder, rest-
Maior Depressive Disorder-Adjunctive : N quetiapine fumarate extended-release tablets clinical trials across all indications 1.8% ( ) of patients on quetiapine fumarate
Thérapy \?\/ith Amidepressants-JAduIls Day 2: 50 mg/day 150 to 300 mg/day 300 mg/day 265 6 fewer cases Extended rel;Tse ‘gab\ets 300 mg 750 D) extended-release tablets versus 0.6% (3/530) on placebo experienced decreased free thyroxine (<0.8 LLN) and 1.6% (21/1346) on que- lessness and tremor.
Day 3: 150 mg/day aceno & tiapine fumarate extended-release tablets versus 3.4% (18/534) on placebo experienced increased thyroid stimulating hormone (TSH).

In the 8-week placebo-controlled hipolar depression study in adults, the most commonly observed adverse reactions associated with

the use of quetiapine fumarate extended-release tablets (incidence of 5% or greater) and observed at a rate on quetiapine fumarate
extended-release tablets at least twice that of placebo were somnolence (52%), dry mouth (37%), increased appetite (12%), weight gain
(7%), dyspepsia (7%), and fatigue (6%).

Table 14 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during acute therapy of bipolar
depression (up to 8 weeks) in 2% or more of adult patients treated with quetiapine fumarate extended-release tablets 300 mg/day where
the incidence in patients treated with quetiapine fumarate extended-release tablets was greater than the incidence in placebo-treated
patients.

Table 14: Adverse Reactions in an 8-Week Placebo-Controlled Clinical Trial for the Treatment of Bipolar Depression

Preferred Term Quetiapine Fumarate Extended-release Tablets Placebo
(n=137) (n=140)
Somnolence! 52% 13%
Dry Mouth 37% 7%
Dizziness 13% 11%
Increased Appetite 12% 6%
Constipation 8% 6%
Dyspepsia 7% 1%
Weight Gain % 1%
Fatigue 6% 2%
Irritability 4% 3%
Viral Gastroenteritis 4% 1%
Arthralgia 4% 1%
Extrapyramidal Symptoms? 4% 1%
Paraesthesia 3% 2%
Back Pain 3% 1%
Muscle Spasms 3% 1%
Toothache 3% 0%
Abnormal Dreams 3% 0%
Ear Pain 2% 1%
Seasonal Allergy 2% 1%
Sinusitis 2% 1%
Decreased Appetite 2% 1%
Myalgia 2% 1%
Disturbance in Attention 2% 1%
Migraine 2% 1%
Restless Legs Syndrome 2% 1%
Anxiety 2% 1%
Sinus Headache 2% 1%
Libido Decreased 2% 1%
Pollakiuria 2% 1%
Sinus Congestion 2% 1%
Hyperhidrosis 2% 1%
Orthostatic Hypotension 2% 1%
Urinary Tract Infection 2% 0%
Heart Rate Increased 2% 0%
Neck Pain 2% 0%
Dysarthria 2% 0%
Akathisia 2% 0%
Hypersomnia 2% 0%
Mental Impairment 2% 0%
Confusional State 2% 0%
Disorientation 2% 0%

- Somnolence combines adverse reaction terms somnolence and sedation.
2 Extrapyramidal symptoms include the terms: muscle spasms, akathisia, dystonia, extrapyramidal disorder, hypertonia, and tremor.

In the 6-week placebo-controlled fixed dose adjunctive therapy clinical trials, for MDD, the most commonly observed adverse reactions
associated with the use of quetiapine fumarate extended-release tablets (incidence of 5% or greater and observed at a rate on quetiapine
fumarate extended-release tablets and at least twice that of placebo) were somnolence (150 mg: 37%; 300 mg: 43%), dry mouth (150
mg: 27%; 300 mg: 40%), fatigue (150 mg: 14%; 300 mg: 11%), constipation (300 mg only: 11%) and weight increased (300 mg only: 5%).
Table 15 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during short-term adjunctive
therapy of MDD (up to 6 weeks) in 2% or more of patients treated with quetiapine fumarate extended-release tablets (at doses of either
150 mg or 300 mg/day) where the incidence in patients treated with quetiapine fumarate extended-release tablets was greater than the
incidence in placebo-treated patients.

Table 15: Adverse Reactions in Placebo-Controlled Adjunctive Therapy Clinical Trials
for the Treatment of MDD by Fixed Dose

Preferred Term Quetiapine Fumarate Quetiapine Fumarate Placebo
Extended-release Tablets 150 mg Extended-release Tablets 300 mg
(n=315) (n=312) (n=309)
Somnolence* 3% 43% 9%
Dry Mouth 21% 40% 8%
Fatigue 14% 11% 4%
Dizziness 1% 12% %
Nausea % 8% %
Constipation 6% 1% 4%
Irritability 4% 2% 3%
Extrapyramidal Symptoms? 4% 6% 4%
Vomiting 3% 1% 1%
Upper Respiratory Tract Infection 3% 2% 2%
Weight Increased 3% 5% 0%
Increased Appetite 3% 5% 3%
Back pain 3% 3% 1%
Vertigo 2% 2% 1%
Vision Blurred 2% 1% 1%
Dyspepsia 2% 3% 2%
Influenza 2% 1% 0%
Fall 2% 0% 1%
Muscle Spasms 2% 1% 1%
Lethargy 2% 1% 1%
Akathisia 2% 2% 1%
Abnormal Dreams 2% 2% 1%
Anxiety 2% 2% 1%
Depression 2% 1% 1%

1 Somnolence combines adverse reaction terms somnolence and sedation.
2 Extrapyramidal symptoms include the terms: muscle spasms, akathisia, cogwheel rigidity, drooling, dyskinesia, extrapyramidal disorder,
hypertonia, hypokinesia, psychomotor hyperactivity, restlessness, and tremor.

Adverse Reactions in clinical trials with quetiapine and not listed elsewhere in the label:

Pyrexia, nightmares, peripheral edema, dyspnea, palpitations, rhinitis, eosinophilia, hypersensitivity, elevations in gamma-GT levels,
and elevations in serum creatine phosphokinase (not associated with NMS), somnambulism (and other related events), hypothermia,
decreased platelets, galactorrhea, bradycardia (which may occur at or near initiation of treatment and be associated with hypotension
and/ or syncope), and priapism.

Extrapyramidal Symptoms (EPS):

Dystonia

Class Effect: Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur in susceptible individuals during the
first few days of treatment. Dystonic symptoms include: spasm of the neck muscles, sometimes progressing to tightness of the throat,
swallowing difficulty, difficulty breathing, and/or protrusion of the tongue. While these symptoms can occur at low doses, they occur more
frequently and with greater severity with high potency and at higher doses of first generation antipsychotic drugs. An elevated risk of acute
dystonia is observed in males and younger age groups.

Four methods were used to measure EPS: (1) Simpson-Angus total score (mean change from baseline) which evaluates Parkinsonism
and akathisia, (2) Barnes Akathisia Rating Scale (BARS) Global Assessment Score, (3) incidence of spontaneous complaints of EPS
(akathisia, akinesia, cogwheel rigidity, extrapyramidal syndrome, hypertonia, hypokinesia, neck rigidity, and tremor), and (4) use of
anticholinergic medications to treat emergent EPS.

Adults: In placebo-controlled clinical trials with quetiapine, utilizing doses up to 800 mg per day, the incidence of any adverse reactions
related to EPS ranged from 8% to 11% for quetiapine and 4% to 11% for placebo.

In three-arm placebo-controlled clinical trials for the treatment of schizophrenia, utilizing doses between 300 mg and 800 mg of quetiapine
fumarate extended-release tablets, the incidence of any adverse reactions related to EPS was 8% for quetiapine fumarate extended-re-
lease tablets and 8% for immediate release quetiapine fumarate tablets (without evidence of being dose related), and 5% in the placebo
group. In these studies, the incidence of the individual adverse reactions (akathisia, extrapyramidal disorder, tremor, dyskinesia, dystonia,
restlessness, and muscle rigidity) was generally low and did not exceed 3% for any treatment group.

At the end of treatment, the mean change from baseline in SAS total score and BARS Global Assessment score was similar across
the treatment groups. The use of concomitant anticholinergic medications was infrequent and similar across the treatment groups. The
incidence of extrapyramidal symptoms was consistent with that seen with the profile of immediate release quetiapine fumarate tablets
in schizophrenia patients.

In Tables 16 to 19, dystonic event included nuchal rigidity, hypertonia, dystonia, muscle rigidity, oculogyration; parkinsonism included
cogwheel rigidity, tremor, drooling, hypokinesia; akathisia included akathisia, psychomotor agitation; dyskinetic event included tardive dys-
kinesia, dyskinesia, choreoathetosis; and other extrapyramidal event included restlessness, extrapyramidal disorder, movement disorder.

Table 16: Adverse Reactions A iated with Extrapyramidal Symp in Placebo-Controlled
Clinical Trials for Schizophrenia
Preferred term Quetiapine Quetiapine Quetiapine Quetiapine All Doses Placebo
Fumarate Fumarate Fumarate Fumarate (N=951) (N=319)
Extended- Extended- Extended- Extended-
release release release release
Tablets Tablets Tablets Tablets
300 mg/day | 400 mg/day | 600 mg/day | 800 mg/day
(N=91) (N=227) (N=310) N=323)
n % n % n % n % n % n %
Dystonic event 3 33 0 0.0 4 13 1 0.3 8 0.8 0 0.0
Parkinsonism 1 11 3 13 11 3.6 7 22 22 23 4 13
Akathisia 0 0.0 3 13 7 2.3 7 2.2 17 1.8 4 13
Dyskinetic event 2 22 1 04 1 03 1 0.3 5 05 2 0.6
Other extrapyramidal event 3 3.3 4 18 7 23 12 37 26 2.7 7 2.2

In a placebo-controlled clinical trial for the treatment of bipolar mania, utilizing the dose range of 400 to 800 mg/day of quetiapine fumarate
extended-release tablets, the incidence of any adverse reactions related to EPS was 6.6% for quetiapine fumarate extended-release tablets
and 3.8% in the placebo group. In this study, the incidence of the individual adverse reactions (akathisia, extrapyramidal disorder, tremor,
dystonia, restlessness, and cogwheel rigidity) did not exceed 2.0% for any adverse reaction.

Table 17: Adverse Reactions Associated with Extrapyramidal Symptoms in a Placebo-controlled Clinical Trial for
Bipolar Mania

Preferred termt Quetiapine Fumarate Extended-release Tablets Placebo
(N=151) (N=160)
n % n %
Dystonic event 1 0.7 0 0.0
Parkinsonism 4 2.7 3 19
Akathisia 2 13 1 0.6
Other extrapyramidal event 3 2.0 2 13

1. There were no adverse experiences with the preferred term of dyskinetic event.
In a placebo-controlled clinical trial for the treatment of bipolar depression utilizing 300 mg of quetiapine fumarate extended-release
tablets, the incidence of any adverse reactions related to EPS was 4.4% for quetiapine fumarate extended-release tablets and 0.7% in
the placebo group. In this study, the incidence of the individual adverse reactions (akathisia, extrapyramidal disorder, tremor, dystonia,
hypertonia) did not exceed 1.5% for any individual adverse reaction.

Table 18: Adverse Reactions Associated with Extrapyramidal Symptoms in a Placebo-Controlled Clinical Trial for Bipolar
Depression

Quetiapine Fumarate Placebo
Preferred term! Extended-release Tablets (N=137) (N=140)

n % n %
Dystonic event 2 15 0 0.0
Parkinsonism 1 07 1 0.7
Akathisia 2 15 0 0.0
Other extrapyramidal event 1 0.7 0 0.0

1. There were no adverse experiences with the preferred term of dyskinetic event.

In two placebo-controlled short-term adjunctive therapy clinical trials for the treatment of MDD utilizing between 150 mg and 300 mg of
quetiapine fumarate extended-release tablets, the incidence of any adverse reactions related to EPS was 5.1% for quetiapine fumarate
extended-release tablets and 4.2% for the placebo group.

Table 19 shows the percentage of patients experiencing adverse reactions associated with EPS in adjunct clinical trials for MDD by dose:
Table 19: Adverse Reactions Associated with EPS in MDD Trials by Dose,

Adjunctive Therapy Clinical Trials (6 weeks duration)
Preferred term Quetiapine Quetiapine All Doses Placebo
Fumarate Extended- | Fumarate Extended- (N=627) (N=309)
release Tablets release Tablets
150 mg/day 300 mg/day
(N=315) (N=312)
n % n % n % n %
Dystonic event 1 03 0 0.0 1 0.2 0 0.0
Parkinsonism 3 1.0 4 13 7 11 5 1.6
Akathisia 5 1.6 8 2.6 13 2.1 3 1.0
Dyskinetic event 0 0.0 1 0.3 1 0.2 0 0.0
Other extrapyramidal event 5 1.6 7 2.2 12 19 5 1.6

Children and Adolescents

The information below is derived from a clinical trial database for immediate release quetiapine fumarate tablets consisting of over 1000
pediatric patients. This database includes 677 adolescents (13 to 17 years old) exposed to immediate release quetiapine fumarate tab-
lets for the treatment of schizophrenia and 393 children and adolescents (10 to 17 years old) exposed to immediate release quetiapine
fumarate tablets for the treatment of acute bipolar mania.

Adverse Reactions Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials

Schizophrenia: The incidence of discontinuation due to adverse reactions for quetiapine-treated and placebo-treated patients was 8.2%
and 2.7%, respectively. The adverse reaction leading to discontinuation in 2% or more of patients on quetiapine and at a greater incidence
than placebo was somnolence (2.7% and 0% for placebo).

Bipolar | Mania: The incidence of discontinuation due to adverse reactions for quetiapine-treated and placebo-treated patients was 11.4%
and 4.4%, respectively. The adverse reactions leading to discontinuation in 2% or more of patients on immediate release quetiapine
fumarate tablets and at a greater incidence than placebo were somnolence (4.1% vs. 1.1%) and fatigue (2.1% vs. 0).
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diziness (18%) fatigue (11%), increased appetite (3%), nausea (8%), vomiting (8%), tachycardia (7%), dry mouth (7%), and weight o ; 2 poent e red i i ine is mainly via hegatic metabolism. The mean-terminal half e is approximately 7 hours g p- Itis not known if fi ed-release tablets are safe and effective in children under 10 years of age.
dose should be reduced to one sixth of the original dose in patients coadministered with a strong CYP3A4 inhibitor Isee Dosage and A | P 10 .
increased (6%) Administration (2.5) and Clinical Pharmacology (12.3). for quetiy f’w‘:hm oo doy o 1|2 "°“’§f°’ oy soscgeraly oot Ao fr Aot o S g w ¢ Who should not take f ded-release tablets?
Adverse Reactions Occurring at an Incidence of 22% Among Immediate Release Quetiapine F Tablets Treated Patients  CYP3A4 inducers: drugs d by e 3 IR g 3 . - Do not take quetiapine f ded-release tablets if you are allergic to quetiapine fu or any of the ingredients in
in Short-Term, Placebo- Controlled Trials Coadministration of quetiapil and ph in, a CYP3A4 inducer increased the mean oral cl of by 5—fdd, | | - J ; P il iapine fi ded-release tablets. See the end of this Medi Guide for a lete list of ingredients in quetiapil
izophreni doses of ine fi release tablets up to 5 fold may be required to maintain control of hrenia  Children and Adolescents B £ §. 20 s fumarate extended-release tablets.
Sch ) ma Wokmm, 13t 17 years Ok,’_)‘ L o . . n patients nd h or other known potent CYP3A4 inducers [see Dosage and Admmlstntlon (26) and  Atsteady-state the pharmacokinetics of the parent d, in children and {1010 17 years of age), were similar to adults. 3 R —— -rl — £ 10 - L What should | tell my healthcare provider before taking i led-release tablets?
The following findings were based on a 6-week placel trial in which was in either doses of 400 or Clmlcal Phannaoology (12 3)] When the CYP3A4 inducer is discontinued, the dose of release tablets  However, when adjusted for dose and weight, AUC and Crmax of the parent compound were 41% and 39% lower, respectively, in children £ fre Before you take quetiapine fumarate extended-release tablets, tell your healthcare provider if you have or have had:
mo/day. should be reduced to the original level within 7 to 14 days [see Dosage and ‘Administration (26)]. and adolescents than i adults. For the active metabolite, norquetiapine, AUC and Cmax were 45% and 31% higher, respectively, in 2 0 « diabetes or high blood sugar in you o your family. Your healthcare provider should check your blood sugar before you start quetiapine
Table 20 enumerates the incidence, rounded to the nearest perwnt, of adverse reactions that occurred during therapy (up to 6weeks)of  The potential effects of several i di on kinetics were studied. chidren and adolescents than in adults. When adjusted for dose and weight, the oh ofthe was s Do Ti e ‘: 70 80 80 100 fumarate extended-release tablets and also during therapy.
schizophrenia |n2%ormoreofpabentsuea€edwrm tablets (doses of 400 or 800 ma/day) where 72Eﬁectonuellapme on Other Drugs similar between children and adolescents and adults /see Use in Specific Populations (8.4)]. b oD . e ime (weeks)  high levels of total chok 1. triglycerides or LDL-chok 1 or low levels of HDL-cholesterol
the incidence in patients treated with immediate release quetiapa o tablets was greater than the incidence in placebo-treated ial for inducing h f ded-release tablets may enhance the effects of certain  Absorption c -3 Major ive Disorder, Adj rapy to Antidepressal _ . * low or high blood pressure
patients. anﬁypertenswe agents. Quetiapine fumarate reaches peak plasma proximately 6 hours following admi ine f extend- 2 Ine efﬁczgd of hokopine fur d ['ed-da ble‘;als ; '_936) e therapy to antidepressants in the hbb‘so%%fs * low white blood cell count
reactio ially dose-related with hi - . T ) . . . edelease tablets dosed once daily at steady-state has ble bioavailabilty to an equival rurardarlydoseof date e s emonstrated in ek placebo-controlled, fired-dose trils (n releas 2y« cataracts
Adveme ns that were potentialy d with higher frequency inthe 800 mg group compared o the 400 mg group included release tablets may s !he effects of © Md agonisls. tablets din &\nded dgses Nnce daily. A h-(al meal ( i 800 to 1000 calors g or 300 mg/day was given as ad]mdrve lherapy to exsmg antidepressant therapy in patients who had previously shown an inadequate « seizures
dizziness (8% vs. 15%), dry mouth (4% vs. 10%), and tachycardia (6% vs. 11%). ) - A y. "9 e
Table 20 Adverss Reactions in a 6.Week Placebo.Controlled Clinical Trialfor the The'“’e"“"““""*"a’“ netic ik t:{k‘s n“s'e'“‘f q “b"’;“mm'?“ﬁb“gg‘ o produce statistically significant i inthe r ........tablelcmaxmdAUCofM%m&%andZO% o response to t least one extended-release tablets were administered as 50 mg/day on Days 1and 2, « abnormal thyroid tests
€ sl T f,""l‘. €€k Flacebo- Pati inical frialtor (m Wzns nd 3d) felease a are non of major 0 22%, respectively, for the 50 mg and 300 mg tablets. In alight meal (approxi 300 calories) had no significant effect andmreasedw150mgldayon0av3forboﬁdosegmws OnDay5, I»edoesewasm:reasedto300m9ldaynthe300mgldayfmeoL + high prolactin levels
° n atients @ on the Cmax or AUC of quetiapine. It is d that quetiapine fi ded-release tablets be taken without food or with 3 T T T 3 dose group. Inadequate response was defined as having continued depressive symptoms for the current episode [Hamilton * heart prob
Preferred Term Immediate Release Immediate Release Placebo 8 USE IN SPECIFIC POPULATIONS a light meal [see Dosage and Administration (2.1)]. T th Rating Scale (HAM-D) total score of > 20] despite using an antidepressant for 6 weeks at or above the minimally effective Iabelled dose. « liver problems
Quetiapine Fumarate Tablets Quetiapine Fumarate Tablets 81 P’;“:ya“cgy c Distributon BLAP - - ime (months) The mean HAM-DI nztal score at entry was 24 and 17% of pahents scored 28 or greater. ‘Patrents were on v‘ar.rous anbdepreesams prior + any other medical condition _ _
e ey 1) RikSumary Quetepee s wicy dotited voughot he by wih an pparen voume ofdvibuon o 1024 Uk s 5% bourd wplesma 0Pl P8 el e 0 e TCA (airpyine) an other (uproion - S (oeine ond QR el A Vi A i Lol
= - - " ) o ctid: e ded proteins at th iapine did not affect the binding of warfarin or diazepam to human serum albumin. In - - * Terers | EEEsE .
Somnolence' 33% 35% 1% m;g I:ran.re meren:ere o maor studies of mted urth leas tabd lengts use in p'eg":";"l'ma" FMM";?‘; turn, neither warfarin nor diazepam altered the binding of quetiapine. 142 Bipolar Disorder The primary endpoint in these malswas change from baseline to week 6 in the Monlgomery—Asbefg Depression Rating Scale (MADRS). healthcare provider should decide if you will take release tablets or brees1-feed. Y'Oi.l should n_otdo both.
Dizziness 8% 15% 5% bryo-fetal ded-release tablets should be used duri only if the ial beneft  Metaboli [T Bipolar | Disorder, manic or mixed episodes a d-release tablets 300 mg once daily as therapy was superior  Tell the healthcare provider about all the medicines that you take or recently have taken including prescription medicines, over-
Dry Mouth 4% 10% 1% vicity ring pregnancy only and AT " e e m d alone in red of MADRS total score in both trials. Quetiapine flmaraﬁe extended-release tablets 150 mg once me-eomter medicnes, herbal sw:plements and vitamins.
Tachycardia® 6% 11% 0% ]:Mﬁesgre potential ik to ﬂre fetus. Following a srr.:g;;ral dolse of “C~quet|apme Ilee;:;l;:n 13&2?)‘: zf the d dose mred ;| a d mm ! _}ﬁhat w::ﬁ . tablets in the daily as adjunctive treatment was superior to antidepressant therapy alone in reduction of MADRS total score in one trial. (studies 1 o ¢ ed tablets and other medi flect each ofh ide effects. Quetiapi
P uman is i any lose was recovered in the urine an s, respectively. The ded-release tablets in the acute ic episodes was established in one 3-week, ! - lease and other medicines may affect ea er causing serious side e! pine
m‘i); :1’3 g& 8& There are limited published data on the use of quetiapine for nt of schizophrenia and other psychiatric disorders during average dose fraction of free quetrwne and its major active metabolite is <5% excreted in the urne. plambocontoled trial (Study 1in Table 28) in pahents who met DSM-IV criteria for bpolar I rﬁsorder ‘with manic or mixed eplsodes and Zin Table 30) . | L X fumarate extended-release tablets may affect the way other medicines work, and other medicines may affect how quetiapine fumarate
Asthenia 1% 30 1% In a prospective observational study, 21 Wotz\gﬂ posed to and other psych during pregnancy delivered i ol bolzed by thelvr. The major metabolic pathways are suifoidation o the sulfoi bolite and oxida- Wit or without psychotic features (N=316). Patients were hosptalized for a minimum of 4 days y ion. Patients randomized to Table 30: Major Disorder, Adj Therapy to Antidepressa lease tablets work.
Back Pain 1% T 0% mfamsmhngo n:g malfom\ahon(s Anmg dogéer nfamsgomtopreg:;xm :ulmedqueumm; during pregnancy, there ;ere hmbﬂ,epa,m( acid metabolite: both jcally inactve. In vitro studies using human lver mi led extended-release tablets received 300 mg on Day 1 and 600 mg on Day?_ Afterwards the dose could be adjusted Primary Efficacy Measure: MADRS Total Tell your healthcare provider f you are having a urine drug screen b i ded-release tablets may affect your
Dyspnea 0% 3% 0% no major ma g data ;‘ME Irel: rabE Iyme semmdye the T women, » case rep& adverse © Imied 1 r exposed pregnancies, drugs %€ that the cytochrome P450 384 i isoenzyme is involved in the metabolism of quetiapine to its major, but inactive, suffoxid boiteand  between 400 mg and 800 mg per day. Study Number ~ Treatment Group Mean Baseline LS Mean Change Placebo-subtracted test results. Tell those giving the test that you are taking fi ded-release tablets.
Abdominal Pain 3% 1% 0% (including quetlapme fumarate extended-release tablets), dmng the third trimester of pregnancy are at sk for emapwamda[ andlor in the metabolism of its active metab The primary rating i used for manic in these trials was the Young Mania Rating Scale (YMRS), an 11-item Score (SD) from Baseline (SE) Difference? (95% CI) How should | tdu iapine f ded-release tablets?
Anorexia 39 1% 0% withdrawal symptoms following delivery. There have been reports of agitation, h tremor, Age ci\lctan-rate_d scale traditionally us)ed to assess the degree of manic symptoms in a range from 0 (no manic features) to 60 (maximum Study 1 Quetiapine Fumarate «Take Jed-release tablets exactly as your healthcare provider tells you to take it. Do not change the dose
Tooth Abscess 3% 1% 0% distress and feeding disorder i thes neonates. These complications have varied in severiy, whil in Some cases symptoms have been  Oral learance of quetiapine was reduced by 40% in elderly patints (= 65 years, n = 9) compared o young patients (n = 12), and dosing  5°07e). Q release tablets were superior to placebo in the reduction of the YMRS total score at week 3. Extended-release Tablets 272(52) 136(08) 19(-39,01) yourseff.
Dyskinesia 3% 0% 0% seifHimited, in other cases neonates have required intensive care unit support and prolonged hospitalization. adjustment may be necessary [see Dosage and Administration (2.3)]. The efficacy of immediate release quetiapine f tablets in the treatment of acute manic episodes was also established in 3 place- (150 mo/day) + AD * Take quetiapine f ded-release tablets by mouth, with a light meal or without food.
Epistaxis 3% 0% 1% Arumal Data o . . Gender bo-controlled trials in patients who met DSM-IV criteria for bipolar | disorder with manic episodes. These trials included patients with or Quetiapine Fumarate +Q ded-release tablets should be swallowed whole and not spit, chewed or crushed.
Muscle Rigidity 3% 0% 0% f rats and rabbits were exposed to during there was no effectin fetuses atdoses 0 % 1 oender effect on the pharmacokineics of quefiapine. without ic features and excluded patients with rapid cyciing and mixed episodes. Of these trials, 2 were monotherapy (12 weeks) Extended-release Tablets 276(50) 147(08) 30(50,-1.0) * I you feel you need to stop queti ; ded-release tablets, talk with your healthcare provider first. If you
* Somnolence combines adverse reaction terms somnolence and sedation. ::’e:) H:,:T:s :: :a‘;nmd r;c;nonf'leer:‘d:d humanmd;;ey Mé;g)“mmﬂml: SOII e?gtglmglday based on "‘9/"" body surface Race and 1 wa; :::r;? therapy ‘S weeks) to aﬁ;‘l’ﬁw;nor dkvaflopr:x Key outcomes in ﬂreze;e trials were fr_l:hangr-:frm‘n baseline in the YMRS (300 mg/day)’ + AD suddenly stop t(a ing 3 o elease tablets, you may have side effects such as trouble sleeping or trouble
z ¥ di ¥ rroi - B o score at weeks for monothe: at 3 weeks for ict ther unct is defined as the simultaneous initiation staying asleep insomnia hausea, a vomiting.
BTadlycla:‘dB mm? mn:::::m ‘em;so 17 mld o ol ""’br ferusesRHD 900 moday and “ZWh ra?i:ﬂéﬁﬁ :‘Qd fetal t’fd sed i ﬂgox:e (mm S?Aﬂ hssuel There & 1o race effect on the pharmacolkineics of quetzpine. or of i ek release fuma .aﬁr';’rsﬁ"}o. Imumr:%walproex P'°°e.b°.’ AD 2665) N7 08 = + If you miss a dose of ded-release tablets, take it as soon as you remember. If you are close to your next
ipolar an;ia( iidren a scents ‘° yem °.f‘). T . e L 400 ta:omary) in rab decreased at approxrmate'l:s hmesdea(h n athshllwﬂa%s "g; e:r;a n mm mnaier‘r; Smoking Theresults ohhetrials follow: Study 2 Quetiapine Fumarate dose, skip the missed dose. Jusnakeﬂ\enextdoseatywrregularm Do not take 2 doses at the same time unless your healthcare
The f’:glo;val;\g ndings were based on a J-week placel trial in which was in either doses of 400 or Msﬁg (observeda“ doses)a: d body weights and/or occurred e in rats and at approximately es Smoking has no effect on the oral dlearance of quetiagine. mﬁ% Tablets 286(54) -153(0.7) -31(49,-12) providef tells you to. If you are not sure about your dosing, call your healthcare provider.
. - Ina in rats, Jated effects were observed when nt da treated with quetiapi Renal Insuffici Intwo 12—week trials (n=300, n=299) ingi release fi tablets to placebo, immediate release quetiapine o What should | avoid while taking quetiapine f ded-release tablets? o -
me 2: en‘:rraemst)h:fnl mderr\oe, mfz‘%ﬁm;waarn of 4 with immediote rele:::me clons that tablets (im at dom 1,and 02 mmy MRHD ofmmday on mgim’ body surface area. Homeyer in o preliminary penfpostnatal study, _ Patients with severe renal impairment (CL,=10 to 30 mLimin/1.73 m?, n=8) had a 25% lower mean oral clearance than normal subjects  fumarate tablefs were superior 0 placebo n the reduchon of the YMRS total score at weeks 3 and 12. The majority of patients in these Q"e"E e ﬁu"\a'?r‘eaue's 28455 149007) 27146 08 * Do not drive, operate machinery, or do other dangerous activities until you know how release tablets
°f4(x’)’yo,lgw ma/day) where the incidence in patients treat:d with immediate release tablets was greater than the ~ 1here were increases in fetal and pup death, and decreases in mean litter weight at 3 times the MRHD. (CL>80 mLimin/1.73 m?, n=8), but plasma quetiapine concentrations in the subjects with renal insufficiency were within the range of trials taking immed tablets were dosed in a range between 400 mo/day and 800 mo/day (Studies 2 and 300 mo/da eas:D 4039 -143(0. -27(46,-08) affect you. Quebapne fumarate extended-release tablets may make you drowsy.
incidence in place Y, patients. P ore: 8.2 Labor and Delivery Foneemrauons seen.n normal subjects receiving the same dose. Dosage adjustment is therefore not needed in these patients [see Use 3in Table 28). ( '“9’ v)+ 282(56) 12207) _ . AvoDlz getting overheated or dehydrated.
ki . . The effect of quetiapine f ded-release tablets on labor and delivery in humans is unknown. in Specific Populations (8.6)] Adjunct Therapy o -y Spre—— Do not over exercse. ,
K et ki bt i b s 60 s O agcied L0 e e T e ottt i s 8 it e i T ST i e e G A g Sttt
- ' - - - . & -_ mmtd)letsweeexuetednbhm\annikBecmsedhepaenm!brmadverse ons in nurs- II d patients (n=8) had a 30% lower mean oral clearance of quetiapine than normal srbjeofs h20hhe8L call tﬂle@sorplaceboasadund\reammtoiﬁuunordwabroexPaﬁemsmayorrnayno(havereeewedanadequate 2 Drﬁerenoe(dmgmlmspb;%o)nleaﬁw:aresn’;mdrm from baseline. :Dri-rykplemdwamer avy ng-
Table 21: Adverse Reac.trom ina S:-V\.Ieek !’laoebo—ContmIled Cllmca.l Trial for the Treatment ing mfants from i ded-release tablets, a decision should be made whether to discontinue nursing or to discontinue mrpaed patients, AUC and Cmayx were 3 times higher than those observed typrcally in heahhy sdnem l course of lithium or divalproex prior to rand release tablets were superior to placebo = 9 .D drink aloohol while takin o dedrelease tablets It ‘e ‘de effects of quetiapine fumarate
of Bipolar Mania in Children and Adolescent Patients the drug, mhmnwmmﬂe-meedhe&whhmws health. metabolized by the lver, higher plasma levels are dintheh pdocoge o moybensedsd  when added to ithium or divalproex alone in the reduction of YMRS total score. The majoriy of patients in this trial taking immediate 16 HOW SUPPLIED/STORAGE AND HANDLING e ase tablets. It may make some si quetiapine fuma
Preferred Term a t.Imr.ned'i:ate Rel:a?eb‘e“ a tiImr'rled'i:aﬁe Rel:a;eueu Placebo In wglﬁd 620& ,epg,%%m:f ::vel of ;eft;p;,:d in hreas; ,;:::e ,aEg::d from rtdmbte lo( J]g)p?n_ There?i;“nated mcf:!m m [see Dosage and Administration (2.4) and Use in Specific Populations (8. 7)] release quetiapine fumarate tablets were dosed in a range between 400 mo/day and 800 mg/day (study 4 in Table 28). + 50 mg extended ,e;egze tablets are I:nte o w m% tablets eng'a\zed with 150' on one side and plain on the other and are What e possrble e e o s:f o B ) ablets?
uetiapine Fumarate a uetiapine Fumarate |a ranged from to & wei usted matem, on a limited number (N=8) of mother/infant pairs, calcu Drug-Drug Interaction Studies Children and Adolesoems (ages 10 to 17) supplied in bottles of 60 tablets (NDC 49884-891-02) and 500 tablets (NDC 49884-891-05). ﬂef ts Telease
mg mg infant daily doses range from less than 0.01 malkg (at @ matemal daily dose up to 100 mg quetiapine) to 0.1 mo/ka (at @ matemal  The in vivo assessments of effect of other drugs on the ph kinetics of quetiapine are din Table 25 [see Dosage and  The efficacy of release tablets in the acute treatment of manic episodes associated with bipolar | disorder 4 150 mg extended release tablets are white to off-white, oval tablets ed with "H005" side and the other and d-release tablets can cause serious side effects, including:
(n=95) (n=98) (n=90) daily dose of 400 mg). Administration (2.5 and 2.6) and Drug Interactions (7.1)]. in children and adolescents (10 to 17 years of age) was extrapolated from a 3-week, double-blind, placebo-controlled, muiticenter trial. su T,:d in bottles of 60 tablets N[a)ré 49884-892-02 a";w 5?)0 ulmemvdmz‘os on one side and plain on encare See “What is the most important information | should know about qr)rehapur_re fumarate exte)r.rded-re_leas_e tabl)e'u?’“
Somnolence’ 50% 57% 14% 8.4 Pediatric Use . Patients who met DSMHV diagnostic crteria for amanic episode were randomized into one of three treatment groups: Immediate release PP ( ) ) + stroke that can lead to death can happen in elderly people with who take like release que-
Domnolence o Fibd o Safty and efeciveness f quetapine & ded-elease tablets is supported by studies of immediate elease quet Table 25: The Effect of Other Drugs on the PK of Quetiapine p tablets 400 ma/day (= 55), smmedinte relomse quets tablete 600 mg,dag (0= 98),or placebo (n = 200 mg extended release tablets are white to off-whie, ovaltablets engraved with *HOD1" on one side and plain on the other and are tiapine fumarate tablets
Nausea 5% 10% 4% tablets for schizoph dol patients 13 to 17 years of age and in bipolar mania in children and adolescent patients Coadministered drug _ Dose schedules __ Effect on quetiapine ph ki 91). Study medication was initiated at 50 mg/day and on day 2 increased to 100 mo/day (divided doses given two o three times daily). supplied in botfls of 60 tablets (NDC 43834-893-02) and 500 tablets (NDC 49834-893.05). * neuroleptic malig yndrome (NMS). NMS is a rare but very serious condiion that can happen in people who take anfipeychotic
Fatigue 14% 9% 4% 10to 17 years of age fsee Clrmcal Studies (14.1.and 14.2)]. . Coadministered drug | ____Quetiapine _ _ tly, the dose was fitrated to a target dose of 400 mg/day or 600 mg/day using increments of 100 mg/day, given in divideddoses  * 300 mg extended release tablets are white to off-white, oval tablets engraved with "H002" on one side and plain on the other and are d-release tablets. NMS can cause death and must be treated in a hospital. Call your
Increased Appetite 10% 9% 1% In general, the adverse reactions observed in children and adolescents during the clinical trials with immediate release ine fi Phenytoin 1wﬁwx_ﬂoi%m 5 fold Increase in oral clearance two or three times daily. The primary efficacy variable was the mean change from baseline in total YMRS score. Immediate release queti- supplied in bottles of 60 tablets (NDC 49884-894-02) and 500 tablets (NDC 49884-894-05). healthcare provider right away if you become severely ill and have some or all of these symptoms:
Tachycardia® 6% 9% 0% ﬁw SIT;&D&?;; nheadulmdgwn few exceptions. mmnmww&;‘ﬂgdﬂmﬁfwmmﬁﬁﬁ Divalproex mg twice daily mg twice daily %nae;semn;?;‘ma; plasma con- apine fumarate ablets 400 maiday and 600 maday were superio t placeb in he reduckion of YMRS ttal sore (st 5 Table 28] + 400 mg extended release tablets are white to off-white, oval tablets engraved with “HP003" on one side and plain on the other and are : :g: ma :nm sweatng
Dry Mouth 7% % 0% scen occur in a th ore requently in o I%) compa idren centration effect on Table 28: Mania Trials supplied in bottles of 60 tablets (NDC 49884-895-02) and 500 tablets (NDC 49884-895-05). : T
adolescents (< 1%) /see Warnings and Precautions (5 7) and Adverse Reactions (6.1)]. absorption or mean oral clearance d your and blood p
Vomiting . 8% % 3% Thondazne 700 s twice dai 00 ma twice dal 55% mcrease in oral dearance Primary Efficacy Measure: YMRS Total Store Quetiapine Fumarate Extended-release Tablets at 20 to 25°C (68 to 77°F); excursions permitted to 15 to 30°C (59 to 86°F) [See . falls can happen in some people who take ine fi ded-release tablets. These falls may cause serious injuries.
Nasal Congestion 3% 6% 2% Blpolar Depression mg ly ZTimary Eticacy Weasure: YIRS otal USP Controlled Room T ’ A s
Weight Increased 6% 6% 0% The effe of quetiapine fi extended-release tablets for the treatment of bipolar depression in patients under the age of 18 Cimetidine mg three times daily 0 ma three times daily | 20% decrease in mean oral clearance Study Number Treatment Group Mean Baseline LS Mean Change Placebo-sub | 00m 1 + high blood sugar (hyperolyoemra) High blood sugar can happen if you have diabetes already or if you have never had diabetes.
Initability 3 505 1% years has not been established. One 8-week trial was eondpaedmmluate the safety and efficacy of quetiapine fumarate extended-re- for 4 Score (SD)* from Baseline (SE) Difference? (95% Cl) 17 PATIENT COUNSELING INFORMATION High blood sugar could lead to: o
Pyrexia 1% 4% 1% lease Wﬁe&: et of bipolar depression in P d blets dos::o }qg'gam:ﬁfnage Ihegrmary "abt’:jme of me(fﬁmc:y was Ketoconazole 200 mg once daily for 25 mg single dose 84% decrease in oral clearance Study 1 Quetiapine Fumarate See FDA-approved patient labeling (Medication Guide) = build up of acid in your blood due to ketones (ketoacidosis)
Aggression 1% 3% 0% to evaluate whether queiapine fumarate extended releass fablef ofg a dose of 190 to 500 mo/day demonstated s cacy (2 (potent CYP 3Ad inhibitor) 4 days resulting in a 6.2 fold increase Extended-release Tablets 28.8(54) 143(09) 38(57,-20) 7. Information for Patients s
Musculoskeletal Stiffness ‘1) % g% (1]% it a;ymﬁ:o'& domression, Ao of 103 patonts wih b, l“ﬁ;p,{g[[‘m""wm‘“ b I hadren . o,‘"“m’" 0 . - - - ; AUC of quetiapine PK | (400 o 800 mgfday)' rbers orother health professionals should nform patiers, thei famlies, and teir caregivers abo the benefis and isks associated ° bood e ol o ok biets J hioh blood
Accidental Overdose % % % uoxetine once twice dail o ﬂ ste_ad! state R _ i f release ! in sugar can happen in some peoj 0 take i ded-release E ly hi
. 3% 2% 0% emm and placeb': mzsﬁ,g‘tgng s’owf hﬂmﬂﬁyﬂm ;‘m‘dslﬁeremgce mbe;mrzmrﬁnﬁﬂszz: ﬂmﬁ Imipramine 75 mmwtiilxy mﬂm, in Study 2 :?eebo R Quetiagine 84(51) 105(09) '(;Tde d)out s'."!h. Medicines, Depression and :ﬁ:&s:w"::‘:mﬁim“simgﬂ; ;'uss; Aﬂ mpmgm ‘r :‘;am sugar can lead to coma or death. If you have diabetes or risk factors for diabetes (suoh as belng ovemeryrlt ora famlly history of
Arthralgia 4% 2% 1% with se tablets weight gain, in blood andi Haloperidol 1.9 mg twice daily 300 mg twice daily lo ehgrgg ste_adx Fumarate Tablets 340(61) 123(13) 40(70,-1.0) for Jed-release tablets. The or health professional should instruct patients, their families, and their diabetes) your healthcare provider should check your blood sugar before you start release tablets and
Lethargy 2% 2% 0% in heart rate [see Wamings and Precautions (5.5, 5.9) and Adverse Reactions (6.1)]. Risperidone 3 1‘! twice daily 300 mg twice daily lo change in steady state PK (200 to 800 mg/day)! ! caregivers to read the Medication Guide and should assist them in understanding its contents. Patients should be given the opportunity to during therapy. . ) o o
S, - P Yo Some diferences i the phamacokineics of quetapine were noed between chidren/adolescents (1010 17 years of age)and adults. I viro enzyme ihibiton dafa suggest iapine and 9 of ts metaboltes would have litte mhibitory efiect on in vivo metabolism Haloperidol" 323(60) A57(13) T4(104,44) discuss the contents of the Medication Guide and to obtain answers to any questins they may have. The fextofthe Call your heaftncare provider f you have any ofthese symptoms of igh blood sugar (hyperglycemia) wile taking quetzpine fumarate
b 2% 2% 0% When adjusted for weight, the AUC and crrn Of quetiapine were 41% and 39% lower, respectively, in children and ad diated by cytoch CYP 1A2 2(39 2019 206 and 3A4. Quetiapine at doses of 750 mg/day did not affect the single dose phar- Placebo 331(66) $3(13) _ Guide is reprinted at the end of this document. extended-release tablets: )
yncope to adults. The pharmacokinetics of the a wiere similar b and adults after Kinetics of anty Jithium or k Table 26) [see Drug Interactions (7.2 . — 2 = Patients should be advised of the following issues and asked to alert their prescriber if these occur while taking quetiapine fumarate « feel very thirsty = need to urinate more than usual
I 3 2 0 ( ) 9 (12
Vision B a:ored 4& 2& Oz adjusting for weight /see Clinical pham.acorogy (12.3)]. Study 3 ::rnmednateTRellease Quetiapine 0765 w15 I extended-release tablets. o feel very hungry o feel weak or tired
Constipation ' - . 79(-1089, - < feel i stoma . ;
Ear Pain %% g% g% %2 %ﬂﬁﬁd safety of quefiapine fi ded-release tablets in the of schizophrenia in adol aged 13t0 17 — Th;oif:e::::dou‘ll::a neonthe Lo Qther Drgs Qu&axaem:;;w e o e g;::d h:ortalny - Euﬂ: ::e mw;:r 'I?mﬂclated mms sted with ) anti d . hmfﬁ:tldle(v':lr::’your b‘:od - T’“I“’fd y ]:o:l: 'e"'.h smeﬂs ft":lyljl fat levels may happen in people treated with queti-
Paraesthess % % % i e f Coads d ) -y and caregivers S patients ementia-rel psydro&streaied atypical antipsychotic drugs aly
Sinus Congestion 3% 0% 0% ﬂwm(ﬁfm';:;ﬁ*?"‘d "“73}‘;’"""“"’ e ) o e ey colets aee Indica- g [ e dministered d Quetiapine Effect on other drugs pharmacokinetics Lithium'* , 33T 152(16) $3(115,55) are atincreased risk of death compared with placebo. Q release tablets are ot dforciderly patients  aPine fumarate extended release tables. You may not have any symptoms, so your healhcare provider may decile tocheck you
Thirst 20 0% 0% o $age g ! Ll abiets in nedi . atients less than 13 years of age with schizo- Lorazepam 7 mg, single dose___| 250 mg three fimes daily | Oral clearance of | m reduced by 20% | Placebo + mood stabilizer 340(69) 67 (16) - with dementia-related psychosis [see Warnings and Precautions (5.1)]. | and it (weight dunn,g sze;rt with eogle viho toki ed-elease ta . tablets
- - - Safety release . - - s o + increase in weight (weight gain gain is common in e who take release S0 you
* Somnolence combines adverse reaction terms somnolence and sedation. phrenia have not been eshblrshed Divalproex 500 mg twice daily 150 mg twice daily Coue x&;ddeﬁcee,ﬁgm 13‘0’; ?2:? ady- Study 4 g"m sze:r Quetiapine 15(58) 138(16) 38(71,086) Suicidal Thoughts and Behaviors and your healthcare provider should check your weight regularly. Talk to your healthcare provider about ways to control weight gan,
2 Tachycardia combines adverse reaction terms jia and sinus tact T The safety and effecti of B ded-release tablets in the of schizophrenia has not T W mgiiey gven No cFect on steady (200 to 800 maday)’ S O 01, Pahen_ts thet f:omirles , and their caregivers should be enoouaged to be alertto he emergence of anxiety, agiatz;:e:amc at:r::a insom- such as eating a healthy, balanced diet, and exercising.
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fumarate tablets in children and adolescent patients 10 to 17 years s of age [xe Cll;;cal Studies (14.1 and 14.2)]. Thpoefﬁcacy and safety of quetiapine fumarate extended-release tablets in the treatment of bipolar mania in children and adol Antipyrne 14, single dose 250 mg three times daily c:rri'r :c arano‘oe_"s n:gmm Study 5 :?Wbo - r;ood staguiz;raphe L L = :::;. :;ng::::?b:ni:‘a:gsvue; :fm :ﬁ: :eemrepmedsed ‘?ololrot b'pahemme esmergen:e Ofors UDSW oo, . r!f’aﬁls:y nesla s 2o start afer you siop hkmg ; drelease ta fainting caused b change in h
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extrapyramidal symptoms was 1.1% (1/92) for release tablets and 0% (0/100) for placebo. m I:‘\?e i staglfrshed release tablets in patients less than 10 years of age with bipolar Carcmogenesrs - ity . immerkate Relense Quetiopine [se5 Warnings and Precautions (5.2)]. adohscmf;'Ler:rzd . in cl oS o lablels o ding ﬁ\esmd ((\*rwk blood pressure in d“'m :d
In a short-term placebo-controlled immediate release quetiapine fi tablets th trial in adolescent patients (13 to 17 years . . L . . inogenicity studies were conducted in C57BL mice and Wistar rats. Quetiapine was administered in the diet to mice at doses of Fumarate Tablets 296(64) -156(0.97) £6(-95,-37) Neuroleptic Malignant Syndrome (NMS) tablets are not approved for patients under 10 years of age.
of age) with schizophrenia (6-week duration), the agregated incidence of idal was 12.9% (19/147) for rmmedrate Tb::ns:f:h:yblmed o e Igs tiar 18 veare of e, release tablets in the of bipolar disorder has not 75 250 and 750 mglkg and to rats by gavage at doses of 25, 75, and 250 maglkg for two years. These doses are equivalent to 0.1, 0.5, (600 mo/day)' Patients should be advised to report to their physician any signs or symptoms that may be related to NMS. These may include muscle + low white blood cell count
release quefiapine fumarate tablets and 5.3% (4/75) for placebo, though the incidence of the individual adverse (eg, akathi pa years of 15, and 4.5 times the maximum human dose (MRHD) of 800 mg/day based on mgim? body surface area (mice) or 0.3, 1, and 3 times Placebo 307(59 90(1.1) _ stifiness and high fever [see Wamings and Precautions (5.4)] + cataracts
tremor, | disorder, pey ivi muscle rigidity, dyskinesia) did notexceedd 1%in 8.5 Geriatric Use . L the MRHD based on ma/m? body surface area (rats). There were statistically significant increases in thyroid gland follicular ad n ——— — —— - — - ————— Hyeralycemia and Diabetes Melius « seizures
any treatment group. In a short-term placebo-controlled immediate release tablets th, trial n ch||drerr and  Siiy-eight patients in ciinical studies with € fumar elease tablets were 65 years of age or over. In general, there  male mice at doses 1 5and 4.5 imes the MRHD on mg/m body surface area and in male rats at a dose of 3Jtimes the MRHD on mgimz ~ Mood stz lithium or divalproex; SD: SE error; LS Mean: least-squares mean; Cl: eon- Pa;er:s'should be aware of the symptoms of hyperalycemia (high blood sugar) and diabetes mellitus. Patients who are diagnosed with abnormal thyroid tests: Your healthcare provider may do blood tests to check your thyroid hormone level.
adolescent patients (10to 17 years of age) with bivolar mania (3-week duration),the agaregated i of extrapy Neverthless m“,:g;fg?,;‘;mg i B e otlets I the gasery compared o Younger adul.  body surface area. Mammary gand od Finfemale rats at ol doses tested (03,1, fderce imerval staukcally sinicandy supesior o placebo. diabetes, those withrisk factrs for iabetes, or those that develop these symptoms during reatment should have their biood glucose in prolactin levels: Your healthcare provider may do blood tests to check your prolactin levels.
was 3.6% (1/193) for immediate release f tablets and 1.1% (1/30) for placebo. release tablets, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting and 3 times the MRHD on mgImF body surface area). 2. Difference (drug minus placebo) in least-squares mean change from baseline. atthe b of and periodically during [see Wamnings and Precautions (5.5)]. . ?'”P‘"“s drowsiness, feeling tired, difficulty thinking and doing normal activities
In Tables 22 and 23, dystonic events included nuchal rigidty, hypertonia, dystonia, and muscle rigidity; parkinsonism included cogwbeel fed w:;ower:; (rt”rzhonsazd care“fgl monitoring :hmng the nrrlr:dl dosing period in the eIded\Ir) The mean, pkajma clearance r{ gu:gd e was Thyroid foﬁ:chBr cell adenomas may han\ée resulted f':‘m chronic sﬁmulahonl of ﬁec:wmd glar;% zy thyroid Sllm:\‘:“ﬂ! homone (TSH) 3 included in the trial as an active comparator. Hyperlipidemia : mﬁd’m::enm
kathi tardive dy i to nts to ents trati odent i based i . ; seline is based 4 . | . ol 1 bl | o o " P el | *
::‘::Y o ffemo' | event m:jmui’:d ! alnd even.t mtd andch Pharmagloay (123)]. i ety pate o o younger patierts fsce Dosage inistation (23) e e with this hani bserved in subchroni bmy smd.:s,e r.. ma::s":m a'ldln al ,year toxicity study in rat; 4 Mh da:emrﬁ.n basfall?e SCore is on patients included in the primary analysis; pediatric mean ba score 1 onall Patients should be advised that vaions m total s LD!‘ - and SyRe a_\d in HDL 5 « trouble sleeping or trouble staying asleep (insomnia), nausea, or vomiting if you su_ddenly stop taking quetiapine fumarate
y 3 however, the resd&sofﬂrese stu&es were not definitive. The ofthe n in thyroid follicular cell adenomas to human risk, patients in population. may occur. Patients should have their liid profile at the beg g of and during [see Wamnings and extended-release tablets. These symptoms usually get better 1 week after you start having them.
e L o L e o e e ey contciod ot i axperance i quetiapine dedrelease tablets in patients with renal impairment is imited fsee Clinical Phar-  through vt is ' " Bipalar Disorder, Depressive Episodes Precautions (35 The most common side effects of quetiapine f ded-release tablets include:
ase th trial in adok p hizopk 6-week d reieasE i Adults Weight Gain .- - . . -
macology (12.3)]. Antipsychotic drugs have been shown to chronically elevate prolactin levels in rodents. Serum measurements in a 1-year toxicity study I ted . - . 4 - . . . Lon o — . . + dry mouth * constipation + dizziness + increased appetite
P P TS Ned The effi of release tablets for the acute f with : y ¥
Table 22: Adverse R with E in the Placeby 8.7 Hepatic Impairment _ . showed lhat quetiapine increased median serum prolactin levels a maximum of 32- and 134dd in male and female rats, respectively. ed b g bipolar - Patients should be advised thatthey may experience weight gain. Patients should have their weight monitored regularly fsee Warnings * upset stomach « fatigue * stuffy nose * difficuity moving
Trial in Adolescent Patients with Schi renia (6-week duration Since P Iy metabolized by the liver, higher plasma levels are expected in with hey In this - N N disorder in patients who met DSM-IV criteria for bipolar disorder was established in one 8-week, randomized, double-blind, placebo-con- and Precautions (5.5)]. L - 3 N
Immediate Release Immediate Release Al Jation, a low starting dose of 50 ma/day is recommended and the dose may be increased in increments of mgld Isee Dosage ha.ve been found in rodents. aﬁ‘f chronic ‘ministration o ¢ Psy drugs and are consid- yrolleq study (N=280 outpatents). This study included patients umh bipolar | and Il disorder, and those with and without a rapid cycling O poctatic Hypotension These are not all the possible side effects of release tablets. For more information, ask your healthcare
Quetiapine Fumarate | Quetizpine Fumarate | Immediate Release Placebo Snd Administration (2.4) and Cinical Pharmacology (12.3). ’ “ m:o:&mac[mn w'efmaf,:’m“;d PR of v gland tumors n s fo human  course. Patiers edomzed o et release tablets were administered 50 mg on Day 1, 100mg o Day 2,200 paents shouid be advised of th risk of orthostatic h ( include feeling dizzy or ightheaded upon standing, which  Provder o phamacit _ _
Preferred term Mmay M}mw Oueha?ne Fumarate (N=T5) 9 DRUG ABUSE AND DEPENDENCE Mhsagenesis - rlr_:e on Day aat:d st::g o; D::d ;nd aﬁerdep o - . - ‘r;‘\ay lead “ﬁ% especially d(u;]n)g} the period of initial dose titration, and also at times of re-initiating treatment or increases in dose [see Hci:, yo:; do':ior for medical advice about side effects. Y?u rnzi'yabI report:lde effects to FDA at 1-800-FDA-1088.
ablets 9.1 Controlled Substa: . - . . o 5 y . A - primary rating instrument u: assess reeervesyrmtmrswas mgomery~ rg Depression Rating Scale a lamings recautions should | store iapine fi ded-release tablets?
(N=73) (N=74) (N=147) o1 sontroled Substance elease tablets are not a controlled substance. The of was tested in the in vitro Ames bacterial gene mutation assay and in the in vitro mammalian  {(.jtem clinician-rated scale with scores ranging from 0 (no d 60 score). The primary endont was the | Blood P n Chidren and Adol + Store quetiapine fi ded-release tablets at room temperature, between 68°F to 77°F (20°C to 25°C).
" % n % % % gene mutation assay in Chinese Hamster Ovary cells. The clastogenic potential of quetiapine was tested in the in witro chromosomal from baseline in MADRS k 8. Quetiapine fi d tabl ebo in red ncreased ressure in Lhicren an escents - . . iapi icine: i
_ 92 change from baseline in score at weel release tablets were superior to placebo in reduction Children and adolescent patients should have their blood datthe b of and Jically durin fsee Keep quetiapine fumarate extended-release tablets and all medicines out of the reach of children.
vic event 7T I i 00 o Abuse . aberra(ronassayncdhuredhumanIyn'lphocy\esandnﬁremwvobonemarmmlcronudeusassaymratsrpquOOmglkgMlsG of MADRS score at week 8 (study 6 in Table 29). A t ) 9, ) 3 . . o
_DLA = extended-release tablets have not been systematically studied in animals or humans for its potential for abuse, fimes the maximum recommended human dose on ma/m? surface area. Based on weight of evid was not X . . i Warmings and Precautions (5.9)]. General information about the safe and use of release tablets.
Parkinsonism 4 5 4 54 4 27 | or physical d o While the clinical trials did not reveal any tendency for any drug-seeking behavior, these observations da these tests. mghi*body The efficacy of i diate release fi tablets for the of d 3 d with bipolar disorder L N P . L
Akathisiz 3 K| 5] 7] 3 ] were not systemafic and it is not possible to predict on the basis of this limited expenence the extent fo which a CNS-active drug willbe  ©f S2stogenic in was established in 2 identcal 8-week, randomized, double-blind, piacebo-controlied studies (N=1045). These studies included patients Pe"'“’”"‘:m eutropenia Jow WEC or & isory of chould be hat they should have thei for p other than those listed in a Medication Guide. Do not use quetiapine fumarate ex-
— = misused, diverted, and/or abused once | Consequent should be evaluated carefully for a history of drug abuse, and Im irment of Fertiity i , i atients with a pre-existing low WBC o 2 history of drug induced leukopenialneutropenia advised that they should have emded—release tablets for a condition for which it was not Do not give release tablets to other
 Dyskinetic event 2 27 0 I A 0 0. nsequently, patients |Y story 9 pall with either bipolar | or Il disorder and those with or without a rapid cycling course. Patients release el
Other extrapyramidal event ) 77 i such Ments should be observed closely for srgrs ofmlsuse or abuse of release tablets (e.g., d mating and fertilty in male Sprague-Dawley rats at oral doses of 50 and 150 mg/kg or approximately 1and 3times  fumarate tablets were administered fixed doses of either 300 mg or 500 mg once daily. c8c d while taking release tablets [see Wamings and Precautions (5.10)]. people, even if they have the same symptoms you have. It may harm them.
Jher exirapyramec - — - — - in dose, drug-seeking beha Ire maximum human dose (MRHD) of 800 mg/day on mg/m? body surface area. Drug-related effects included increases in interval to The used 4 these studi th MADRS The both Interference with Cognitive and Motor Performance This Medi Guide the most i inf about quetiapme fi ded-release tablets. If you would like
Table 23 below presents a listing of patients with adverse reactions associated with EPS in a short-term placebo-controlled monotherapy 10 OVERDOSAGE mate and in the number of matings required for successful impregnation. These effects continued to be observed at 3 times the MRHD primary rafing instrument to assess depressive symptoms in these studies was e primary endpoint in Patients should be advised of the risk of somnolenoe or sedalron (wheh may Iead b falls), espeualy during the period of initial dose  more information, talk with your health r. You can ask your pharmacist or healthcare provider for information about quetiapine

trial in children and adolescent patients with bipolar mania (3-week duration).

10.1 Human Experience

even after a two-week period without treatment. The no-effect dose for impaired mating and fertility in male rats was 25 ma/kg, or

studies was the change from baseline in MADRS score at week 8. In both studies, i di tablets were

swenotloplaoebomredudlonofMADRSscoreatweekB(Studes?alrdSnTabIeZQ) hﬂ\esesmdres no additional benefit was

titration. Patients should be cautioned about a motor vehicle (in-

such as

Table 23: Ad Reactions A iated with E idal S in a Placeb lled Trial in Children and In ciinical trials, survival has been reported in acute overdoses of up to 30 grams of quetiapit ine. Most patients who overdosed experienced 0.3 times the MRHD dose on mg/m? body surface area. Quetiapine adversely affected mating and fertility in female Sprague-Dawley rats - cluding biles) or hi y,unﬂﬁreyamreasmabfyeenanqueﬁapnemerapydoesndaﬂenmemadvefse!y[see
2 Adolescent Patients with Bipolar | Mania (;:‘;k duration) rialin LAhidren a no adverse reactions or recovered fully from the reported events. Death has been reported in a clinical trial following an overdose of  at an oral dose approximately 1 times the MRHD of 800 mg/day on mg/m? body surface area. Drug-related effects included deaeases in mmm@ mg dose. F‘:; ::lgg ;gadso::ﬁ?m”' a5 measured using the Q. -LES-Q (SF). placebo were seen in overall qualty Warnings and Precautions (5. 15)]
Tmmediate Release hnmedrate Release Al 13 6 grams ofque:ﬁ:r;e alone. In general,nr‘epoﬂed signs and synvtnmswere those re;‘mmmp exaggeraﬂ:\e:;:\ec:mg s kmvg: matings and1|6| maﬁsngs resulting in pregnancy, 8n1d an r{u’ease inthe |Mervag0make An increase in irregular estrus cycles was Table 29:D ct CE glod Eing ith Riootar Disorde Heat Exposure and Dehydration
Q Fumarate Fumarate | Immediate Release Placebo disease may be at an increased risk of the effects of overdose fsee Wammgs and Precautions (5.12)]. One casg involving an estimated at fdewelseof and 1 mmglkn(gg oroa(;)?rp )umaﬁir:ley MRI-?Bd of g(r)raes ﬂrsaMRHD of 2 mglda):‘:n ma/m? body surface area. The no-efiect dose e e .H : PO sorcer Patients should be advised regarding appropriate care in avoiding overheating and dehydration /see Warnings and Precautions (5.17)].
Preferred term’ wgm 60{‘“:;: m‘;’f IFIM (N=90) overdose of 9600 mg, was associated with hypokalemia and first degree heart block. In post—marketng experience, there were cases In fema N rats wa'.s , or .01 tmes ma/day on mgfm* body surface area. Primary Efﬁc.acy - MADRS Total Concomitant Medication
(N=95) Y (N!%)ay (N=193) reported of QT prolongation with overdose. There were also very rare reports of diate release 132 Anrnul Toxicology and/or P!-amau!louy o X . . i . X Study Number Treatment Group Mean Baseline LS Mean Q\anpe P!aoebo-subtrac‘led As with other shouid be advised to notify their physicians if they are taking, or plan to take, any prescription or over-the-
tablets alone resulting in death or coma. Quetiapine caused a dose-related increase in pigment deposition in thyroid gland in rat toxicity studies which were 4 weeks in duration Score (SD) from Baseline (SE) Difference? (95% CI) counler drugs fsee Drug lferactions (7.1]].
- % % n 1% 10.2 Management of Overdosage or Iosg1er ar:;d ina r‘ﬁuse g-gear carcinogenicity study. Doses were 10 to 250 mglkg in rats ?;)t(!) 75 to 750 mglkg in mice; these doses Study 6 Quetiapine Fumarate Pregnancy and Nursing
‘arkinsonism 3 A 5 . . o are 0.1to 3, and 0.1 to 4.5 times the maximum recommended human dose (MRHD) of mo/day on mg/m? body surface area, R 55(79 5 : § . N . . ) .
Rkathisia ; ] y 0. In case d}"‘f:},&",{’;‘*’“’e’ b o o iiim S e bl o v/ st ot T m‘?::;",::“ﬁr,‘;"” respeciively. Pigment deposition was shown to be irreversible in rats. The ideniy of the pigment could not be determined, but was (%’ng)?“e Tablets 5862 17402 55t19,32 Patients shoukdbe advieed t nofly thek physician Fheybecome pregrantorintend o become peegnant during herepy with quetopine
Other extrapyramidal event i | 2 0. bility of obtundation, seizure or dystonic reaction of the head and neck folowing overdose may create a risk of M,-mm with induced found to be co-localized with quetiapine in thyroid gland follicular epithelial cels. The functional effects and the relevance of this finding Placebo 301(55) 19012 _ marate extended-release tablets [see Use in Specific Populations (8.1 and 8.3)]
_ There were no adverse reactions with the preferred term of dystonic or dyskinetic events. gmesm Cardi A should p diatel and é“""d '":l“de i 4 gto o human risk are unknown. Study 7 Immediate Release Quetiapine — — Need for Cormrehensrve L s Pmr:m ral of tocal for with schi
s P X letect possible arrhythmi iarthyth i inamide and quinidi ath | ded-release ta di s rtof a dol izo-
Laboratory, ECG and vitalsign changes observed in clinical stuies hagand o sk Q. rolocing et when Sdmsored e potert i sele v jpine fumerat exendedelease it ooy mz;‘:f:;?::‘;'.i‘:ol%&“r&f mﬁiﬁm&"ﬁemmﬁmﬁﬁmxmg%mﬁﬁ Fumarate Tablets 0360 164009 £1(83,39) chvencs ad e el dorbor bt may e e messres ey ‘and socil Efccivencas and saety
Neutrophil Counts table.fs s"m'al"LYI itis 7’3350"*'9 to expect that the or-adrenergic-blocking properties of b"ﬂﬁlm might be additive to hose of be due to inhibition of ch Q i caused a dose-related redudlon in plasma cholesterol levels in (300 mo/day)! o of quetiapine fumarate extended-release tablets have not been esﬂ)llshed in pediatric patients less than 13  years of ‘age for schizophre-
Adutts: In three-arm quetiapine fi Jed-release tablets placebo-controlled monotherapy clinical trials, amon%gzerns ginp . . t-dosedogandmonkeysturies howeverdmerewasno Jati plasma chol | and the of in Immediate Release Quetiapine nlaorlessﬂran10yearsofageliorbpolarmarua,w priate ed is essential and psy ntion is often
baseline neutrophil count >15x 109,1_ the nodenoe of at least one occurrence of neutrophil count <15x 10°/|_ was There is no speuﬁc antidote I release tablels Therefore, appropriate supportive measures shoud be  individual dogs. The ap delta 8 chol | in plasma is ,,m hibition of a late stage in cholesterol biosynthesis Fumarate Tal;zle1s 30363 -16.7(0.9) £5(87,-43) helpful. The decision to p will depend upon the s of the y and
treated with release tablets and 1.5% for immediate release 110 0 8% instituted. The possibility ofrr:lhple dmg e mﬂ:‘w‘d be :r's tension and phar el Q"?m:ﬁ:gem :"rrg in these species. There also was a 25% reduction in cholesterol content of the outer cortex of the lens observed in a special study in (600 mg/day) severty of the patient’s symptoms. [see l"dm“" and Usage (1.4)].
in placebo-treated patients. o ) ] ) B B timalaton may worsen h fon i the seting o quetzpine-nduc ed o blockade). In cases of T idal sympioms quetiapine treated female dogs. Drug-related cataracts have not been seen in any other species; however, in a 1-year study in monk Placebo 306(53) -103(09) — MEDICATION GUIDE
In placebo-controlled herapy clinical friaks involving 3368 patients on quetiapine fumarate and 1515 on placeko, the incidence of at i) £ should be 1. Close medical sup and hould ms eve uee E“mn:’ﬂ‘e) patient a striated of the anterior lens surface was detected in 2/7 females at a dose of 225 ma/kg or 5.5 times the MRHD of 800 Study 8 Immediate Release Quetiapine Quetiapine Fumarate Extended-release Tablets
flzla:”me Iwwrrenoe of neutrophil coma ;;0 r‘;?%L ﬁm.paﬁm with wa‘h normal baseline nellmv;i mﬁ zannd3:5) least one :ﬂz 11 DESCRIPTION mg/day on mg/m? body surface area. Fumarate Tablets 31160 -16.9(1.0) 50(-73,-27) (kwe tye’ a peen fue’'ma rate)
with ,,I;’ebo [see Wamings and p",fgu;;m( (5.10)] " a e, 1% " Quetiapine fumarate is an atypical N to a ch | class, the dib thi ine derivatr The chemical 14 CLINICAL STUDIES (300 mofday)’ _ Read this Medication Guide before you start taking fi ded-release tablets and each time you get a refill. There
o designation is 2-{2-(4-dibenzo [bf] [1 4]tl'||azep'|-1‘l-yl-r inyl)ethoxy]-ethanol fi (2-1) (salt). It is present in tablets as  14.1 Schizophrenia Immediate Release Quetiapine may be new information. This Medication Guide does not take the place of talking to your healthcare provider about your medical
Transaminase Elevations . ) B the fumarate salt. All doses and tablet strengths are expressed as milligrams of base, not as fumarate salt. Its molecular formula is ~ Short-term Trials ~ Adults ) . Fumarate Tablets 299(56) -16.0(1.0) 41(64,-18) condifion or freatment.
Aduls: transient and 3 ALT) have been reported. The proportions  C, H_N,0,5,+C,H,0, and it has a molecular weight of 883.11 (fumarate salt). The structural formula is: The efiicacy of ded-release tablets in the treatment of schizopk d din 1 short-term, B-week, (600 mo/day)' 5
g‘;:rh paneﬁs‘wnh tqansamrrgze f:flevahons of >3 times ﬂre wper limits of ﬂr:‘erzrrml referer:r'«:t’é ;:nfge ina poollof &mwa fixed-dose, placebo-controlled trial of i and with schizopt (,,:573) who met DSM-IV criteria for sduzophrema Placet 2956 (54) 419(1.0) _ What is the most rmponamj mforrlnauon | should know about quetiapine fumarate extended-release tablets?
ad‘zm:: ;' " au xﬁeﬂded-'eled fease ta‘h compan 0? 2 'vlalzb: n schizophvenia ricle e _f Quetiapine fumarate extended-release tablets (once daily) was administered as 300 mg on Day 1, and the dose was increased fo either 400 — — - —— - release tablets may cause serious side effects, including:
51 propomns patrems transanmase. hg/i&)) times the mper imits of the normal reference range in a poo1% R ma or 600 mg by Day 2, or 800 mg by Day 3. The primary embommasﬂledrangefrun baseline of the Positive and Negative Synd SD: " _SE. andard error, LS _Mean. least-squares mean; Cl: unadjusted confidence nterval. 1 risk of death in the elderly with d ) ' fike quei release tablets can increase the risk of
%, & weekplacebocontroled rias were approximately 6% (24B3)orimmediate release quetiapine fumarate ablet e m Scale (PANSS)total score atthe end of (Day 42). Quefiapine fumarate extended-release tablet doses of 400 mg, 600 mg and 800 - Doses that are stafistcally significantly superior o placebo. death in elderly people who have memory loss (dementia). Q f ded-release tablets are not for treafing psychosis
e e mzyme:m‘ s weualy rug and promptly mg once daily were superior to placebo in the PANSS total score at Day 42 (study 1 in Table 27). 2. Difference (drug minus placebo) in least-squares mean change from baseine. in the elderly with demenia.
P ngong P! Short-term Trials — Adolescems (ages 13 to17) Maintenance Treatment asan Adjmct fo Lrl'num or Divalproex 2. n'sk of suicidal thoughts or actions (antid dicil dep and other serious mental ilinesses, and suicidal

Decreased Hemoglobin
Adu#s:lnshon—termgﬁoebo—- lled trials, d inh jobin to < 13 d.males,sﬂgldeemalesonalleastmeoecasm
occurred in 8.3% (5 155)dque1|apn&trea1edpatlen\smrmaredm62%(2 9/3536) of treated with placebo. In a database

@OQ ;

Quetiapine fi is a white to off-white crystalline powder which is moderately soluble in water.

of controlled and uncontrolled clinical trials, decreases in hemoglobin to < 13 g/dL males, < 12 g/dL females on at least one
occurred in 11% (2277/20729) of quetiapine-treated patients.

Interference with Urine Drug Screens
There have been literature reports suggesting false positive results in urine enzyme immunoassays for methadone and tricyclic antide-
pressants in patients who have taken queﬁapne Carmon should be exerused in the i mefprelanon of ;nosml;e b:me d‘ug screen results

Quetiapine Fumarate Extended-release Tablets are supplied for oral admlmstrahm as 50 mg, 150 mg, 200 mg, 300 mg, and 400 mg.
The 50 mg tablet is white to off-white and round shaped. The 150 mg, 200 mg, 200 mg, and 400 mg tablets are white to off-white and
oval shaped.

Inactive ingredients for ine fi

ded-release tablets are colloidal silicon dioxide, hydrogenated vegetable oil, lactitol,

The efficacy of d-release tablets in the of schizophrenia in adol (13|o17yeasofage)
was supported by a 6-week, double~blnd plambocomroled tnal Patremswhomet DSM-IV di ic criteria
randomized into one of three di tablets 400 mg/day (n = 73) immediate release

relea
quetiapine fumarate tablets 800 mg/day (n 74) orplacebo (n= 75) Study medication was initiated at 50 ma/day and on day 2 increased
to 100 mg/per day (divided and given two or three times per day). Subsequently, the dose was titrated to the target dose of 400 mg/day
or 800 mo/day using increments of 100 mg/day, divided and given two or three times dadly. The primary efficacy variable was the mean
change from baseline in total Positive and NegatNe Syndrome Scale (PANSS). I diate release fi tablets at 400

The efficacy of i relea tablets in the maintenance treatment of bipolar | disorder was established in 2

placebo-controlled trials in pabents (n=1326) who met DSM-IV criteria for bipolar | disorder (studies 9 and 10). The trials included patients
whose rnostrecen(eplsodewas manic, depressed ormrxed with or without psychotic features. In the open-label phase, patients were
required to be stable on immediate release fi tablets plus lithium or divalproex for at least 12 weeks in order to be
randomized. On average, patients were stabilized for 15 weeks. In the randomrzalon phase, patlems eoMnued treatment with lithium
or divalproex and were randomized to receive either i fiate release ini d twice daily tntallng
400 mglday to 800 ma/day) or placebo. Approximately 50% of the patients had discontinued from the immediate release

. Talk to your or your family member’s, healthcare provrder abouL
» all risks and benefits of vith
° aII treamenl dloroes for depression or oﬂrer serious mental illness

*A may i suicidal thoughts or actions in some children, teenagers, and young adults within
the first few months of treatment.
+ Depression and other serious mental illnesses are the most important causes of suicidal thoughts and actions. Some people

fumarate tablets group by day 280 and 50% of the placebo group had discontinued by day 117 of double-blind treatment. The primary

for these drugs, and confi by (eg, i lactose (monohydrate), magnesium stearale succinic acid and talc mgday and 800 mgfday was superiorfo placebo in the reducton of PANSS total score (st 2in Table 27) en&;ont in these studies was time to recurrence of a mood event (manic, mixed or depressed episode). A mood event was defined as
ECG Changes: Each 50 mg tablet contains 58 ﬂa) to 50 mg ine. Each 150 mg tablet contains 173 mg of que- Table 27: Schizophrenia Short-Term Trials initiation or hospitalization for a mood episode; YMRS score = 20 or MADRS score = 20 at 2 consecutive assessments; or
Adu#sd: 2.5%maf * (\ fum ded-elease tablet pam and 2.3% o;g:c:lbi‘o patients, had Iachycahredia (>120 bprgs:d anby tiapine fumaEl'ateh ulvaler.:b kl) mg quehapme Each 2@ mg tablet tai 230 8 p narate e bl:(’ 00 mg Primary Efficacy Endpoint: PANSS Total study discontinuation due to a mood event.
time during the tri f ded-release tal Were associ a mean increase in heart rate, ass y uetiapine. Eac! | mg tablet tai i to 300 mg quetiapi al mg tablet contains . . .
ECG, of 6.3 beats per minute compared to a mean increase of 0.4 beats per minute for placebo. This is consistent vl'ﬂ\'l're rates for 261 mg of ivalent to 4 (X?mg api Study Treatment Mean Baseline LS Me‘an Cltrange Pllacebo-ar.zbtramed Inboth studies, i release tablets were superior to placebo in increasing the time to recurrence of any mood

rele tablets. The incidence of adverse of tachycardia was 1.9% for p USP Dissokufion Test Pendin Number Group Score (SD) from (SE) Difference? (95% CI) event (Figure 2 and | Figure 3). The treatment effect was present for i nereasng time to recurrence of both mamc and depreeeed episodes.

ded-release tablets d10.0.5% for placsbo. | jate release ine fumarate tablets use was associated with a mean poplipmmivny PHARMACOL%GV Study 1 Quetiapine Fumarate The effect of i release tablets was dent of any specific suk ilizer, sex,
increase _?rhl;e;: ':am"dwdb’ b& ECG, rﬁc: fbeebt: mmﬂe eompared toa m_ear;rnc':‘ease of 1 beat per dr‘nnum among[ wplaoebo 121 Mech A (Fxlﬂ'gnmglmday‘)ﬁase Tablets 958(139) -248(25) 6.1(-115,-06) age, race, most recent bipolar episode, or rapid cycling course).
patients. t tendency for tachycardia may | for inducing orth anges [see Warnings anism of Action . :
2nd Precautions (5.7)]. Ih d wgfeag"")“[)‘;‘ kn. . " dedelease tabets inthe "ef;mb:“ ofschrzophrenla blpolar &sordgmd major Quetiapine Fumarate Figure 2 Kaplan-Meier Curves of Time to Recurrence of A Mood Event (Study 9)
Children and Adolescents: Safety and eff of stended-release tabletsis supported by studies of immediate  dePressive disorder is unknown. However, its ¢ ‘°'3°’ B o Extended-release Tablets %.8(14.1) -309(25) -121(:176,67) 100 E—
release quetiapine fumarate tablets in children and adolescent patrents 10 to 17 years of age [see Clinical Studies (14.1 and 14.2)]. gps zg’)g: daMemr acth mn'lgtpgSTA (.’:l:cT;)m than the pare:twd,:rg (wwnmpﬁr%gmdygggf M‘S‘g (600 mg/day)" = 00 — BlAsLhAL
In an acute (8-week) quetiapine f ded-release tablets trial in children and adolescents (10 to 17 years of age) with bipolar mayz;)arﬂy be explained by the high affnity and potent inhibitory efiects that norquetiapine exhibits for the noresinephrine transporter. Quetiapine Fumarate 2
g:r;esron in which efficacy was not establrshed ncreases m&e;:sralz (1>2192[Lfbpm 1010 12 years p:chebL? ta;l years) occr.rr:d in at other than d . a nd in with similar or greater affniies may ex plain some of the other efects E&eﬂwded—redayl)ease Tablets 97.3(147) 31325 -125(179,-71) i 80
patients I lease an patients recervlng In increases in heart § - d . - ine H n the at ab J
';m::cwere 34(lsap7r;r]for quetiapine fumarate extended-release tablets, compared to 0.3 bpm in the placebo group [see Warnings and ;eptors maya:xplair the cihostatc o o i may e)cpllz jhepiodhcieglmriutbn eﬁe@s :r)nr:::rate T:elease‘e . s 50 o0t Toerat 24 é 70
autions . uetiapine Fumarate Tablets 5 (16 266 (2. -7.8(-131, -2 ; !
In the acute (6-week) i tablets schizophrenia trial in adol (13t 17 years of age), i 2\2'2 Phammacodynamics. B [ in SHT (400 mglday)'? i —
"hea"'a‘e(”‘obv'“)mm"“""fmﬁ ivi di iapi tablets 400 mg and 85% of 5T ") H hveﬂ‘yhmumim e A oei o o pereane Placebo %2(133) -188(25) — g w0 b
patients release tablets 800 mg oormared t0 0% of patients receiving placebo. Mean increases i 2 for A M ey glc o :’ high affinity. Quetiapi d iapine lack ble affinity for - - - i
in heart rate were 3.8 bom and 11.2 bom for i release fi tablets 400 mg and 800 mg groups, respectively, 1, nity for ! as high affinity. an v affinty for  Study 2 Immediate Release 3 r
compared to a decrease of 3.3 bpm in the placebo group [see Warnings and Precautions (5.7)]. (adolescents) %ﬁapﬂe Fr‘rmarate Tablets %2(17.7) 213(25) 82(161,-03) s P
In the acute (3-week) immedi : 1rglease iapi ‘1 ; tablets bipolar mania trial in children and adolewems (10t 17 Y:&rs of :mme':ir‘zl:&lease 5 ot
heart rate b urred in 1.1% of patients receivi diate relea: tablets =dla 1 AT

e 15 of et g 1ot raes Quciapg fumerste chlet b08 eormpared 1 D% of pbonts rcgaa lcehe Quetiapine Fumarate Tablets %9(153) 284(18) 93(162,24) H
Mean ncreasesnheanratewere 128bpmand 134bpm|ur diate release tablets 400 mg and 600 mg groups, (800 mg/day)' £

y, comp of 1.7 bpm in the placebo group [see Wamings and Precautions (5.7)]. Placebo 96.2(17.7) -192(3.0)
6.2 Post-Marketing Exnenence i SD: standard deviation; SE: standard error; LS Mean: least Cl: unadjusted confidence interval.
The following adverse reactions were idenified during post al use of immed: ine f tablets. B SN;':"_"'" f:T"" 3?0000 '?25'435 T Docon that aem tatisteally srgrrﬁcanet'l';”mpemnoplaceb?uares mean; LI unacjusted confidence interval “ '..::( “::s) 70 80 90 100
?se 'eacwascamlew‘ ted vo! s &ugf'o size, it s not al\vays possile to rehbly estimate their frequency _wmshm'ne " ne L V] X % Difference (drug minus placebo) in least-squares mean change from baseline.

P A 5 Included in the tral for

Adverse reactions reported since market nt lly related o therapy include anwhylawc reac- M b 146 464 Mai " Trials sy sensibty
ton, cardomyopathy. drg eacion wih oms (DRESS), b myocards nocral cnuress, - [Adrenergc g, I%ﬁ ;39;’ in  onger-tem il (tudy 3), crically stable adult oupatents (n=171) mestng DSWHV citra for schizophvenia who remained stable

(SJS) and onrc epi I In (TEN) o Muscarrruc 4 16 weeks of open-label treatmem with flexible doses of queti release tablets (400 mg/day to 800 mo/
Syr ‘*° e ecrolysis Benzodiazepine |>10000 >10000 day) were rand d to placebo or to continue on their current fi Jed-release tablets (400 mg/day to 800 mg/day)

may have a particularly high risk of having suicidal thoughts or actions. These include people who have (or have a family history
of) depression, bipolar iliness (also called manic-depressive illness), or suicidal thoughts or actions.
* How can | watch for and try to prevent surcu‘lal thoughts and actions in myself ora famrly member?
= Pay close attention to any ch lly sudden chi in mood, b hts, or feelings. This is very important
when an antidepressant medicine is started or when the dose is changed.
.Callmehealﬂrcarepmvrderngrumymreponmworsudden“‘ in mood, behavior, thoughts, or feelings.
» Keep all follow-up visits with provider heduled Call!heL ithcare provider between visits as needed, especially
if you have concerns about symp\oms.
Call a healthcare provider right away if you or your family member has any of the following
New, WOrse, OF WOITy you
+ thoughts about suicide or dying
+ attempts to commit suicide
* new or worse depression
* New or worse anxiety
« feeling very agitated or restless
* panic attacks
* trouble sleeping (insomnia)
* new or worse irritability
+ acting aggressive, being angry, or violent
* acting on dangerous impulses
* an extreme increase in activity and talking (mania)
+ other unusual changes in behavior or mood
What else do | need to know about antidepressant medicines?
+ Never stop an antidepressant medicine without first talking to your healthcare provider. Stopping an antidep! dici
suddenly can cause other
+ Antidepressants are medicines used to treat depression and other illnesses. It is important to discuss all the risks of treating
depression and also the risks of not treating it. Patients and their families or other caregivers should discuss all treatment choices with
the healthcare provider, not just the use of antidepressants.
+ Antidepressant medicines have other side effects. Talk to the healthcare provider about the side effects of the medicine prescribed
for you or your family member.
+ Antidepressant medicines can interact with other medicii Know all of the medica
a list of all medicines to show the healthcare provider. Do not start new medicil
* Not all antidepressant medicines prescribed for children are FDA appi
provider for more information.

ially if they are

that you or your family member take. Keep
without first checking with your healtt provider.
d for use in children. Talkk to your child's healthcare

fumarate extended-release tablets that is written for health professionals.

For more information, go o www, parpharm com, or call Par Pharmaceutical at 1 (800) 828-9393.

What are the ingredi in ded-release tablets?

Active ingredient: quetiapine fumarate

ha:‘:trv"ed in?rediem.s: colloidal silicon dioxide, hydrogenated vegetable oil, lactitol, lactose (monohydrate), magnesium stearate, succinic
acid and talc.

This Medication Guide has been approved by the U.S. Food and Drug Administration.

Manufactured for:
Par Pharmaceutical
Chestnut Ridge, NY 10977

lssued: 0572017 05891-01-1-01





